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_/é DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD 20993

ANDA 202090
ANDA APPROVAL

Roxane Laboratories, Inc.
1809 Wilson Road
Columbus, OH 43228
Attention: Sarah A. Smith
Director, Drug Regulatory Affairs and Labeling

Dear Madam:

This is in reference to your abbreviated new drug application (ANDA) submitted pursuant to
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) for Sodium Oxybate
Oral Solution, 500 mg/mL.

Reference is also made to the complete response letter issued by this office on

September 19, 2013; to your amendments dated September 30, 2013; April 2, 2014; April 8,
May 12, June 6, June 16, July 14, August 22, December 2, 2016; and to the correspondence
submitted to your ANDA dated December 28, 2016.

We have completed the review of this ANDA and have concluded that adequate information has
been presented to demonstrate that the drug is safe and effective for use as recommended in the
submitted labeling. Accordingly, the ANDA is approved, effective on the date of this letter.
The Office of Bioequivalence has determined your Sodium Oxybate Oral Solution, 500 mg/mL,
to be bioequivalent and, therefore, therapeutically equivalent to the reference listed drug (RLD)
Xyrem Oral Solution, 500 mg/mL, of Jazz Pharmaceduticals, Inc. (Jazz).

The RLD upon which you have based your ANDA, Jazz’s Xyrem Oral Solution, 500 mg/mL, is
subject to periods of patent protection. The following patents and expiration dates are currently
listed in the Agency’s publication titled Approved Drug Products with Therapeutic Equivalence
Evaluations (the “Orange Book™):

U.S. Patent Number Expiration Date
6,780,889 (the ‘889 patent) July 4, 2020
7,262,219 (the ‘219 patent) July 4, 2020
7,668,730 (the “730 patent) June 16, 2024
7,765,106 (the ‘106 patent) June 16, 2024
7,765,107 (the ‘107 patent) June 16, 2024
7,851,506 (the ‘506 patent) December 22, 2019
7,895,059 (the ‘059 patent) December 17, 2022
8,263,650 (the ‘650 patent) December 22, 2019
8,324,275 (the ‘275 patent) December 22, 2019

8,457,988 (the ‘988 patent) December 17, 2022
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8,589,182 (the ‘182 patent) December 17, 2022
8,731,963 (the ‘963 patent) December 17, 2022
8,772,306 (the ‘306 patent) March 15, 2033
8,859,619 (the ‘619 patent) December 22, 2019
8,952,062 (the ‘062 patent) December 22, 2019
9,050,302 (the ‘302 patent) March 15, 2033
9,486,426 (the ‘426 patent) March 15, 2033

Your ANDA contains paragraph IV certifications to each of the patents® under section
505())(2)(A)(vii)(IV) of the FD&C Act stating that the patents are invalid, unenforceable, or will
not be infringed by your manufacture, use, or sale of Sodium Oxybate Oral Solution,

500 mg/mL, under this ANDA. You have notified the Agency that Roxane Laboratories, Inc.
(Roxane) complied with the requirements of section 505(j)(2)(B) of the FD&C Actand that
litigation was initiated against Roxane for infringement of the ‘889, 219, 730, 106, 107, ‘506,
‘059, ‘650, ‘275 patents within the statutory 45-day period in the United States District Court for
the District of New Jersey [Jazz Pharmaceuticals, Inc. v. Roxane Laboratories, Inc., Civil Action
No. 10-6108 (consoliated)], for infringement of the *306, ‘619, ‘062, and ‘302 patents [Jazz
Pharmaceuticals, Inc. and Jazz Pharmaceuticals Ireland Limited v. Roxane Laboratories, Inc.,
Civil Action No. 15-1360 (consolidated)], and for infringement of the ‘963 patent [Jazz
Pharmaceuticals, Inc. v. Roxane Laboratories, Inc., West-Ward Pharmaceuticals Corp.,
Eurohealth (USA), Inc., and Hikma Pharmaceuticals PLC, Civil Action No. 16-4971]. Although
these litigations remain ongoing, the 30-month period identified in section 505(j)(5)(B)(iii) of the
FD&C Act, during which FDA was precluded from approving your ANDA, has expired.

With respect to 180-day generic drug exclusivity, we note that Roxane was the first ANDA
applicant to submit a substantially complete ANDA with a paragraph IV certification for Sodium
Oxybate Oral Solution, 500 mg/mL. Therefore, with this approval, Roxane is eligible for 180
days of generic drug exclusivity for Sodium Oxybate Oral Solution, 500 mg/mL. It is noted that
this ANDA was not tentatively approved within the 30 month® period described in section
505())(5)(D)(i)(1V) of the FD&C Act. Nevertheless, the Agency has determined that Roxane has

! The Agency notes that the <106, <107, ‘506, ‘059, ‘650, ‘275, ‘988, ‘182, 963, ‘306, ‘619, ‘062, ‘302, and ‘426
patents were submittedto the Agency after submission of your ANDA. Litigation, ifany, with respect tothese
Eatents would not create a statutory stay of approval.

This ANDA for SodiumOxybate Oral Solution, 500 mg/mL, was submitted onJuly 8,2010. For applications
submitted between January 9, 2010, and July 9, 2012 containing a paragraph IV certification (oramended to first
contain a paragraph 1V certification during that period of time), and approved or tentatively approved during the
period oftime beginningon July 9,2012, and ending on September 30, 2015, section 1133 ofthe Food and Drug
Administration Safety and Innovation Act (FDASIA) (P.L. 112-144) extends this period to 40 months. For
applications submitted between January 9, 2010, and July 9, 2012 (or amended to first contain a paragraph IV
certification duringthatperiod oftime), and approved or tentatively approved during the period of time beginning
on October 1, 2015, and ending on September 30, 2016, section 1133 0f FDASIA extends this periodto 36 months.
In addition, if an application was submitted between January 9, 2010, and July 9, 2012 containinga paragraph IV
certification (oramendedto first containa paragraph IV certification during that period oftime), and FDA has not
approved ortentatively approved the application but mustconsider whether the applicanthas forfeited exclusivity
because a potentially blocked application is ready forapproval, FDA will apply the 36-month period if it makes the
forfeiture determination between the period of time beginning on October 1, 2015, and endingon
September 30, 2016. Forall otherapplications, the 30-month periodsetforth in section 505(j)(5)(D)(i)(1V) of the
FD&C Actapplies.



ANDA 202090
Page 3

not forfeited its eligibility for 180-day generic drug exclusivity.® This exclusivity, which is
provided for under section 505(j)(5)(B)(iv) of the FD&C Act, will begin to run from the date of
the commercial marketing identified in section 505(j)(5)(B)(iv). Please submit correspondence
to this ANDA informing the Agency of the date of commercial marketing.

Under section 506A of FD&C Act, certain changes in the conditions described in this ANDA
require an approved supplemental application before the change may be made.

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS

Section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk evaluation
and mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure
that the benefits of the drug outweigh the risks [section 505-1(a)]. In accordance with section
505-1(i) of the FD&C Act, a drug that is the subject of an ANDA under section 505(j) is subject
to certain elements of the REMS required for the applicable listed drug.

The details of the REMS requirements were outlined in our REMS notification letter dated
January 13, 2014. In that letter, you were also notified that pursuant to section 505-1(i) of the
FD&C Act,adrug that is the subject of an ANDA and the listed drug it references must use a
single, shared system for elements to assure safe use (ETASU), unless FDA waives that
requirement.

Your REMS, known as the Sodium Oxybate REMS Program, is approved with a waiver of the
single, shared system requirement as a separate REMS program from that of the reference listed
drug, shared among holders of approved ANDAs for sodium oxybate products with the
following condition:

e Your waiver-granted REMS system shall be open to all future sponsors of ANDAS or
NDAs for sodium oxybate products.

Your final proposed REMS, submitted on December 2, 2016, and appended to this letter, is
approved. The REMS consists of a Medication Guide, ETASU, and an implementation system.

Under section 505-1(g)(2)(C) of the FD&C Act, FDA can require the submission of a REMS
assessment if FDA determines an assessment is needed to evaluate whether the REMS should be
modified to ensure the benefits of the drug outweigh the risks or to minimize the burden on the
healthcare delivery system of complying with the REMS.

Additionally, the details for what should be included in your REMS assessments and the dates of
the REMS assessments are listed in Appendix 1.

¥ ANDA 202090 was received on July 8,2010. This ANDA was not granted tentativeapproval within the 40-month
period described in section 505(j)(5)(D)(i)(IV) of the FD&C Act. Nevertheless, the Agency has determinedthatthe
failure to obtain tentative approval within the 40-month periodwas caused by a change in orareview ofthe
requirements forapproval of the application imposed after the date on which the application was filed.
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If the assessment instruments and methodology for your REMS assessments are not included in
the REMS supporting document, or if you propose changes to the submitted assessment
instruments or methodology, you should update the REMS supporting document to include
specific assessment instrument and methodology information at least 90 days before the
assessments will be conducted. Updates to the REMS supporting document may be included in a
new document that references previous REMS supporting document submission(s) for
unchanged portions. Alternatively, updates may be made by modifying the complete previous
REMS supporting document, with all changes marked and highlighted. Prominently identify the
submission containing the assessment instruments and methodology with the following wording
in bold capital letters at the top of the first page of the submission:

ANDA 202090 REMS CORRESPONDENCE

(insert concise description of content in bold capital letters, e.g.,
UPDATE TO REMS SUPPORTING DOCUMENT - ASSESSMENT
METHODOLOGY

We remind you that you must include an adequate rationale to support a proposed REMS
modification for the addition, modification, or removal of any goal or element of the REMS, as
described in section 505-1(g)(4) of the FD&C Act.

We also remind you that section 505-1(f)(8) of the FD&C Act prohibits holders of an approved
covered application from using any element to assure safe use to block or delay approval of an
application under section 505(b)(2) or (j). A violation of this provision in 505-1(f) could result
in enforcement action.

Prominently identify any submission containing the REMS assessments or proposed
modifications of the REMS with the following wording in bold capital letters at the top of the
first page of the submission as appropriate:

ANDA 202090 REMS ASSESSMENT

NEW SUPPLEMENT FOR ANDA 202090/S-000
CHANGES BEING EFFECTED IN 30 DAYS
PROPOSED MINOR REMS MODIFICATION

or

NEW SUPPLEMENT FOR ANDA 202090/S-000
PRIOR APPROVAL SUPPLEMENT
PROPOSED MAJOR REMS MODIFICATION

or

NEW SUPPLEMENT FOR ANDA 202090/S-000
PRIOR APPROVAL SUPPLEMENT
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PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABELING
CHANGES SUBMITTED IN SUPPLEMENT XXX

Should you choose to submit a REMS revision, prominently identify the submission containing

the REMS revisions with the following wording in bold capital letters at the top of the first page
of the submission:

REMS REVISION FOR ANDA 202090
To facilitate review of your submission, we request that you submit your proposed modified
REMS and other REMS-related materials in Microsoft Word format. If certain documents, such
as enroliment forms, are only in PDF format, they may be submitted as such, but the preference
is to include as many as possible in Word format.
If you do not submit electronically, please send 5 copies of REMS-related submissions.

REPORTING REQUIREMENTS

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and
314.98. The Office of Generic Drugs should be advised of any change in the marketing status of
this drug.

PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and promotional
labeling materials prior to publication or dissemination. Please note that these submissions are
voluntary. To do so, submit, in triplicate, a cover letter requesting advisory comments, the
proposed materials in draft or mock-up form with annotated references, and the package insert,
Medication Guide, and patient P1 (as applicable) to:

OPDP Regulatory Project Manager

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion
5901-B Ammendale Road

Beltsville, MD 20705

Alternatively, you may submit a request for advisory comments electronically in eCTD format.
For more information about submitting promotional materials in eCTD format, see the draft
Guidance for Industry (available at:
http//www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryl nformation/Guidances/U

CM443702.pdf).

You must also submit final promotional materials and package insert(s), accompanied by a Form
FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)]. Form
FDA 2253 is available at
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http//www.fda.gov/downloads/About FDA/ReportsManualsForms/Forms/UCM083570.pdf.
Information and Instructions for completing the form can be found at
http//www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf.  For
more information about submission of promotional materials to the Office of Prescription Drug
Promotion (OPDP), see http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142. htm.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title 11)
established certain provisions with respect to self-identification of facilities and payment of
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee. Self-identification must occur
by June 1° of each year for the next fiscal year. Facility fees must be paid each year by the date
specified in the Federal Register notice announcing facility fee amounts. All finished dosage
forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not
met its obligations to self-identify or to pay fees when they are due will be deemed misbranded.
This means that it will be a violation of federal law to ship these products in interstate commerce
or to import them into the United States. Such violations canresult in prosecution of those
responsible, injunctions, or seizures of misbranded products. Products misbranded because of
failure to self-identify or pay facility fees are subject to being denied entry into the United States.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA
automated drug registration and listing system (eLIST), the content of labeling [21 CFR
314.50(D] in structured product labeling (SPL) format, as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductLabe ling/default.htm, that is
identical in content to the approved labeling (including the package insert, and any patient
package insert and/or Medication Guide that may be required). Information on submitting SPL
files using eLIST may be found in the guidance for industry titled “SPL Standard for Content of
Labeling Technical Qs and As” at
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryl nfor mation/Guidances/U
CMQ072392.pdf. The SPL will be accessible via publicly available labeling repositories.
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The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic
regulatory submissions. Beginning May 5, 2017, ANDAs and Drug Master Files must be
submitted in eCTD format. Submissions that do not adhere to the requirements stated in the
eCTD Guidance will be subject to rejection. For more information please visit:
www.fda.gov/ectd.

Sincerely yours,

{See appended electronic signature page}

Carol A. Holquist, RPh

Deputy Director

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research

ENCLOSURES: Appendix 1
REMS


www.fda.gov/ectd

Appendix 1

Dates for submission of waiver-granted REMS assessments

Roxane must submit REMS Assessments to FDA six (6) and 12 months following REMS approval,
and annually thereafter. To facilitate inclusion of as much information as possible, while allowing
reasonable time to prepare the submission, the reporting interval covered by each assessment should
conclude no earlier than 60 days before the submission date for that assessment. Roxane must submit
each assessment so that it will be received by the FDA on or before the due date.

REMS Assessment Plan
The REMS Assessment Plan includes, but is not limited to, the following:

1. Program Implementation
a. Product Launch Date
b. Date when REMS materials became available to healthcare providers (HCPs) on the website and
via the contact center
c. The dates stakeholders could become specially certified and/or enrolled online, by mail, by fax, by
email:
i. Prescribers
ii. Pharmacies
iii. Patients
. Date when the Sodium Oxybate REMS Program website went live
e. Sodium Oxybate REMS Program website utilization
i. Number of unique site visits
2. REMS Program Utilization
a. Prescribers
i. Number of specially certified prescribers, status of certification, and method of
certification
ii. Summary of reasons certification is incomplete for prescribers (e.g. “Prescriber missing
information on form”, etc.)
iii. Number of specially certified prescribers by specialty
iv. Number of specially certified prescribers who were disenrolled during the reporting
period and reasons for disenrollment
v. Number of patients by current specially certified prescriber
b. Pharmacies
i. Number of specially certified pharmacies, status of certification, and method of
certification
ii. Summary of reasons certification is incomplete for pharmacies (e.g. “Pharmacy
authorized representative changed, no replacement given”, etc.)
iii. Number of specially certified pharmacy decertifications during the reporting period and
reasons for decertification
c. Patient Status
i. Number, age, and gender of enrolled patients
ii. Number of disenrolled patients and reason(s) for disenrollment



iii.
iv.
V.

Vi.

Vii.

Number of active patients (patients enrolled who received at least one shipment of
sodium oxybate during the reporting period)

Number of duplicate patients detected by the specially certified pharmacies

Number of patients associated with more than one prescriber during their therapy
Number of patients who have discontinued sodium oxybate after receiving at least one
shipment of sodium oxybate

Number of discontinued patients who were associated with an adverse event, including
death

3. Contact Center Report
a.  Number of Contacts
b.  Summary of reason for call (i.e. “Enrollment question”, etc.) by reporter (i.e. pharmacy,
prescriber, patient)
c. Summary of any REMS-related problems identified
d. Narrative of any corrective actions resulting from issues identified
4. Sodium Oxybate REMS Program Compliance
a. Prescrlptlons

Total number of prescriptions dispensed; stratify by the number of new and the number
of refills
Number of patients with overlapping prescriptions (more than one active prescription)
Number of patients prescribed a daily dose >9 g
Number of prescriptions requiring contact with Xyrem REMS program
1. Status of these prescriptions (dispensed, not dispensed); report any delays in
shipment of product related to inability to contact Xyrem REMS program
Number of sodium oxybate prescriptions that were written by non- certified or
disenrolled prescribers (reported or detected through audit)
1. Actions taken (e.g. “Provision of sodium oxybate program materials”,
“Prescriber certified”, etc.)
2. Outcome of actions taken

b. Shlpments

iv.

Vi.
Vii.

Total number of bottles and shipments sent

Number of shipments lost in delivery that were unrecovered and the number of
corresponding DEA 106 forms and RMRs completed

Number of prescriptions dispensed by noncertified pharmacies and actions taken to
prevent future occurrences (reported or detected through audit)

Number of shipments sent to noncertified pharmacies, source of report, and actions taken
to prevent future occurrences

Number of duplicate patients who were shipped Sodium Oxybate under more than one
name or identifier

Number of patients who were shipped Sodium Oxybate after being disenrolled

Number of initial shipments sent to patients without completion of the Sodium Oxybate
REMS Program Patient Counseling Checklist

c. Early refills

i
ii.
iii.
iv.
V.

Number of patients who requested an early refill and reason for the request
Number of requests approved

Number of requests denied by the prescriber

Number of requests denied by the specially certified pharmacies

Number of patients with multiple requests for early refills



5.

6.

7.

d. Concomitant medications - Summary table from Sodium Oxybate REMS Program Patient
Counseling Checklists of the number of patients taking the following concomitant medications
and who subsequently received at least one shipment of Sodium oxybate:

i. Sedative hypnotics
ii. Alcohol
iii. Other potentially interacting agents:
iv. Sedating antidepressants, antipsychotics, or anti-epileptics
v. General anesthetics
vi. Muscle relaxants
vii. Opioid analgesics
viii. Divalproex sodium or other valproate drug (e.g., valproic acid)
ix. Ilicit CNS depressants (e.g., heroin or gamma-hydroxybutyrate [GHB])

e. Concomitant diagnoses - Summary table from Sodium oxybate REMS Program Patient
Counseling Checklists of the number of patients who have been diagnosed with the following
conditions and who subsequently received at least one shipment of Sodium Oxybate:

i. Sleep apnea
ii. Asthma, COPD, or other conditions affecting the respiratory system

f.  Number of notifications by pharmacists to prescribers for the following situations and the outcome

of the notification (e.g., dispensed Sodium oxybate, counseled patient, or other actions)
i. Patient report of alcohol use
ii. Patient report of diagnosis of sleep apnea

iii. Patient report of diagnosis of asthma, COPD, or other conditions affecting the respiratory

system
iv. Suspected abuse, misuse, or diversion
v. Alerts regarding potential abuse, misuse, or diversion on the patient profiles
g. Risk Management Reports submitted
i. Number of patients with an RMR
ii. Number of patients with multiple RMRs
iii. Number of alerts generated from RMRs
iv. Number of RMRs generated from early refill requests
v. Number of RMRs generated for other reasons (list reasons)
vi.  Number of prescriber-related RMRs
vii. Early refill requests
h.  Any other reports of non-compliance with the Sodium oxybate REMS program, source of report,
and any corrective actions or resolution.

i. A summary report of audits of the specially certified pharmacies conducted during the assessment

period including any actions taken to address findings

Barriers or Delays in Patient Access

a. False negatives: i.e., all REMS and safe use requirements were met, but a PDA was not provided
by the Sodium Oxybate REMS Program

b. Inadvertent disenrollments
Unintended system interruptions and resolutions

d. Total number of PDA rejections, the number of these that were subsequently approved and the
duration of time from rejection to approval

Inappropriate Patient Access

a. False positives: e.g., all REMS and safe use requirements were not met, but a PDA was provided
by the Sodium Oxybate REMS Program

Evaluation of Safe Use Procedures
a. Provide reasons for prescription rejections/PDA rejected by the Sodium Oxybate REMS Program



b. Summary and count of RMR events and the corrective actions taken
8. Evaluation of Knowledge/Surveys
a. Anevaluation of knowledge of specially certified prescribers of the risk of respiratory depression,
contraindication with sedative hypnotics and alcohol, and the potential for abuse, misuse, and
overdose associated with sodium oxybate
b. Anevaluation of knowledge of specially certified pharmacy authorized representatives and
pharmacists of the risk of respiratory depression, contraindication with sedative hypnotics and
alcohol, and the potential for abuse, misuse, and overdose associated with sodium oxybate
c. Anevaluation of knowledge of patients of the risk of respiratory depression, contraindication with
sedative hypnotics and alcohol, and the potential for abuse, misuse, and overdose associated with
sodium oxybate
9. Adverse Events
a. Total aggregate number of the following potential adverse event reports received by the Sodium
Oxybate REMS Program and sent to the Sodium Oxybate sponsors during the reporting period,
and cumulatively:
i. Aggregate number of reports of abuse, misuse, diversion, overdose, accidental exposure,
respiratory depression associated with sodium oxybate
ii. Aggregate number of potential adverse events associated with dispensed and unused
sodium oxybate
iii. Aggregate number of potential adverse events associated with a non-certified pharmacy,
disenrolled prescriber, disenrolled prescriber, or disenrolled patient
iv. Aggregate number of potential adverse events associated with a sodium oxybate
medication error
v. Aggregate number of potential adverse events associated with use with concurrent
sedative hypnotics and alcohol
b. Total aggregate number of potential adverse event reports in Section I11.E.9.a. that were received
by the Sodium Oxybate sponsors from all sources during the reporting period
c. Total aggregate number of potential adverse event reports in Section 111.E.9.a. received by the
Sodium Oxybate REMS Program and sent to the Sodium Oxybate sponsors that were
subsequently reported as an adverse event by a Sodium Oxybate sponsor, during the reporting
period and cumulatively
d. Total aggregate number of potential adverse event reports in Section I11.E.9.a. received by the
Sodium Oxybate sponsors from all sources that were subsequently reported as an adverse event by
a Sodium Oxybate sponsor, during the reporting period and cumulatively
10. A report on periodic assessments of the dispensing of the Medication Guide in accordance with 21
CFR 208.24
a. Sodium Oxybate REMS Program will report to FDA on the dispensing of the Medication Guide as
part of the REMS assessments
11. Surveillance and monitoring
a. The Sodium Oxybate REMS program will periodically monitor available safety databases, such as
those established by the American Association of Poison Control Centers (AAPCC) National
Poison Data System (NPDS), The National Forensic Laboratory Information System, the National
Drug Threat Assessment, and the Society for Forensic Toxicologists (SOFT) for any information
regarding abuse, misuse, or diversion of sodium oxybate. Any relevant information will be
included in the REMS assessments
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NDC 0054-0314-57 One 180 mL Bottle
Sodium @
Oxybate
Oral Solution

500 mg/mL

Each mL contains 500 mg sodium oxybate
in purified water, USP:

MUST BE DILUTED BEFORE USE.
For oral administration only.
Use as instructed.

DOSAGE AND ADMINISTRATION: See
accompanying Prescribing Information and
Medication Guide.

WARNING: Keep this and all other
medications out of reach of children.

Store at 20° to 25°C (68° to 77°F).
[See USP Controlled Room Temperature.]
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Information and Medication Guide.

Each single unit carton contains one 180 mL
bottle (500 mg/mL) of Sodium Oxybate Oral
Solution, one press-in-bottle-adaptor and
one oral dispensing syringe.

Store at 20° to 25°C (68° to 77°F).
[See USP Controlled Room Temperature.]
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SODIUM OXYBATE ORAL SOLUTION safely and effectively. See full
prescribing information for SODIUM OXYBATE ORAL SOLUTION.
SODIUM OXYBATE oral solution, CIl1

Initial U.S. Approval: 2002

WARNING: CENTRAL NERVOUS SYSTEM (CNS) DEPRESSION
and MISUSE AND ABUSE

See full prescribing information for complete boxed warning.

e  Respiratory depression can occur with sodium oxybate use
(5.4).

. Sodium Oxybate Oral Solution is a Schedule 111 controlled
substance and is the sodium salt of gamma hydroxybutyrate
(GHB), a Schedule I controlled substance. Abuse or misuse of
illicit GHB s associated with CNS adverse reactions,
including seizure, respiratory depression, decreased
consciousness, coma and death (5.2, 9.2).

. Because of the risks of CNS depression, abuse, and misuse,
sodium oxybate is available only through the Sodium
Oxybate REMS Program. Prescribers and patients must
enroll in the program (5.3).

-------------------------- RECENT MAJOR CHANGES --------==--===mnmmmmmeeee
Boxed Warning, Sodium Oxybate REMS Program 04/2015

Indications and Usage, Sodium Oxybate REMS Program (1) 04/2015

Dosage and Administration, Dose Adjustment with Co-administration of
Divalproex Sodium (2.4) 04/2014

Warnings and Precautions, Sodium Oxybate REMS Program required
components (5.3) 04/2015

--------------------------- INDICATIONS AND USAGE  ----------eemmmmmeemmaee
Sodium Oxybate Oral Solution is a central nervous system depressant
indicated for the treatment of:

e  Cataplexy in narcolepsy (1.1).

e  Excessive daytime sleepiness (EDS) in narcolepsy (1.2).
Sodium Oxybate Oral Solution may only be dispensed to patients enrolled in
the Sodium Oxybate REMS Program (1).

---------------------- DOSAGE AND ADMINISTRATION --------------momme
. Initiate dose at 4.5 grams (g) per night administered orally in two
equal, divided doses: 2.25 g at bedtime and 2.25 g taken 2.5to 4
hours later (2.1).
e  Titrate to effect in increments of 1.5 g per night at weekly intervals
(0.75 g at bedtime and 0.75 g taken 2.5 to 4 hours later) (2.1).
e  Recommended dose range: 6 g to 9 g per night orally (2.1).

Total Nightly Dose Take at Bedtime Take 2.5 to 4 Hours Later
4.5 g per night 2.25¢ 2259

6 g per night 3g 3g

7.5 g per night 3.75¢g 3.75¢g

| 9 g per night | 459 | 459

e  Take each dose while in bed and lie down after dosing (2.2).

e  Allow 2 hours after eating before dosing (2.2).

e Prepare both doses prior to bedtime; dilute each dose with
approximately 1/4 cup of water in the provided dosing cups (2.2).

e  Patients with Hepatic Impairment: Starting dose is 2.25 g per night
administered orally in two equal, divided doses of approximately
1.13 g at bedtime and approximately 1.13 g taken 2.5 to 4 hours
later (2.3).

. Concomitant use with divalproex sodium: an initial reduction in
sodium oxybate dose of at least 20% is recommended (2.4, 7.2).

--------------------- DOSAGE FORMS AND STRENGTHS --------eemmmeemev
Oral solution, 0.5 g per mL (3)

CONTRAINDICATIONS
e  Succinic semialdehyde dehydrogenase deficiency (4).
. In combination with sedative hypnotics or alcohol (4).

——————————————————————— WARNINGS AND PRECAUTIONS ----------nmmmmmeeeee

. CNS depression: Use caution when considering the concurrent use
of sodium oxybate with other CNS depressants (5.1).

. Caution patients against hazardous activities requiring complete
mental alertness or motor coordination within the first 6 hours of
dosing or after first initiating treatment until certain that sodium
oxybate does not affect them adversely (5.1).

e Depression and suicidality: Monitor patients for emergent or
increased depression and suicidality (5.5).

. Confusion/anxiety: Monitor for impaired motor/cognitive function
(5.6).

. Parasomnias: Evaluate episodes of sleepwalking (5.7).

. High sodium content in sodium oxybate: Monitor patients with
heart failure, hypertension, or impaired renal function (5.8).

ADVERSE REACTIONS
Most common adverse reactions (>5% and at least twice the incidence with
placebo) were nausea, dizziness, vomiting, somnolence, enuresis, and tremor
(6.1).

To report SUSPECTED ADVERSE REACTIONS, contact West-Ward
Pharmaceuticals Corp. at 1-800-962-8364 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

----------------------- USE IN SPECIFIC POPULATIONS —---nmmmeeemmmceenes
e  Pregnancy: Based on animal data, may cause fetal harm (8.1).
e  Geriatric patients: Monitor for impaired motor and/or cognitive
function when taking sodium oxybate (8.5).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide

Revised: 07/2016
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14.1 Cataplexy in Narcolepsy
*Sections or subsections omitted from the full prescribing information are not listed.

FULL PRESCRIBING INFORMATION

WARNING: CENTRAL NERVOUS SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE

Sodium oxybate is a CNS depressant. In clinical trials at recommended doses obtundation and clinically
significant respiratory depression occurred in sodium oxybate-treated patients. Almost all of the patients who
received sodium oxybate during clinical trials in narcolepsy were receiving central nervous system stimulants
[see Warnings and Precautions (5.1)].

Sodium oxybate is the sodium salt of gamma hydroxybutyrate (GHB). Abuse of GHB, either alone or in
combination with other CNS depressants, is associated with CNS adverse reactions, including seizure,
respiratory depression, decreases in the level of consciousness, coma, and death [see Warnings and Precautions
(.2)].

Because of the risks of CNS depression, abuse, and misuse, sodium oxybate is available only through the Sodium
Oxybate REMS Program using certified pharmacies. Prescribers and patients must enroll in the program. For
further information call 1-800-XXX-XXXX [see Warnings and Precautions (5.3)].

1 INDICATIONS AND USAGE
Limitations of Use

Sodium Oxybate Oral Solution may only be dispensed to patients enrolled in the Sodium Oxybate REMS Program [see
Warnings and Precautions (5.3)].

1.1 Cataplexy in Narcolepsy

Sodium Oxybate Oral Solution is indicated for the treatment of cataplexy in narcolepsy.

1.2 Excessive Daytime Sleepiness in Narcolepsy

Sodium Oxybate Oral Solution is indicated for the treatment of excessive daytime sleepiness (EDS) in narcolepsy.

2 DOSAGE AND ADMINISTRATION

Healthcare professionals who prescribe sodium oxybate must enroll in the Sodium Oxybate REMS Program and must
comply with the requirements to ensure safe use of sodium oxybate [see Warnings and Precautions (5.3)].

2.1 Dosing Information

The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided doses: 2.25 g at
bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1). Increase the dose by 1.5 g per night at weekly intervals
(additional 0.75 g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night orally.
Doses higher than 9 g per night have not been studied and should not ordinarily be administered.



Table 1: Sodium Oxybate Dose Regimen (g = grams)

If A Patient's Total Nightly Dose is: Take at Bedtime: | Take 2.5 to 4 Hours Later:
4.5 g per night 2.25¢ 2.25¢

6 g per night 39 39

7.5 g per night 3.75¢ 3.75¢

9 g per night 45¢ 45¢

2.2 Important Administration Instructions

Take the first dose of sodium oxybate at least 2 hours after eating because food significantly reduces the bioavailability of
sodium oxybate.

Prepare both doses of sodium oxybate prior to bedtime. Prior to ingestion, each dose of sodium oxybate should be diluted
with approximately % cup (approximately 60 mL) of water in the empty dosing cups provided with your prescription.
Patients should take both doses of sodium oxybate while in bed and lie down immediately after dosing as sodium oxybate
may cause them to fall asleep abruptly without first feeling drowsy. Patients will often fall asleep within 5 minutes of
taking sodium oxybate, and will usually fall asleep within 15 minutes, though the time it takes any individual patient to
fall asleep may vary from night to night. Patients should remain in bed following ingestion of the first and second doses,
and should not take the second dose until 2.5 to 4 hours after the first dose. Patients may need to set an alarm to awaken
for the second dose. Rarely, patients may take up to 2 hours to fall asleep.

2.3 Dose Modification in Patients with Hepatic Impairment

The recommended starting dose in patients with hepatic impairment is 2.25 g per night administered orally in two equal,
divided doses: approximately 1.13 g at bedtime and approximately 1.13 g taken 2.5 to 4 hours later [see Use in Specific
Populations (8.6); Clinical Pharmacology (12.3)].

2.4 Dose Adjustment with Co-Administration of Divalproex Sodium

Pharmacokinetic and pharmacodynamic interactions have been observed when sodium oxybate is co-administered with
divalproex sodium. For patients already stabilized on sodium oxybate, it is recommended that addition of divalproex
sodium should be accompanied by an initial reduction in the nightly dose of sodium oxybate by at least 20%. For patients
already taking divalproex sodium, it is recommended that prescribers use a lower starting sodium oxybate dose when
introducing sodium oxybate oral solution. Prescribers should monitor patient response and adjust dose accordingly [see
Drug Interactions (7.2) and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution, in a concentration of 0.5 g per mL.

4 CONTRAINDICATIONS
Sodium Oxybate Oral Solution is contraindicated in patients being treated with sedative hypnotic agents.
Patients should not drink alcohol when using Sodium Oxybate Oral Solution.

Sodium Oxybate Oral Solution is contraindicated in patients with succinic semialdehyde dehydrogenase deficiency. This
is a rare disorder of inborn error of metabolism variably characterized by mental retardation, hypotonia, and ataxia.



5 WARNINGS AND PRECAUTIONS

5.1 Central Nervous System Depression

Sodium oxybate is a central nervous system (CNS) depressant. Alcohol and sedative hypnotics are contraindicated in
patients who are using sodium oxybate. The concurrent use of sodium oxybate with other CNS depressants, including but
not limited to opioid analgesics, benzodiazepines, sedating antidepressants or antipsychotics, sedating anti-epileptic drugs,
general anesthetics, muscle relaxants, and/or illicit CNS depressants, may increase the risk of respiratory depression,
hypotension, profound sedation, syncope, and death. If use of these CNS depressants in combination with sodium oxybate
is required, dose reduction or discontinuation of one or more CNS depressants (including sodium oxybate) should be
considered. In addition, if short-term use of an opioid (e.g. post- or perioperative) is required, interruption of treatment
with sodium oxybate should be considered.

Healthcare providers should caution patients about operating hazardous machinery, including automobiles or airplanes,
until they are reasonably certain that sodium oxybate does not affect them adversely (e.g., impair judgment, thinking, or
motor skills). Patients should not engage in hazardous occupations or activities requiring complete mental alertness or
motor coordination, such as operating machinery or a motor vehicle or flying an airplane, for at least 6 hours after taking
the second nightly dose of sodium oxybate. Patients should be queried about CNS depression-related events upon
initiation of sodium oxybate therapy and periodically thereafter [see Warnings and Precautions (5.3)].

5.2 Abuse and Misuse

Sodium Oxybate Oral Solution is a Schedule 111 controlled substance. The active ingredient of Sodium Oxybate Oral
Solution, sodium oxybate or gamma-hydroxybutyrate (GHB), is a Schedule I controlled substance. Abuse of illicit GHB,
either alone or in combination with other CNS depressants, is associated with CNS adverse reactions, including seizure,
respiratory depression, decreases in the level of consciousness, coma, and death. The rapid onset of sedation, coupled with
the amnestic features of sodium oxybate, particularly when combined with alcohol, has proven to be dangerous for the
voluntary and involuntary user (e.g., assault victim). Because illicit use and abuse of GHB have been reported, physicians
should carefully evaluate patients for a history of drug abuse and follow such patients closely, observing them for signs of
misuse or abuse of GHB (e.g. increase in size or frequency of dosing, drug-seeking behavior, feigned cataplexy) [see
Warnings and Precautions (5.3); Drug Abuse and Dependence (9.2)].

5.3 Sodium Oxybate REMS Program

Because of the risks of central nervous system depression and abuse/misuse, sodium oxybate is available only through the
Sodium Oxybate REMS Program.

Required components of the Sodium Oxybate REMS Program are:

e Use of certified pharmacies.

e Healthcare providers who prescribe sodium oxybate must complete the enrollment forms and comply with the
requirements.

e Pharmacists, wholesalers and distributors must complete the enroliment forms and comply with the requirements.

e To receive Sodium Oxybate Oral Solution, patients must understand the risks and benefits of sodium oxybate.

Further information is available by calling 1-800-XXX-XXXX.

5.4 Respiratory Depression and Sleep-Disordered Breathing

Sodium oxybate may impair respiratory drive, especially in patients with compromised respiratory function. In overdoses,
life-threatening respiratory depression has been reported [see Overdosage (10)].

In a study assessing the respiratory-depressant effects of sodium oxybate at doses up to 9 g per night in 21 patients with
narcolepsy, no dose-related changes in oxygen saturation were demonstrated in the group as a whole. One of the four



patients with preexisting, moderate-to-severe sleep apnea had significant worsening of the apnea/hypopnea index during
treatment.

In a study assessing the effects of sodium oxybate 9 g per night in 50 patients with obstructive sleep apnea, sodium
oxybate did not increase the severity of sleep-disordered breathing and did not adversely affect the average duration and
severity of oxygen desaturation overall. However, there was a significant increase in the number of central apneas in
patients taking sodium oxybate, and clinically significant oxygen desaturation (<55%) was measured in three patients
(6%0) after sodium oxybate administration, with one patient withdrawing from the study and two continuing after single
brief instances of desaturation. Prescribers should be aware that increased central apneas and clinically relevant
desaturation events have been observed with sodium oxybate administration.

In clinical trials in 128 patients with narcolepsy, two subjects had profound CNS depression, which resolved after
supportive respiratory intervention. Two other patients discontinued sodium oxybate because of severe difficulty
breathing and an increase in obstructive sleep apnea. In two controlled trials assessing polysomnographic (PSG) measures
in patients with narcolepsy, 40 of 477 patients were included with a baseline apnea/hypopnea index of 16 to 67 events per
hour, indicative of mild to severe sleep-disordered breathing. None of the 40 patients had a clinically significant
worsening of respiratory function as measured by apnea/hypopnea index and pulse oximetry at doses of 4.5 g to 9 g per
night.

Prescribers should be aware that sleep-related breathing disorders tend to be more prevalent in obese patients and in
postmenopausal women not on hormone replacement therapy as well as among patients with narcolepsy.

5.5 Depression and Suicidality

In clinical trials in patients with narcolepsy (n=781), there were two suicides and two attempted suicides in sodium
oxybate-treated patients, including three patients with a previous history of depressive psychiatric disorder. Of the two
suicides, one patient used sodium oxybate in conjunction with other drugs. Sodium oxybate was not involved in the
second suicide. Adverse reactions of depression were reported by 7% of 781 sodium oxybate-treated patients, with four
patients (<1%) discontinuing because of depression. In most cases, no change in sodium oxybate treatment was required.

In a controlled trial, with patients randomized to fixed doses of 3 g, 6 g, or 9 g per night sodium oxybate or placebo, there
was a single event of depression at the 3 g per night dose. In another controlled trial, with patients titrated from an initial
4.5 g per night starting dose, the incidences of depression were 1 (1.7%), 1 (1.5%), 2 (3.2%), and 2 (3.6%) for the
placebo, 4.5 g, 6 g, and 9 g per night doses, respectively.

The emergence of depression in patients treated with sodium oxybate requires careful and immediate evaluation. Patients
with a previous history of a depressive illness and/or suicide attempt should be monitored carefully for the emergence of
depressive symptoms while taking sodium oxybate.

5.6 Other Behavioral or Psychiatric Adverse Reactions

During clinical trials in narcolepsy, 3% of 781 patients treated with sodium oxybate experienced confusion, with
incidence generally increasing with dose.

Less than 1% of patients discontinued the drug because of confusion. Confusion was reported at all recommended doses
from 6 g to 9 g per night. In a controlled trial where patients were randomized to fixed total daily doses of 3¢, 6 g, 0or 9 g
per night or placebo, a dose-response relationship for confusion was demonstrated, with 17% of patients at 9 g per night
experiencing confusion. In all cases in that controlled trial, the confusion resolved soon after termination of treatment. In
Trial 3 where sodium oxybate was titrated from an initial 4.5 g per night dose, there was a single event of confusion in one
patient at the 9 g per night dose. In the majority of cases in all clinical trials in narcolepsy, confusion resolved either soon
after termination of dosing or with continued treatment. However, patients treated with sodium oxybate who become
confused should be evaluated fully, and appropriate intervention considered on an individual basis.



Anxiety occurred in 5.8% of the 874 patients receiving sodium oxybate in clinical trials in another population. The
emergence of or increase in anxiety in patients taking sodium oxybate should be carefully monitored.

Other neuropsychiatric reactions reported in sodium oxybate clinical trials included hallucinations, paranoia, psychosis,
and agitation. The emergence of thought disorders and/or behavior abnormalities requires careful and immediate
evaluation.

5.7 Parasomnias

Sleepwalking, defined as confused behavior occurring at night and at times associated with wandering, was reported in
6% of 781 patients with narcolepsy treated with sodium oxybate in controlled and long-term open-label studies, with <1%
of patients discontinuing due to sleepwalking. Rates of sleepwalking were similar for patients taking placebo and patients
taking sodium oxybate in controlled trials. It is unclear if some or all of the reported sleepwalking episodes correspond to
true somnambulism, which is a parasomnia occurring during non-REM sleep, or to any other specific medical disorder.
Five instances of significant injury or potential injury were associated with sleepwalking during a clinical trial of sodium
oxybate in patients with narcolepsy.

Parasomnias including sleepwalking have been reported in postmarketing experience with sodium oxybate. Therefore,
episodes of sleepwalking should be fully evaluated and appropriate interventions considered.

5.8 Use in Patients Sensitive to High Sodium Intake

Sodium oxybate has a high salt content. In patients sensitive to salt intake (e.g., those with heart failure, hypertension, or
renal impairment) consider the amount of daily sodium intake in each dose of sodium oxybate. Table 2 provides the
approximate sodium content per sodium oxybate oral solution dose.

Table 2: Approximate Sodium Content per Total Nightly Dose of Sodium Oxybate (g = grams)

Sodium Oxybate Dose | Sodium Content/Total Nightly Exposure
3 g per night 550 mg
4.5 g per night 820 mg
6 g per night 1100 mg
7.5 g per night 1400 mg
9 g per night 1640 mg

6 ADVERSE REACTIONS
The following adverse reactions appear in other sections of the labeling:

e CNS depression [see Warnings and Precautions (5.1)]

e Abuse and Misuse [see Warnings and Precautions (5.2)]

o Respiratory Depression and Sleep-Disordered Breathing [see Warnings and Precautions (5.4)]
o Depression and Suicidality [see Warnings and Precautions (5.5)]

e Other Behavioral or Psychiatric Adverse Reactions [see Warnings and Precautions (5.6)]

e Parasomnias [see Warnings and Precautions (5.7)]

e Use in Patients Sensitive to High Sodium Intake [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in clinical practice.



Sodium oxybate was studied in three placebo-controlled clinical trials (Trials N1, N3, and N4, described in Sections 14.1
and 14.2) in 611 patients with narcolepsy (398 subjects treated with sodium oxybate, and 213 with placebo). A total of
781 patients with narcolepsy were treated with sodium oxybate in controlled and uncontrolled clinical trials.

Section 6.1 and Table 3 presents adverse reactions from three pooled, controlled trials (N1, N3, N4,) in patients with
narcolepsy.

Adverse Reactions Leading to Treatment Discontinuation

Of the 398 sodium oxybate-treated patients with narcolepsy, 10.3% of patients discontinued because of adverse reactions
compared with 2.8% of patients receiving placebo. The most common adverse reaction leading to discontinuation was
nausea (2.8%). The majority of adverse reactions leading to discontinuation began during the first few weeks of treatment.

Commonly Observed Adverse Reactions in Controlled Clinical Trials

The most common adverse reactions (incidence >5% and twice the rate seen with placebo) in sodium oxybate-treated
patients were nausea, dizziness, vomiting, somnolence, enuresis, and tremor.

Adverse Reactions Occurring at an Incidence of 2% or Greater

Table 3 lists adverse reactions that occurred at a frequency of 2% or more in any treatment group for three controlled trials
and were more frequent in any sodium oxybate treatment group than with placebo. Adverse reactions are summarized by
dose at onset. Nearly all patients in these studies initiated treatment at 4.5 g per night. In patients who remained on
treatment, adverse reactions tended to occur early and to diminish over time.

Table 3: Adverse Reactions Occurring in 22% of Patients and More Frequently with Sodium Oxybate
than Placebo in Three Controlled Trials (N1, N3, N4) by Body System and Dose at Onset

System Organ Class/MedDRA Placebo Sodium Oxybate Sodium Oxybate Sodium Oxybate
Preferred Term (n=213) % 4.5 g (n=185) % 6 g (n=258) % 99 (n=178) %
ANY ADVERSE REACTION 62 45 55 70
Gastrointestinal Disorders

Nausea 3 8 13 20
\Vomiting 1 2 4 11
Diarrhea 2 4 3 4
Abdominal Pain Upper 2 3 1 2
Dry Mouth 2 1 2 1
General Disorders and Administrative Site Conditions

Pain 1 1 <l 3
Feeling Drunk 1 0 <l 3
Edema Peripheral 1 3 0 0
Musculoskeletal and Connective Tissue Disorders

Pain in Extremity 1 3 1 1
Cataplexy 1 1 1 2
Muscle Spasms 2 2 <l 2
Nervous System Disorders

Dizziness 4 9 11 15
Somnolence 4 1 3 8
Tremor 0 0 2 5
Paresthesia 1 2 1 3
Disturbance in Attention 0 1 0 4
Sleep Paralysis 1 0 1 3

Psychiatric Disorders

Disorientation | 1 | 1

N
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Anxiety 1 1 1 2
Irritability 1 0 <1 3
Sleep Walking 0 0 0 3
Renal and Urinary Disorders

Enuresis | 1 | 3 | 3 | 7
Skin and Subcutaneous Tissue Disorders

Hyperhidrosis | 0 | 1 | 1 | 3

Dose-Response Information

In clinical trials in narcolepsy, a dose-response relationship was observed for nausea, vomiting, paresthesia, disorientation,
irritability, disturbance in attention, feeling drunk, sleepwalking, and enuresis. The incidence of all these reactions was
notably higher at 9 g per night.

In controlled trials in narcolepsy, discontinuations of treatment due to adverse reactions were greater at higher doses of
sodium oxybate.

6.2 Postmarketing Experience

The following additional adverse reactions that have a likely causal relationship to sodium oxybate exposure have been
identified during postmarketing use of sodium oxybate. These adverse reactions include: arthralgia, decreased appetite,
fall, fluid retention, hangover, headache, hypersensitivity, hypertension, memory impairment, panic attack, vision blurred,
and weight decreased. Because these reactions are reported voluntarily, it is not always possible to reliably estimate their
frequency.

7 DRUG INTERACTIONS

7.1 Alcohol, Sedative Hypnotics, and CNS Depressants

Sodium oxybate should not be used in combination with alcohol or sedative hypnotics. Use of other CNS depressants may
potentiate the CNS-depressant effects of sodium oxybate.

7.2 Divalproex Sodium

Concomitant use of sodium oxybate with divalproex sodium resulted in a 25% mean increase in systemic exposure to
sodium oxybate (AUC ratio range of 0.8 to 1.7) and in a greater impairment on some tests of attention and working
memory. An initial sodium oxybate dose reduction of at least 20% is recommended if divalproex sodium is prescribed to
patients already taking sodium oxybate [see Dosage and Administration (2.4); Clinical Pharmacology (12.3)]. Prescribers
are advised to monitor patient response closely and adjust dose accordingly if concomitant use of sodium oxybate and
divalproex sodium is warranted.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. Sodium oxybate should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus. Oral administration of sodium oxybate to pregnant rats
(150, 350, or 1,000 mg/kg/day) or rabbits (300, 600, or 1,200 mg/kg/day) throughout organogenesis produced no clear
evidence of developmental toxicity. The highest doses tested in rats and rabbits were approximately 1 and 3 times,
respectively, the maximum recommended human dose (MRHD) of 9 g per night on a body surface area (mg/m?) basis.




Oral administration of sodium oxybate (150, 350, or 1,000 mg/kg/day) to rats throughout pregnancy and lactation resulted
in increased stillbirths and decreased offspring postnatal viability and body weight gain at the highest dose tested. The no-
effect dose for pre- and postnatal developmental toxicity in rats is less than the MRHD on a mg/m? basis.

8.2 Labor and Delivery

Sodium oxybate has not been studied in labor or delivery. In obstetric anesthesia using an injectable formulation of
sodium oxybate, newborns had stable cardiovascular and respiratory measures but were very sleepy, causing a slight
decrease in Apgar scores. There was a fall in the rate of uterine contractions 20 minutes after injection. Placental transfer
is rapid, but umbilical vein levels of sodium oxybate were no more than 25% of the maternal concentration. No sodium
oxybate was detected in the infant’s blood 30 minutes after delivery. Elimination curves of sodium oxybate between a 2-
day-old infant and a 15-year-old patient were similar. Subsequent effects of sodium oxybate on later growth,
development, and maturation in humans are unknown.

8.3 Nursing Mothers

It is not known whether sodium oxybate is excreted in human milk. Because many drugs are excreted in human milk,
caution should be exercised when sodium oxybate is administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Clinical studies of sodium oxybate in patients with narcolepsy did not include sufficient numbers of subjects age 65 years
and older to determine whether they respond differently from younger subjects. In controlled trials in another population,
39 (5%) of 874 patients were 65 years or older. Discontinuations of treatment due to adverse reactions were increased in
the elderly compared to younger adults (20.5% v. 18.9%). Frequency of headaches was markedly increased in the elderly
(38.5% v. 18.9%). The most common adverse reactions were similar in both age categories. In general, dose selection for
an elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency
of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

8.6 Hepatic Impairment

The starting dose of sodium oxybate should be reduced by one-half in patients with liver impairment [see Dosage and
Administration (2.3); Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

Sodium Oxybate Oral Solution is a Schedule 111 controlled substance under the Federal Controlled Substances Act. Non-
medical use of sodium oxybate could lead to penalties assessed under the higher Schedule I controls.

9.2 Abuse

Sodium oxybate, the sodium salt of GHB, produces dose-dependent central nervous system effects, including hypnotic
and positive subjective reinforcing effects. The onset of effect is rapid, enhancing its potential for abuse or misuse.

The rapid onset of sedation, coupled with the amnestic features of sodium oxybate, particularly when combined with
alcohol, has proven to be dangerous for the voluntary and involuntary user (e.g., assault victim).

Illicit GHB is abused in social settings primarily by young adults. Some of the doses estimated to be abused are in a
similar dosage range to that used for treatment of patients with cataplexy. GHB has some commonalities with ethanol over
a limited dose range, and some cross tolerance with ethanol has been reported as well. Cases of severe dependence and



craving for GHB have been reported when the drug is taken around the clock. Patterns of abuse indicative of dependence
include: 1) the use of increasingly large doses, 2) increased frequency of use, and 3) continued use despite adverse
consequences.

Because illicit use and abuse of GHB have been reported, physicians should carefully evaluate patients for a history of
drug abuse and follow such patients closely, observing them for signs of misuse or abuse of GHB (e.g. increase in size or
frequency of dosing, drug-seeking behavior, feigned cataplexy). Dispose of sodium oxybate according to state and federal
regulations. It is safe to dispose of sodium oxybate down the sanitary sewer.

9.3 Dependence

There have been case reports of withdrawal, ranging from mild to severe, following discontinuation of illicit use of GHB
at frequent repeated doses (18 g to 250 g per day) in excess of the therapeutic dose range. Signs and symptoms of GHB
withdrawal following abrupt discontinuation included insomnia, restlessness, anxiety, psychosis, lethargy, nausea, tremor,
sweating, muscle cramps, tachycardia, headache, dizziness, rebound fatigue and sleepiness, confusion, and, particularly in
the case of severe withdrawal, visual hallucinations, agitation, and delirium. These symptoms generally abated in 3 to 14
days. In cases of severe withdrawal, hospitalization may be required. The discontinuation effects of sodium oxybate have
not been systematically evaluated in controlled clinical trials. In the clinical trial experience with sodium oxybate in
narcolepsy/cataplexy patients at therapeutic doses, two patients reported anxiety and one reported insomnia following
abrupt discontinuation at the termination of the clinical trial; in the two patients with anxiety, the frequency of cataplexy
had increased markedly at the same time.

Tolerance

Tolerance to sodium oxybate has not been systematically studied in controlled clinical trials. There have been some case
reports of symptoms of tolerance developing after illicit use at dosages far in excess of the recommended sodium oxybate
dosage regimen. Clinical studies of sodium oxybate in the treatment of alcohol withdrawal suggest a potential cross-
tolerance with alcohol. The safety and effectiveness of sodium oxybate in the treatment of alcohol withdrawal have not
been established.

10 OVERDOSAGE

10.1 Human Experience

Information regarding overdose with sodium oxybate is derived largely from reports in the medical literature that describe
symptoms and signs in individuals who have ingested GHB illicitly. In these circumstances the co-ingestion of other
drugs and alcohol was common, and may have influenced the presentation and severity of clinical manifestations of
overdose.

In clinical trials two cases of overdose with sodium oxybate were reported. In the first case, an estimated dose of 150 g,
more than 15 times the maximum recommended dose, caused a patient to be unresponsive with brief periods of apnea and
to be incontinent of urine and feces. This individual recovered without sequelae. In the second case, death was reported
following a multiple drug overdose consisting of sodium oxybate and numerous other drugs.

10.2 Signs and Symptoms

Information about signs and symptoms associated with overdosage with sodium oxybate derives from reports of its illicit
use. Patient presentation following overdose is influenced by the dose ingested, the time since ingestion, the co-ingestion
of other drugs and alcohol, and the fed or fasted state. Patients have exhibited varying degrees of depressed consciousness
that may fluctuate rapidly between a confusional, agitated combative state with ataxia and coma. Emesis (even when
obtunded), diaphoresis, headache, and impaired psychomotor skills have been observed. No typical pupillary changes
have been described to assist in diagnosis; pupillary reactivity to light is maintained. Blurred vision has been reported. An
increasing depth of coma has been observed at higher doses. Myoclonus and tonic-clonic seizures have been reported.



Respiration may be unaffected or compromised in rate and depth. Cheyne-Stokes respiration and apnea have been
observed. Bradycardia and hypothermia may accompany unconsciousness, as well as muscular hypotonia, but tendon
reflexes remain intact.

10.3 Recommended Treatment of Overdose

General symptomatic and supportive care should be instituted immediately, and gastric decontamination may be
considered if co-ingestants are suspected. Because emesis may occur in the presence of obtundation, appropriate posture
(left lateral recumbent position) and protection of the airway by intubation may be warranted. Although the gag reflex
may be absent in deeply comatose patients, even unconscious patients may become combative to intubation, and rapid-
sequence induction (without the use of sedative) should be considered. Vital signs and consciousness should be closely
monitored. The bradycardia reported with GHB overdose has been responsive to atropine intravenous administration. No
reversal of the central depressant effects of sodium oxybate can be expected from naloxone or flumazenil administration.
The use of hemodialysis and other forms of extracorporeal drug removal have not been studied in GHB overdose.
However, due to the rapid metabolism of sodium oxybate, these measures are not warranted.

10.4 Poison Control Center

As with the management of all cases of drug overdosage, the possibility of multiple drug ingestion should be considered.
The healthcare provider is encouraged to collect urine and blood samples for routine toxicologic screening, and to consult
with a regional poison control center (1-800-222-1222) for current treatment recommendations.

11 DESCRIPTION

Sodium oxybate, a CNS depressant, is the active ingredient in Sodium Oxybate Oral Solution. The chemical name for
sodium oxybate is sodium 4-hydroxybutyrate. The molecular formula is C;H;NaOs, and the molecular weight is 126.09
g/mole. The chemical structure is:

0
I
Na**0=C=CH,=CH, =CH, = O-H

Sodium oxybate is a white to off-white, crystalline powder that is very soluble in aqueous solutions. Each mL of Sodium
Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Sodium oxybate is a CNS depressant. The mechanism of action of sodium oxybate in the treatment of narcolepsy is
unknown. Sodium oxybate is the sodium salt of gamma hydroxybutyrate, an endogenous compound and metabolite of the
neurotransmitter GABA. It is hypothesized that the therapeutic effects of sodium oxybate on cataplexy and excessive
daytime sleepiness are mediated through GABAg actions at noradrenergic and dopaminergic neurons, as well as at
thalamocortical neurons.

12.3 Pharmacokinetics

Pharmacokinetics of sodium oxybate are nonlinear and are similar following single or repeat dosing.

Absorption

Following oral administration, sodium oxybate is absorbed rapidly across the clinical dose range, with an absolute
bioavailability of about 88%. The average peak plasma concentrations (Cp.x) following administration of each of the two
2.25 g doses given under fasting conditions 4 hours apart were similar. The average time to peak plasma concentration



(Tmax) ranged from 0.5 to 1.25 hours. Following oral administration, the plasma levels of sodium oxybate increased more
than dose-proportionally, with blood levels increasing 3.7-fold as total daily dose is doubled from 4.5 g to 9 g. Single
doses greater than 4.5 g have not been studied. Administration of sodium oxybate immediately after a high-fat meal
resulted in delayed absorption (average Tax increased from 0.75 hr to 2 hr) and a reduction in C,..x by a mean of 59% and
of systemic exposure (AUC) by 37%.

Distribution

Sodium oxybate is a hydrophilic compound with an apparent volume of distribution averaging 190 mL/kg to 384 mL/kg.
At sodium oxybate concentrations ranging from 3 mcg/mL to 300 mcg/mL, less than 1% is bound to plasma proteins.

Metabolism

Animal studies indicate that metabolism is the major elimination pathway for sodium oxybate, producing carbon dioxide
and water via the tricarboxylic acid (Krebs) cycle and secondarily by beta-oxidation. The primary pathway involves a
cytosolic NADP*-linked enzyme, GHB dehydrogenase, that catalyzes the conversion of sodium oxybate to succinic
semialdehyde, which is then biotransformed to succinic acid by the enzyme succinic semialdehyde dehydrogenase.
Succinic acid enters the Krebs cycle where it is metabolized to carbon dioxide and water. A second mitochondrial
oxidoreductase enzyme, a transhydrogenase, also catalyzes the conversion to succinic semialdehyde in the presence of -
ketoglutarate. An alternate pathway of biotransformation involves B-oxidation via 3,4-dihydroxybutyrate to carbon
dioxide and water. No active metabolites have been identified.

Elimination

The clearance of sodium oxybate is almost entirely by biotransformation to carbon dioxide, which is then eliminated by
expiration. On average, less than 5% of unchanged drug appears in human urine within 6 to 8 hours after dosing. Fecal
excretion is negligible. Sodium oxybate has an elimination half-life of 0.5 to 1 hour.

Specific Populations

Geriatric

There is limited experience with sodium oxybate in the elderly. Results from a pharmacokinetic study (n=20) in another
studied population indicate that the pharmacokinetic characteristics of sodium oxybate are consistent among younger (age
48 to 64 years) and older (age 65 to 75 years) adults.

Pediatric
The pharmacokinetics of sodium oxybate in patients younger than 18 years of age have not been studied.

Gender

In a study of 18 female and 18 male healthy adult volunteers, no gender differences were detected in the pharmacokinetics
of sodium oxybate oral solution following a single oral dose of 4.5 g.

Race
There are insufficient data to evaluate any pharmacokinetic differences among races.

Renal Impairment
No pharmacokinetic study in patients with renal impairment has been conducted.

Hepatic Impairment

The pharmacokinetics of sodium oxybate in 16 cirrhotic patients, half without ascites (Child’s Class A) and half with
ascites (Child’s Class C), were compared to the kinetics in 8 subjects with normal hepatic function after a single oral dose



of 25 mg/kg. AUC values were double in the cirrhotic patients, with apparent oral clearance reduced from 9.1 mL/min/kg
in healthy adults to 4.5 and 4.1 mL/min/kg in Class A and Class C patients, respectively. Elimination half-life was
significantly longer in Class C and Class A patients than in control patients (mean ty, of 59 and 32 minutes, respectively,
versus 22 minutes). The starting dose of sodium oxybate should be reduced by one-half in patients with liver impairment
[see Dosage and Administration (2.3); Use in Specific Populations (8.6)].

Drug Interactions Studies

Studies in vitro with pooled human liver microsomes indicate that sodium oxybate does not significantly inhibit the
activities of the human isoenzymes CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2EL, or CYP3A up to the
concentration of 3 mM (378 mcg/mL), a level considerably higher than levels achieved with therapeutic doses.

Drug interaction studies in healthy adults (age 18 to 50 years) were conducted with sodium oxybate and divalproex
sodium, diclofenac, and ibuprofen:

¢ Divalproex sodium: Co-administration of sodium oxybate (6 g per day as two equal doses of 3 grams dosed four
hours apart) with divalproex sodium (valproic acid, 1250 mg per day) increased mean systemic exposure to
sodium oxybate as shown by AUC by approximately 25%, while C,.x was comparable. Co-administration did not
appear to affect the pharmacokinetics of valproic acid. A greater impairment on some tests of attention and
working memory was observed with co-administration of both drugs than with either drug alone [see Drug
Interactions (7.2); Dosage and Administration (2.4)].

o Diclofenac: Co-administration of sodium oxybate (6 g per day as two equal doses of 3 grams dosed four hours
apart) with diclofenac (50 mg/dose twice per day) showed no significant differences in systemic exposure to
sodium oxybate. Co-administration did not appear to affect the pharmacokinetics of diclofenac.

e lbuprofen: Co-administration of sodium oxybate (6 g per day as two equal doses of 3 grams dosed four hours
apart) with ibuprofen (800 mg/dose four times per day also dosed four hours apart) resulted in comparable
systemic exposure to sodium oxybate as shown by plasma C,;x and AUC values. Co-administration did not affect
the pharmacokinetics of ibuprofen.

Drug interaction studies in healthy adults demonstrated no pharmacokinetic interactions between sodium oxybate and
protriptyline hydrochloride, zolpidem tartrate, and modafinil. Also, there were no pharmacokinetic interactions with the
alcohol dehydrogenase inhibitor fomepizole. However, pharmacodynamic interactions with these drugs cannot be ruled
out. Alteration of gastric pH with omeprazole produced no significant change in the oxybate kinetics. In addition, drug
interaction studies in healthy adults demonstrated no pharmacokinetic or clinically significant pharmacodynamic
interactions between sodium oxybate and the SNRI duloxetine HCI.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Administration of sodium oxybate to rats at oral doses of up to 1,000 mg/kg/day for 83 (males) or 104 (females) weeks
resulted in no increase in tumors. Plasma exposure (AUC) at the highest dose tested was 2 times that in humans at the
maximum recommend human dose (MRHD) of 9 g per night.

The results of 2-year carcinogenicity studies in mouse and rat with gamma-butyrolactone, a compound that is metabolized
to sodium oxybate in vivo, showed no clear evidence of carcinogenic activity. The plasma AUCs of sodium oxybate
achieved at the highest doses tested in these studies were less than that in humans at the MRHD.



Mutagenesis

Sodium oxybate was negative in the in vitro bacterial gene mutation assay, an in vitro chromosomal aberration assay in
mammalian cells, and in an in vivo rat micronucleus assay.

Impairment of Fertility

Oral administration of sodium oxybate (150, 350, or 1,000 mg/kg/day) to male and female rats prior to and throughout
mating and continuing in females through early gestation resulted in no adverse effects on fertility. The highest dose
tested is approximately equal to the MRHD on a mg/m? basis.

14 CLINICAL STUDIES

14.1 Cataplexy in Narcolepsy

The effectiveness of sodium oxybate in the treatment of cataplexy was established in two randomized, double-blind,
placebo-controlled, multicenter, parallel-group trials (Trials N1 and N2) in patients with narcolepsy (see Table 4). In
Trials N1 and N2, 85% and 80% of patients, respectively, were also being treated with CNS stimulants. The high
percentages of concomitant stimulant use make it impossible to assess the efficacy and safety of sodium oxybate
independent of stimulant use. In each trial, the treatment period was 4 weeks and the total nightly sodium oxybate doses
ranged from 3 g to 9 g, with the total nightly dose administered as two equal doses. The first dose each night was taken at
bedtime and the second dose was taken 2.5 to 4 hours later. There were no restrictions on the time between food
consumption and dosing.

Trial N1 enrolled 136 narcoleptic patients with moderate to severe cataplexy (median of 21 cataplexy attacks per week) at
baseline. Prior to randomization, medications with possible effects on cataplexy were withdrawn, but stimulants were
continued at stable doses. Patients were randomized to receive placebo, sodium oxybate 3 g per night, sodium oxybate 6 g
per night, or sodium oxybate 9 g per night.

Trial N2 was a randomized withdrawal trial with 55 narcoleptic patients who had been taking open-label sodium oxybate
for 7 to 44 months prior to study entry. To be included, patients were required to have a history of at least 5 cataplexy
attacks per week prior to any treatment for cataplexy. Patients were randomized to continued treatment with sodium
oxybate at their stable dose (ranging from 3 g to 9 g per night) or to placebo for 2 weeks. Trial N2 was designed
specifically to evaluate the continued efficacy of sodium oxybate after long-term use.

The primary efficacy measure in Trials N1 and N2 was the frequency of cataplexy attacks.

Table 4: Median Number of Cataplexy Attacks in Trials N1 and N2

Trial/Dosage Group Baseline | Median Change From Baseline Comparison to Placebo
(p-value)

Trial N1 (Prospective, Randomized, Parallel Group Trial)

(median attacks/week)

Placebo (n=33) 20.5 -4 -
Sodium oxybate 6 g per night 23.0 -10 0.0451
(n=31)

Sodium oxybate 9 g per night 23.5 -16 0.0016
(n=33)

Trial N2 (Randomized Withdrawal Trial)

(median attacks/2 weeks)

Placebo (n=29) 4.0 21 -

Sodium oxybate (n=26) 1.9 0 <0.001




In Trial N1, both the 6 g and 9 g per night sodium oxybate doses resulted in statistically significant reductions in the
frequency of cataplexy attacks. The 3 g per night dose had little effect. In Trial N2, patients randomized to placebo after
discontinuing long-term open-label sodium oxybate therapy experienced a significant increase in cataplexy attacks
(p<0.001), providing evidence of long-term efficacy of sodium oxybate. In Trial N2, the response was numerically similar
for patients treated with doses of 6 g to 9 g per night, but there was no effect seen in patients treated with doses less than 6
g per night, suggesting little effect at these doses.

14.2 Excessive Daytime Sleepiness in Narcolepsy

The effectiveness of sodium oxybate in the treatment of excessive daytime sleepiness in patients with narcolepsy was
established in two randomized, double-blind, placebo-controlled trials (Trials N3 and N4) (see Tables 5 to 7). Seventy-
eight percent of patients in Trial N3 were also being treated with CNS stimulants.

Trial N3 was a multicenter randomized, double-blind, placebo-controlled, parallel-group trial that evaluated 228 patients
with moderate to severe symptoms at entry into the study including a median Epworth Sleepiness Scale (see below) score
of 18, and a Maintenance of Wakefulness Test (see below) score of 8.3 minutes. Patients were randomized to one of 4
treatment groups: placebo, sodium oxybate 4.5 g per night, sodium oxybate 6 g per night, or sodium oxybate 9 g per night.
The period of double-blind treatment in this trial was 8 weeks. Antidepressants were withdrawn prior to randomization;
stimulants were continued at stable doses.

The primary efficacy measures in Trial N3 were the Epworth Sleepiness Scale and the Clinical Global Impression of
Change. The Epworth Sleepiness Scale is intended to evaluate the extent of sleepiness in everyday situations by asking the
patient a series of questions. In these questions, patients were asked to rate their chances of dozing during each of 8
activities on a scale from 0-3 (O=never; 1=slight; 2=moderate; 3=high). Higher total scores indicate a greater tendency to
sleepiness. The Clinical Global Impression of Change is evaluated on a 7-point scale, centered at No Change, and ranging
from Very Much Worse to Very Much Improved. In Trial N3, patients were rated by evaluators who based their
assessments on the severity of narcolepsy at baseline.

In Trial N3, statistically significant improvements were seen on the Epworth Sleepiness Scale score at Week 8 and on the
Clinical Global Impression of Change score at Week 8 with the 6 g and 9 g per night doses of sodium oxybate compared
to the placebo group.

Table 5: Change From Baseline in Daytime Sleepiness Score (Epworth Sleepiness Scale) at Week 8 in
Trial N3 (Range 0 to 24)

Treatment Group Baseline | Week 8 Median Change From p-value
Baseline at Week 8

Placebo (n=59) 17.5 17.0 -0.5 -

Sodium oxybate 6 g per night (n=58) 19.0 16.0 -2.0 <0.001

Sodium oxybate 9 g per night (n=47) 19.0 12.0 -5.0 <0.001

Table 6: Proportion of Patients with a Very Much or Much Improved Clinical Global Impression of
Change in Daytime and Nighttime Symptoms in Trial N3

Treatment Group Percentages of Responders (Very Much Change From Baseline Significance
Improved or Much Improved) Compared to Placebo (p-value)
Placebo (n=59) 22% -
Sodium oxybate 6 g per 52% <0.001
night (n=58)
Sodium oxybate 9 g per 64% <0.001
night (n=47)




Trial N4 was a multicenter randomized, double-blind, placebo-controlled, parallel-group trial that evaluated 222 patients
with moderate to severe symptoms at entry into the study including a median Epworth Sleepiness Scale score of 15, and a
Maintenance of Wakefulness Test (see below) score of 10.3 minutes. At entry, patients had to be taking modafinil at
stable doses of 200 mg, 400 mg, or 600 mg daily for at least 1 month prior to randomization. The patients enrolled in the
study were randomized to one of 4 treatment groups: placebo, sodium oxybate, modafinil, or sodium oxybate plus
modafinil. Sodium oxybate was administered in a dose of 6 g per night for 4 weeks, followed by 9 g per night for 4 weeks.
Modafinil was continued in the modafinil alone and the sodium oxybate plus modafinil treatment groups at the patient’s
prior dose. Trial N4 was not designed to compare the effects of sodium oxybate to modafinil because patients receiving
modafinil were not titrated to a maximal dose. Patients randomized to placebo or to sodium oxybate treatment were
withdrawn from their stable dose of modafinil. Patients taking antidepressants could continue these medications at stable
doses.

The primary efficacy measure in Trial N4 was the Maintenance of Wakefulness Test. The Maintenance of Wakefulness
Test measures latency to sleep onset (in minutes) averaged over 4 sessions at 2-hour intervals following nocturnal
polysomnography. For each test session, the subject was asked to remain awake without using extraordinary measures.
Each test session is terminated after 20 minutes if no sleep occurs, or after 10 minutes, if sleep occurs. The overall score is
the mean sleep latency for the 4 sessions.

In Trial N4, a statistically significant improvement in the change in the Maintenance of Wakefulness Test score from
baseline at Week 8 was seen in the sodium oxybate and sodium oxybate plus modafinil groups compared to the placebo

group.

This trial was not designed to compare the effects of sodium oxybate to modafinil, because patients receiving modafinil
were not titrated to a maximally effective dose.

Table 7: Change in Baseline in the Maintenance of Wakefulness Test Score (in minutes) at Week 8 in
Trial N4

Treatment Group Baseline | Week 8 Mean Change From p-value
Baseline at Week 8

Placebo (modafinil withdrawn) (n=55) 9.7 6.9 -2.7 -

Sodium oxybate (modafinil withdrawn) 11.3 12.0 0.6 <0.001

(n=50)

Sodium oxybate plus modafinil (n=54) 10.4 13.2 2.7 <0.001

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of
Sodium Oxybate Oral Solution, a press-in-bottle adaptor, a 10 mL oral measuring device (plastic syringe), a Medication
Guide and a professional insert. Two 75 mL dosing cups with child-resistant caps are included with each Sodium Oxybate
Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a
concentration of 500 mg/mL and is sealed with a child resistant cap.

NDC 0054-0314-57: Each tamper evident single unit carton contains one 180 mL bottle (500 mg/mL) of Sodium Oxybate
Oral Solution, one press-in-bottle adaptor and one oral dispensing syringe

16.2 Storage

Keep out of reach of children.

Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP Controlled Room Temperature.




Solutions prepared following dilution should be consumed within 24 hours.

16.3 Handling and Disposal

Sodium Oxybate Oral Solution is a Schedule 111 drug under the Controlled Substances Act. Sodium oxybate should be
handled according to state and federal regulations. It is safe to dispose of sodium oxybate down the sanitary sewer.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide).
Sodium Oxybate REMS Program

o Inform patients that sodium oxybate is available only through the Sodium Oxybate REMS Program.

e The contents of the sodium oxybate Medication Guide and educational materials are reviewed with every patient
before initiating treatment with sodium oxybate.

e Patients must read and understand the materials in the Sodium Oxybate REMS Program prior to initiating
treatment. Inform the patient that they should be seen by the prescriber frequently to review dose titration,
symptom response, and adverse reactions; a follow-up of every three months is recommended.

o Discuss safe and proper use of sodium oxybate and dosing information with patients prior to the initiation of
treatment. Instruct patients to store sodium oxybate bottles and sodium oxybate doses in a secure place, out of the
reach of children and pets.

Alcohol or Sedative Hypnotics
Advise patients not to drink alcohol or take other sedative hypnotics if they are taking sodium oxybate.
Sedation

Inform patients that after taking sodium oxybate they are likely to fall asleep quickly (often within 5 and usually within 15
minutes), but the time it takes to fall asleep can vary from night to night. The sudden onset of sleep, including in a
standing position or while rising from bed, has led to falls complicated by injuries, in some cases requiring hospitalization.
Instruct patients to remain in bed following ingestion of their first and second doses. Instruct patients not to take their
second dose until 2.5 to 4 hours after the first dose.

Food Effects on Sodium Oxybate

Inform patients to take the first dose at least 2 hours after eating.

Respiratory Depression

Inform patients that sodium oxybate can be associated with respiratory depression.
Operating Hazardous Machinery

Inform patients that until they are reasonably certain that sodium oxybate does not affect them adversely (e.g., impair
judgment, thinking, or motor skills) they should not operate hazardous machinery, including automobiles or airplanes.

Suicidality

Instruct patients or families to contact a healthcare provider immediately if the patient develops depressed mood,
markedly diminished interest or pleasure in usual activities, significant change in weight and/or appetite, psychomotor
agitation or retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, or
suicidal ideation.



Sleepwalking

Instruct patients and their families that sodium oxybate has been associated with sleepwalking and to contact their
healthcare provider if this occurs.

Sodium Intake

Instruct patients who are sensitive to salt intake (e.g., those with heart failure, hypertension, or renal impairment) that
sodium oxybate contains a significant amount of sodium and they should limit their sodium intake.

Medication Guide - Sodium Oxybate (soe’ dee um ox’ i bate) Oral Solution, CIlII

Read this Medication Guide carefully before you start taking sodium oxybate and each time you get a refill. There may be
new information. This information does not take the place of talking to your doctor about your medical condition or your
treatment.

What is the most important information I should know about sodium oxybate?

Sodium oxybate can cause serious side effects including slow breathing or changes in your alertness. Do not drink
alcohol or take medicines intended to make you fall asleep while you are taking sodium oxybate because they can make
these side effects worse. Call your doctor right away if you have any of these serious side effects.

e The active ingredient of Sodium Oxybate Oral Solution is a form of gamma-hydroxybutyrate (GHB). GHB is a
chemical that has been abused and misused. Abuse and misuse of sodium oxybate can cause serious medical
problems, including:

e seizures

e trouble breathing

e changes in alertness
e coma

e death

e Do not drive a car, use heavy machinery, fly an airplane, or do anything that is dangerous or that requires you to
be fully awake for at least 6 hours after you take sodium oxybate. You should not do those activities until you
know how sodium oxybate affects you.

e Sodium oxybate is available only by prescription and filled through the Sodium Oxybate REMS Program. Before
you receive sodium oxybate, your doctor or pharmacist will make sure that you understand how to use sodium
oxybate safely and effectively. If you have any questions about sodium oxybate, ask your doctor or call the
Sodium Oxybate REMS Program at 1-800-XXX-XXXX.

What is sodium oxybate?

Sodium oxybate is a prescription medicine used to treat the following symptoms in people who fall asleep frequently
during the day, often at unexpected times (harcolepsy):

e suddenly weak or paralyzed muscles when they feel strong emotions (cataplexy)
e excessive daytime sleepiness (EDS) in people who have narcolepsy

It is not known if sodium oxybate is safe and effective in children.

Sodium Oxybate Oral Solution is a controlled substance (CIII) because it contains sodium oxybate that can be a target for
people who abuse prescription medicines or street drugs. Keep your sodium oxybate in a safe place to protect it from
theft. Never give your sodium oxybate to anyone else because it may cause death or harm them. Selling or giving away
this medicine is against the law.



Who should not take sodium oxybate?

Do not take sodium oxybate if you:

take other sleep medicines or sedatives (medicines that cause sleepiness)
drink alcohol
have a rare problem called succinic semialdehyde dehydrogenase deficiency

Before you take sodium oxybate, tell your doctor if you:

have short periods of not breathing while you sleep (sleep apnea).

snore, have trouble breathing, or have lung problems. You may have a higher chance of having serious breathing
problems when you take sodium oxybate.

have or had depression or have tried to harm yourself. You should be watched carefully for new symptoms of
depression.

have liver problems.

are on a salt-restricted diet. Sodium oxybate contains a lot of sodium (salt) and may not be right for you.

have high blood pressure.

have heart failure.

have kidney problems.

are pregnant or plan to become pregnant. It is not known if sodium oxybate can harm your unborn baby.

are breastfeeding or plan to breastfeed. It is not known if sodium oxybate passes into your breast milk. You and
your doctor should decide if you will take sodium oxybate or breastfeed.

Tell your doctor about all the medicines you take, including prescription and non-prescription medicines, vitamins, and
herbal supplements.

Especially, tell your doctor if you take other medicines to help you sleep (sedatives). Do not take medicines that make you
sleepy with sodium oxybate.

Know the medicines you take. Keep a list of them to show your doctor and pharmacist when you get a new medicine.

How should I take sodium oxybate?

Read the Instructions for Use at the end of this Medication Guide for detailed instructions on how to take sodium
oxybate.

Take sodium oxybate exactly as your doctor tells you to take it.

Never change your sodium oxybate dose without talking to your doctor.

Sodium oxybate can cause sleep very quickly. You should fall asleep soon. Some patients fall asleep within 5
minutes and most fall asleep within 15 minutes. Some patients take less time to fall asleep and some take more
time. The time it takes you to fall asleep might be different from night to night.

Take your first sodium oxybate dose at bedtime while you are in bed. Take your second sodium oxybate dose 2.5
to 4 hours after you take your first sodium oxybate dose. You may want to set an alarm clock to make sure you
wake up to take your second sodium oxybate dose. You should remain in bed after taking the first and second
doses of sodium oxybate.

If you miss your second sodium oxybate dose, skip that dose and do not take sodium oxybate again until the next
night. Never take 2 sodium oxybate doses at 1 time.

Wait at least 2 hours after eating before you take sodium oxybate.

You should see your doctor every 3 months for a check-up while taking sodium oxybate. Your doctor should
check to see if sodium oxybate is helping to lessen your symptoms and if you feel any side effects while you take
sodium oxybate.



o If you take too much sodium oxybate, call your doctor or go to the nearest hospital emergency room right away.
What are the possible side effects of sodium oxybate?
Sodium oxybate can cause serious side effects, including:

e See “What is the most important information | should know about sodium oxybate?”’
e Breathing problems, including:

o slower breathing

e trouble breathing

o short periods of not breathing while sleeping (sleep apnea). People who already have breathing or lung

problems have a higher chance of having breathing problems when they use sodium oxybate.

e Mental health problems, including:

e confusion

e seeing or hearing things that are not real (hallucinations)

e unusual or disturbing thoughts (abnormal thinking)

o feeling anxious or upset

e depression

e thoughts of killing yourself or trying to kill yourself

Call your doctor right away if you have symptoms of mental health problems.

e Sleepwalking. Sleepwalking can cause injuries. Call your doctor if you start sleepwalking. Your doctor should
check you.

The most common side effects of sodium oxybate include:

e nausea
e dizziness

e vomiting

e bedwetting
o diarrhea

Your side effects may increase when you take higher doses of sodium oxybate. Sodium oxybate can cause physical
dependence and craving for the medicine when it is not taken as directed.

These are not all the possible side effects of sodium oxybate. For more information, ask your doctor or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
How should I store sodium oxybate?

e Always store sodium oxybate in the original bottle or in the dosing cups with child-resistant caps provided
with your prescription.
o Keep sodium oxybate in a safe place out of the reach of children and pets.
o Get emergency medical help right away if a child drinks your sodium oxybate.
e Store sodium oxybate between 68°F to 77°F (20°C to 24°C). When you have finished using a sodium oxybate
bottle:
e empty any unused sodium oxybate down the sink drain
e cross out the label on the sodium oxybate bottle with a marker
e place the empty sodium oxybate bottle in the trash



General information about the safe and effective use of sodium oxybate

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use sodium
oxybate for a condition for which it was not prescribed. Do not give sodium oxybate to other people, even if they have the
same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about sodium oxybate. If you would like more
information, talk with your doctor. You can ask your pharmacist or doctor for information about sodium oxybate that is
written for health professionals.

For more information, call the Sodium Oxybate REMS Program at 1-800-XXX-XXXX.
What are the ingredients in Sodium Oxybate Oral Solution?

Active Ingredients: sodium oxybate

Inactive Ingredients: purified water, USP

This Medication Guide has been approved by the U.S. Food and Drug Administration.

Instructions for Use - Sodium Oxybate (soe’ dee um ox’ i bate) Oral Solution, CIl11

Read these Instructions for Use carefully before you start taking sodium oxybate and each time you get a refill. There may
be new information. This information does not take the place of talking to your doctor about your medical condition or
your treatment.

Note:

e You will need to split your prescribed sodium oxybate dose into 2 separate dosing cups for mixing
(provided with your prescription).

¢ You will need to mix sodium oxybate with water before you take your dose.

e Take your dose within 24 hours after mixing sodium oxybate with water. If you do not take your dose
within this time, you will need to throw the mixture away.

Supplies you will need for mixing and taking sodium oxybate: See Figure A.

e bottle of your sodium oxybate medicine

e press-in-bottle adaptor with straw attached

e syringe for drawing up your sodium oxybate dose

e ameasuring cup containing about 1/4 cup of water (hot provided with your sodium oxybate prescription)
e 2 empty dosing cups with child-resistant caps

e alarm clock by your bedside (not provided with your sodium oxybate prescription)



*Please note that
the measuring cup and
. water for dilution are not
provided with your

— prescription %
"-: .

Alarm clock not provided
with your prescription

Figure A
Step 1. Take the sodium oxybate bottle, press-in-bottle adaptor, and syringe out of the box.

Step 2. Remove the bottle cap from the sodium oxybate bottle by pushing down while turning the cap counterclockwise
(to the left). See Figure B.

Figure B
Step 3.

e The press-in-bottle adaptor may already be put in place by the pharmacy. If it is not already in place, you will
have to do it yourself. After removing the cap from the sodium oxybate bottle, set the bottle upright on a tabletop.

¢ While holding the sodium oxybate bottle in its upright position, insert the press-in-bottle adaptor into the neck of
the sodium oxybate bottle. See Figure C.



Figure C

e Tilt the straw toward the edge of the bottom of the bottle to be sure you can draw out your dose of the medicine.
You only need to do this the first time you open the bottle. See Figure D.




Figure D

e After you draw out your dose of the medicine, leave the adaptor in the bottle for all your future uses. See Figure
E.

Figure E
Step 4.

e Take the syringe out of the plastic wrapper. Use only the syringe provided with your sodium oxybate prescription.
¢ While holding the sodium oxybate bottle upright on the tabletop, insert the tip of the syringe into the opening on
top of the sodium oxybate bottle and press down firmly. See Figure F.



Figure F

Step 5.

e Hold the bottle and syringe down with one hand, and draw up one-half (1/2) of your total prescribed nightly dose
with the other hand by pulling up on the plunger. For example, if your total nightly dose of sodium oxybate is 4.5
grams a night, you will need to draw up 2 separate doses of 2.25 grams each, one for each dosing cup. See Figure

G.

Note: The sodium oxybate medicine will not flow into the syringe unless you keep the bottle upright.

Figure G
Step 6.

e  After you draw up each separate sodium oxybate dose, remove the syringe from the opening of the sodium
oxybate bottle. Put the tip into 1 of the empty dosing cups with child-resistant caps.
o Make sure the dosing cup is empty and does not contain any medicine from your previous night’s dose.



o Empty each separate sodium oxybate dose into 1 of the empty dosing cups by pushing down on the
plunger. (See Figure H).
e Using a measuring cup, pour about 1/4 cup of water into each dosing cup. Be careful to add only water to each
dosing cup and not more sodium oxybate. All shipped bottles of sodium oxybate contain the concentrated
medicine. Water for mixing the medicine is not provided in the shipment.

Figure H
Step 7.

o Place the child-resistant caps provided on the filled dosing cups and turn each cap clockwise (to the right) until it
clicks and locks into its child-resistant position. See Figure I.

Figure |

e Put the cap back on the sodium oxybate bottle and store it in a safe and secure place. Store in a locked place if
needed. Keep sodium oxybate out of the reach of children and pets.
e Rinse the syringe out with water and squirt the liquid into the sink drain.

e At bedtime, and before you take your first sodium oxybate dose, put your second sodium oxybate dose in a safe
place near your bed.
e You may want to set an alarm clock to make sure you wake up to take the second dose.



Step 9.

When it is time to take your first sodium oxybate dose, remove the cap from the dosing cup by pressing down on
the child-resistant locking tab and turning the cap counterclockwise (to the left).

Drink all of your first sodium oxybate dose at bedtime. Put the cap back on the first dosing cup before lying down
to sleep.

You should fall asleep soon. Some patients fall asleep within 5 minutes and most fall asleep within 15 minutes.
Some patients take less time to fall asleep, and some take more time. The time it takes you to fall asleep might be
different from night to night.

When you wake up 2.5 to 4 hours later, take the cap off the second dosing cup.

If you wake up before the alarm and it has been at least 2.5 hours since your first sodium oxybate dose, turn off
your alarm and take your second sodium oxybate dose.

While sitting in bed, drink all of the second sodium oxybate dose and put the cap back on the second dosing cup
before lying down to continue sleeping.

These Instructions for Use have been approved by the U.S. Food and Drug Administration.

Distr. By:

West-Ward Pharmaceuticals Corp.

Eatontown, NJ 07724

10006869/01

Revised July 2016
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RISK EVALUATION AND MITIGATION STRATEGY (REMYS)
Shared System REMS Program for Sodium Oxybate Oral Solution
I. GOAL.:

The goal of the Sodium Oxybate REMS Program is to mitigate the risks of serious adverse
outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of sodium
oxybate by:

A. Informing prescribers, pharmacists, and patients of:

1. The risk of significant CNS and respiratory depression associated with sodium
oxybate

2. The contraindication of use of sodium oxybate with sedative hypnotics and alcohol
3. The potential for abuse, misuse, and overdose associated with sodium oxybate
4. The safe use, handling, and storage of sodium oxybate

B. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium
oxybate that:

1. Screen for concomitant use of sedative hypnotics and other potentially interacting
agents

2. Monitor for inappropriate prescribing, misuse, abuse, and diversion of sodium
oxybate

3. Notify prescribers when patients are receiving concomitant contraindicated
medications or there are signs of potential abuse, misuse, or diversion
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Il. REMS ELEMENTS:
A. Medication Guide

A Medication Guide will be dispensed with each sodium oxybate prescription in
accordance with 21 CFR 208.24

The sodium oxybate Medication Guides are part of the REMS and are available on the
Sodium Oxybate REMS Program website

B. Elements to Assure Safe Use

1. Healthcare Providers who prescribe sodium oxybate products are specially
certified

a. Sodium Oxybate sponsors will ensure that healthcare providers who prescribe
sodium oxybate are specially certified in the Sodium Oxybate REMS Program.

b. To become specially certified to prescribe sodium oxybate, each prescriber must
complete and submit to the Sodium Oxybate REMS Program the Sodium Oxybate
REMS Program Prescriber Enrollment Form, which includes the prescriber
agreeing to:

i. Review the Prescribing Information (PI) and the Sodium Oxybate REMS
Program Prescriber Brochure

ii. Screen each patient for whom sodium oxybate is prescribed for:
1) History of alcohol or substance abuse
2) History of sleep-related breathing disorders
3) History of compromised respiratory function

4) Concomitant use of sedative hypnotics, other CNS depressants, or
other potentially interacting agents

5) History of depression or suicidality

iii. Counsel each patient prior to initiating therapy regarding the serious risks
and safe use, handling, and storage of sodium oxybate
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1v.

V.

Enroll each patient in the Sodium Oxybate REMS Program by completing
and submitting the Sodium Oxybate REMS Program Patient Enrollment
Form to the Sodium Oxybate REMS Program

Evaluate each patient within the first 3 months of starting sodium oxybate
therapy, including an evaluation of the following. It is recommended that
patients be re-evaluated every 3 months thereafter while on sodium
oxybate therapy:

1) Concomitant use of sedative hypnotics, other CNS depressants, or
other potentially interacting agents

2) Serious adverse events

3) Signs of abuse and misuse, including:
a) An increase in dose or frequency of dosing
b) Reports of lost, stolen, or spilled medication
c) Drug-seeking behavior

Report all potential serious adverse events, including CNS depression,
respiratory depression, loss of consciousness, coma, death, and any cases
of abuse, misuse, or diversion by calling the Sodium Oxybate REMS
Program

b. The prescriber will complete the Sodium Oxybate REMS Program Prescription
Form for each new prescription and submit the form to one of the specially
certified pharmacies. By completing and signing this form, the prescriber
acknowledges:

December 2016

L.

Having an understanding of:
1) The approved indications of sodium oxybate:

a) Treatment of cataplexy in narcolepsy

b) Treatment of excessive daytime sleepiness in narcolepsy
2) The serious risks associated with sodium oxybate

3) The Prescribing Information (PI) and the Sodium Oxybate REMS
Program Prescriber Brochure



C.

December 2016

11.

iil.

1v.

Having screened the patient for the following:

1)
2)
3)

4)

5)

History of alcohol or substance abuse
History of sleep-related breathing disorders
History of compromised respiratory function

Concomitant use of sedative hypnotics, other CNS depressants, or
other potentially interacting agents

History of depression or suicidality

Having counseled the patient on:

1)

2)

3)
4)

5)

6)

The serious risks associated with sodium oxybate

Contraindications (alcohol and sedative hypnotics) and implications of
concomitant use of sodium oxybate with other potentially interacting
agents

Preparation and dosing instructions for sodium oxybate
Risk of abuse and misuse associated with sodium oxybate

Risk of operating hazardous machinery, including automobiles or
airplanes, for the first 6 hours after taking a dose of sodium oxybate

Safe use, handling, and storage of sodium oxybate

That sodium oxybate is medically appropriate for the patient

Having listed all known prescription and nonprescription medications and
doses on the Sodium Oxybate REMS Program Prescription Form

Sodium Oxybate sponsors will:

1.

ii.

Ensure that the Sodium Oxybate REMS Program Prescriber Enrollment
Form can be completed via fax, mail, or the Sodium Oxybate REMS
Program website (www.SodiumOxybateREMSProgram.com)

Ensure that the Sodium Oxybate REMS Program Patient Enrollment Form
can be completed via fax, mail, or the Sodium Oxybate REMS Program
website (www.SodiumOxybateREMSProgram.com)




1il.

1v.

vi.

Vil.

Ensure that the Sodium Oxybate REMS Program Prescription Form can
be completed via fax

Ensure that materials appended to the Sodium Oxybate REMS document
will be made available through the Sodium Oxybate REMS Program
website (www.SodiumOxybateREMSProgram.com) or by calling the
Sodium Oxybate REMS Program at 855-705-2424

Ensure that a prescriber is specially certified in the Sodium Oxybate
REMS Program only after verification that the Sodium Oxybate REMS
Program Prescriber Enrollment Form is complete and all certification
requirements are met

Ensure that prescribers are notified when they are successfully specially
certified in the Sodium Oxybate REMS Program and are eligible to
prescribe sodium oxybate

Ensure that secure, validated, separate, and distinct Sodium Oxybate
REMS Program databases (patient database, specially certified prescriber
database, specially certified pharmacy database and disenrolled prescriber
database) are maintained and will only be queried independently through
electronic telecommunication verification (see Section I1.C.1.d.)

viii. Ensure that specially certified prescribers continue to meet the

requirements of the Sodium Oxybate REMS Program and can disenroll
noncompliant prescribers if the requirements are not met

d. The following are part of the Sodium Oxybate REMS Program and are appended:

December 2016

1.

ii.

iii.

1v.

V1.

Sodium Oxybate REMS Program Prescriber Enrollment Form
Sodium Oxybate REMS Program Prescriber Brochure
Sodium Oxybate REMS Program Patient Enrollment Form
Sodium Oxybate REMS Program Prescription Form

Sodium Oxybate REMS Program Patient Quick Start Guide

Sodium Oxybate REMS Program website
(www.SodiumOxybateREMSProgram.com)




2. Sodium oxybate will be dispensed only by pharmacies that are specially

certified

a. The Sodium Oxybate REMS Program will certify pharmacies that dispense
sodium oxybate. Sodium oxybate will not be stocked in retail pharmacy outlets.
To become specially certified in the Sodium Oxybate REMS Program,
pharmacies must agree to:

December 2016

L.

11.

1il.

1v.

Designate an authorized representative to complete and submit the Sodium
Oxybate REMS Pharmacy Enrollment Form on behalf of the pharmacy

Ensure that the authorized representative oversees implementation and
compliance with the Sodium Oxybate REMS Program by the following:

1) Ensure that all pharmacy staff involved in the Sodium Oxybate REMS
Program complete the Sodium Oxybate REMS Program Certified
Pharmacy Training Program Module A

2) Ensure that all pharmacists who dispense sodium oxybate complete the
Sodium Oxybate REMS Program Certified Pharmacy Training
Program Modules A and B

Dispense sodium oxybate only to patients enrolled in the Sodium Oxybate
REMS Program pursuant to a valid prescription written by a prescriber
specially certified in the Sodium Oxybate REMS Program (see Section
II.B.1.a.)

Dispense only after obtaining a Pre-Dispense Authorization (PDA) for
each sodium oxybate prescription by requesting that the Sodium Oxybate
REMS Program access the secure, validated, separate, and distinct Sodium
Oxybate REMS Program databases (patient database, specially certified
prescriber database, specially certified pharmacy database, and disenrolled
prescriber database) that will only be queried independently through
electronic telecommunication verification to verify the following:

1) Pharmacy is specially certified
2) Prescriber is specially certified
3) Patient is enrolled

4) Patient has no other known active, overlapping prescriptions for
sodium oxybate



V.

vi.

Recertify in the Sodium Oxybate REMS Program if the pharmacy
designates a new authorized representative

Provide 24-7 toll-free access to a pharmacist at a Sodium Oxybate REMS
Program specially certified pharmacy

vii. Ship sodium oxybate directly to each patient or a patient-authorized adult

designee, and track and verify receipt of each shipment of sodium oxybate

viii. Limit the first shipment for each patient to a one-month supply of sodium

1X.

oxybate, and subsequent shipments to no more than a three-month supply
of sodium oxybate

Report all potential adverse events reported by all sources, including any
CNS depression, respiratory depression, loss of consciousness, coma, and
death, and any cases of suspected abuse, misuse, or diversion to the
Sodium Oxybate REMS Program for documentation

b. Prior to dispensing sodium oxybate, the specially certified pharmacies will:

December 2016

L.

il.

With every sodium oxybate prescription, ensure that a pharmacist
completes the Sodium Oxybate REMS Program Patient Counseling
Checklist and submits the checklist to the Sodium Oxybate REMS
Program

Validate each Sodium Oxybate REMS Program prescription by:

1) Verifying that the prescriber is specially certified, the patient is
enrolled and the patient has no other active sodium oxybate
prescription by entering all prescriptions in the pharmacy management
system, including cash payments by obtaining a pre-dispense
authorization (PDA) via electronic telecommunication verification

2) Review patient information obtained from the Sodium Oxybate REMS
Program website (www.SodiumOxybateREMSProgram.com) and the
Sodium Oxybate REMS Program Prescription Form, including:

a) Concomitant use of sedative hypnotics, other CNS depressants, or
other potentially interacting agents that either are unknown to the
prescriber or pose a high risk of serious interaction with sodium
oxybate

b) Alerts and Sodium Oxybate REMS Program Risk Management



C.

December 2016

Report (RMR) Forms regarding potential abuse, misuse, or
diversion

3) Confirming all prescription information, including patient name and
two additional identifiers, prescriber name and information, dose,
titration information (if applicable), number of refills, dosing
directions, total quantity (days’ supply), and concomitant medications

4) Contacting the Xyrem REMS Program by phone to:

a) Verify that the patient has no other active prescriptions for sodium
oxybate that overlap with the current prescription

b) Verify that the patient/prescriber has not been disenrolled in the
Xyrem REMS Program for suspected abuse, misuse, or diversion

c) Report each prescription filled for sodium oxybate

5) Documenting that the call to the Xyrem REMS Program was
completed using the Sodium Oxybate REMS Program Prescription
Form

Sodium Oxybate REMS Program specially certified pharmacies will ship sodium
oxybate directly to each patient using an overnight service. In addition, each
Sodium Oxybate REMS Program specially certified pharmacy will verify that:

1.

ii.

iii.

1v.

The shipment will be sent to a patient’s confirmed shipping address

The patient or patient-authorized adult designee will be available to
receive the shipment

The sodium oxybate Medication Guide is included with each shipment,
and a copy of the Sodium Oxybate REMS Program Patient Quick Start

Guide is provided to a new patient who has not already received it from
the prescriber

Receipt of each shipment is confirmed and shipment and receipt dates are
provided to the Sodium Oxybate REMS Program to be maintained in the
patient database



d. The Sodium Oxybate REMS Program specially certified pharmacies will monitor
and report to the Sodium Oxybate REMS Program all instances of patient or
prescriber behavior that give rise to a reasonable suspicion of abuse, misuse, or
diversion of sodium oxybate

i.  Pharmacies will document these events, including all requests for early
refills by completing and submitting a Sodium Oxybate REMS Program
RMR Form to the Sodium Oxybate REMS Program

ii. Prior to granting an early refill request or if abuse, misuse, or diversion is
suspected, the pharmacist will review the patient’s RMR history and any
alerts obtained from the Sodium Oxybate REMS Program website
(www.SodiumOxybateREMSProgram.com), and ensure the request or
concern has been discussed with the prescriber prior to shipping sodium
oxybate

iii. All reports of lost, stolen, destroyed, or spilled drug will be documented in
the Sodium Oxybate REMS Program patient database when a specially
certified pharmacy completes and submits a Sodium Oxybate REMS
Program RMR Form to the Sodium Oxybate REMS Program

iv. Repeated reports of lost, stolen, destroyed, or spilled drug may be
documented as an alert to the patient profile stored in the Sodium Oxybate
REMS Program patient database

v. Pharmacies and/or prescribers that are specially certified in the Sodium
Oxybate REMS Program may direct that a patient be disenrolled from the
Sodium Oxybate REMS Program after reviewing or receiving reports of
incidents suggestive of abuse, misuse, or diversion by completing and
submitting an Sodium Oxybate REMS Program RMR Form to the Sodium
Oxybate REMS Program

vi. Pharmacies may recommend that a prescriber be disenrolled by submitting
a Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate
REMS Program. Sodium Oxybate sponsors will review the information
and determine if the prescriber should be disenrolled

e. Sodium Oxybate Sponsors will:

i. Ensure that the Sodium Oxybate REMS Program Pharmacy Enrollment
Form can be completed via fax, or online at
www.SodiumOxybateREMSProgram.com
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11.

iil.

1v.

Ensure the pharmacy is specially certified in the Sodium Oxybate REMS
Program only after verification that the Sodium Oxybate REMS Program
Pharmacy Enrollment Form is complete and all certification requirements
are met

Ensure that pharmacies are notified when they are successfully specially
certified in the Sodium Oxybate REMS Program

Ensure that the secure, validated, separate, and distinct Sodium Oxybate
REMS Program databases (patient database, specially certified prescriber
database, specially certified pharmacy database, and disenrolled prescriber
database) are maintained and will only be queried independently through
electronic telecommunication verification (see Section II.C.1.d)

Ensure that specially certified pharmacies continue to meet the
requirements of the Sodium Oxybate REMS Program. Non-compliant
pharmacies can be disenrolled if the requirements are not met

f. The following materials are part of the REMS and are appended:

1.

ii.

1il.

1v.

Sodium Oxybate REMS Program Certified Pharmacy Training Program
Sodium Oxybate REMS Program Pharmacy Enrollment Form
Sodium Oxybate REMS Program Patient Counseling Checklist

Sodium Oxybate REMS Program Risk Management Report Form

3. Sodium oxybate will be dispensed and shipped only to patients who are enrolled
in the Sodium Oxybate REMS Program with documentation of safe use
conditions

a.

December 2016

Sodium Oxybate sponsors will ensure that sodium oxybate is dispensed only by
pharmacies that are specially certified in the Sodium Oxybate REMS Program,

by direct shipment, to patients or patient-authorized adult designees enrolled in

the Sodium Oxybate REMS Program

Sodium Oxybate sponsors will ensure that patients are enrolled in the Sodium
Oxybate REMS Program only if a prescriber specially certified in the Sodium
Oxybate REMS Program completes the Sodium Oxybate REMS Program
Patient Enrollment Form and submits the form to the Sodium Oxybate REMS
Program
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c. Sodium Oxybate sponsors will ensure that sodium oxybate is dispensed and
shipped only to patients who have signed the Sodium Oxybate REMS Program
Patient Enrollment Form and acknowledged that:

1. He/she has been counseled on the serious risks and safe use of sodium
oxybate

ii. He/she has asked the prescriber any questions they may have about
sodium oxybate

d. Following enrollment, the patient remains in the Sodium Oxybate REMS
Program unless they are disenrolled by the Sodium Oxybate REMS Program at
the direction of a specially certified prescriber and/or pharmacy. Specially
certified pharmacies and/or prescribers can direct that a patient is disenrolled if
the pharmacy and/or prescriber suspect abuse, misuse, or diversion. Reasons for
disenrollment include multiple suspicious early refill requests or other
information that indicates possible abuse, misuse, or diversion

e. Following disenrollment, the Sodium Oxybate REMS Program will contact the
Xyrem REMS Program to report instances of patient/prescriber disenrollment in
Sodium Oxybate REMS Program due to suspected abuse, misuse, or diversion
and document that the call was completed in the appropriate database.

f. A disenrolled patient may be re-enrolled in the Sodium Oxybate REMS
Program. In order to re-enroll a patient who had been previously disenrolled for
suspicions of abuse, misuse, or diversion, one of the specially certified
pharmacies must consult with the specially certified prescriber seeking to re-
enroll the patient and will communicate all relevant patient history to the
specially certified prescriber, and both the specially certified pharmacy and the
requesting specially certified prescriber must agree to re-enroll the patient

g. A patient may change prescribers if the new prescriber is also specially certified
in the Sodium Oxybate REMS Program, and the new prescription does not
overlap with another active prescription for sodium oxybate

C. Implementation System

1. The Implementation System for the Sodium Oxybate REMS Program includes
the following:

a. Sodium Oxybate sponsors will ensure that sodium oxybate is distributed only by
wholesalers/distributors that have registered with the Sodium Oxybate REMS
Program. Registered wholesalers/distributors will only sell/distribute to
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pharmacies specially certified in the Sodium Oxybate REMS Program

Sodium Oxybate sponsors will ensure that sodium oxybate is dispensed only by
pharmacies that are specially certified in the Sodium Oxybate REMS Program.
Sodium oxybate will not be stocked in retail pharmacy outlets

Sodium oxybate will be shipped only to patients enrolled in the Sodium Oxybate
REMS Program pursuant to a valid prescription written by a prescriber specially
certified in the Sodium Oxybate REMS Program that does not overlap with
another active prescription for sodium oxybate

Sodium Oxybate sponsors will ensure that the secure, validated, separate, and
distinct Sodium Oxybate REMS Program databases (patient database, specially
certified prescriber database, specially certified pharmacy database, and
disenrolled prescriber database) are maintained and will only be queried
independently through electronic telecommunication verification.

Completed data forms, prescription and distribution data, as well as information
related to dosing, concomitant medications, and behavior that raises suspicion of
abuse, misuse, or diversion, including complete RMR histories, will be contained
only in the appropriate database. The Sodium Oxybate REMS Program will
utilize the secure, validated, separate, and distinct databases that will only be
queried independently through electronic telecommunication verification, listed
below:

i. Enrolled patient database

ii. Specially certified prescriber database
iii. Disenrolled prescriber database

iv. Specially certified pharmacy database
v. Wholesaler/Distributor database

Sodium Oxybate sponsors will ensure that a sodium oxybate Medication Guide is
included with each shipment of sodium oxybate

Sodium Oxybate sponsors will monitor the Sodium Oxybate REMS Program
databases for timely reporting to specially certified prescribers and pharmacies of
any behavior by enrolled patients or specially certified prescribers in the Sodium
Oxybate REMS Program that raises suspicion of abuse, misuse, or diversion
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Sodium Oxybate sponsors will monitor the Sodium Oxybate REMS Program
databases to ensure compliance with the Sodium Oxybate REMS Program and to
evaluate the implementation of the Sodium Oxybate REMS Program. Sodium
Oxybate sponsors will ensure that appropriate corrective actions are implemented
to address compliance concerns

Sodium Oxybate sponsors must audit the wholesalers/distributors within 90
calendar days after the wholesaler/distributer is authorized to ensure that all
processes and procedures are in place and functioning to support the requirements
of the Sodium Oxybate REMS Program. Corrective action must be instituted by
Sodium Oxybate sponsors if noncompliance is identified

Sodium Oxybate sponsors will audit all specially certified pharmacies after
approval of the Sodium Oxybate REMS Program to ensure that each pharmacy
implements the Sodium Oxybate REMS Program as directed within 90 calendar
days after the pharmacy places its first order of sodium oxybate. Thereafter,
Sodium Oxybate sponsors will audit at least 50% of the Sodium Oxybate REMS
Program specially certified pharmacy dispensing locations at least annually,
identify all issues of noncompliance, and institute appropriate corrective actions,
potentially including pharmacy decertification.

The Sodium Oxybate sponsors will monitor the Sodium Oxybate REMS Program
for timely reporting of all potential adverse events

Sodium Oxybate sponsors will monitor and evaluate the implementation of the
Elements to Assure Safe Use and take reasonable steps to work to improve
implementation of these elements
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SODIUM OXYBATE REMS PROGRAM Sodium Oxybate

PRESCRIBER ENROLLMENT FORM

Sodium oxybate oral solution 500 mg/mL SRR il el e ]

Compilete this form through www SodiumOxvbateR EMSProgram. corm,
OR fax the completed form to the Sodium Oxybate REMS Program at 800-353-0987 (toll free),

OR mail to: Sodium Oxybate REMS Program, PO Box X0XOOCK, City, ST XO0COC-X0O0K.
For further information, please call he Sodium Oxybate REMS Program at 855-705-2424.

STEP 1: ALL BOXES BELOW MUST BE CHECKED IN ORDER FOR THE ENROLLMENT PROCESS TO BE COMPLETE AND BEFORE
YOU CAN ENROLL PATIENTS AND PRESCRIBE SODIUM OXYBATE
| understand that sodium oxybate is approved for he freatment of:

- Cataplexy in narcolepsy
- Excessive daytime sleepiness (EDS) in narcolepsy

| have read the Prescribing Information (Pl) and the Sodium Oxybate REMS Program Prescriber Brochure and understand that:
- Sodium oxybate is a Schedule Il CNS depressant and can cause obtundation and clinically significant respiratory depression at recommended doses
- Alcohol and sedative hypnotics are contraindicated in patients who are using sodium oxybate

- Concurrent use of sodium oxybate with o her CNS depressants, including but not limited to opioid analgesics, benzodiazepines, sedating an idepressants  or
antipsychotics, sedating an i-epileptics, general anesthetics, muscle relaxants, and/or illicit CNS depressants, may increase the risk of respiratory  depression,
hypotension, profound sedation, syncope, and death

- Patients who have sleep apnea or compromised respiratory function (e.g., asthma, COPD, etc.) may be at higher risk of developing respiratory depression,
loss of consciousness, coma, and dea h wi h sodium oxybate use

| agree to:
Enroll each patient in the Sodium Oxybate REMS Program

Screen each patient for history of alcohol or substance abuse, sleep-related brea hing disorders, compromised respiratory function, depression, suicidality,
and concomitant use of seda ive hypnotics, other CNS depressants, or other potentially interacting agents

Counsel each patient prior to initiating therapy on he serious risks and safe use, handling, and storage of sodium oxybate

Evaluate patients within the first 3 months of starting sodium oxybate. It is recommended that patients be re-evaluated every 3 months thereafter while
taking sodium oxybate

Report all poten ial adverse events, including CNS depression, respiratory depression, loss of consciousness, coma, and death, and any cases of
suspected abuse, misuse, or diversion to the Sodium Oxybate REMS Program

STEP 2: TO HELP EXPEDITE THE ENROLLMENT PROCESS, PLEASE PRINT CLEARLY (denctes required fieid)

Prescriberinformation

*FIRST NAME: MLL: “LAST NAME: PROF. DESIGNATION:
*DEA No.: *STATE LICENSE No.: LR R IE
FACILITY/PRACTICE NAME: NPI No.:

*STREET ADDRESS:

*CITY: *STATE: *ZIP CODE:

*PHONE: *FAX: EMAIL:

*PREFERRED METHOD OF CONTACT : 0 EMAIL O FAX

OFFICE CONTACT: OFFICE CONTACT PHONE:

STEP 3: PRESCRIBER SIGNATURE IS REQUIRED BELOW FOR ENROLLMENT IN THE SODIUM OXYBATE REMS PROGRAM

By signing below, | acknowledge the above attestations, and | understand that my personally identifiable information provided above will be shared
with the Sodium Oxybate REMS Program, its agents, contractors, and affiliates and entered into a prescr ber database for the Sodium Oxybate
REMS Program. | agree that | may be contacted in the future by mail, email, fax, and/or telephone conceming sodium oxybate, the Sodium
Oxybate REMS Program, and other sodium oxybate programs and services.

*Prescriber Sighature: *Date:

Report adverse events by contacting the Sodium Oxybate REMS Program at 855-705-2424.
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Sodium Oxybate REMS

Program Prescriber Brochure




Dear Prescriber,

Welcome to the Sodium Oxybate REMS Program, which was developed in collaboration with the Food and Drug Administration
(FDA) as a Risk Evaluation and Mitigation Strategy (REMS). A REMS is a strategy to manage known or potential serious risks
associated with a drug product and is required by the FDA to ensure that the benefits of the drug outweigh its risks.

This brochure provides valuable information about the Sodium Oxybate REMS Program that includes important prescribing
information, educational and counseling requirements, and materials necessary for program certification and prescribing
sodium oxybate oral solution, including:

® Sodium Oxybate REMS Program Prescriber Enrollment Form — a one-time certification is required for all prescribers of
sodium oxybate.

® Sodium Oxybate REMS Program Patient Enrollment Form — a one-time patient enrollment in the Sodium Oxybate REMS
Program is required for each new patient for whom sodium oxybate will be prescribed.

® Sodium Oxybate REMS Program Prescription Form — required for prescribing sodium oxybate. This form must be used for new
prescriptions and may also be used for refills and renewals of sodium oxybate prescriptions.

® Sodium Oxybate REMS Program Patient Quick Start Guide — answers important questions for patients about how to get
sodium oxybate, how to use sodium oxybate properly, and how to store it safely. It also gives important information about the
risks associated with sodium oxybate.

The Sodium Oxybate REMS Program Prescriber Enrollment Form and Sodium Oxybate REMS Program Patient Enroliment Form
must be completed in full and sent to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program Prescription Form
must be completed in full and sent to one of the certified pharmacies. For your convenience, the Sodium Oxybate REMS Program
Prescriber Enroliment Form and the Sodium Oxybate REMS Program Patient Enroliment Form are available online at
www.SodiumOxybateREMSProgram.com and all three forms can be requested by calling the Sodium Oxybate REMS Program toll-
free at 855-705-2424. A certified pharmacy in the Sodium Oxybate REMS Program is responsible for processing prescriptions for
sodium oxybate.

Continue reading this brochure to learn more about the Sodium Oxybate REMS Program and your responsibilities as a prescriber
of sodium oxybate. Please review the Prescribing Information (PI) for sodium oxybate.

Sodium oxybate may be dispensed only to patients enrolled in the Sodium Oxybate REMS Program.
Sodium oxybate is approved for:

® Treatment of cataplexy in narcolepsy

® Treatment of excessive daytime sleepiness (EDS) in narcolepsy

If you require any additional assistance or information, please call the Sodium Oxybate REMS Program at 855-705-2424 or visit
www. SodiumOxybateREMSProgram.com.

Sincerely,

Sodium Oxybate sponsors
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IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS
® Sodium oxybate is contraindicated in patients being treated with sedative hypnotics.
® Patients should not drink alcohol when using sodium oxybate.

® Sodium oxybate is contraindicated in patients with succinic semialdehyde dehydrogenase deficiency.

WARNINGS AND PRECAUTIONS

CNS Depression

® Sodium oxybate is a CNS depressant. Concurrent use of sodium oxybate with other CNS depressants, including but not
limited to opioid analgesics; benzodiazepines; sedating antidepressants, antipsychotics, or anti-epileptics; general
anesthetics; muscle relaxants; and/or illicit CNS depressants, may increase the risk of respiratory depression, hypotension,
profound sedation, syncope, and death.

o If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation
of one or more CNS depressants (including sodium oxybate) should be considered.

o If short-term use of an opioid (e.g., post- or perioperative) is required, interruption of treatment with sodium oxybate
should be considered.

* Patients who have sleep apnea or compromised respiratory function may be at a higher risk of developing respiratory
depression, loss of consciousness, coma, and death with sodium oxybate use.

Healthcare providers should caution patients about operating hazardous machinery for the first 6 hours after taking a dose of
sodium oxybate.

Abuse and Misuse
® Sodium oxybate is a Schedule Il controlled substance.

® Sodium oxybate, is the sodium salt of gamma-hydroxybutyrate (GHB), a Schedule | controlled substance. Abuse of illicit
GHB, either alone or in combination with other CNS depressants, is associated with CNS adverse events, including seizure,
respiratory depression, decreases in the level of consciousness, coma, and death. lllicit GHB has also been associated with
drug-facilitated sexual assault.

® The rapid onset of sedation, coupled with the amnestic features of sodium oxybate, particularly when combined with alcohol,
has proven to be dangerous for the voluntary and involuntary user (e.g. assault victim).

® You should carefully evaluate patients for a history of drug abuse and follow such patients closely, observing them for signs of
misuse or abuse of sodium oxybate (e.g. increase in size or frequency of dosing; reports of lost, stolen, or spilled medication;
drug-seeking behavior; feigned cataplexy).

Sodium Oxybate REMS Program

® Sodium oxybate is to be prescribed only to patients enrolled in the Sodium Oxybate REMS Program. Sodium oxybate is
available only through a restricted distribution program called the Sodium Oxybate REMS Program. Required components
of the Sodium Oxybate REMS Program are:

o Healthcare providers who prescribe sodium oxybate must be certified. To be certified, prescribers must complete the
Sodium Oxybate REMS Program Prescriber Enrollment Form and comply with the Sodium Oxybate REMS Program
requirements.

o Sodium oxybate will be dispensed only by pharmacies that are certified.

o Sodium oxybate will be shipped only to enrolled patients with documentation of safe use conditions. To be enrolled,
patients must sign the Sodium Oxybate REMS Program Patient Enrollment Form and acknowledge that they have been
counseled on the serious risks and safe use of sodium oxybate.

Further information is available at www.SodiumOxybateREMSProgram.com or 855-705-2424.
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Depression, Suicidality, and Other Behavioral/Neuropsychiatric Adverse Events

® The emergence of depression in patients treated with sodium oxybate was seen in clinical trials and requires careful and
immediate attention. Patients with a previous history of a depressive illness and/or suicide attempt should be monitored
especially carefully for the emergence of depressive symptoms while taking sodium oxybate. Sodium oxybate can cause
the emergence of neuropsychiatric adverse events (psychosis, paranoia, hallucination, and agitation), loss of
consciousness, and sleepwalking. Patients should be instructed to call their healthcare provider if they experience any of
these events.

® Anxiety can also occur in patients treated with sodium oxybate.

Use in Patients Sensitive to High Sodium Intake

® Sodium oxybate has a high sodium content.

* Daily sodium intake should be considered in patients on salt-restricted diets or with heart failure, hypertension, or
compromised renal function.

Most Common Adverse Events

° In three controlled clinical trials, the most common adverse reactions (incidence 25% and twice the rate seen with placebo) in
sodium oxybate -treated patients were nausea (20%), dizziness (15%), vomiting (11%), somnolence (8%), enuresis (7%),
and tremor (5%).

* Of the 398 sodium oxybate treated patients with narcolepsy, 10.3% of patients discontinued because of adverse reactions
compared with 2.8% of patients receiving placebo. The most common adverse reaction leading to discontinuation was
nausea (2.8%).The majority of adverse reactions leading to discontinuation began during the first few weeks of treatment.

® Please see PI for sodium oxybate.

December 2016




TABLE OF CONTENTS

Prescribing Sodium OXYDate - A BrEf GUIE. .......oiuiiieiiiiie ettt et e et ee et e e s st e e e e nnbeeeeannes 6
Responsibilities of the Sodium Oxybate REMS Program Certified Pharmacies ............cccuvviiieeeiiiiiiiiieeie e ceeiieiee e 9
Guidelines for Dosing and Titrating SOiUM OXYDALE.........cooiiiiiiiii e 10
Additional Information about SOAIUM OXYDALE .........uuuiiiiiiiiiiiiiieiiieiieiieeeeee e e eeee e ee e eeeeaeeeaeaeaeseeeaeeerreeteaetatetereeeeeeeeeeeees 11
(O R S o =Yt o o] 1| = o] PSRRI 12
Patient CounSEliNg INFOIMALION.........ciiiiiiie et e e e e e e e e e e s e st e e e e eeeesaassbaeeeesaasssbeaeeeeeesssssnrnnreaeeeaanns 13

Prescribing Information and a Medication Guide are also included.

December 2016 5




PRESCRIBING SODIUM OXYBATE — A BRIEF GUIDE

The procedure for writing and dispensing prescriptions for sodium oxybate is outlined below.

PRESCRIBERS OF SODIUM OXYBATE
Prescribing sodium oxybate requires a one-time certification.

* If you are prescribing sodium oxybate for the first time, complete the Sodium Oxybate REMS Program Prescriber Enroliment
Form, found either in this Sodium Oxybate REMS Program Prescriber Brochure or online at
www.SodiumOxybateREMSProgram.com. If you choose not to complete the Sodium Oxybate REMS Program Prescriber
Enrollment Form online, please fax it to the Sodium Oxybate REMS Program at 800-353-0987 or mail to Sodium Oxybate
REMS Program, PO Box XXXXX, City, ST XXXXX-XXXX.

® On the Sodium Oxybate REMS Program Prescriber Enrollment Form, please confirm that:
o You understand that sodium oxybate is approved for:
— Treatment of cataplexy in patients with narcolepsy
— Treatment of excessive daytime sleepiness (EDS) in patients with narcolepsy
o You have read and understand the Pl and this Sodium Oxybate REMS Program Prescriber Brochure
o You agree to screen each patient for:
— History of alcohol or substance abuse
— History of sleep-related breathing disorders
— History of compromised respiratory function
— Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents
— History of depression or suicidality
o You agree to counsel your patients on:
— The serious risks associated with sodium oxybate
— Contraindications (alcohol and sedative hypnotics)
— Risks of concomitant use of sodium oxybate with alcohol and/or other CNS depressants

— Risk of operating hazardous machinery, including automobiles or airplanes, for the first 6 hours after taking a
dose of sodium oxybate

— Preparation and dosing instructions for sodium oxybate
— Risk of abuse and misuse associated with use of sodium oxybate
— Safe use, handling, and storage of sodium oxybate

o You will enroll each patient in the Sodium Oxybate REMS Program by completing the one-time Sodium Oxybate
REMS Program Patient Enroliment Form and submitting the form to the Sodium Oxybate REMS Program

o You will evaluate each patient within the first 3 months of starting sodium oxybate, including an evaluation of the
following. t is recommended that patients be re-evaluated every 3 months thereafter while on sodium oxybate therapy:

— Patient's concomitant medications
— Serious adverse events

— Signs of abuse and misuse such as an increase in dose or frequency of dosing; reports of lost, stolen, or
spilled medication; and/or drug seeking behavior

o You will report all potential serious adverse events including CNS depression, respiratory depression, loss of
consciousness, coma, and death, and any cases of suspected abuse, misuse, or diversion to the Sodium Oxybate
REMS Program

December 2016 6



http:www.SodiumOxybateREMSProgram.com

PRESCRIBING SODIUM OXYBATE A BRIEF GUIDE (CONT’D)

® On the Sodium Oxybate REMS Program Patient Enrollment Form:

o Verify that you have provided counseling to each patient about the serious risks associated with the use of sodium
oxybate and the safe use conditions as described in the Sodium Oxybate REMS Program Patient Quick Start
Guide

o Obtain mandatory patient signature acknowledging that he/she has been counseled on the serious risks and safe use
conditions of sodium oxybate and has had the opportunity to ask you any questions he/she may have about sodium
oxybate, and the patient grants you the authority to release personal information to the Sodium Oxybate REMS
Program, other Sodium Oxybate REMS Programs and its business partners and agents, including the certified
pharmacy that will fill the prescription

o Fax the completed Sodium Oxybate REMS Program Patient Enrollment Form to the Sodium Oxybate REMS Program
at 855-705-2424, complete online at www.SodiumOxybateREMSProgram.com, or mail to Sodium Oxybate REMS
Program, PO Box XXXXX, City, ST XXXXX-XXXX

PRESCRIBING REQUIREMENTS
° Write prescriptions for both new and existing patients using the Sodium Oxybate REMS Program Prescription Form. If the
patient has a lapse in therapy for 6 months or more, a new prescription will be required.
o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription
o Verify that you have screened your patient for:
— History of alcohol or substance abuse
— History of sleep-related breathing disorders
— History of compromised respiratory function
— Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents
— History of depression or suicidality
o Verify that you have counseled the patient regarding:
— The serious risks associated with sodium oxybate
— Contraindications (alcohol and sedative hypnotics)

— The risks of concomitant use of alcohol or other CNS depressants, including sedating
antidepressants. antipsychotics, or anti-epileptics; opioids; benzodiazepines; muscle relaxants; and
general anesthetics

— The risks of operating hazardous machinery, including automobiles or airplanes. for the first 6 hours after taking
a dose of sodium oxybate

— Preparation and dosing instructions for sodium oxybate
— The risk of abuse and misuse associated with sodium oxybate

— Safe use, handling, and storage of sodium oxybate (refer to pages 13 & 14 of this brochure for Patient
Counseling Information)

o Provide a list of all current prescription and non-prescription medications and dosages that the patient is currently
taking, to the best of your knowledge. This can be done by completing the Medications field on the Sodium Oxybate
REMS Program Prescription Form or by faxing a separate page from the patient's medical history

NOTE: Prior to dispensing each sodium oxybate prescription (including refills), the certified pharmacy responsible to dispense
sodium oxybate to the patient will complete a Drug Utilization Review (DUR) and, during the patient counseling process, will ask
the patient about the use of other medicines. If the patient’s certified pharmacy learns that the patient is taking a previously
undisclosed contraindicated medication (sedative hypnotics), an opioid, or more than one CNS depressant, and the prescriber
has not indicated awareness of the concomitant medication, the patient’s certified pharmacy will contact and inform the
prescriber of the concomitant medication use prior to dispensing sodium oxybate. The patient’s certified pharmacy may also
contact the prescriber about other concomitant medications of concern.
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PRESCRIBING SODIUM OXYBATE A BRIEF GUIDE (CONT’D)

o Verify that you have informed the patient that his or her certified pharmacy will send him/her a copy of the sodium oxybate
Medication Guide with each prescription fill and a Sodium Oxybate REMS Program Patient Quick Start Guide prior to his/her
first prescription fill, if you haven't provided one previously. These materials are available through the Sodium Oxybate
REMS Program at www.SodiumOxybateREMSProgram.com

o Access www.SodiumOxybateREMSProgram.com to look up the certified pharmacies

o Fax the completed Sodium Oxybate REMS Program Prescription Form and all renewal/refill prescriptions to one of the
certified pharmacies

Patient Evaluation

* Evaluate each patient within the first 3 months of starting sodium oxybate therapy, including an evaluation of the following. It
is recommended that patients be re-evaluated every 3 months thereafter while they are taking sodium oxybate.

o Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents
o Serious adverse events

o Signs of abuse and misuse, such as an increase in dose or frequency of dosing; reports of lost, stolen, or
spilled medication; and/or drug-seeking behavior

Refill Prescriptions

® One of the certified pharmacies will send you a Sodium Oxybate REMS Program Prescription Form in advance of a patient's
prescription expiring or running out of refills. Prescription refills and renewals may also be conveyed by phone or fax to the
patient’s certified pharmacy, and must be documented in the Sodium Oxybate REMS Program.

o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription
o Access www.SodiumOxybateREMSProgram.com to look up the certified pharmacies

o Fax the completed Sodium Oxybate REMS Program Prescription Form and all subsequent prescriptions to one of the
certified pharmacies
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RESPONSIBILITIES OF THE SODIUM OXYBATE REMS PROGRAM CERTIFIED PHARMACIES

FOLLOWING RECEIPT OF A PATIENT'S PRESCRIPTION, A CERTIFIED PHARMACY WILL:

® Provide you with confirmation of each new Sodium Oxybate REMS Program Prescription Form received from your office
® Contact the patient's insurance provider to verify sodium oxybate prescription benefits

® Prior to the first shipment, contact the patient to:

o Confirm whether he or she has received a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide.
The patient’s certified pharmacy will send a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide
to any patient not previously receiving one from his or her prescriber

o Counsel the patient using the Sodium Oxybate REMS Program Patient Counseling Checklist on expectations from
sodium oxybate therapy and how to prepare and take sodium oxybate doses safely and effectively

Review important sodium oxybate safety information and precautions for sodium oxybate use
Review sodium oxybate safe handling and storage procedures
Review the adverse events associated with sodium oxybate

O O O o

Review the patient's use of concomitant medications
— You will be notified of any potential for drug interactions based on patient counseling

o Ask if the patient has any questions about sodium oxybate and answer the questions and/or refer the patient back to
the prescriber, as appropriate

* Provide 24/7 toll-free telephone access to pharmacist support for prescribers, office staff, and patients by answering
questions about safety, dosing, and patient care

* Dispense and ship sodium oxybate by overnight service to the patient or his or her authorized adult designee
* Remind patients about monthly refills

* Contact the prescriber if a prescription refill or renewal is required

For your convenience, materials and information regarding the Sodium Oxybate REMS Program are available online at
www.SodiumOxybateREMSProgram.com.

Please be sure to review the Prescribing Information prior to prescribing sodium oxybate for your patients.
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GUIDELINES FOR DOSING AND TITRATING SODIUM OXYBATE

DOSING SODIUM OXYBATE

Sodium oxybate is a liquid medication taken orally at bedtime. Due to its short half-life, sodium oxybate is taken in 2 equal doses at
night, with the first dose taken at bedtime and the second dose taken 2.5 to 4 hours later.

®* The recommended starting dose is 4.5 g/night divided into 2 equal doses of 2.25 g each
® The effective dose range is 6 g to 9 g/night
® Doses higher than 9 g/night have not been studied and should not ordinarily be administered

® The dose of sodium oxybate should be titrated to effect

o Sodium oxybate should be titrated in increments of 1.5 g/night at weekly intervals

® An initial sodium oxybate dose reduction of at least 20% is recommended if divalproex sodium is prescribed to patients already
taking sodium oxybate. For patients already taking divalproex sodium, it is recommended that prescribers use a lower starting
sodium oxybate dose when introducing sodium oxybate. Prescribers are advised to monitor patient response closely and adjust
dose accordingly if concomitant use of sodium oxybate and divalproex sodium is warranted

° Improvement may occur during the first weeks of therapy; however, titration to an optimal dose may take longer

® Once a stable dose is established, patients should be evaluated periodically

Note: the patient's first shipment of sodium oxybate will be limited to a 1-month (30-day) supply, and future shipments
cannot exceed a 3-month (90-day) supply.

DOSING AND TITRATION

1st Dose 2nd Dose Total Nightly Dose
Recommended Starting Dose 2.25¢ 2259 45¢g
39 3g 69 Effective
3.75¢ 3.759g 7549 Dosing
Maximum Dose 459 45¢g 9g Range

Please see PI for sodium oxybate for additional guidelines for dosing and titration.

PATIENT DOSING INFORMATION:

* Inform patients that all bottles contain concentrated medication ONLY and that water for dilution is not contained in the
box. Advise patients to keep sodium oxybate in the provided bottle(s)

® Patients should prepare both nighttime doses at bedtime
o Instruct patients to make sure that pharmacy vials are empty prior to preparing each dose
o Each dose of sodium oxybate should be diluted with about 1/4 cup of water

o Patients should be instructed to store sodium oxybate bottles and prepared nightly doses in a secure place out of
the reach of children and pets

® Food significantly reduces the bioavailability of sodium oxybate; therefore, doses should be taken at least 2 hours
after eating

* Both doses should be taken while in bed

® The first dose should be taken at bedtime and the second dose 2.5 to 4 hours later
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ADDITIONAL INFORMATION ABOUT SODIUM OXYBATE

Sodium oxybate has been placed in a bifurcated federal schedule. Sodium oxybate is a Schedule Il controlled substance when
used for legitimate medical purposes, as prescribed. The active ingredient, sodium oxybate, or gamma-hydroxybutyrate (GHB),
is classified as a Schedule | controlled substance when used for any other reason or by anyone other than for whom it was
prescribed. Your patients should be informed that federal law prohibits the transfer of sodium oxybate to any persons other than
the patient for whom it was prescribed. If you have any questions regarding this, please call the Sodium Oxybate REMS
Program toll-free at 855-705-2424.

Illicit use and abuse of GHB have been reported, including drug-facilitated sexual assault. Prescribers should carefully evaluate
patients for a history of drug abuse and follow patients closely, observing them for signs of misuse or abuse of GHB (e.g.,
increase in dose or frequency of dosing, reports of lost, stolen, or spilled medication, drug-seeking behavior).

WHEN PRESCRIBING A CONTROLLED SUBSTANCE:

® Be judicious when deciding to increase a dose. Make sure the appropriate medical indicators for increasing or altering a
dose are present

® Be suspicious of a pattern of excuses for additional refills or repeated requests for additional refills on an emergency basis

® Be vigilant. Recognize that there is potential to abuse sodium oxybate

It is important you know that the Sodium Oxybate REMS Program maintains records about who is prescribing sodium oxybate.
These records will be made available to any state or federal agency that requests them.

DEPENDENCE AND TOLERANCE
Dependence
® Cases of severe dependence and cravings for GHB have been reported

® There have been case reports of dependence after illicit use of GHB at frequent repeated doses
o Doses (18 g/day to 250 g/day) were in excess of therapeutic dose range

® Abstinence syndrome has not been reported in clinical trials
Tolerance
® Open-label, long-term (=6 months) clinical trials did not demonstrate development of tolerance

® There have been some case reports of symptoms of tolerance developing after illicit use at doses far in excess of
the recommended sodium oxybate dosage regimen

Discontinuation effects and tolerance of sodium oxybate have not been systematically evaluated in controlled clinical trials.

For your convenience, materials and information regarding the
Sodium Oxybate REMS Program are available online at
www.SodiumOxybateREMSProgram.com

December 2016 11




USE IN SPECIFIC POPULATIONS

PREGNANCY
Teratogenic Effects: Pregnancy Category C.

Nonteratogenic Effects: Because animal reproduction studies are not always predictive of human response, this drug should
be used during pregnancy only if clearly needed.

LABOR AND DELIVERY

Sodium oxybate has not been studied in labor or delivery. In obstetric anesthesia using an injectable formulation of sodium
oxybate, newborns had stable cardiovascular and respiratory measures but were very sleepy, causing a slight decrease in
Apgar scores. There was a fall in the rate of uterine contractions 20 minutes after injection. Placental transfer is rapid, but
umbilical vein levels of sodium oxybate were no more than 25% of the maternal concentration. No sodium oxybate was detected
in the infant's blood 30 minutes after delivery. Elimination curves of sodium oxybate between a 2-day-old infant and a 15-year-
old patient were similar. Subsequent effects of sodium oxybate on later growth, development, and maturation in humans are
unknown.

NURSING MOTHERS

It is not known whether sodium oxybate is excreted in human milk. Because many drugs are excreted in human milk, caution
should be exercised when sodium oxybate is administered to a nursing woman.

PEDIATRIC USE

Safety and effectiveness in pediatric patients have not been established.

GERIATRIC USE

There is limited experience with sodium oxybate in subjects 65 years and older. In general, dose selection for an elderly patient
should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased hepatic,
renal, or cardiac function, and of concomitant disease and other drug therapy.

RACE AND GENDER EFFECTS

There were too few non-Caucasian patients in the narcolepsy clinical trials to permit evaluation of racial effects on safety or
efficacy. More than 90% of the subjects in the clinical trials were Caucasian.

In the narcolepsy clinical trials, with a database that was 58% female, no important differences in safety or efficacy of sodium
oxybate were noted between men and women.

Please read accompanying Prescribing Information.
The Sodium Oxybate REMS Program is here to support you, your staff, and your patients.
For assistance, call 855-705-2424 (toll-free).
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PATIENT COUNSELING INFORMATION

Prior to initiating therapy, counsel each patient regarding the serious risks and safe use, handling and storage of sodium
oxybate using the Sodium Oxybate REMS Program Patient Quick Start Guide and encourage all patients to read the sodium
oxybate Medication Guide.

* Inform patients that sodium oxybate is available only through certified pharmacies under a restricted distribution program
called the Sodium Oxybate REMS Program and provide them with the telephone number and website for more information
about sodium oxybate and the Sodium Oxybate REMS Program

® Confirm that patients understand the serious risks and safe use conditions of sodium oxybate and that you have answered any
questions the patient has about sodium oxybate by having the patient sign and date the Sodium Oxybate REMS Program
Patient Enrollment Form. Inform the patient that regular follow-up is recommended

As a component of the Sodium Oxybate REMS Program, the contents of the sodium oxybate Medication Guide are reviewed
with every patient by a Sodium Oxybate REMS Program certified pharmacy before initiating treatment with sodium oxybate.

To ensure safe and effective use of sodium oxybate, you should provide your patient with the following guidance:
ALCOHOL OR SEDATIVE HYPNOTICS
Advise patients not to drink alcohol or take other sedative hypnotics if they are taking sodium oxybate.

SEDATION

Inform patients that after taking sodium oxybate they are likely to fall asleep quickly (often within 5 minutes and usually within 15
minutes), but the time it takes to fall asleep can vary from night to night. The sudden onset of sleep, including in a standing
position or while rising from bed, has led to falls resulting in injuries, in some cases requiring hospitalization. Instruct patients to
remain in bed following ingestion of their first dose, and not to take their second dose until 2.5 to 4 hours later.

FOOD EFFECTS ON SODIUM OXYBATE

Food significantly decreases the bioavailability of sodium oxybate. Inform patients to take the first dose at least 2 hours after
eating.

RESPIRATORY DEPRESSION

Inform patients that sodium oxybate can be associated with respiratory depression even at recommended doses and with
concurrent use of sodium oxybate with other CNS depressants.

OPERATING HAZARDOUS MACHINERY

Inform patients that until they are reasonably certain that sodium oxybate does not affect them adversely (e.g., impair judgment,
thinking, or motor skills) they should not operate hazardous machinery, including automobiles or airplanes.

SUICIDALITY

Instruct patients or families to contact a healthcare provider immediately if the patient develops depressed mood, markedly
diminished interest or pleasure in usual activities, significant change in weight and/or appetite, psychomotor agitation or
retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, or suicidal ideation.

SLEEPWALKING

Instruct patients and their families that sodium oxybate has been associated with sleepwalking and to contact their healthcare
provider if this occurs.

SODIUM INTAKE

Instruct patients who are sensitive to sodium intake (e.g. those with heart failure, hypertension, or renal impairment) that
sodium oxybate contains a significant amount of sodium and they should limit their sodium intake.

SAFE USE, HANDLING, STORAGE, AND DISPOSAL
® Discuss safe and proper use of sodium oxybate and dosing information with patients prior to the initiation of treatment

°® Instruct patients to store sodium oxybate bottles and sodium oxybate doses in a secure place, out of reach of children
and pets

® Patients should be instructed to divide their total nightly dose into 2 separate doses. They should not further divide each of
the 2 separate doses

® Patients should be informed that they should be seen by their healthcare provider frequently to review dose titration,
symptom response, and adverse reactions

® Instruct patients to store sodium oxybate at room temperature, between 59°F and 86°F. Inform patients that they may
safely dispose of sodium oxybate down the sink or toilet drain

° Inform patients that they must report all instances of lost or stolen sodium oxybate to the local police and to the Sodium
Oxybate REMS Program
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SODIUM OXYBATE REMS PROGRAM ;
PATIENT ENROLLMENT FORM SOd|Um Oxybate

Sodium oxybate oral solution 500 mg/mL REEM S T T - R G

=}

Complete this form through www. SodiumOxybateREMSProgram.com
OR fax completed form to the Sodium Oxybate REMS Program at 800-353-0987 (toll free),
OR mail to: Sodium Oxybate REMS Program, PO Box XXXXX, City, ST XXX XXXX.
For more information, please call the Sodium Oxybate REMS Program at 855-705-2424 .

Please Print ("denotes required field)

Patient Information

*FIRST NAME: M.L: *LAST NAME: *PRIMARY PHONE:
*DATE OF BIRTH (MM/DD/YYYY): *GENDER: om OF CELL PHONE:
*ADDRESS: WORK PHONE:
*CITY. | *STATE: | *ZIP CODE: EMAIL:

*MEDICATIONS: (list all known current prescription and non-prescription medications and dosages or submit as a separate page)
0 Check box if separate page attached
Insurance Information

Does Patient Have Prescription Coverage? Ll Yes (Please provide photocopy of both sides of O No

insurance Identification Card with this form)
POLICY HOLDER'S NAME: POLICY HOLDER'S DATE OF BIRTH:
INSURANCE COMPANY NAME: RELATIONSHIP TO PATIENT:
INSURANCE PHONE: RxID No: RxGrp No:
RXBIN No: RXPCN No:

Prescriber Information

*FIRST NAME: M.L: *LAST NAME: *DEA No.:
*STREET ADDRESS: *PHONE:
*CITY: *STATE: *ZIP CODE: "FAX:
OFFICE CONTACT: OFFICE CONTACT PHONE: *NPI No.:

PATIENT: FORM MUST BE SIGNED BEFORE ENROLLMENT CAN EE PROCESSED
By signing below, | acknowiedge that:

+ My doctor/prescriber has counseled me on the serious risks and safe use of sodium oxybate
+ | have asked my doctor/prescriber any questions | have about sodium oxybate

« | understand that my personally identifiable information provided above will be shared with the Sodium Oxybate REMS
Program, its agents, contractors, and affiliates, and entered into a patient database for the Sodium Oxybate REMS Program

» | understand that my personally identifiable information provided above will be shared with other sodium oxybate REMS
programs, its agents, contractors, and affiliates

*Patient/Guardian Signature: *Date:
*Printed Guardian Name (if applicable):

PRESCRIBER: FORM MUST BE SIGNED BEFORE ENROLLMENT CAN BE PROCESSED
By signing below, | acknowledge that:

« | have counseled the patient about the serious risks associated with the use of sodium oxybate and the safe use conditions as
described in the Sodium Oxybate REMS Program Patient Quick Start Guide

O | have provided the patient with the Sodium Oxybate REMS Program Patient Quick Start Guide (optional)

*Prescriber Signature: *Date:
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SODIUM OXYBATE REMS PROGRAM Sod ium O)(yb ate

PRESCRIPTION FORM

- X M g
Sodium oxybate oral solution 500 mg/mL RE 5 PP og v @ m

Fax the completed Sodium Oxybate REMS Program Prescription Form to one of the certified pharmacies for the patient.
You can look up certified pharmacies on www_SodiumOxybateREMSProgram.com,
or call the Sodium Oxybate REMS Program at 855-705-2424.
For more information, please call the Sodium Oxybate REMS Program at 855-705-2424.

Please Print {*denoctes required field)

PrescriberInformation

*FIRST NAME: M.L: *LAST NAME: "DEA No.:

*STREET ADDRESS: "PHONE:

*CITY: *STATE *ZIP CODE: “FAX:
OFFICE CONTACT: OFFICE CONTACT PHONE: “NPI No.:

Patientinformation

*FIRST NAME: M.L (opt): “LAST NAME “PRIMARY PHONE:
*DATE OF BIRTH (MM/DD/YYYY): GENDER: [OM OF CELL PHONE:
“ADDRESS: WORK PHONE:
“CITY: *STATE: *ZIP CODE: EMAIL:

*MEDICATIONS: (list all known current prescription and non-prescrip ion medications and dosages or submit as a separate page)
3 Check box if separate page attached

Please complete either the fixed dosing or titrated dosing section.

Fixed Sodium Oxybate Dosing

Dose: First dose (bedtime): g + Seconddose (2.5 to 4 hours later): g = g Total Nightly Dose

Titrated Sodium Oxybate Dosing (First dose is at bedtime; second dose is taken 2.5 to 4 hours later)

Starting Dose First dose: g * Second dose: g = Total Nightly Dose for days
1= Titration: First dose: g " Second dose: g g Total Nightly Dose for days
2Titra ion: First dose: g a Second dose: g = Total Nightly Dose for days
3™ Titra ion: First dose: 8§ & Second dose; g g Total Nightly Dose for days

Dispensing Instructions

Total Quantity: 1 2 3 month(s) supply (circle one) (initial prescription fill cannot exceed 1month of therapy; Refilss0 1 2 3 4 5 (circle one)
refills cannot exceed 3 months).

Directions:  Take first dose p.o., diluted in ¥ cup of water at bedtime. Take second dose p.o., diluted in ¥ cup of water 2.5 to 4 hours later.
Note: Prepare both doses at the same time prior to bed ime. The sodium oxybate shipment does not include water for dilution.

Special Instructions:

Prescriber Verification — My signature below signifies that: | understand the statements and agree to the Sodium Oxybate REMS Program reqguirements which
are found on he backof  this form; sodium oxybate is medically appropriate for this patient; and, | have informed the patient hat the Sodium Oxybate REMS
Program will send him or her a copy of the sodium oxybate Medication Guide with each prescription fill and a Sodium Oxybate REMS Program Patient Quick Start
Guide prior to his or her first prescription fill, if | have not previously provided one.

*Prescriber Signature: *Date:

Supervising Physician Signature: Date:
(if required by state law for prescriptions written by NPs or PAs)
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Note: This form may not satisfy all legal requirements for prescribing sodium oxybate in your state. Please
submit all prescriptions in accordance with applicable state laws.

Prescriber: Signature verification is required on the front page of this Sodium Oxybate REMS Program Prescription Form
as acknowledgment that you have an understanding of and/or agree to the following:

I understand that sodium oxybate is approved for:

* Treatment of cataplexy in narcolepsy
» Treatment of excessive daytime sleepiness (EDS) in narcolepsy

lunderstand that:

Sodium oxybate is a CNS depressant and can cause obtundation and clinically significant respiratory depression at recommended doses

Alcohol and sedative hypnotics are contraindicated in patients who are using sodium oxybate

Concurrent use of sodium oxybate with other CNS depressants, including but not limited to opioid analgesics, benzodiazepines, sedating

antidepressants or antipsychotics, sedating anti-epileptics, general anesthetics, muscle relaxants, and/or illicit CNS depressants, may

increase the risk of respiratory depression, hypotension, profound sedation, syncope, and death

- If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one or more CNS
depressants (including sodium oxybate) should be considered

- If short-term use of an opioid (e.g., post- or perioperative) is required, interruption of treatment with sodium oxybate should be considered

Patients who have sleep apnea or compromised respiratory function (e.g., asthma, COPD, etc.) may be at higher risk of developing

respiratory depression, loss of consciousness, coma, and death with sodium oxybate use

Sodium oxybate is a Schedule Il controlled substance with potential for abuse and misuse

Safe use, handling and storage by patients is important in order to prevent abuse/misuse and accidental exposure to family/friends including
children

Sodium oxybate is to be prescribed only to patients enrolled in the Sodium Oxybate REMS Program

I have read and understand the Prescribing Information (Pl) and Sodium Oxybate REMS Program Prescriber Brochure.

| have screened this patient for:

* History of alcohol or substance abuse

* History of sleep-related breathing disorders

* History of compromised respiratory function

» Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents
* History of depression or suicidality

I have counseled this patient on:

The serious risks associated with sodium oxybate

Contraindications (alcohol and sedative hypnotics)

Risk of concomitant use of sodium oxybate with alcohol, other CNS depressants, or other potentially interacting agents

Preparation and dosing instructions for sodium oxybate

Risk of abuse and misuse associated with use of sodium oxybate

Risk of operating hazardous machinery, including automobiles or airplanes, for the first 6 hours after taking a dose of sodium oxybate
Preparation and dosing instructions for sodium oxybate

Safe use, handling, and storage of sodium oxybate

Pharmacy Use Only — My signature below signifies that: | have contacted the Xyrem REMS Program to:

- Verify that the patient has no other active prescriptions for sodium oxybate that overlap with the current prescription

- Verify the patient/prescriber has not been disenrolled in the Xyrem REMS Program for suspected abuse, misuse, or diversion
- Report this prescription filled for sodium oxybate

*Pharmacist Name (please print): *Phone:

*Pharmacist Signature: *Date:
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Read this Quick Start Guide and the
sodium oxybate Medication Guide carefully

before you start taking sodium oxybate.

YOUR DOCTOR HAS PRESCRIBED

SODIUM OXYBATE ORAL SOLUTION

Frequently asked
guestions about
the safe use and
handling of

sodium oxybate

SODIUM OXYBATE REMS PROGRAM

Sodium oxybate oral solution
For Patients




Dear Patient,

Welcome to the Sodium Oxybate REMS Program. You are receiving these
materials because your healthcare provider has prescribed sodium oxybate oral
solution for you. Sodium oxybate is a medicine used to treat excessive daytime
sleepiness and/or cataplexy in patients with narcolepsy.

Because of the serious risks associated with sodium oxybate, the Food and Drug
Administration (FDA) has required a special program called a Risk Evaluation
and Mitigation Strategy (REMS) for sodium oxybate. The purpose of the Sodium
Oxybate REMS Program is to make sure the benefits of sodium oxybate
outweigh the risks. All patients must be enrolled in the Sodium Oxybate REMS
Program to receive sodium oxybate. This Quick Start Guide and the sodium
oxybate Medication Guide contain information you need to know about sodium
oxybate and will help you to use sodium oxybate correctly. Read this Quick Start
Guide and the sodium oxybate Medication Guide before you start taking sodium
oxybate.




After your healthcare provider sends your enrollment form to the Sodium
Oxybate REMS Program and first prescription for sodium oxybate to your
certified pharmacy, you will receive a call from your certified pharmacy of the
Sodium Oxybate REMS Program to tell you how the Sodium Oxybate REMS
Program helps you get started with taking sodium oxybate and to answer any
guestions you may have about sodium oxybate.

You will also speak with appropriate staff at a certified pharmacy, who will go
over your insurance information with you. Before you can receive your first
shipment of sodium oxybate, a pharmacist at a certified pharmacy must confirm
whether you have read and understood this Quick Start Guide, ask you about
your medical history and other medications you may be taking, and give you
advice on how to prepare and take your sodium oxybate and how to store it
safely. You must take this call before you can get your sodium oxybate.

Please call your healthcare provider if you have questions about sodium oxybate,
or you can contact the Sodium Oxybate REMS Program toll free at
855-705-2424. You can reach your certified pharmacy through this number 24
hours a day, 7 days a week with any questions.

We hope you find this information and the Sodium Oxybate REMS Program
services helpful.

Sincerely,

SODIUM OXYBATE REMS PROGRAM

Sodium oxybate oral solution
For Patients

Sodium Oxybate sponsors




WARNING: Sodium oxybate can cause

serious side effects.

Do not drink alcohol or take other medicines that make vou sleepy.

Sodium oxybate is a prescription medicine used to treat patients with narcolepsy
to reduce too much daytime sleepiness and to reduce cataplexy (suddenly weak
or paralyzed muscles).

Important information about sodium oxybate includes the following:

e When taking sodium oxybate, do not drink alcohol or take other medicines
that slow your breathing or mental activity or make you sleepy. You could
have serious side effects

e Sodium oxybate can cause serious side effects, including trouble breathing
while asleep, confusion, unusual or disturbing thoughts, depression, and
passing out, even at recommended doses. Tell your healthcare provider if
you have any of these problems while taking sodium oxybate

e Abuse of sodium oxybate can lead to dependence (a physical need to take
the drug), craving for the medicine, and severe withdrawal symptoms
(symptoms that start when the drug is stopped, especially when it is stopped
suddenly)

(continued on next page)




e Patients usually fall asleep in about 5 to 15 minutes, although some patients
have reported falling asleep more quickly (without first feeling drowsy) and
others take more time. The time that it takes to fall asleep might be different
from night to night. You should take each dose of sodium oxybate while in
bed. Take the first dose at bedtime and the second 2 %2 to 4 hours later. You
may need to set an alarm to awaken for the second dose

o Do not drive a car, use heavy machinery, fly an airplane, or do anything that
is dangerous or that requires you to be alert for the first 6 hours after taking
sodium oxybate. When you first start taking sodium oxybate, be careful until
you know how sodium oxybate affects you

o Keep sodium oxybate out of the reach of children and pets. Get emergency
medical help right away if a child drinks your sodium oxybate

o Report all side effects to your healthcare provider

Any questions? Please call the

Sodium Oxybate REMS SODIUM OXYBATE REMS PROGRAM
Program at 855-705-2424. Sodium oxybate oral solution

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.




What will you find in this booklet?

This booklet answers important questions about how to get your sodium
oxybate, how to use sodium oxybate properly, and how to store it safely. It also
gives you important information about sodium oxybate.

What is the Sodium Oxybate REMS Program?

Because of the serious risks associated with sodium oxybate, the FDA has
required a special program called REMS for sodium oxybate. Enrollment in the
Sodium Oxybate REMS Program by prescribers, pharmacies, and patients is
required by the FDA to ensure the benefits of sodium oxybate outweigh the risks
associated with sodium oxybate. You are enrolled in the program when your
healthcare provider sends the enroliment form you signed in his or her office to
the Sodium Oxybate REMS Program. At that time, your healthcare provider also
sent your prescription for sodium oxybate to a certified pharmacy.

Certified pharmacy staff will review important information about sodium oxybate
with you. They will also answer any questions you may have about sodium
oxybate.
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ENROLLING IN THE SODIUM OXYBATE REMS PROGRAM
What am | required to do in this program?

As a patient, your responsibility is to discuss the safe use of sodium oxybate
with your healthcare provider and to read this Sodium Oxybate REMS Program
Patient Quick Start Guide before receiving your first sodium oxybate
prescription. Be sure to let your healthcare provider know if you are taking other
medications or if you have any conditions that might affect your breathing.

You must also read the sodium oxybate Medication Guide that you will receive
with each prescription from your certified pharmacy.

Do | have to enroll in this program?

You will be required to sign an enrollment form at your healthcare provider's
office in order to receive sodium oxybate. You must verify that you have been
counseled by your healthcare provider on the serious risks and safe use of
sodium oxybate and that you were able to ask your healthcare provider any
guestions you have about sodium oxybate.

FILLING YOUR SODIUM OXYBATE PRESCRIPTION

How is my prescription filled?

All sodium oxybate prescriptions are filled only by pharmacies certified in the
Sodium Oxybate REMS Program.
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What does a certified pharmacy do?

Your healthcare provider sends your sodium oxybate prescription directly to a
certified pharmacy.

After your healthcare provider sends in your first prescription of sodium oxybate,
you will receive a call from your certified pharmacy to tell you how the Sodium
Oxybate REMS Program helps you get started with taking sodium oxybate and to
answer any questions you may have about sodium oxybate. A staff member from
your certified pharmacy will call you to complete a Patient Counseling Checklist.
The Patient Counseling Checklist will include information about other
medications that you are taking and other medical conditions that might increase
your risk of serious side effects. Your certified pharmacy will go over the
information about how to use sodium oxybate safely and provide a copy of the
Medication Guide with each sodium oxybate shipment.

Your certified pharmacy will always ask you where and when you would like
your sodium oxybate delivered and who will sign for the shipment. Sodium
oxybate will be shipped by an overnight service. When the courier arrives, you
or an adult you name must sign for your sodium oxybate.

Any questions? Please call the

Sodium Oxybate REMS SODIUM OXYBATE REMS PROGRAM
Program at 855-705-2424. Sodium oxybate oral solution

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.
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FILLING YOUR SODIUM OXYBATE PRESCRIPTION (cont'd)

What will | get with my sodium oxybate prescription?

With each prescription, you will get 1 or more bottles of sodium oxybate (each
bottle, whether full or partial, has the concentrated medicine), a sodium oxybate-
specific dosing syringe for drawing up your sodium oxybate dose, 2 empty
pharmacy containers with child-resistant caps, and a printed Medication Guide.

How do | get my sodium oxybate refills?

Your certified pharmacy will contact you when it is close to your refill time. You
may also call your certified pharmacy to schedule your refills.

Can my local pharmacy provide sodium oxybate?

No. You can get your sodium oxybate only from a Sodium Oxybate REMS
Program certified pharmacy. You may be able to have your sodium oxybate
shipped to your place of work or to a local overnight carrier hub for pickup.
Saturday deliveries may also be an option for you. Your certified pharmacy will
work with you on the best options available.

12




INSURANCE COVERAGE

Will insurance pay for my sodium oxybate?

In most cases, YES. A staff member from your certified pharmacy will call and
work with your insurance company to help you get coverage for sodium oxybate.

What is the pharmacy's role with my insurance?

An experienced staff member will:

e Go over your prescription benefits and coverage

e Tell you what your co-pay is, if applicable

o Work with your healthcare provider on prior authorizations, if required by your

insurance company

Your certified pharmacy's attempt to get coverage from a third-party payer does
not guarantee that you will get coverage.
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HOW DO | TAKE MY SODIUM OXYBATE?

Take sodium oxybate only as your healthcare
provider tells you to take it.

*For illustration purposes only. Your product may look different.

How do | prepare my doses?

Before going to bed, draw up each of your sodium oxybate doses with the
syringe that comes in your shipment. Add each sodium oxybate dose into 1 of
the 2 empty pharmacy containers by pushing down on the plunger. Be sure
each pharmacy container is empty before adding sodium oxybate into it.
HOW DO | TAKE MY SODIUM OXYBATE? (cont'd)

How do | prepare my doses? (cont'd)

Any questions? Please call the
Sodium Oxybate REMS SODIUM OXYBATE REMS PROGRAM
Program at 855-705-2424. Sodium oxybate oral solution

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.
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Add about ¥ cup of water to each dose of sodium oxybate. Then place the
child- resistant caps onto the pharmacy containers and turn each cap clockwise
(to the right) until it clicks and locks in its child-resistant position.

Then put the 2 prepared doses in a safe place by your bed, out of the reach of
children and pets.

Place the cap back on the sodium oxybate bottle and store it in a safe and
secure place (locked up if needed), out of the reach of children and pets.

Sodium oxybate should always be stored in the bottle provided. Rinse out
the syringe and pharmacy containers with water after each use.
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How do | take my doses?

Food will lower the amount of sodium oxybate that passes into your body. You
should allow at least 2 hours after a meal before taking your first dose of sodium

oxybate.

Sodium oxybate is a medicine that can make you sleepy quickly; therefore, take
your doses while you are in bed. Take the first dose at bedtime and the second
dose 2 %2 to 4 hours later. As with any medicine that causes sleepiness, if you
continue evening activities after taking your dose, such as watching television or
walking around, you may experience light-headedness, dizziness, nausea,
confusion, or other unpleasant feelings.

Any questions? Please call the

Sodium Oxybate REMS Sech bt s
Program at 855-705-2424. WL JEEXRE: DFER SOomIn _
For Patients

SODIUM OXYBATE REMS PROGRAM

Please see the Medication Guide for more
detailed information about sodium oxybate.

16




HOW DO | TAKE MY SODIUM OXYBATE? (cont'd)

What should I do if I miss a sodium oxybate dose?

e Itis very important to take both doses of sodium oxybate each night, as
prescribed. If you miss the second dose, skip that dose

— Do not take sodium oxybate again until the next night
— Never take both sodium oxybate doses at once

e Any unused sodium oxybate doses that you prepared but didn't take must be
thrown away within 24 hours from the time you first prepared your doses

How soon will | see a change in my symptoms?

After starting sodium oxybate, it may take a few weeks or longer to see your

symptoms improve. It may also take time to find the right dose that works for
you. It is important that you talk with your healthcare provider often when you
first start taking sodium oxybate.

Tell your healthcare provider if you don't feel any improvements while taking
sodium oxybate. Sodium oxybate may not be right for you.
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What are the side effects of sodium oxybate?

Sodium oxybate can cause serious side effects, including breathing problems
(slower breathing, trouble breathing, and short periods of nho breathing while
asleep), mental health problems (confusion, seeing or hearing things that are
not real, unusual or disturbing thoughts, feeling anxious or upset, depression,
thoughts of suicide),and sleepwalking. If you have any of these side effects, call
your healthcare provider right away.

The most common side effects with sodium oxybate are nausea, dizziness,
throwing up, bedwetting, and diarrhea. Side effects may increase with higher
doses.

These are not the only possible side effects with sodium oxybate. If you are
worried about any possible side effects with sodium oxybate, talk with your
healthcare provider or the pharmacist at one of the certified pharmacies.

You should report all side effects by contacting your healthcare provider, the
Sodium Oxybate REMS Program at 855-705-2424, or the FDA at 1-800-FDA-
1088.

Any questions? Please call the

Sodium Oxybate REMS SODIUM OXYBATE REMS PROGRAM
Program at 855-705-2424. Sodium oxybate oral solution

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.
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HOW DO | TAKE MY SODIUM OXYBATE? (cont'd)

Are there any precautions | should take while on sodium oxybate?

¢ While taking sodium oxybate, do not drink alcohol or take medicines that
cause sleepiness

e Do not drive a car, use heavy machinery, or do anything that is dangerous or
requires you to be alert, for the first 6 hours after taking sodium oxybate.
When you first start taking sodium oxybate, be careful until you know how it
will affect you

o Before starting sodium oxybate, tell your healthcare provider if you are
pregnant, or plan to become pregnant, or if you are breastfeeding. It is not
known whether sodium oxybate can pass through your breast milk

o Keep your sodium oxybate in a safe place, out of the reach of children
e Take sodium oxybate while in bed
Tell your healthcare provider and pharmacist about any other medicines you are

taking, including prescription and non-prescription medicines, vitamins, and
supplements.

It is also important to tell other healthcare providers, including pharmacists, that
you are taking sodium oxybate before you start or change any medications.
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How often should my healthcare provider check my progress with sodium
oxybate?

When you first start taking sodium oxybate, you may need to talk to your
healthcare provider often until he or she has determined the best dose for you.
You can expect that your dose may need to be adjusted. After your dose has
been established, your healthcare provider should check on you every 3 months
while you are taking sodium oxybate.

Any questions? Please call the
Sodium Oxybate REMS
Program at 855-705-2424. Sodium oxybate oral solution

SODIUM OXYBATE REMS PROGRAM

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.
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STORAGE AND SAFETY TIPS AT HOME

How do | store sodium oxybate?

e Always store sodium oxybate in its original bottle

e Store sodium oxybate at room temperature. Do not refrigerate sodium
oxybate

o Keep sodium oxybate in a safe place, out of the reach of children and pets.
Get emergency medical help (call 911) right away if a child drinks your
sodium oxybate

How do | properly dispose of sodium oxybate?

When you have finished a bottle, pour any unused sodium oxybate down the
sink or toilet drain. Mark out over the prescription label with a marker to protect
your confidentiality before putting the empty bottle in the trash.

If you misplace, lose, or damage your sodium oxybate dosing syringe, contact

your certified pharmacy to have it replaced. Do not use a different syringe or
try to guess the correct dose.
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What if | have concerns about having sodium oxybate in my home?

e If your sodium oxybate is lost or stolen, report the incident right away to the
local police and to your certified pharmacy

e Use sodium oxybate only as your healthcare provider tells you. Remember
that use of your sodium oxybate by others is illegal

e If you have any questions or concerns, or if you need advice about sodium
oxybate, call your healthcare provider or your certified pharmacy

Any questions? Please call the

Sodium Oxybate REMS SODIUM OXYBATE REMS PROGRAM
Program at 855-705-2424. Sodium oxybate oral solution

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.
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Where can | get more information about sodium oxybate?

For more information about sodium oxybate, contact the Sodium Oxybate
REMS Program

Phone: 855-705-2424

Fax: 800-353-0987 (toll free)

Outside the US: +1-855-705-2424

Website: www.SodiumOxybateREMSProgram.com
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NOTES

Any questions? Please call the
Sodium Oxybate REMS
Program at 855-705-2424.

SODIUM OXYBATE REMS PROGRAM

Sodium oxybate oral solution

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.
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If you have questions or need information,
contact the Sodium Oxybate REMS Program

Any questions? Please call the

Sodium Oxybate REMS SODIUM OXYBATE REMS PROGRAM
Program at 855-705-2424. Sodium oxybate oral solution

For Patients

Please see the Medication Guide for more
detailed information about sodium oxybate.
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SODIUM OXYBATE REMS PROGRAM Sodium Oxybate

PHARMACY ENROLLMENT FORM REMS Program

Sodium oxybate oral solution 500 mg/mL

For immediate enroliment, please go to www.SodiumOxybateREMSprogram.com.

To submit this form via fax, please complete all required fields below and fax to 800-353-0987. You will receive a confirmation via the contact
preference you list below.
Pharmacies must be specially certified in the Sodium Oxybate REMS Program to dispense sodium oxybate. Sodium oxybate will
not be stocked in retail pharmacy outlets. To become certified, every pharmacy must designate an authorized representative to:
1. Complete certification using this Sodium Oxybate REMS Pharmacy Enrollment Form and submit the completed form to the

Sodium Oxybate REMS Program.
2. Provide relevant training to the pharmacy staff and pharmacists in each pharmacy and maintain a record of the fraining.

3. Ensure the pharmacy enables its Pharmacy Management System (PMS) to support electronic communication with the Sodium Oxybate
REMS Program system using established telecommunication standards.

Authorized Representative Responsibilities

By signing this form, | attest that my pharmacy has put processes and procedures in place to:

1. Dispense sodium oxybate only to patients enrolled in the Sodium Oxybate REMS Program pursuant to a valid prescription writien by a
prescr ber certified in the Sodium Oxybate REMS Program.

2. Ensure that all pharmacy staff involved in the Sodium Oxybate REMS Program complete the Sodium Oxybate REMS Program Certified
Pharmacy Training Program and maintain a record of the training.

3. Ensure that all pharmacists that dispense sodium oxybate complete the pharmacist training in the Sodium Oxybate REMS Program
Certified Pharmacy Training Program and maintain a record of the fraining.

4. Obtain a Pre-Dispense Authorization (PDA) for each sodium oxybate prescription by entering all prescriptions in the pharmacy management

system, including cash payments.

Provide 24-7 toll-free access to a phamacist at a Sodium Oxybate REMS Program specially certified pharmacy.

Recertify in the Sodium Oxybate REMS Program if the pharmacy designates a new authorized representative.

7. Ship sodium oxybate directly to each patient or a patient-authorized adult designee using an overnight service, track and venfy receipt of
each shipment of sodium oxybate, and provide shipment and receipt dates to the Sodium Oxybate REMS program for documentation.

8. Limit the first shipment for each patient to a one-month supply of sodium oxybate, and subsequent shipments to no more than a three-
month supply of sodium oxybate.

9. Include a sodium oxybate Medication Guide with each shipment and provide a copy of the Sodium Oxybate REMS Program Patient Quick
Start Guide to each new patient.

10. Document and report all potential serious adverse events reported by all sources, including any CNS depression, respiratory depression,
loss of consciousness, coma, and death, and any instances of patient or prescriber behavior that give rise to a reasonable suspicion of
abuse, misuse, or diversion to the Sodium Oxybate REMS Program.

11. Report all potential adverse events related to suspected abuse, misuse, or diversion, by completing and submitting the Sodium Oxybate
REMS Program Risk Management Report (RMR) to the Sodium Oxybate REMS Program.

12. Maintain documentation that all processes and procedures are in place and are being followed for the Sodium Oxybate REMS Program and
provide upon request to the Sodium Oxybate Sponsors, FDA, or a third party acting on behalf of the Sodium Oxybate Sponsors or FDA.

13. Comply with audits by the Sodium Oxybate Sponsors, FDA, or a third party acting on behalf of the Sodium Oxybate Sponsors or FDA to
ensure that all processes and procedures are in place and are being followed for the Sodium Oxybate REMS Program.

14 Prohibit the sale, loan, or transfer of any sodium oxybate inventory to any other pharmacy institution, distr butor, or prescr ber.

@ ;

Prior to dispensing sodium oxybate, my pharmacy will:

15. Complete the Sodium Oxybate REMS Program Patient Counseling Checklist and its requirements each time sodium oxybate is dispensed
and submit the completed checklist to the Sodium Oxybate REMS Program.
16. Validate each sodium oxybate prescnption by:

a. Venfying that the prescriber is certified, the patient is enrolled and the patient has no other active sodium oxybate prescription by
entering all prescriptions in the pharmacy management system, including cash payments by obtaining a PDA via electronic
telecommunication verification.

b. Confirming all prescription information, including patient name and two additional identifiers, prescriber name and information,
dose, titration information (if applicable), number of refills, dosing directions, totally quantity (days' supply), and concomitant
medications.

c. Contacting the Xyrem REMS Program by phone to verify that the patient has no other active prescriptions for sodium oxybate,
the patient/prescr ber has not been disenrolled in the Xyrem REMS program for suspected abuse, misuse, or diversion, and to
report all prescriptions filled for sodium oxybate.

d. Documenting that the call to the Xyrem REMS Program was completed using the Sodium Oxybate REMS Program Prescription
Form.

17. Review the relevant patient information obfained from the Sodium Oxybate REMS Program website
(www. SodiumOxybateREMSProgram.com) and the Sodium Oxybate REMS Program Prescription Form, including:

a. Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents that either are unknown fo
the prescriber or pose a high risk of serious interaction with sodium oxybate.

b. Alerts and Sodium Oxybate REMS Program RMR regarding potential abuse, misuse, or diversion.

December 2016



http:www.SodiumOxvbateREMSProgram.com
http:www.SodiumOxybateREMSprogram.com

Pharmacy Information (All fields required)

Pharmacy Name:

Address: City:

State: Zip Code:

NCPDP: NPI: DEA:

Authorized Representative Information (All fields required)

First Name: Last Name:

Phone: Fax: Email:

Preferred Contact Method: OPhone OFax OEmail

By signing below, | acknowledge that | will comply with the Authorized Representative Responsibilities outlined on this form.

Authorized Representative Signature: Date:

1. After completing and signing this form, please fax to 800-353-0987.
2. Once this form is processed, you will receive instructions on submitting test transaction to the Sodium Oxybate REMS Program to

ensure that your pharmacy management system has been successfully configured/updated to communicate with the Sodium
Oxybate REMS Program.

3. After successful completion of the test transactions, you will receive a pharmacy certification confirmation. Upon receipt, your
pharmacy is certified and your pharmacy staff is now eligible to complete their training.
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Sodium Oxybate REMS Program

Certified Pharmacy Training Modules A and B

All Sodium Oxybate REMS Program Certified Pharmacy staff and pharmacists must complete Module A and the Module A
Knowledge Assessment. Pharmacists must also complete Module B and the Module B Knowledge Assessment.
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Dear Sodium Oxybate REMS Program Certified Pharmacy Staff,

Welcome to the Sodium Oxybate REMS Program, which has been approved by the Food and Drug Administration (FDA) as a Risk
Evaluation and Mitigation Strategy (REMS).

The Sodium Oxybate REMS Program

The FDA has determined that a REMS is necessary to ensure that the benefits of sodium oxybate oral solution outweigh the risks
of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate by:

1. Informing prescribers, pharmacists, and patients of:

e The risk of significant central nervous system (CNS) and respiratory depression associated with sodium oxybate
e The contraindication of use of sodium oxybate with sedative hypnotics and alcohol

e The potential for abuse, misuse, and overdose associated with sodium oxybate

e The safe use, handling, and storage of sodium oxybate

2. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium oxybate that:

e  Screen for concomitant use of sedative hypnotics and other potential interacting agents

e  Monitor for inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate

e Notify prescribers when patients are receiving concomitant contraindicated medications or when there are signs of
potential abuse, misuse, or diversion.

This training provides information about the Sodium Oxybate REMS Program that includes important information about sodium
oxybate and the responsibilities of certified pharmacy staff involved in the dispensing of sodium oxybate.

Sodium oxybate is approved for:

e Treatment of cataplexy in narcolepsy
e Treatment of excessive daytime sleepiness (EDS) in narcolepsy

Sodium oxybate may be prescribed only by prescribers certified in the Sodium Oxybate REMS Program and dispensed only to
patients enrolled in the Sodium Oxybate REMS Program and dispensed by pharmacies certified in the Sodium Oxybate REMS
Program.

Sincerely,

Sodium Oxybate sponsors
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Sodium Oxybate REMS Program

Certified Pharmacy Training Module A

Training for Pharmacy Staff Involved in the Sodium Oxybate REMS Program

All pharmacy staff within a Sodium Oxybate REMS Program certified pharmacy must complete training on Module A and
successfully complete the Module A Knowledge Assessment. Training must be completed annually.

December 2016



MODULE A: SODIUM OXYBATE REMS PROGRAM
Important Safety Information

Indications and Usage

Sodium oxybate oral solution is a central nervous system (CNS) depressant that is indicated for the following:
e Treatment of cataplexy in narcolepsy
e Treatment of excessive daytime sleepiness (EDS) in narcolepsy

Sodium oxybate may be prescribed only by prescribers certified in the Sodium Oxybate REMS Program and dispensed only to
patients enrolled in the Sodium Oxybate REMS Program.

How Supplied

Sodium oxybate is shipped from a Sodium Oxybate REMS Program certified pharmacy directly to patients. Each shipment to a
patient will contain:

e The prescribed amount of medication, contained in one or more bottles of sodium oxybate
e A press-in-bottle adaptor (PIBA) inserted into the bottle at the certified pharmacies
e A sodium oxybate-specific grams-based oral measuring device (plastic syringe) to measure out each nightly dose

e Two empty pharmacy vials with child-resistant caps for preparation of both nightly doses (sodium oxybate dose mixed
with water)

e A sodium oxybate Medication Guide

Controlled Substance Scheduling

The active ingredient in sodium oxybate is sodium oxybate or gamma-hydroxybutyrate (GHB, a known drug of abuse). GHB has
been used to facilitate sexual assaults. Because of its rapid sedative effects (particularly when mixed with alcohol) and its colorless
and odorless appearance, GHB has been used to "spike" the drinks of unsuspecting victims. Because of its abuse potential, GHB is
designated a controlled substance by the Drug Enforcement Administration (DEA) and has been placed in a bifurcated federal
schedule:

e GHB products approved by the FDA, such as sodium oxybate, and used as prescribed for therapeutic purposes are
Schedule Il drugs
The active ingredient of sodium oxybate is classified as a Schedule | controlled substance when used for any other reason or by anyone
other than for whom it was prescribed. Federal law prohibits the transfer of sodium oxybate to any persons other than the patient for
whom it was prescribed.
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Boxed Warning

WARNING: CENTRAL NERVOUS SYSTEM DEPRESSION
and MISUSE AND ABUSE

Sodium oxybate is a CNS depressant. In clinical trials at recommended doses obtundation and clinically significant
respiratory depression occurred in sodium oxybate-treated patients. Almost all of the patients who received sodium
oxybate during clinical trials in narcolepsy were receiving central nervous system stimulants.

Sodium oxybate is the sodium salt of gamma hydroxybutyrate (GHB). Abuse of GHB, either alone or in
combination with other CNS depressants, is associated with CNS adverse reactions, including seizure, respiratory
depression, decreases in the level of consciousness, coma, and death.

Because of the risks of CNS depression, abuse and misuse, sodium oxybate is available only through a restricted
distribution program called the Sodium Oxybate REMS Program, using certified pharmacies. Prescribers must
certify and patients must enroll in the Sodium Oxybate REMS Program. For further information go to
www.SodiumOxybateREMSProgram.com or call 855-705-2424.

Contraindications

Sodium oxybate is contraindicated in:
o Patients who take sedative hypnotic agents.
o Patients who drink alcohol while using sodium oxybate.

o Patients with succinic semi aldehyde dehydrogenase deficiency, a rare disorder of inborn error of metabolism
variably characterized by mental retardation, hypotonia, and ataxia.

Warnings and Precautions

CNS Depression

Sodium oxybate is a CNS depressant.

Concurrent use of sodium oxybate with other CNS depressants, including but not limited to opioid analgesics,
benzodiazepines, sedating antidepressants or antipsychotics, sedating anti-epileptic drugs, general anesthetics, muscle
relaxants, and/or illicit CNS depressants, may increase the risk of respiratory depression, hypotension, profound sedation,
syncope, and death.

o If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one
or more CNS depressants (including sodium oxybate) should be considered.

o If short-term use of an opioid (e.g., post- or perioperative) is required, interruption of treatment with sodium oxybate
should be considered.

Patients who have sleep apnea or compromised respiratory function may be at a higher risk of developing
respiratory depression, loss of consciousness, coma, and death with sodium oxybate use.

Healthcare providers should caution patients about operating hazardous machinery for the first 6 hours after taking a dose
of sodium oxybate.

Abuse, Misuse, and Diversion

Sodium oxybate or GHB, is a Schedule | controlled substance. Abuse of illicit GHB, either alone or in combination with other
CNS depressants, is associated with CNS adverse events, including seizure, respiratory depression, decreases in the level
of consciousness, coma, and death.

The rapid onset of sedation, coupled with the amnestic features of sodium oxybate, particularly when combined with alcohol,
has proven to be dangerous for the voluntary and involuntary user (e.g. assault victim).

Patients should be carefully evaluated for a history of substance abuse. Patients with a history of drug abuse should be
closely monitored for signs of misuse or abuse of GHB (e.g. increase in dose or frequency of dosing, drug-seeking behavior,
feigned cataplexy).

For complete safety information, please see the Prescribing Information for sodium oxybate.
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Sodium Oxybate REMS Program Requirements

Sodium oxybate may be prescribed only by prescribers certified in the Sodium Oxybate REMS Program and dispensed only to
patients enrolled in the Sodium Oxybate REMS Program. Because of the risks of central nervous system depression, abuse, misuse,
and diversion, sodium oxybate is available only through a restricted distribution program called the Sodium Oxybate REMS Program.

Required components of this program include:

Use of a certified pharmacy.

Healthcare Providers who prescribe sodium oxybate must have completed the Sodium Oxybate REMS Program Prescriber
Enrollment Form and must comply with the requirements of the Sodium Oxybate REMS Program.

To receive sodium oxybate, patients must be enrolled in the Sodium Oxybate REMS Program and be counseled on the serious
risks and safe use of sodium oxybate treatment. Patients are enrolled by certified prescribers who must fill out and submit the
Sodium Oxybate REMS Program Patient Enrollment Form. Prescribers must also complete and submit the Sodium Oxybate
REMS Program Prescription Form to one of the certified pharmacies for all new sodium oxybate prescriptions and for sodium
oxybate prescriptions for patients restarting sodium oxybate treatment after not receiving sodium oxybate for 6 months or more.

Further information is available at www.SodiumOxybateREMSProgram.com.

Overview of Certified Pharmacy Responsibilities

Enrollment Verification

The Sodium Oxybate REMS Program Prescriber Enroliment Form and the Sodium Oxybate REMS Program Patient Enroliment
Form are sent to the Sodium Oxybate REMS Program by the prescriber.

Information from the enrollment forms is maintained in the appropriate Sodium Oxybate REMS Program database by the Sodium
Oxybate REMS Program.

No duplicate patients may be enrolled.

Patients must confirm that they have been counseled on the serious risks and safe use of sodium oxybate; their certified
pharmacy will provide counseling with every sodium oxybate prescription dispensed.

The Sodium Oxybate REMS Program will notify the prescriber of successful certification in the Sodium Oxybate REMS
Program, and that he or she is eligible to prescribe sodium oxybate.

o Ifthere is a delay in shipping while a question about the prescriber's credentials is being resolved, the patient will be
notified by their certified pharmacy.

o If the prescription cannot be filled because a question about the prescriber's credentials could not be resolved, the
patient will be notified by their certified pharmacy.

o0 The prescriber will be notified by the Sodium Oxybate REMS Program that he/she cannot be certified due to
credential verification failure.

The Sodium Oxybate REMS Program will notify the prescriber of successful patient enroliment in the Sodium Oxybate

REMS Program.

Enrollment status is maintained in the Sodium Oxybate REMS Program.

0 The Sodium Oxybate REMS Program will confirm that the prescriber's DEA and state license numbers are active and
that the prescriber has provided all REMS-required attestations.

0 A prescriber may be disenrolled from the program for expired DEA or state licensures or for non-compliance with the
Sodium Oxybate REMS Program.

o Following enroliment, the patient remains in the Sodium Oxybate REMS Program unless their certified pharmacy,
and/or certified prescriber determine that the patient should be disenrolled.

A certified prescriber and/or a certified pharmacy can direct that a patient be disenrolled from the Sodium Oxybate REMS

Program.

0 A patient may be disenrolled from the program for non-compliance with the Sodium Oxybate REMS Program, including
for multiple suspicious early refill requests, or other information that indicates abuse, misuse, or diversion.

0 The Sodium Oxybate REMS Program will contact a prescriber if an enrollment form is received for a patient
previously disenrolled from the program, or for suspicions of abuse, misuse, or diversion, and will provide the
prescriber with all relevant patient history.
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Prescription Processing

e A certified pharmacy must validate all prescriptions prior to dispensing sodium oxybate. This includes obtaining a Pre-
Dispense Authorization (PDA) from the Sodium Oxybate REMS Program for each prescription upon receipt of a Sodium
Oxybate REMS Program Prescription Form. The issuance of PDA informs the pharmacy that the prescriber is certified and
patient is enrolled in the Sodium Oxybate REMS Program and the patient has no other active sodium oxybate prescriptions.

o0 The certified pharmacy will process all sodium oxybate prescriptions, including cash payments, through the pharmacy
management system (PMS) and obtain a PDA via electronic telecommunication verification to verify the prescriber is
certified, the patient is enrolled in the Sodium Oxybate REMS Program and the patient has no other active sodium
oxybate prescriptions.

o To verify the safe use conditions electronically through the PMS, the following prescription information, at a minimum, is
required to be submitted upon processing every sodium oxybate prescriptions:

=  Patient First Name

=  Patient Last Name

=  Patient Date of Birth

=  Patient Zip Code

= Prescriber Identifier on prescription (NPl or DEA)

= Date of Fill
= Days’ Supply
= Quantity

=  Product/NDC

o If all safe use conditions are met, a PDA will be generated by the Sodium Oxybate REMS Program. The PDA will be
maintained in the Sodium Oxybate REMS Program patient database, and does not need to be recorded by the pharmacy.
The pharmacy is authorized to dispense sodium oxybate upon receiving a PDA.

o If the safe use conditions are not met, a PDA will not be issued and the pharmacy will be notified of the reason why:
= Pharmacy is not certified
= Prescriber is not certified
= Patient is not enrolled
= Patient has a known active, overlapping prescription for sodium oxybate

e Before ordering sodium oxybate from your distributor/wholesaler, you must obtain a PDA from the Sodium Oxybate REMS
Program. Distributors/wholesalers are required to verify with the Sodium Oxybate REMS Program that you have a PDA before
sending sodium oxybate to your pharmacy. Each bottle of Sodium Oxybate is to be ordered on a per-patient basis only.

e Before a prescription for sodium oxybate can be shipped to a patient, the pharmacy must:
o Verify that the Sodium Oxybate REMS Program Prescription Form is complete and signed by the prescriber.
o Verify the Sodium Oxybate REMS Program Prescription Form was received from the prescriber's office.
o Verify the prescription is dated according to state controlled prescription regulations.
o

Verify the prescription is for only a one-month supply on a patient's first sodium oxybate fill and no more than a
3-month supply on subsequent fills.

o Verify there are no discrepancies or concerns with the dosing and titration.

= |f there are discrepancies or concerns, the certified pharmacy must contact the prescriber to revise and resubmit the
Sodium Oxybate REMS Program Prescription Form.

0 Review the patient information contained in the Sodium Oxybate REMS Program patient database using the secure web
viewing portal and the Sodium Oxybate REMS Program Prescription Form including:

= Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents that either
are unknown to the prescriber or pose a high risk of serious interaction with sodium oxybate.

—  If patient use of a contraindicated medication or other potentially interacting agent is confirmed and if the
prescriber has not indicated prior knowledge, then the pharmacist will notify and consult the prescriber
about the risks of concomitant medication use and document the call and the prescriber’s treatment
rationale on the Sodium Oxybate Patient Counseling Checklist.

= Alerts and Sodium Oxybate REMS Program RMRs regarding potential abuse, misuse, or diversion.
o0 Contact the Xyrem REMS Program by phone to:

= Verify that the patient has no other active prescriptions for sodium oxybate that overlap with the current
prescription.

= Verify that the patient/prescriber has not been disenrolled in the Xyrem REMS Program for suspected
abuse, misuse, or diversion.

= Report all prescriptions filled for sodium oxybate.

o Document that the call to the Xyrem REMS Program was completed using the Sodium Oxybate REMS Program Prescription
Form.

e If a certified pharmacy receives overlapping prescriptions for sodium oxybate for a patient, the certified pharmacy responsible
for dispensing the current prescription will notify and consult each prescriber.
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o Prescriptions are considered overlapping when more than one prescription for sodium oxybate is received for a patient
from multiple prescribers within an overlapping timeframe.

= |f a certified pharmacy suspects abuse, misuse, or diversion, the prescription should not be filled, the certified
pharmacy must complete and submit a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS
Program, and the prescriber will be naotified.

= There are valid reasons why a patient may have overlapping prescriptions, including if the patient moves or
changes prescribers, or if the prescriber sends in a new prescription prior to the completion of all refills.

= A certified pharmacy responsible for dispensing sodium oxybate to a patient must ensure that under these
situations a patient does not receive multiple overlapping shipments of sodium oxybate.

Once a PDA is obtained from the Sodium Oxybate REMS Program, review of the patient information in the patient database
using the secure web viewing portal has been performed, and the Xyrem REMS Program has been contacted, the certified
pharmacy will contact the patient to schedule shipment and complete the required counseling.

o For anew patient, the certified pharmacy provides the Sodium Oxybate REMS Program Patient Quick Start Guide.

0 A pharmacist must counsel the patient by completing the Sodium Oxybate REMS Program Patient Counseling Checklist prior

to every dispense of sodium oxybate.

= The certified pharmacy must submit the Sodium Oxybate REMS Program Patient Counseling Checklist to the
Sodium Oxybate REMS Program online at www.SodiumOxybateREMSProgram.com or complete a print version
and fax to the Sodium Oxybate REMS Program at 800-353-0987.

Shipping

All sodium oxybate is shipped to patients (or their adult designee) by an overnight service with receipt signature required. Certified
pharmacies must provide confirmation of receipt of each prescription of sodium oxybate to the Sodium Oxybate REMS Program
by accessing the Sodium Oxybate REMS Program website (www.SodiumOxybateREMSProgram.com), or calling the Sodium
Oxybate REMS Program (855-705-2424).

The patient may request an alternate shipping address, which is subject to approval by a pharmacist.
See How Supplied for details of the contents of each sodium oxybate shipment.

Daily tracking reports are generated to confirm the receipt of each order shipped.

Lost shipments are investigated.

Monitoring for Inappropriate Prescribing, Abuse, Misuse, and Diversion

Certified pharmacies must conduct detailed monitoring on an ongoing basis of patients and prescribers for signs of
inappropriate prescribing, abuse, misuse and diversion. Each certified pharmacy will:

Document early refill requests and instances of patient and prescriber behavior that suggest potential abuse, misuse, or
diversion by completing and submitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS
Program online at www.SodiumOxybateREMSProgram.com or complete a print version and fax to the Sodium Oxybate
REMS Program at 800-353-0987. This information is maintained in the prescriber and/or patient databases in the
Sodium Oxybate REMS Program.

o Direct the Sodium Oxybate REMS Program to disenroll a patient that has demonstrated behavior that suggests
potential abuse, misuse, or diversion by completing and submitting a Sodium Oxybate REMS Program RMR to the
Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program will notify the Xyrem REMS Program that
the patient has been disenrolled.

o Recommend that a prescriber whohas demonstrated behavior that suggests potential abuse, misuse, or diversion
be disenrolled bysubmitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program. The
Sodium Oxybate REMS Program will notify the Xyrem REMS Program that the prescriber has been disenrolled if
disenrollment is determined to be the appropriate corrective action.

Review the patient's Sodium Oxybate REMS Program RMR history and alerts in the Sodium Oxybate REMS Program using
the secure pharmacy web viewing portal for the patient database prior to granting an early refill request or if abuse, misuse,
or diversion is suspected.

Discuss early refill requests or other patient incidents with the prescriber so that the prescriber can make a decision to allow or
deny the early refill, or to take some other action based on the patient's behavior and history.

Report all Sodium Oxybate REMS Program RMRs to the Sodium Oxybate REMS Program by completing and submitting the
Sodium Oxybate REMS Program RMR.

Determine whether an alert should be placed in the patient's profile in the patient database within the Sodium Oxybate
REMS Program for repeated reports of lost, stolen, destroyed, or spilled drug for review prior to shipping sodium oxybate.

Inform a pharmacist immediately if certified pharmacy staff suspects patients or prescribers of abuse, misuse, or diversion.

Adverse Event Reporting
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0 Report all potential adverse events reported by all sources, including any CNS depression, respiratory depression,
loss of consciousness, coma, and death, and any cases of suspected abuse, misuse, or diversion by calling the
Sodium Oxybate REMS Program at 855-705-2424.

0 Report all potential adverse events related to suspected abuse, misuse, or diversion, by completing and
submitting the Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program online at
www.SodiumOxybateREMSProgram.com or by fax to 800-353-0987.

Ongoing Patient Education

Patients in the Sodium Oxybate REMS Program have access to ongoing education while taking sodium oxybate through:
e 24-hour toll-free telephone help line staffed by a pharmacist trained in the Sodium Oxybate REMS Program.
e Continued contact with the certified pharmacy for every refill.
e  Sodium Oxybate REMS Program website (www.SodiumOxybateREMSProgram.com).
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Sodium Oxybate REMS Program

Certified Pharmacy Training Module B

Sodium Oxybate REMS Program Training for Pharmacists Involved in the Dispensing of Sodium Oxybate

All Sodium Oxybate REMS Program certified pharmacy pharmacists must complete training on Module B (in addition to Module A) and
successfully complete the associated Knowledge Assessment. For all pharmacists who dispense sodium oxybate, training must be
completed annually.
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MODULE B: SODIUM OXYBATE REMS PROGRAM TRAINING FOR PHARMACISTS

All pharmacists involved in dispensing sodium oxybate must complete the following additional training at least annually. The
Sodium Oxybate REMS Program requires that pharmacists within a certified pharmacy are thoroughly trained on the
requirements of the Sodium Oxybate REMS Program. Training will be conducted by reviewing the Sodium Oxybate REMS
Program materials and successfully completing a Knowledge Assessment with 100% accuracy on the requirements of certified
pharmacies and pharmacists working within a certified pharmacy. These duties will include:

e Review of Pl

e Review of certified pharmacy’s internal processes and procedures established to support the Sodium Oxybate REMS Program
with an experienced pharmacist

e Execution of the Sodium Oxybate REMS Program Patient Counseling Checklist

e Detailed monitoring including completion of a Sodium Oxybate REMS Program RMR, as needed
e Follow-up interactions with patients and prescribers

e Sodium Oxybate REMS Program documentation and processes

Sodium Oxybate REMS Program Requirements
Sodium oxybate may be prescribed and dispensed only to patients enrolled in the Sodium Oxybate REMS Program. Because of
the risks of CNS depression, abuse, misuse, and diversion, sodium oxybate is available only through a restricted distribution
program called the Sodium Oxybate REMS Program.
Required components of this program include:

e Use of a certified pharmacy.

e Healthcare providers who prescribe sodium oxybate must complete and submit the following to the Sodium Oxybate
REMS Program:

0 The Sodium Oxybate REMS Program Prescriber Enrollment Form
0 The Sodium Oxybate REMS Program Patient Enrollment Form

e Healthcare providers who prescribe sodium oxybate must complete prescriptions for sodium oxybate on the Sodium
Oxybate REMS Program Prescription Form and submit the completed form to one of the certified pharmacies.

o After completion of prescription processing, the pharmacy will fax the prescription form to the Sodium Oxybate REMS
Program and retain the original.

o Prescription refills and renewals may be conveyed by phone or fax and must be documented in the Sodium Oxybate REMS
Program.

e To receive sodium oxybate, patients must be:
o Enrolled in the Sodium Oxybate REMS Program.
o0 Prescribed sodium oxybate by a prescriber certified in the Sodium Oxybate REMS Program.
0 Counseled on the serious risks and safe use of sodium oxybate.
0 Have only one active sodium oxybate prescription.

Certified Pharmacy Responsibilities
Certified pharmacies will:

e Limit the first prescription fill to a one-month supply of sodium oxybate and no more than a 3-month supply for
subsequent prescription fills.

e Report potential adverse events to the Sodium Oxybate REMS Program.

e Notify prescribers when there are signs of potential abuse or misuse or when patients are taking sedative hypnotics, other CNS
depressants, or other potentially interacting agents of which the prescriber is not already aware.

e Certified pharmacies must complete and submit a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program
for all instances of potential abuse, misuse, or diversion.

e Utilize the Sodium Oxybate REMS Program, which has access to the secure, validated, separate and distinct Sodium
Oxybate REMS Program databases (patient database, certified prescriber database, certified pharmacy database, and
disenrolled prescriber database) that will only be queried independently through electronic verification, to verify the
following:

0 Complete patient enrollment information

0 Complete prescriber certification information

o Patient information including:
= Name and two additional identifiers (date of birth, phone number, address, gender)
= Current and previous prescribers
= Comorbid conditions and concomitant medications reported by the patient
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= Prescription history
Prescription information including:
= Date
= Dose
=  Titration instructions
= Number of refills
= Directions
= Total quantity (volume and number of days' supply)
= Concomitant medications
Sodium Oxybate REMS Program Risk Management Reports (RMRS)
Shipment information, including:
=  Dates of shipments
= Dates of shipment receipts
= Patient addresses
= Designee information
= Number of shipments sent daily
= Quantity of sodium oxybate dispensed daily
Documentation of interactions with prescribers, patients, and other parties.

These data must be available to the Sodium Oxybate REMS Program for review on an ongoing basis to ensure that sodium oxybate
is dispensed to enrolled patients only after completion and documentation of safe use conditions. In certain cases, a pharmacist must
access a patient's or prescriber's historical data in the Sodium Oxybate REMS Program using the certified pharmacy secure web
viewing portal for the patient database and review it prior to dispensing sodium oxybate.

Patient Counseling and Screening

e Certified pharmacies must complete the Sodium Oxybate REMS Program Patient Counseling Checklist and submit to the Sodium
Oxybate REMS Program for each patient prior to every shipment of sodium oxybate.

e Each time a pharmacist completes the Sodium Oxybate REMS Program Patient Counseling Checklist, the pharmacist must:

(0]

Verify that early refill requests have been thoroughly questioned and approved through the Sodium Oxybate REMS Program
RMR procedure (see below).

Screen the patient for concomitant use of contraindicated medications (sedative hypnotics), alcohol, other CNS depressants,
and other potentially interacting agents.

=  The pharmacist asks the patient if he or she is taking any other medications and can consult external pharmacy
databases to identify drug interactions or prescriptions for other drug products that might have been filled at
different pharmacies before filling the prescription.

= If patient use of a contraindicated medication or other potentially interacting agent is confirmed, and if the
prescriber has not indicated prior knowledge, then the pharmacist will notify and consult the prescriber about
the risks of concomitant medication use prior to shipping sodium oxybate.

Screen the patient for other medical conditions.
=  The pharmacist asks the patient what other medical conditions he or she has.
= |f the patient indicates that he or she has a certain medical condition listed on the Sodium Oxybate REMS
Program Patient Counseling Checklist, the pharmacist counsels the patient, and notifies the prescriber
about the medical condition prior to shipping sodium oxybate.
Document the results of the patient screening, all reported concomitant medications and comorbid medical conditions,
the action(s) taken, and the date the Sodium Oxybate REMS Program Patient Counseling Checklist is completed in the
Sodium Oxybate REMS Program.
Submit the Sodium Oxybate REMS Program Patient Counseling Checklist to the Sodium Oxybate REMS Program online at

www.SodiumOxybateREMSProgram.com or complete a print version and fax to the Sodium Oxybate REMS Program at
800-353-0987.

e Certified pharmacies must provide patients with 24/7 access to a pharmacist.
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Clinical Usage Clarifications
The pharmacist must:
e Review the information on each Sodium Oxybate REMS Program Prescription Form.
e Notify and consult the prescriber if there are any clinical usage clarifications required, such as:
o0 Dose over maximum recommended dose (9 g/night)
o Non-standard doses or instructions
o0 Possible errors in dosing or titration amounts or directions

If the issue is not resolved with the prescriber, the pharmacist may consult with the Pharmacist in Charge at their certified
pharmacy and with the Sodium Oxybate REMS Program.

Prescription Refills
e Upto 5 refills are allowed on a sodium oxybate prescription (per DEA regulations for ClIl controlled substances).

e Refills may be conveyed by phone or fax from the prescriber or patient and communicated to the Sodium Oxybate REMS
Program by obtaining a PDA.

e Forinformation on the prescription processing requirements see Module A — Prescription Processing
e Changes in dose require a new prescription.

o REefill orders should be opened at a patient’s certified pharmacy when the patient has approximately 10 days of
therapy remaining from the previous shipment.

o0 A certified pharmacy technician will contact the patient and schedule a shipment. The technician will ask the patient if
there has been any change in his or her medications or medical history.

0 The technician will transfer him or her to a pharmacist who must complete the Sodium Oxybate REMS Program
Patient Counseling Checklist. The patient should be counseled on the use or diagnosis of:

=  Sedative hypnotics {for example, diazepam, phenobarbital, or zolpidem)

= CNS depressants: including but not limited to opioid analgesics, benzodiazepines, sedating
antidepressants or antipsychotics, sedating anti-epileptic drugs, general anesthetics, and muscle
relaxants

= Alcohol

= Sleep apnea

=  Asthma, COPD, or other conditions affecting his or her breathing
= Other current medical conditions

o The pharmacist must complete refill counseling and confirmation of prescriber consultation or notification by completing
and submitting the Sodium Oxybate REMS Program Patient Counseling Checklist to the Sodium Oxybate REMS
Program online (www.SodiumOxybateREMSProgram.com) or by fax (800-353-0987).

e All patient requests for early refills are to be questioned and documented by the pharmacist.
0 An early refill request is a request for sodium oxybate shipment prior to the date of the next shipment.

0 Requests to accommodate shipment logistics (scheduled delivery date falls on a Sunday, holidays, and vacations) are
not considered early refills.

o Ifthe early refill is required due to a dosage increase, a pharmacist must:
= Confirm the new dosage with the prescriber prior to processing the prescription.
o Ifan early refill is requested for any other reason, a pharmacist must:

= Discuss the request with the patient to evaluate his/her compliance with therapy, assessing for misuse,
abuse, and diversion.

= Evaluate the patient's record in the Sodium Oxybate REMS Program using the certified pharmacy secure web
viewing portal for the patient database and review the patient's prior Sodium Oxybate REMS Program RMR history
to identify previous reports of early refills or other incidents suggestive of abuse, misuse, and diversion.

= Contact the prescriber to discuss the request and any prior early refill requests or incidents suggestive of
abuse, misuse, and diversion.

=  Send new shipments of sodium oxybate to the patient only if approved by the prescriber.

=  Send new shipments to replace sodium oxybate reported stolen by a patient only after obtaining a copy of the
police report filed by the patient.

= Document the discussion and outcome by completing and submitting the Sodium Oxybate REMS Program
RMR to the Sodium Oxybate REMS Program online (www.SodiumOxybateREMSProgram.com) or by fax
(800-353-0987).
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Monitoring and Assessing for Signs of Abuse, Misuse, and Diversion

Risk management events must be documented in the Sodium Oxybate REMS Program.

(0}

(0]

Risk management events are reported or discovered events outside the norm that give rise to a reasonable suspicion
of abuse, misuse, or diversion

Examples of events that should generate a Sodium Oxybate REMS Program RMR include but are not limited to:
= Requests for early refills
=  Patient's misuse or abuse of product
= Lost, stolen, destroyed, or spilled drug
=  Delivery to incorrect address and not returned
= Patient claims that product was not delivered while carrier shows receipt of delivery
= Product tampering
= Counterfeit product
=  Contaminated product

= Inquiries and/or arrests by law or regulatory enforcement agencies associated with the misuse, abuse, or
diversion of the product

=  Crimes related to the product
Sodium Oxybate REMS Program RMRs must document:
=  Patient and/or prescriber identifying information (patient names to be concealed)
= Reason for report
= Certified Pharmacy actions
= Prescriber contact

=  Supporting documentation (if applicable, such as a police report, fire report, DEA Form 106,or shipper
investigation report)

Pharmacies can request that a patient is monitored by the Sodium Oxybate REMS Program if serious or repeated
events give rise to reasonable suspicion of misuse, abuse or diversion.

If abuse, misuse, or diversion is suspected, the pharmacist must review the patient's Sodium Oxybate REMS Program
RMR history and discuss the incident with the prescriber prior to shipping sodium oxybate.

Repeated reports of lost, stolen, destroyed, or spilled drug will be documented as an alert to the patient record stored in

the patient database of the Sodium Oxybate REMS Program and will be accessible to the dispensing pharmacist using the

secure web viewing portal for the patient database for review prior to shipping drug.

Certified pharmacies and/or prescribers may direct the Sodium Oxybate REMS Program to disenroll a patient after
review and discussion of incidents suggestive of abuse and misuse, ordiversion by completing and submitting a
Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate REMS Program.. All requests from prescribers
to disenroll a patient will be submitted to a certified pharmacy. The certified pharmacy is required to intake the
request, then complete and submit the Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS
Program to notify of disenrollment.

Pharmacies may recommend that a prescriber be disenrolled by submitting a Sodium Oxybate REMS Program RMR
Form to the Sodium Oxybate REMS Program. Sodium Oxybate sponsors will review the information and determine if
the prescriber should be disenrolled.

All Sodium Oxybate REMS Program RMRs must be reported to the Sodium Oxybate REMS Program online
(www.SodiumOxybateREMSProgram.com) or by fax (800-353-0987).

Shipping Procedures

Sodium oxybate must be shipped via an overnight service with receipt signature required.

(0}

Sodium oxybate is shipped directly to the patient or adult designee (18 years, or 21 years if required by carrier) if the
patient is not available to receive the order.

The patient may request an alternate shipping address, which is then subject to approval by a pharmacist.

If the patient requests Saturday delivery, his or her certified pharmacy will verify with the overnight shipping service that
it is available for the shipping address.

Each sodium oxybate shipment must include:

(0}
(0}
(0}
(0}

(0}

The prescribed amount of medication, contained in one or more bottles of sodium oxybate
A press-in-bottle adaptor (PIBA) inserted into the bottle at the certified pharmacies
A sodium oxybate-specific grams-based oral measuring device (plastic syringe) to measure out each nightly dose

Two empty pharmacy vials with child-resistant caps for preparation of both nightly doses (sodium oxybate dose mixed
with water)

A sodium oxybate Medication Guide

Daily tracking reports must be generated by each certified pharmacy to confirm the receipt of each order shipped during
the previous 48 hours. Saturday deliveries are confirmed the following Monday.

(0}

A patient will be contacted if there is no proof of patient or designee signature, if the patient or designee on file did not
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sign for the shipment, or if there is a potential incomplete delivery.
o If ashipment is reported lost, an investigation will be launched to find it.

0 Receipt of each shipment of sodium oxybate by a patient must be reported to the Sodium Oxybate REMS Program
through the website (www.SodiumOxybateREMSProgram.com) or by calling (855-705-2424) by the patient’s certified
pharmacy.

Inventory Control

The sodium oxybate inventory must be reconciled at the start and end of each business day and recorded in the pharmacy
management system. A physical count must match the count in the pharmacy management system). If the sodium oxybate inventory
cannot be reconciled for any reason, no other patient orders can be processed until an investigation is completed by the Pharmacist in
Charge and approved by the Sodium Oxybate REMS Program. Internal procedures for reconciling the sodium oxybate inventory are
subject to audit.
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SODIUM OXYBATE REMS PROGRAM Sodium O)(ybate

PATIENT COUNSELING CHECKLIST

s = RE M S N e T
Sodium oxybate oral solution 500 mg/mL

(To be completed by the pharmacist online at www. SodiumOxybateREMSProgram.com or complete
a print version and fax to the Sodium Oxybate REMS Program at 800-353-0987 prior to dispensing
each sodium oxybate shipment. Include additional requirements (if any) per federal or state
requirements that need to be collected as part of the patient counseling process.)

Step 1: Patient Information

o New/restart
o Scheduled refill
o Early refill approved through Risk Management Report (RMR) process

Patient Name: Patient ID Number:

Include Pharmacist Name and Date Time Stamp for each section completed

Step 2: Counseling

o Verify that the patient will receive the Sodium Oxybate REMS Program Patient Quick Start Guide (if not

already received) and that the drug shipment to the patient will include the sodium oxybate Medication
Guide.

(Pharmacist Name) / / (Date Time)

o Verify that patient has been counseled on Therapy Expectations below:

» During clinical trials with sodium oxybate, many patients with narcolepsy saw some
improvement with excessive daytime sleepiness and/or cataplexy in the first weeks after
beginning sodium oxybate therapy. However, the response to sodium oxybate varies from

patient to patient. It may also take time to find the right dose that works for you. Your doctor will
determine the dose that is appropriate for you.

« Be sure to talk to your doctor about any troubling side effects or if you don't feel any
benefits while taking sodium oxybate.

« For any changes to your prescription, have your doctor call or fax the new prescription
change to the pharmacy and NEVER attempt to change the dose yourself.

(Pharmacist Name) / / (Date Time)
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o Verify that patient has been counseled on Preparation and Administration information below:

e Sodium oxybate should be taken as directed by your doctor (review prescriber's
instructions with patient).

0 Prepare each of your doses by placing grams of sodium oxybate in one of the provided
pharmacy containers and place __grams in the second container. Add 1/4 cup of water to
each pharmacy container. The water does not come with sodium oxybate. You can use either
tap or bottled water. The solution should remain clear and it will taste salty. Place the
child-resistant cap onto the containers and put them in a safe place, out of the reach of
children or pets, by your bed.

» Feel free to call your certified pharmacy if you have any questions regarding preparation or how
to take your sodium oxybate doses. The Sodium Oxybate REMS Program is also available
Monday through Friday, from 8 am to 8 pm Eastern Time, at 855-705-2424, and a pharmacist is
always available 24 hours a day, 7 days a week at your certified pharmacy, if needed.

Refer to the Medication Guide for additional information on preparation of your sodium oxybate
doses.
e Set alarm to go off 2.5 to 4 hours after you take your first dose.

e When you are ready to go to sleep, sit at your bedside and drink one dose of sodium
oxybate and then lie down.

o Your first dose of sodium oxybate should be taken at least 2 hours after eating as food will
decrease the amount of sodium oxybate that your body absorbs.

o Patients usually fall asleep in about 5 to 15 minutes, although some patients have reported
falling asleep more quickly (without first feeling drowsy) and others may take longer to fall
asleep. The time that it takes to fall asleep might be different from night to night.

o Upon waking up, take the second dose of medication as prescribed by your physician.
o0 A minimum of 2.5 hours must separate each dose.
o If you happen to miss a dose, NEVER take two doses of sodium oxybate at once.

e The diluted medication MUST be used within 24 hours of preparation. Discard any unused
medication down the sink drain or toilet.

* When you can no longer draw medication out of the bottle with the dispensing device,
dispose of your bottle. Use a marker or pen to deface the bottle to protect your
confidentiality.

e Be sure to store sodium oxybate in the original bottle in a safe and secure place out of the reach
of children and pets. Get emergency help (call 911) right away if a child drinks your sodium
oxybate.

* Sodium oxybate should be stored at room temperature.

(Pharmacist Name) / / (Date Time)
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o Verify that patient has been counseled on Precautions needed for sodium oxybate use:

* Sodium oxybate is classified as a controlled substance medication. Sodium oxybate must be used
only by the person for whom it is prescribed and as directed by the physician. All lost or stolen
medication must be reported.

* Federal law prohibits the transfer of this drug to any person other than the patient for whom it was
prescribed.

* The active ingredient is sodium oxybate. Sodium oxybate is converted to gamma-hydroxybutyrate
(GHB) in the body. GHB has been used as a substance of abuse and has been associated with
drug-facilitated sexual assault (date rape).

* Abuse of GHB can lead to dependence (a physical need to take the drug), craving for the medicine,
and severe withdrawal symptoms (symptoms that start when the drug is stopped, especially when it
is stopped suddenly). Abuse of GHB, with or without other CNS depressants (for example,
nortriptyline, oxycodone, or heroin) including alcohol can lead to seizure, trouble breathing,
decreases in the level of consciousness, coma, and death.

e Tell your doctor if you:

0 Are pregnant or plan to become pregnant. It is not known if sodium oxybate can affect your
unborn baby.

o0 Are breastfeeding. It is not known whether sodium oxybate can pass through the breast milk.
Talk to your doctor about the best way to feed your baby if you take sodium oxybate.

o0 Have or had depression or tried to harm yourself. You should be watched for new signs of
depression.

o0 Have liver problems. Your dose may need to be adjusted.

0 Have sleep apnea (short periods of not breathing while you sleep), snoring, or breathing or
lung problems. You may have a higher chance of serious breathing problems with sodium
oxybate.

o0 Have mental health problems.
o Walk in your sleep.

0 Are on a salt-restricted diet, have high blood pressure, heart failure, or kidney problems.
Sodium oxybate contains sodium (salt) and may not be right for you.

(Pharmacist Name) / / (Date Time)
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o Verify that patient has been counseled on Side Effects:

In clinical trials, the most commonly observed side effects associated with the use of sodium
oxybate included: headache, nausea, dizziness, sleepiness, vomiting, urinary incontinence, and
inflammation of the area around the nostrils and the back of the mouth. Some side effects may be
more likely to be observed with higher doses of sodium oxybate.

Sodium oxybate can cause serious side effects, including trouble breathing while asleep,
confusion, unusual or disturbing thoughts, depression, and passing out, even at recommended
doses. Tell your doctor if you have any of these problems while taking sodium oxybate.

Remember that you must not drive a car, operate heavy machinery, or perform any activity that is
dangerous or that requires mental alertness or motor coordination for the first 6 hours after taking
a dose of sodium oxybate.

When taking sodium oxybate, do not drink alcohol or take medicines that make you sleepy,
including antidepressants, antipsychotics, anti-epileptics, opioids, general anesthetics, muscle
relaxants and/or illicit CNS depressants (for example, heroin or GHB).

These are not all of the side effects that you might experience. Contact your doctor if you are
concerned about any possible side effects. Refer to the Medication Guide for additional information
on possible side effects.

(Pharmacist Name) / / (Date Time)
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Step 3: Screening
1. Isthe patient taking sedative hypnotics (for example, diazepam, phenobarbital, or zolpidem)?

o Yes o Counseled Patient
o No

Please list the drug(s) and dose of each:

2. Is the patient taking sedating antidepressants, antipsychotics, or anti-epileptics such as divalproex sodium
(Depakote); general anesthetics; muscle relaxants; opioid analgesics; or illicit CNS depressants (for
example, heroin or GHB)?

o Yes o Counseled Patient
o No

Please list the drug(s) and dose of each:

3. What other prescription and non-prescription medications is the patient taking?

Please list the drug(s) and dose of each:

4. Does the patient drink alcohol?
o Yes o Counseled Patient
o No

5. Has the patient been diagnosed with sleep apnea (short periods of not breathing while asleep)?

o Yes o Counseled Patient
o No

December 2016 5




6. Does the patient have a diagnosis of or suffer from asthma, COPD, or other conditions affecting his/her
breathing (slower breathing, trouble breathing)?
o Yes o Counseled Patient
o No

Please list the drug(s) used to treat and dose of each, if known:

7. Does the patient have any other current medical conditions for which the patient is under a
healthcare provider's care?
o Yes o Counseled Patient
o No

Please list the condition(s), if known:

8. Does the patient have any clinical questions about sodium oxybate?
o Yes o Counseled Patient
o No o Referred Patient to Prescriber

Please list the question(s):

(Pharmacist Name) / / (Date Time)
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Step 4: Concomitant Medication & Comorbidity Summary

Medication Type:

o Sedative hypnotics

o Alcohol

o Other potentially interacting agents:
o Sedating antidepressants, antipsychotics, or anti-epileptics
o General anesthetics
o Muscle relaxants
o Opioid analgesics
o Divalproex sodium or other valproate drug (e.g., valproic acid)
o lllicit CNS depressants (e.g., heroin or GHB)

Medical Conditions:
o Sleep apnea
o Asthma
o COPD
o Other conditions affecting their breathing
o History of depress ion or suicidality
o History of drug or alcohol abuse
o Seizure disorders
o Hepatic impairment
o High blood pressure, heart problems, kidney problems, or are on a salt-restricted diet
If any of the medication types or medical conditions listed above are checked, or any of the

questions in Section 3 were answered yes and there is no confirmation of prior prescriber
knowledge, call the prescriber to consult:

Is a prescriber consult required? o Yes o No
If no, please provide reason:

If yes, action(s) taken (check all that apply and document details in Prescriber consult outcome section below):
o Called prescriber: / /
o Other: / /
Name of prescriber consulted:
Prescriber NPI or DEA:

Prescriber consult outcome:

(Pharmacist Name) / / (Date Time)
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Step 5: Completion Summary

Checklist Completed: oYes o No (Sodium oxybate is not shipped until checklist is completed.)

If yes, date checklist completed: / / (Date Time)

If no, document the reason for non-completion:

(Pharmacist Name) / / (Date Time)

December 2016
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Sodium oxybate oral solution 500 mg/mL

Risk Management Reports (RMRs) are filled out by pharmacies that are certified in the Sodium Oxybate REMS Program to document and
report events that give rise o a reasonable suspicion of abuse, misuse, diversion, or any behavior or information that may indicate the drug is
not being used according to the prescriber's instructions. For immediate reporting, RMRs can be completed by the pharmacist online at

www SodiumOxybateREMSProgram com. Alternatively, a phamacist can complete a print version and fax to the Sodium Oxybate REMS
Program at 800-353-0987 .

The RMR history of a patient allows for the review of prior events of suspected abuse, misuse, or diversion and gives the pharmacist a more
complete picture of the patient's history. The availability of individual patient RMRs enables the pharmacist to track and monitor for trends
suggesting abuse, misuse, or diversion in individual patients. A trend or pattern of behavior in a patient's RMR history can be an indicator of
abuse, misuse, or diversion and identifies patients who may require additional scrutiny when another event, such as an early refill request,
occurs. In these cases, the RMR history informs actions of the pharmacist.

Examples of events that would require completion of an RMR under the Sodium Oxybate REMS Program include, but are not limited to, the
following:

« Patient requests for early refills.

- Patient's loss/misuse of the product.

« Patient claim that he or she did not receive the product but the delivery service shows receipt of delivery, or that the shipment was lost,
stolen, or delivered to an incomrect address and was not retumed.

- Tampering with or counterfeiting or contamination of the product.

« Inguiries and/or arrests by law and regulatory enforcement agencies associated with the misuse or diversion of the product, or crimes
related to the product.

« Prescribers whose DEA and/or state license numbers cannot be validated and the prescriber is submitting a Sodium Oxybate REMS
Program Prescriber Enroliment Form, Prescription Form, or Patient Enroliment Form.

To complete a RMR:

« Contact the Sodium Oxybate REMS Program to assign a unique Control Number to each report in the Sodium Oxybate REMS Program.
« Complete investigation of the event, which may include contacting the patient, prescriber, law enforcement agency, or other parties.
- Attach any additional documentation required to support the investigation, including but not limited to the following: DEA 106 Form, police
or fire report, or report from the shipping service.
- Complete review, follow-up, and sign-off of the RMR.
- When the event involves suspected abuse, misuse, or diversion, the prescr ber will be contacted and an alert may be placed in the
prescriber database or patient database of the Sodium Oxybate REMS Program to ensure prescriber and pharmacist awareness.
- The Sodium Oxybate REMS Program will monitor any associated patient or prescrber activity during the course of the investigation
and for a period after the investigation, where appropnate.
- The certified pharmacies will complete and submit the RMR to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS
Program will work with the sponsors to determine the need to notify local, state, or federal authorities.
« Send the RMR to the Sodium Oxybate REMS Program within one business day.
- Ifthe RMR includes a potential adverse event, the potential adverse event is reported to the FDA through the Sodium Oxybate sponsors. If
the RMR includes a product complaint, the event is also reported to the FDA through the Sodium Oxybate sponsors.

Sodium Oxybate REMS Program Risk Management Report
Date: Control Number: Type of Reporter: OPatient OPrescribing Physician OPharmacist [OOther

Name of Reporter (if not a patient): I Name and Address of Pharmacy:

Nature of Report (e.g., early refill request, lost or stolen bottle, package not received, other):

Identification Number (patient and/or prescriber ID associated with RMR): Date Enrolled in Program:

Have the alerts and RMR history been reviewed with the patient?  (JYes ONo | Date(s) of RMR Event (StartEnd):
RMR Event (please provide detail):

Early Refill Requested? [iYes ONo

It yes, reason for early refill request (e.g., dose increase, spilled medication, [osUstolen product):

OYes If yes, what was the outcome of the conversation?
Prescriber Contacted?

ONo | T no, whatis the reason?

Was early refill approved? OYes ONo Early refill status reason:

Potential adverse event associated with report? OYes ONo If yes, AE number:

Summary of investigation: OYes ONo

Attachments (check all that appiy): [IDEA 106 Form OPolice/Fire Report OShipping Service Report  COther (specify):
Should patient be monitored (alert placed)? OvYes ONo TNIA

Are you requesting disenroliment for suspected For the patient? (J Yes O No For the prescriber? 0 Yes 0O No
3’32‘: i pie :i:“ =ons Patient Name: Prescriber Name:

Pharmacist in Charge Name: Signature: Date:
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Risk Evaluation and Mitigation Strategy (REMS)

The goal of the Sodium Oxybate REMS Program is to mitigate the risk of serious adverse outcomes resulting from inappropriate prescribing
misuse, abuse. and diversion of sodium oxybate by:

1. Informing prescribers, pharmacists, and patients of:

1. The risk of significant Central Nervous System (CNS) and respiratory depression associated with sodium oxybate
ii. The contraindication of use of sodium oxybate with sedative hypnotics and alcohol

iii. The potential for abuse, misuse, and overdose associated with sodium oxybate
iv. The safe use, handling, and storage of sodium oxybate

2. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium oxybate that:
i. Screen for concomitant use of sedative hypnotics, and other potentially interacting agents

ii. Monitor for inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate

iii. Notify prescribers when patients are receiving concomitant contraindicated medications or there are signs of potential
abuse, misuse, or diversion

Sodium Oxybate REMS Program Overview

» All prescribers and pharmacies must enroll in the Sodium Oxybate REMS Program and comply with requirements for prescribing
and dispensing sodium oxybate

= All patients must be enrolled in the Sodium Oxybate REMS Program to receive sodium oxybate

= All patienits are required to be counseled on the serious risks and safe use of sodium oxybate

= Sodium oxybate will be dispensed only by pharmacies that are specially certified through the Sodium Oxybate REMS Program

Sodium oxybate is approved for:

» Treatment of cataplexy in patients with narcolepsy

« Treatment of excessive daytime sleepiness (EDS) in patients with narcolepsy

the Sodium Oxybate REMS Praogram at 855-705-2424



T T
S O d ' U m Oxy b ate Forgot Usermame?  Forgot Pessword? Need an Account?
R E r og m

M S P il

safety Information & Prescribing Info &% Medication Guide %

Contact Us

Sodium Oxybate REMS Program

Phone
U.S. Phone 855 705 2424
Qutside the U.S. Phone +1 855 705 2424

Fax
800 353 0987

Mailing Address

Sodium Oxybate REMS Program
P.O. Box XXXXX

City, ST XXXXX XXXX
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Create an Account

Pharmacists and prescribers can create a web accountin the Sodium Oxybate REMS Program by completing the fields below. The Username you

specify must be unique within this website. All fields below are required unless otherwise indicated.

First Name
Last Name
Email Address

Certification ID {opt) e rific 2 5]
(Ifyou cemified wa fax, please enter your Certification i)
Username

[ Suggest Username Q Check Username Auailability

Use Email Address as Usemame
Password

Confirm Password

I:Mtj

if you require any additional as: n Oxybate REMS Program at 855-205-2424
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Frequently Asked Questions

@ isitstill possible to enroll offline?

Yes, you can still enroll offline. Enroliment forms are located under the Resources

° Do | need to complete the online version of the Prescriber Enrollment Form if | am already enrolled in the Sodium
Oxybate REMS Program?

No. If you are already enrolled in the Sodium Oxybate REMS Program or have completed the prescriber enroliment
process offline and faxed it, you do not need to complete the online version of the prescriber enrollment form.

You can still use the online enrollment form to enroll your patients.

° How long does ittake to process my enroliment so | can enroll patients?

Generally, the Sodium Oxybate REMS Program will process your enroliment within 2 to 3 business days.

@ How willl be notified that my patientis enrolied?

Once you complete the patient enrollment form, both you and the patient have signed the form, and the form has been
submitted, the Sodium Oxybate REMS Program will process the enrollment form within 2 to 3 business days.

Once the enroliment has been processed you will receive a notification from the Sodium Oxybate REMS Program.

@ Willmy or my patient's information be shared with any third parties?

Your or your patient's information will only be shared with other sodium oxybate REMS programs, its agents, contractors,
and affiliates.
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Certification in the Sodium Oxybate REMS Program requires pharmadcies to agree to:

1. Designate an authorized representative to complete and submit the Sodium
Oxybate REMS Pharmacy Enrollment Form on behalf of the pharmacy

2. Ensure that the authorized representative oversees implementation and
compliance with the Sodium Oxybate REMS Program by the following:

i. Ensure that all pharmacy staff inwolved in the Sodium Oxybate REMS Program
complete the Sodium Oxybate REMS Program Certified Pharmacy Training
ProgramModule A

ii. Ensure that all pharmacists who dis pense sodium oxybate complete the
Sodium Oxybate REMS Program Certified Pharmacy Training Program
Modules A and B

3. Dispense sodium oxybate only to patients enrolled in the Sodium Oxybate REMS
Program pursuant to a valid prescription written by a prescriber specially certified
in the Sodium Oxybate REMS Program

4. Dispense only after obtaining a Pre Dispense Authorization (PDA) for each
sodium oxybate prescription

5. Recertify in the Sodium Oxybate REMS Program if the pharmacy designates a new
authorized representative

6. Provide 24 7 toll free access to a pharmacist at a Sodium Oxybate REMS Program
specially certified pharmacy

7. Ship sodium oxybate directly to each patient or a patient authorized adult
designee, and track and verify receipt of each shipment of sodium oxybate

8. Limit the first shipment for each patient to a one month supply of sodium
oxybate, and subsequent shipments to no more than a three month supply of
sodium oxybate

9. Report all potential adverse events reported by all sources, including any CNS
depression, respiratory depression, loss of consciousness, coma, and death, and
any cases of suspected abuse, misuse, or diversion to the Sodium Oxybate REMS
Program for documentation

En-oll Now

call the Sodium Oxybate R

Prescribing info o

Medication Guide &

Materials for Pharmacy
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Patient
Materials for Patients

Patients prescribed sodium oxybate must enroll in the Sodium Oxybate REMS Program. If you

were previously registered in the XYREM REMS, your certified prescriber will need to enroll you Rt

in the Sodium Oxybate REMS Program. o .

if you require any additional assistance or information, please call the Sodlum Oxybate REMS Program at 855-705-2424

| Contacrie | ¢
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Medication Guide - Sodium Oxybate (soe’ dee umox’ i bate) Oral Solution, CI11

Read this Medication Guide carefully before you start taking sodium oxybate and each time you get a refill. There may be
new information. This information does not take the place of talking to your doctor about your medical condition or your
treatment.

What is the most important information I should know about sodium oxybate?

Sodium oxybate can cause serious side effects including slow breathing or changes in your alertness. Do not drink
alcohol or take medicines intended to make you fall asleep while you are taking sodium oxybate because they can make
these side effects worse. Call your doctor right away if you have any of these serious side effects.

e The active ingredient of Sodium Oxybate Oral Solution is a form of gamma-hydroxybutyrate (GHB). GHB is a
chemical that has been abused and misused. Abuse and misuse of sodium oxybate can cause serious medical
problems, including:

e seizures

e trouble breathing

e changes in alertness
e coma

e death

e Do notdrive acar, use heavy machinery, fly an airplane, or do anything that is dangerous or that requires you to
be fully awake for at least 6 hours after you take sodium oxybate. You should not do those activities until you
know how sodium oxybate affects you.

e Sodium oxybate is available only by prescription and filled through the Sodium Oxybate REMS Program. Before
you receive sodium oxybate, your doctor or pharmacist will make sure that you understand how to use sodium
oxybate safely and effectively. If you have any questions about sodium oxybate, ask your doctor or call the
Sodium Oxybate REMS Program at 1-800- XXX-XXXX.

What is sodium oxybate?

Sodium oxybate is a prescription medicine used to treat the following symptoms in people who fall asleep frequently
during the day, often at unexpected times (narcolepsy):

e suddenly weak or paralyzed muscles when they feel strong emotions (cataplexy)
e excessive daytime sleepiness (EDS) in people who have narcolepsy

It is not known if sodium oxybate is safe and effective in children.

Sodium Oxybate Oral Solution is a controlled substance (CIII) because it contains sodium oxybate that can be a target for
people who abuse prescription medicines or street drugs. Keep your sodium oxybate in a safe place to protect it from
theft. Never give your sodium oxybate to anyone else because it may cause death or harm them. Selling or giving away
this medicine is against the law.

Who should not take sodium oxybate?

Do not take sodium oxybate if you:

e take other sleep medicines or sedatives (medicines that cause sleepiness)
e drink alcohol
e havea rare problem called succinic semialdehyde dehydrogenase deficiency

Before you take sodium oxybate, tell your doctor if you:



have short periods of not breathing while you sleep (sleep apnea).

snore, have trouble breathing, or have lung problems. You may have a higher chance of having serious breathing
problems when you take sodium oxybate.

have or had depression or have tried to harm yourself. You should be watched carefully for new symptoms of
depression.

have liver problems.

are on a salt-restricted diet. Sodium oxybate contains a lot of sodium (salt) and may not be right for you.

have high blood pressure.

have heart failure.

have kidney problems.

are pregnant or plan to become pregnant. It is not known if sodium oxybate can harm your unborn baby.

are breastfeeding or plan to breastfeed. It is not known if sodium oxybate passes into your breast milk. You and
your doctor should decide if you will take sodium oxybate or breastfeed.

Tell your doctor about all the medicines you take, including prescription and non-prescription medicines, vitamins, and
herbal supplements.

Especially, tell your doctor if you take other medicines to help you sleep (sedatives). Do not take medicines that make you
sleepy with sodium oxybate.

Know the medicines you take. Keep a list of them to show your doctor and pharmacist when you get a new medicine.

How should I take sodium oxybate?

Read the Instructions for Use at the end of this Medication Guide for detailed instructions on how to take sodium
oxybate.

Take sodium oxybate exactly as your doctor tells you to take it.

Never change your sodium oxybate dose without talking to your doctor.

Sodium oxybate can cause sleep very quickly. You should fall asleep soon. Some patients fall asleep within 5
minutes and most fall asleep within 15 minutes. Some patients take less time to fall asleep and some take more
time. The time it takes you to fall asleep might be different from night to night.

Take your first sodium oxybate dose at bedtime while you are in bed. Take your second sodium oxybate dose 2.5
to 4 hours after you take your first sodium oxybate dose. You may want to set an alarm clock to make sure you
wake up to take your second sodium oxybate dose. You should remain in bed after taking the first and second
doses of sodium oxybate.

If you miss your second sodium oxybate dose, skip that dose and do not take sodium oxybate again until the next
night. Never take 2 sodium oxybate doses at 1 time.

Wait at least 2 hours after eating before you take sodium oxybate.

You should see your doctor every 3 months for a check-up while taking sodium oxybate. Your doctor should
check to see if sodium oxybate is helping to lessen your symptoms and if you feel any side effects while you take
sodium oxybate.

If you take too much sodium oxybate, call your doctor or go to the nearest hospital emergency room right away.

What are the possible side effects of sodium oxybate?

Sodium oxybate can cause serious side effects, including:

See “What is the most importantinformation | should know about sodium oxybate?”
Breathing problems, including:
e slower breathing



e trouble breathing
e short periods of not breathing while sleeping (sleep apnea). People who already have breathing or lung
problems have a higher chance of having breathing problems when they use sodium oxybate.
¢ Mental health problems, including:
e confusion
e seeing or hearing things that are not real (hallucinations)
e unusual or disturbing thoughts (abnormal thinking)
o feeling anxious or upset
e depression
e thoughts of killing yourself or trying to kill yourself

Call your doctor right away if you have symptoms of mental health problems.

e Sleepwalking. Sleepwalking can cause injuries. Call your doctor if you start sleepwalking. Your doctor should
check you.

The most common side effects of sodium oxybate include:

e nausea

o dizziness

e vomiting

e bedwetting
e diarrhea

Your side effects may increase when you take higher doses of sodium oxybate. Sodium oxybate can cause physical
dependence and craving for the medicine when it is not taken as directed.

These are not all the possible side effects of sodium oxybate. For more information, ask your doctor or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store sodium oxybate?

e Always store sodium oxybate in the original bottle or in the dosing cups with child-resistant caps provided
with your prescription.
e Keepsodium oxybate in a safe place out of the reach of children and pets.
e Getemergency medical help right away if a child drinks your sodium oxybate.
e Store sodium oxybate between 68°F to 77°F (20°C to 24°C). When you have finished using a sodium oxybate
bottle:
e empty any unused sodium oxybate down the sink drain
e cross out the label on the sodium oxybate bottle with a marker
e place the empty sodium oxybate bottle in the trash

General information about the safe and effective use of sodium oxybate

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use sodium
oxybate for a condition for which it was not prescribed. Do not give sodium oxybate to other people, even if they have the
same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about sodium oxybate. If you would like more

information, talk with your doctor. You can ask your pharmacist or doctor for information about sodium oxybate that is
written for health professionals.



For more information, call the Sodium Oxybate REMS Program at 1-800-XXX-XXXX.
What are the ingredients in Sodium Oxybate Oral Solution?

Active Ingredients: sodium oxybate

Inactive Ingredients: purified water, USP

This Medication Guide has been approved by the U.S. Food and Drug Administration.
Distr. By:

West-Ward Pharmaceuticals Corp.

Eatontown, NJ 07724

10006869/01

Revised July 2016
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LABELING REVIEW

Division of Labeling Review
Office of Regulatory Operations

Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | July 19, 2016

ANDA Number(s) | 202090

Review Number | 6

Applicant Name | Roxane Laboratories, Inc.

Established Name & Strength(s) | Sodium Oxybate Oral Solution, 500 mg/mL

Proposed Proprietary Name | None

Submission Received Date | July 14, 2016 (amendment)

Labeling Reviewer | Lily Chua

Labeling Team Leader | Adolph Vezza

Review Conclusion
[ ] ACCEPTABLE —No Comments.
X] ACCEPTABLE — Include Post Approval Comments

[[] Minor Deficiency* — Refer to Labeling Deficiencies and Comments for the Letter to Applicant.

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily
Correctable Deficiency if all other OGD reviews are acceptable. Otherwise, the labeling minor deficiencies will be included
in the Complete Response (CR) letter to the applicant.

[ ] On Policy Alert List
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1. LABELING COMMENTS

1.1

COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE

The Division of Labeling has no further questions/comments at this time based on your labeling submission
dated July 14, 2016.

1.2 POST APPROVAL REVISIONS

These comments will NOT be sent to the applicants at this time.
These comments will be addressed post approval (in the first labeling supplement review).

1. PRESCRIBING INFORMATION

a.

HIGHLIGHTS, WARNING box, third paragraph: Please revise to read “Because of the risks of
CNS depression, abuse, and misuse, sodium oxybate is available only through the Sodium Oxybate
REMS Program using certified pharmacies. Prescribers and patients must enroll in the program
(5.3).” [Add “using certified pharmacies”].

HIGHLIGHTS, DOSAGE AND ADMINISTRATION: Please revise the spacing of the table so the
whole table will be together and not be separated.

CONTENTS, 17 PATIENT COUNSELING INFORMATION: Please revise your proposed
pronunciation of the non-proprietary name to conform to the phonetic pronunciation in the current
USP Dictionary of USAN and International Drug Names as follows: [(soe’ dee um ox’ i bate)].
Please provide the complete phone number for the Sodium Oxybate REMS Program throughout the
insert labeling.

FULL PRESCRIBING INFORMATION, HOW SUPPLIED, 16.2 Storage: Please use brackets for
[See USP Controlled Room Temperature].

2. MEDICATION GUIDE
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Please provide the complete phone number for the Sodium Oxybate REMS Program throughout the
Medication Guide.



2. PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM’S RESPONSE, AND REVIEWER’S
ASSESSMENT

In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s
assessment to firm’s response as well as any new deficiencies found in this cycle. Include the previous review
cycle and the review’s submission date(s)

Review #1 finalized date: March 18, 2013

Review #2 finalized date: July 16, 2013

Review #3 finalized date: November 6, 2013 (Acceptable)
Review #4 finalized date: May 31, 2016

Review #5 finalized date: June 29, 2016

From Response to ECD, received July 14, 2016:

GENERAL COMMENTS

Pursuant to 21 CFR 314.127(a)(7), your labeling must be the same as the labeling approved for the RLD, except for
changes required because of differences approved in a petition under 21 CFR 314.93 or because your drug product and
the reference listed drug (RLD) are produced or distributed by different manufacturers or because aspects of the listed
drug’s labeling are protected by patent or exclusivity, and such differences do not render the drug product less safe or
effective than the RLD for all remaining, nonprotected conditions of use. Your P |V certifications to Patent Nos. 8,772,306
(U-1532) and 9,050,302 (U-1532) indicate that you are seeking approval of a use for the RLD that is claimed by those
patents (U-1532). 21 CFR 314.94(a)(12)(i)(A).Your insert labeling submitted on June 16, 2016 ) ¢4)

, You must revise
your labeling to ) since the ANDA insert labeling needs to be the same as the RLD
labeling and additional or modified statements cannot be made. Please note that an applicant for a drug product whose
labeling does not include any indications that are covered by the listed use patent may submit a section viii statement
explaining that the method of use patent does not claim any of the proposed indications in your labeling.
» Response:

4. PRESCRIBING INFORMATION

a. Please confirm the name of the shared Sodium Oxybate REMS Programis©  ®® Sodium Oxybate RiskMAP

Program” and revise if necessary throughout the labeling.

b. WARNING box, third paragraph: Please revise to read “Because of the risks of CNS depression, abuse, and misuse,

sodium oxybate is available only through the  ®# Sodium Oxybate RiskMAP Program using certified pharmacies.

Prescribers and patients must enroll in the program (5.3).” [Add “using certified pharmacies].

c. FULL PRESCRIBING INFORMATION, WARNINGS AND PRECAUTIONS, 5.3 B Sodium Oxybate RiskMAP

Program: Please include as the first bullet “Use of certified pharmacies.”

d. FULL PRESCRIBING INFORMATION, DRUG ABUSE AND DEPENDENCE, 9.2 Abuse, third paragraph: Please revise
®® to read “commonalities”.

* Response:

a. We have revised the name of the shared program to “Sodium Oxybate REMS Program” throughout the

proposed insert.

b. We added the text “using certified pharmacies” as requested.

c. We added the first bullet “Use of certified pharmacies” as requested.

d. We corrected the spelling of “commonalities” as requested.

5. MEDICATION GUIDE

Please refer to comment 2a above.

* Response: We have revised the name of the shared program to “Sodium Oxybate REMS Program” throughout

the proposed insert.

(b} (4)

Reviewer Comments: Responses are acceptable except 2b. We will ask firm to include “certified pharmacies
in the WARNING box post-approval.

2.1 CONTAINER AND CARTON LABELS

Did the firm submit container and/or carton labels that were NOT requested in the previous labeling review?
NO
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If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or
deficient.

Reviewer Comments: Not submitted in this amendment.

2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW

In this section, include any correspondence or internal information pertinent to the review. Include the
correspondence(s) and/or information date(s) [e.g. resolution of any pending chemistry review or issue].

Reviewer Comments: From Cover letter received June 6, 2016: At the request of the Agency, Roxane hereby
submits an amendment to the Proposed REMS submitted on April 08, 2016. This submission consists of REMS
Supporting document (RSD) with revisions based on communications between the Agency and ANDA
sponsors. REMS review pending.

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

3.1 REGULATORY INFORMATION

Are there any pending issues in DLR's SharePoint Drug Facts? NO
If Yes, please explain in section 2.2 Additional Background Information Pertinent to the Review

Is the drug product listed in the Policy Alert Tracker on OGD’s SharePoint? NO

If Yes, please explain.

3.2 MODEL PRESCRIBING INFORMATION

Table 1: Review Model Labeling for Prescribing Information and Patient Labeling
(Check the box used as the Model Labeling)

>XIMOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, also enter ANDA model labeling
information.)

NDA# /Supplement# (S-000 if original): NDA 021196/S-023
Supplement Approval Date: July 15, 2015

Proprietary Name: XYREM®

Established Name: Sodium Oxybate Oral Solution

Description of Supplement: Prescribing Information and Medication Guide to be consistent with the
approved REMS program, as requested by the Division. Because the Medication Guide is an element
of the REMS, the supplement also constitutes a proposed REMS modification.

[ IMOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original): Click here to enter text.
Supplement Approval Date: Click here to enter text.
Proprietary Name: Click here to enter text.

Established Name: Click here to enter text.

Description of Supplement:

[ ] TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text.

[ ] OTHER (Describe): NDA 021196/ ®@ 5025 is approved CMC
supplement with no labeling associated with it. S-026 is pending CMC supplement with labeling to meet the
implementation requirements in DSCSA.
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Reviewer Assessment:

Is the Prescribing Information same as the model labeling, except for differences allowed under
21 CFR 314.94(a)(8)? YES

Are the specific requirements for format met under 21 CFR 201.57(new) or 201.80(o0ld)? YES
Does the Model Labeling have combined insert labeling for multiple dosage forms? NO

Reviewer Comments: Acceptable with post-approval comments.

3.3 MODEL CONTAINER LABELS
Model container/carton/blister labels [Source: ANRPT-13 dated 08/31/2015]

3.4 UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF)

We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph
or proposed USP monograph.

Table 2: USP and PF Search Results
Date Monograph Monograph Title Packaging and Storage/Labeling
Searched ? YES or (NA if no monograph) Statements
NO (NA if no monograph)
US| 712012016 NO NA NA
PF | 7/20/2016 NO NA NA

Reviewer Comments: NA

3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 7/20/2016.
Table 3 provides Orange Book patents for the Model Labeling and ANDA patent certifications.

(For applications that have no patents, N/A is entered in the patent number column)

Date of

Patent Patent .
Patent Pqten_t Patent Patent Use Code Definition Certificatio Cert Labeling
Number |Expiration | Use Code .. | Impact

n Submissio
n
6780889 |Jul 4, 2020 PIV 12/10/2015| None
7262219 |Jul 4, 2020 PIV 12/10/2015| None
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Jun 16,

METHOD OF TREATING A PATIENT WITH A
PRESCRIPTION DRUG USING A COMPUTER

7668730\ o454 | U-1110 |hATABASE IN A COMPUTER SYSTEM FOR PIV.112/10/2015| None
DISTRIBUTION
A METHOD OF TREATING A PATIENT WITH A
Jun 16, PRESCRIPTION DRUG USING AN EXCLUSIVE
7765106\ “5004 " | U-1089 |\coMPUTER DATABASE IN A COMPUTER SYSTEM PIV 112/10/2015 None
FOR DISTRIBUTION
A METHOD TO CONTROL ABUSE OF A SENSITIVE
Jun 16 DRUG BY CONTROLLING WITH A COMPUTER
7765107 o0, | U-1070 [PROCESSOR THE DISTRIBUTION OF THE SENSITIVE | PIV  [12/10/2015| None
DRUG VIA AN EXCLUSIVITY CENTRAL PHARMACY
THAT MAINTAINS A CENTRAL DATABASE
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
7851506| "5h19” | U- 1101 i) EEpINESS IN PATIENTS WITH NARCOLEPSY PIvV112/10/2015| None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
7851508 | oo | U-1102 [t R eey PIV  |12/10/2015| None
METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
7895059 | o055 " | U-1110 \hATABASE IN A COMPUTER SYSTEM FOR PIV 112/10/2015 None
DISTRIBUTION
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
8263650| “,019 | U-1101 \g| EEPINESS IN PATIENTS WITH NARCOLEPSY PIV. 112/10/2015| None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
8263650 o U-1102 po e Ry PIV  [12/10/2015| None
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
8324275\ “,019 | U-1101 Ig| EEPINESS IN PATIENTS WITH NARCOLEPSY PIV.112/10/2015| None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
8324275 2019 U-1102 WITH NARCOLEPSY PIV 12/10/2015( None
METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
8457988| 4,5, " | U-1110 |oATABASE IN A COMPUTER SYSTEM FOR PIV  112/10/2015| None
DISTRIBUTION
METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
8589182\ 559 U- 1110 |HATABASE IN A COMPUTER SYSTEM FOR PIV 112/10/2015 None
DISTRIBUTION
METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
8731963\ “,0oo " | U-1110 \nATABASE IN A COMPUTER SYSTEM FOR PIV - 112/10/2015 None
DISTRIBUTION
METHOD OF TREATING EXCESSIVE DAYTIME
Mar 15 SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY
8772306 "aro>' | U-1532 [PATIENTS WITH SODIUM OXYBATE WHEN PIV  |12/10/2015| None
DIVALPROEX SODIUM IS CONCOMITANTLY
ADMINISTERED.
8859619 0581292, PIV  [12/10/2015| None
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
8952062\ ,4g U-1101 |5 EEPINESS IN PATIENTS WITH NARCOLEPSY PIV112/10/2015 None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
8952062| o0 U-1102 po e e Ry PIV  [12/10/2015| None
METHOD OF TREATING EXCESSIVE DAYTIME
Mar 15 SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY
9050302 st | U-1532 [PATIENTS WITH SODIUM OXYBATE WHEN PIV  [12/10/2015| None

DIVALPROEX SODIUM IS CONCOMITANTLY
IADMINISTERED.
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Reviewer Assessment:

Is the applicant’s “patent carve out” acceptable? NA

Reviewer Comments: From Cover Letter received June 10, 2016: With respect to the original complaint from
11/22/2010, this complaint remains unresolved and in litigation. There has been no decision in the litigation at
this time.

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Date of
Exclusivity| Exclusivity - Ll Exclusivity Exclusivity| Labeling
Code Expiration Exclusivity Code Definition Statement Submissio| Impact
n
N/A
Reviewer Assessment:

(13

Is the applicant’s “exclusivity carve out” acceptable? NA

Reviewer Comments: There is no unexpired exclusivity for this product.

4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT

Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and
manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products
when compared to the previous labeling review.

Reviewer Assessment:

Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO

Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s)
for OTC? NO

Are there changes to the manufacturer/distributor/packer statements? NO

If yes, then comment below in Tables 5, 6, and 7.

Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC)

Previous Labeling Review Currently Proposed Assessment

Each mL of Sodium Oxybate Oral Solution |[Each mL of Sodium Oxybate Oral Solution

contains contains No Chanae
0.5 g of sodium oxybate in purified water, 0.5 g of sodium oxybate in purified water, 9
USP. USP.

Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Previous Labeling Review Currently Proposed Assessment
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Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Sodium Oxybate Oral Solution is a clear to
slightly opalescent oral solution. It is
supplied in kits containing one bottle of
Sodium Oxybate Oral Solution, a press-in(]
bottle adaptor, a 10 mL oral measuring
device (plastic syringe), a Medication Guide
and a professional insert. Two 75 mL dosing
cups with child-resistant caps are included
with each Sodium Oxybate Oral Solution
shipment. Each white oblong HDPE bottle
contains 180 mL of Sodium Oxybate Oral
Solution at a concentration of 500 mg/mL

Sodium Oxybate Oral Solution is a clear to
slightly opalescent oral solution. It is
supplied in kits containing one bottle of
Sodium Oxybate Oral Solution, a press-in(J
bottle adaptor, a 10 mL oral measuring
device (plastic syringe), a Medication
Guide and a professional insert. Two 75 mL
dosing cups with child-resistant caps are
ncluded with each Sodium Oxybate Oral
Solution shipment. Each white oblong HDPE
bottle contains 180 mL of Sodium Oxybate
Oral Solution at a concentration of 500
mg/mL and is sealed with a child resistant

Eatontown, NJ 07724

Eatontown, NJ 07724

and is sealed with a child resistant cap. cap No Change
NDC 0054-0314-57: Each tamper evident NDé 0054-0314-57: Each tamper evident
single unit carton cc_)ntains one 180 mL bottlesingle unit carton c.:ontains one 180 mL bottle
(500 mg/mL) of Sodium Oxybate Oral (500 mg/mL) of Sodium Oxybate Oral
Solution, one press-in-bottle adaptor and . P
- . . Solution, one press-in-bottle adaptor and
one oral dispensing syringe one oral dispensing syringe
16.2 Storage . 16.2 Storage
Keep out of reach of children. Keep out of reach of children
Store at 25°C (77°F); excursions permitted uplg 25°C (77°F): L itted
to 15° to 30°C (59° to 86°F). See USP tore at ( ); excursions permitte
) up to 15° to 30°C (59° to 86°F). See USP
Contr.olled Room Tempera!ture.. . Controlled Room Temperature.
Solutions prepared following dilution should Solutions prepared following dilution should
be consumed within 24 hours. be consumed within 24 hours
Table 7: Manufacturer/Distributor/Packer Statements
Previous Labeling Review Currently Proposed Assessment
Distr. By: Distr. By:
West-Ward Pharmaceuticals Corp. West-Ward Pharmaceuticals Corp. No Change

5. COMMENTS FOR CHEMISTRY REVIEWER

Describe issue(s) sent to and/or received from the chemistry (also known as drug product quality) reviewer:

Reviewer Comments: CMC adequate.
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6. COMMENTS FOR OTHER REVIEW DISCIPLINES

Describe questions/issue(s) sent to and/or received from other discipline reviewer(s):

Reviewer Comments: NA

7. OVERALL ASSESSMENT OF MATERIALS REVIEWED

Tables 8 and 9 provide a summary of recommendations for all labeling pieces for this application.

For each row, you MUST choose an item “Final, Draft, or “NA”. If you enter “NA” under the second column,
you do NOT need to enter “NA” for the remaining columns.

Table 8: Review Summary of Container Label and Carton Labeling

Submission

Final o':ADraft or Packaging Sizes Received Recommendati
on
Date
Container Final (bottle of 180 mL) 06/16/2016 Satisfactory
Carton Final (1 bottle) 06/16/2016 Satisfactory
Table 9 Review Summary of Prescribing Information and Patient Labeling
. Submission .
Final or Draft or Revision Date and/or Code Received Recommendati
NA on
Date
Prescribing Draft July 2016 07/14/2016 Satisfactory*
Information
Medication Guide Draft Attached to Prescribing 07/14/2016 Satisfactory*
Information
SPL Data Elements 5/2016 05/12/2016 Satisfactory™*

* Post-approval revision

**Response from firm received June 16, 2016: We have revised our SPL data elements table to reflect the

package description as requested. Note: We have not included the SPL with this submission.
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Adolph
Vezza

Lily
Chua

Digitally signed by Adolph Vezza

Date: 7/25/2016 11:21:34PM

GUID: 508da70600028a9e6a494d73e6454d09
Comments: labeling is satisfactory for approval

Digitally signed by Lily Chua
Date: 7/22/2016 09:29:58AM
GUID: 5277fc6700089cebb6783d59b3e106fa
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LABELING REVIEW

Division of Labeling Review
Office of Regulatory Operations

Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | June 21, 2016

ANDA Number(s) | 202090

Review Number | 5

Applicant Name | Roxane Laboratories, Inc.

Established Name & Strength(s) | Sodium Oxybate Oral Solution, 500 mg/mL

Proposed Proprietary Name | None

Submission Received Date | June 16, 2016 (amendment)

Labeling Reviewer | Lily Chua

Labeling Team Leader | Adolph Vezza

Review Conclusion
[ ] ACCEPTABLE —No Comments.
[ ] ACCEPTABLE — Include Post Approval Comments

X Minor Deficiency* — Refer to Labeling Deficiencies and Comments for the Letter to Applicant.

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily
Correctable Deficiency if all other OGD reviews are acceptable. Otherwise, the labeling minor deficiencies will be included
in the Complete Response (CR) letter to the applicant.

[ ] On Policy Alert List
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1. LABELING COMMENTS

1.1

LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

Labeling Deficiencies determined on June 21, 2016 based on your submission dated June 16, 2016:

1. GENERAL COMMENTS

Pursuant to 21 CFR 314.127(a)(7). your labeling must be the same as the labeling approved for the
RLD, except for changes required because of differences approved in a petition under 21 CFR
314.93 or because your drug product and the reference listed drug (RLD) are produced or
distributed by different manufacturers or because aspects of the listed drug’s labeling are protected
by patent or exclusivity, and such differences do not render the drug product less safe or effective
than the RLD for all remaining, non-protected conditions of use. Your P IV certifications to Patent
Nos. 8,772,306 (U-1532) and 9,050,302 (U-1532) indicate that you are seeking approval of a use
for the RLD that is claimed by those patents (U-1532). 21 CFR 314.94(a)(12)(1)(A).Your insert
labeling submitted on June 16, 2016 ki

you must revise
your labeling to since the ANDA msert labeling needs to be the
same as the RLD labeling and additional or modified statements cannot be made. Please note that
an applicant for a drug product whose labeling does not include any indications that are covered by
the listed use patent may submit a section viii statement explaining that the method of use patent
does not claim any of the proposed indications in your labeling.

(b} (4)

2. PRESCRIBING INFORMATION

a.

b.

O Sodium

Please confirm the name of the shared Sodium Oxybate REMS Program is “
Oxybate RiskMAP Program” and revise if necessary throughout the labeling.
WARNING box, third paragraph: Please revise to read “Because of the risks of CNS depression,
abuse, and misuse, sodium oxybate is available only through the D® Sodium Oxybate
RiskMAP Program using certified pharmacies. Presecribers and patients must enroll in the program
(5.3).” [Add “using certified pharmacies™].

FULL PRESCRIBING INFORMATION, WARNINGS AND PRECAUTIONS, 5.3/ ©®
Sodium Oxybate RiskMAP Program: Please include as the first bullet “Use of certified
pharmacies.”

FULL PRESCRIBING INFORMATION, DRUG ABUSE AND DEPENDENCE, 9.2 Abuse, third
paragraph: Please revise @@ 1o read “commonalities”.

3. MEDICATION GUIDE

Please refer to comment 2a above.

Submit your revised labeling electronically. The prescribing information and any patient labeling should reflect
the full content of the labeling as well as the planned ordering of the content of the labeling. The container label
and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text
size, and style.

To facilitate review of your next submission, please provide a side-by-side comparison of your proposed
labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that
you only address the deficiencies noted in this communication.
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However, prior to the submission of your amendment, please check labeling resources, including
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any
necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new
documents posted on the CDER web site at the following address —

http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE

The Division of Labeling has no further questions/comments at this time based on your labeling submission (s)
dated (add date)

1.3 POST APPROVAL REVISIONS

These comments will NOT be sent to the applicants at this time.
These comments will be addressed post approval (in the first labeling supplement review).
Click here to enter text.
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2. PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM’S RESPONSE, AND REVIEWER’S
ASSESSMENT

In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s
assessment to firm’s response as well as any new deficiencies found in this cycle. Include the previous review
cycle and the review’s submission date(s)

Review #1 finalized date: March 18, 2013

Review #2 finalized date: July 16, 2013

Review #3 finalized date: November 6, 2013 (Acceptable)
Review #4 finalized date: May 31, 2016

From Response to ECD, received June 16, 2016:

GENERAL COMMENTS

Your insert labeling submitted on May 12, 2016 contains fEe _—
Please revise your labeling e

- Response: We feel that the il
o @

2. CONTAINER LABEL

We recommend revising the presentation of the established name from all upper case letters to title case (i.e., Sodium

Oxybate Oral Solution) to improve its readability.

+ Response: We have revised the established name to appear in title case.

3. CARTON LABEL

a. We recommend revising the presentation of the established name from all upper case letters to title case (i.e., Sodium

Oxybate Oral Solution) to improve its readability.

b. Please include these statements ®@® Pharmacists: e
®® and “Sodium oxybate oral solution must be dispensed to the patient in the original packaging.”

* Response:

a. We have revised the established name to appear in title case.

b. We have added the following statement: “PHARMACIST: Dispense with enclosed Medication Guide. Sodium

oxybate oral solution must be dispensed to the patient in the original packaging.”

4. PRESCRIBING INFORMATION

a. HIGHLIGHTS OF PRESCRIBING INFORMATION: Please revise B to read “SODIUM

OXYBATE ORAL SOLUTION” in the first two sentences.

[Revise the presentation of the established name to appear in all upper case bolded letters].

b. HIGHLIGHTS, Title: Please revise the title to read “SODIUM OXYBATE oral solution, CIII” [lowercase bolded letters for

“oral solution™].

c. Please delete e

d. FULL PRESCRIBING INFORMATION, CLINICAL STUDIES, 14.2 Excessive Daytime Sleepiness in Narcolepsy, first
paragraph: Please revise 4 to read “(see Tables 5to 7).

+ Response:

a. We have revised the presentation of the established name to read as requested.

b. We have revised the title read as requested.

c. We have kept the @ as described in response #1.

d. We have revised the table numbering as requested.

5. MEDICATION GUIDE

Please revise your proposed pronunciation of the non-proprietary name to conform to the phonetic pronunciation in the
current USP Dictionary of USAN and International Drug Names as follows: [(soe’ dee um ox'i bate)].

» Response: We have revised our phonetic pronunciation to comply with the current USP Dictionary of USAN and
International Drug Names.

6. STRUCTURED PRODUCT LABELING

Packaging, Package Description: Please revise to read * L

» Response: We have revised our SPL data elements table to reflect the package description as requested. Note:
We have not included the SPL with this submission.
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Reviewer Comments: Acceptable except the response “ e

2.1 CONTAINER AND CARTON LABELS

Did the firm submit container and/or carton labels that were NOT requested in the previous labeling review?
NO

If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or
deficient.

Reviewer Comments: Acceptable.

2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW

In this section, include any correspondence or internal information pertinent to the review. Include the
correspondence(s) and/or information date(s) [e.g. resolution of any pending chemistry review or issue].

Reviewer Comments: From Cover letter received June 6, 2016: At the request of the Agency, Roxane hereby submits
an amendment to the Proposed REMS submitted on April 08, 2016. This submission consists of REMS Supporting
document (RSD) with revisions based on communications between the Agency and ANDA sponsors. REMS review
pending.

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

3.1 REGULATORY INFORMATION

Are there any pending issues in DLR's SharePoint Drug Facts? NO
If Yes, please explain in section 2.2 Additional Background Information Pertinent to the Review

Is the drug product listed in the Policy Alert Tracker on OGD’s SharePoint? NO

3.2 MODEL PRESCRIBING INFORMATION

Table 1: Review Model Labeling for Prescribing Information and Patient Labeling
(Check the box used as the Model Labeling)

DXIMOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, also enter ANDA model labeling
information.)

NDA# /Supplement# (S-000 if original): NDA 021196/S-023
Supplement Approval Date: July 15, 2015

Proprietary Name: XYREM®

Established Name: Sodium Oxybate Oral Solution

Description of Supplement: Prescribing Information and Medication Guide to be consistent with the
approved REMS program, as requested by the Division. Because the Medication Guide is an element
of the REMS, the supplement also constitutes a proposed REMS modification.




Table 1: Review Model Labeling for Prescribing Information and Patient Labeling
(Check the box used as the Model Labeling)

[ IMOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original): Click here to enter texi.
Supplement Approval Date: Click here to enter text.
Proprietary Name: Click here to enter fext.

Established Name: Click here to enter text.

Description of Supplement:

[ ] TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text.

[ | OTHER (Describe): ®® 5025 is pending CMC
supplement with no labeling associated with it. S-026 is pending labeling supplement provides changes to
the container closure system, final packaging process, and labeling components. The changes proposed in
this supplement are ®% to ensure compliance with the Drug Supply
Chain Security Act (DSCSA) by November 2017.

Reviewer Assessment:

Is the Prescribing Information same as the model labeling, except for differences allowed under
21 CFR 314.94(a)(8)? YES

Are the specific requirements for format met under 21 CFR 201.57(new) or 201.80(old)? YES
Does the Model Labeling have combined insert labeling for multiple dosage forms? NO

b))

- We will ask firm to confirm the name of the shared Sodium
Oxybate REMS Program is ¢ ©* Sodium Oxybate RiskMAP Program” and revise if necessary throughout
the labeling. We will also ask firm to include “certified pharmacies in the WARNING box and 1n section 5.3
and revise O t6 read “commonalities” in 9.2 Abuse section.

Reviewer Comments:

3.3 MODEL CONTAINER LABELS
Model container/carton/blister labels [Source: ANRPT-13 dated 08/31/2015]
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3.4 UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF)

We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph
or proposed USP monograph.

Table 2: USP and PF Search Results
Date M;mograph Monograph Title Packaging and Storage/Labeling
Searched ? YES or (NA if no monograph) Statements
NO (NA if no monograph)
US| 62112016 NO NA NA
PF | 6/21/2016 NO NA NA

Reviewer Comments: NA

3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 6/21/2016.
Table 3 provides Orange Book patents for the Model Labeling and ANDA patent certifications.

(For applications that have no patents, N/A is entered in the patent number column)

Date of
Patent Patent .
Patent Pe}ten.t Patent Patent Use Code Definition Certificatio| Cert Labeling
Number |Expiration | Use Code .. | Impact
n Submissio
n
6780889 [Jul 4, 2020 PIV_ |12/10/2015] None
7262219 [Jul 4, 2020 PIV_ |12/10/2015] None
METHOD OF TREATING A PATIENT WITH A
Jun 16, PRESCRIPTION DRUG USING A COMPUTER
7668730 | “,5004 " | U-1110 \5ATABASE IN A COMPUTER SYSTEM FOR PIV 112/10/2015 None
DISTRIBUTION
A METHOD OF TREATING A PATIENT WITH A
Jun 16, PRESCRIPTION DRUG USING AN EXCLUSIVE
7765106\ “50o4 " | U-1089 |\coMPUTER DATABASE IN A COMPUTER SYSTEM PIV  112/10/2015| None
FOR DISTRIBUTION
A METHOD TO CONTROL ABUSE OF A SENSITIVE
Jun 16 DRUG BY CONTROLLING WITH A COMPUTER
7765107 o0, | U-1070 [PROCESSOR THE DISTRIBUTION OF THE SENSITIVE | PIV  [12/10/2015| None
DRUG VIA AN EXCLUSIVITY CENTRAL PHARMACY
THAT MAINTAINS A CENTRAL DATABASE
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
7851506 | o049 | U-1101 \g) FEPINESS IN PATIENTS WITH NARCOLEPSY PIV. 112/10/2015| None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
7851506| oo | U-1102 puiiie ey PIV  |12/10/2015| None
METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
7895059 | o055 " | U-1110 \hATABASE IN A COMPUTER SYSTEM FOR PIV112/10/2015 None
DISTRIBUTION
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
8263650| 5449 | U-1101 |5 FEPINESS IN PATIENTS WITH NARCOLEPSY PIV. 112/10/2015| None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
8263650 2019 U -1102 WITH NARCOLEPSY PIV 12/10/2015( None
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
8324275\ “5049 | U-1101 |5 FEPINESS IN PATIENTS WITH NARCOLEPSY PIV112/10/2015 None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
8324275| oo | U-1102 [yl Ry PIV  [12/10/2015| None
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METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
8457988\ o455 " | U-1110 |hATABASE IN A COMPUTER SYSTEM FOR PIV.112/10/2015| None
DISTRIBUTION
METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
8589182\ “,no5 " | U-1110 \hATABASE IN A COMPUTER SYSTEM FOR PIV 112/10/2015 None
DISTRIBUTION
METHOD OF TREATING A PATIENT WITH A
Dec 17, PRESCRIPTION DRUG USING A COMPUTER
8731963| 5405 " | U- 1110 |oATABASE IN A COMPUTER SYSTEM FOR PIV.112/10/2015| None
DISTRIBUTION
METHOD OF TREATING EXCESSIVE DAYTIME
Mar 15 SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY
8772306| w0 > | U-1532 [PATIENTS WITH SODIUM OXYBATE WHEN PIV  [12/10/2015| None
DIVALPROEX SODIUM IS CONCOMITANTLY
ADMINISTERED.
8859619 D§81292, PIV  [12/10/2015| None
Dec 22, METHOD OF TREATING EXCESSIVE DAYTIME
8952062\ “5n4g U-1101 |5| EEPINESS IN PATIENTS WITH NARCOLEPSY PIV  112/10/2015 None
Dec 22, METHOD OF TREATING CATAPLEXY IN PATIENTS
8952062 | oo | U-1102 [uetHEl e TRy PIV  [12/10/2015| None
METHOD OF TREATING EXCESSIVE DAYTIME
Mar 15 SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY
9050302 st | U-1532 [PATIENTS WITH SODIUM OXYBATE WHEN PIV  [12/10/2015| None
DIVALPROEX SODIUM IS CONCOMITANTLY
ADMINISTERED.
Reviewer Assessment:

Is the applicant’s “patent carve out” acceptable? NA

Reviewer Comments: From Cover Letter received June 10, 2016: With respect to the original complaint from
11/22/2010, this complaint remains unresolved and in litigation. There has been no decision in the litigation at
this time.

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Date of
Exclusivity| Exclusivity - L Exclusivity Exclusivity| Labeling
Code Expiration Exclusivity Code Definition Statement Submissio| Impact

n

N/A

Reviewer Assessment:

Is the applicant’s “exclusivity carve out” acceptable? NA

Reviewer Comments: There is no unexpired exclusivity for this product.

4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT

Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and
manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products
when compared to the previous labeling review.

Reviewer Assessment:

| Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO
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Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s)

for OTC? NO

Are there changes to the manufacturer/distributor/packer statements? NO
If yes, then comment below in Tables 5, 6, and 7.

Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC)

0.5 g of sodium oxybate in purified water,
USP.

0.5 g of sodium oxybate in purified water,
USP.

Previous Labeling Review Currently Proposed Assessment
Each mL of Sodium Oxybate Oral Solution [Each mL of Sodium Oxybate Oral Solution
contains contains
No Change

Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Previous Labeling Review Currently Proposed Assessment
Sodium Oxybate Oral Solution is a clear to Sodium Oxybate Oral Solution is a clear to
slightly opalescent oral solution. It is supplied in [slightly opalescent oral solution. It is supplied in
kits containing one bottle of Sodium Oxybate Oral kits containing one bottle of Sodium Oxybate Oral
Solution, a press-in-bottle adaptor, a 10 mL oral ([Solution, a press-in-bottle adaptor, a 10 mL oral
measuring device (plastic syringe), a Medication |measuring device (plastic syringe), a Medication
Guide and a professional insert. Two 75 mL Guide and a professional insert. Two 75 mL
dosing cups with child-resistant caps are dosing cups with child-resistant caps are
ncluded with each Sodium Oxybate Oral Solution | ncluded with each Sodium Oxybate Oral Solution
shipment. Each white oblong HDPE bottle shipment. Each white oblong HDPE bottle
contains 180 mL of Sodium Oxybate Oral Solutionicontains 180 mL of Sodium Oxybate Oral Solution
at a concentration of 500 mg/mL and is sealed at a concentration of 500 mg/mL and is sealed No Change
with a child resistant cap. with a child resistant cap. g
NDC 0054-0314-57: Each tamper evident single  [NDC 0054-0314-57: Each tamper evident single
unit carton contains one 180 mL bottle (500 unit carton contains one 180 mL bottle (500
mg/mL) of Sodium Oxybate mg/mL) of Sodium Oxybate
Oral Solution, one press-in-bottle adaptor and one|Oral Solution, one press-in-bottle adaptor and one
oral dispensing syringe oral dispensing syringe
16.2 Storage 16.2 Storage
Keep out of reach of children. Keep out of reach of children.
Store at 25°C (77°F); excursions permitted up to [Store at 25°C (77°F); excursions permitted up to
15° to 30°C (59° to 86°F). See USP Controlled 15° to 30°C (59° to 86°F). See USP Controlled
Room Temperature. Room Temperature.
Table 7: Manufacturer/Distributor/Packer Statements
Previous Labeling Review Currently Proposed Assessment
Distr. By: Distr. By:
West-Ward Pharmaceuticals Corp. West-Ward Pharmaceuticals Corp. No Change

Eatontown, NJ 07724

Eatontown, NJ 07724

5. COMMENTS FOR CHEMISTRY REVIEWER

Describe issue(s) sent to and/or received from the chemistry (also known as drug product quality) reviewer:

9|Page




Reviewer Comments: From CMC review dated 08/21/2013:

Based upon the results of using Sodium Oxybate Oral Solution, 500mg/ml. and water as the delivery mediums
for oral dispenser ©@ it was determined that the syringe delivered
as required in the specification. It was also determined that the percentage of theoretical delivery between the
two mediums was comparable and therefore, water may be used as an alternate delivery medium for delivery
testing. The syringe proposed is acceptable.

6. COMMENTS FOR OTHER REVIEW DISCIPLINES
Describe questions/issue(s) sent to and/or received from other discipline reviewer(s):

Reviewer Comments: NA

7. OVERALL ASSESSMENT OF MATERIALS REVIEWED

Tables 8 and 9 provide a summary of recommendations for all labeling pieces for this application.

For each row, you MUST choose an item “Final, Draft, or “NA”. If you enter “NA” under the second column,
you do NOT need to enter “NA” for the remaining columns.

Table 8: Review Summary of Container Label and Carton Labeling

Final or Draft or ; . Submi_ssion Recommendati
Packaging Sizes Received
NA on
Date
Container Final (bottle of 180 mL) 06/16/2016 Satisfactory
Carton Final (1 bottle) 06/16/2016 Satisfactory
Table 9 Review Summary of Prescribing Information and Patient Labeling
. Submission .
rinalor Dignor Revision Date and/or Code Received Racommgnaan
NA on
Date
Fresciibing Draft June 2016 06/16/2016 Revise
Information
_. ; Attached to Prescribing :
Medication Guide Draft liifatitiation 06/16/2016 Revise
SPL Data Elements 5/2016 05/12/2016 Satisfactory**

**Response from firm received June 16, 2016: We have revised our SPL data elements table to reflect the
package description as requested. Note: We have not included the SPL with this submission.

10|Page




Adolph
Vezza

Lily
Chua

Digitally signed by Adolph Vezza
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Digitally signed by Lily Chua

Date: 6/29/2016 08:09:50AM

GUID: 5277fc6700089cebb6783d59b3e106fa
Comments: Issue resolved.



*** This document contains proprietary information that cannot be released to the public.***V-13

LABELING REVIEW

Division of Labeling Review
Office of Regulatory Operations

Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of This Review | May 17, 2016

ANDA Number(s) | 202090

Review Number | 4

Applicant Name | Roxane Laboratories, Inc.

Established Name & Strength(s) | Sodium Oxybate Oral Solution, 500 mg/mL

Proposed Proprietary Name | None

Submission Received Date | May 12, 2016 (amendment)

Labeling Reviewer | Lily Chua

Labeling Team Leader | Adolph Vezza

Review Conclusion
[ ] ACCEPTABLE — No Comments.
[ ] ACCEPTABLE — Include Post Approval Comments

X] Minor Deficiency* — Refer to Labeling Deficiencies and Comments for the Letter to Applicant.

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily
Correctable Deficiency if all other OGD reviews are acceptable. Otherwise, the labeling minor deficiencies will be included
in the Complete Response (CR) letter to the applicant.

[] On Policy Alert List
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1. LABELING COMMENTS

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT

Labeling Deficiencies determined on May 17, 2016 based on your submission dated May 12, 2016:

1. GENERAL COMMENTS
Your insert labeling submitted on May 12, 2016 ®) @

Please revise your labeling ®) (@)

2. CONTAINER LABEL
We recommend revising the presentation of the established name from all upper case letters to title
case (i.e., Sodium Oxybate Oral Solution) to improve its readability.

3. CARTON LABELING
a. We recommend revising the presentation of the established name from all upper case letters to title
case (i.e., Sodium Oxybate Oral Solution) to improve its readability.
b. Please include these statements ®@ Pharmacists: (®) @
” and “Sodium oxybate oral solution must be dispensed to the
patient in the original packaging.”

4. PRESCRIBING INFORMATION
a. HIGHLIGHTS OF PRESCRIBING INFORMATION: Please revise “ ® @
” to read “SODIUM OXYBATE ORAL SOLUTION?” in the first two sentences. [Revise
the presentation of the established name to appear in all upper case bolded letters].
b. HIGHLIGHTS, Title: Please revise the title to read “SODIUM OXYBATE oral solution, CI11”
[lowercase bolded letters for “oral solution™].

c. Please delete all ®)@,

d. FULL PRESCRIBING INFORMATION, CLINICAL STUDIES, 14.2 Excessive Daytime
Sleepiness in Narcolepsy, first paragraph: Please revise ®® to read “(see Tables 5
to 7)”.

5. MEDICATION GUIDE
Please revise your proposed pronunciation of the non-proprietary name to conform to the phonetic
pronunciation in the current USP Dictionary of USAN and International Drug Names as follows:
[(soe’ dee um ox' i bate)].

6. STRUCTURED PRODUCT LABELING (SPL) Data Elements
Packaging, Package Description: Please revise to read O @

Submit your revised labeling electronically. The prescribing information and any patient labeling should reflect
the full content of the labeling as well as the planned ordering of the content of the labeling. The container label
and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text
size, and style.

2|Page



To facilitate review of your next submission, please provide a side-by-side comparison of your proposed
labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that
you only address the deficiencies noted in this communication.

However, prior to the submission of your amendment, please check labeling resources, including
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any
necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new
documents posted on the CDER web site at the following address —

http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

1.2 COMMENTS FORLETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE

The Division of Labeling has no further questions/comments at this time based on your labeling submission (s)
dated (add date)

1.3 POST APPROVAL REVISIONS

These comments will NOT be sent to the applicants at this time.
These comments will be addressed post approval (in the first labeling supplement review).
NA
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2. PREVIOUS LABELING REVIEW. DEFICIENCIES. FIRM’S RESPONSE, AND REVIEWER’S

_— e e s e . e e -

ASSESSMENT

In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s
assessment to firm’s response as well as any new deficiencies found in this cycle. Include the previous review
cycle and the review’s submission date(s)

Review #1 finalized date: March 18, 2013
Review #2 finalized date: July 16, 2013
Review #3 finalized date: November 6, 2013 (Acceptable)

From Cover Letter received May 12, 2016:

We have updated our labeling in accordance with the most recently approved labeling for the RLD, approved on July
15, 2015.

In addition, West-Ward Pharmaceuticals Corp., will be the labeler and distributor for the above referenced
application. The carton and container labeling will be updated to include the new company name and submitted as
defined in the guidance "ANDA Submissions —Amendments and Easily Correctable Deficiencies Under GDUF A"
or post-approval per the requirements of 21 CFR 314.70, as applicable.

Reviewer Comments: Responses are acceptable.

2.1 CONTAINER AND CARTON LABELS

Did the firm submit container and/or carton labels that were NOT requested in the previous labeling review?
NO

If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or
deficient.

Reviewer Comments: Not submitted in this amendment.

2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW

In this section, include any correspondence or mternal information pertinent to the review. Include the
correspondence(s) and/or information date(s) [e.g. resolution of any pending chemistry review or issue].

Reviewer Comments: REQUEST FOR CONSULTATION to OSE: Waived Shared System REMS has been
submitted by the ANDA applicants, ANDAs: 202090, 203631, ®@ and 203351 on 04/25/2016.

From Cover letter received April 8, 2016: “In response to the Agency's Pre-Approval REMS Notification Letter
dated January 13, 2014, and in light of subsequent communications between the Agency and the ANDA
sponsors, Roxane hereby provides the Agency with draft shared REMS documentation developed jointly by the
current Sodium Oxybate ANDA sponsors” and REMS Review 1s pending as of May 31, 2016.

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT

3.1 REGULATORY INFORMATION

Are there any pending issues in DLR's SharePoint Drug Facts? NO
If Yes, please explain in section 2.2 Additional Background Information Pertinent to the Review

Is the drug product listed in the Policy Alert Tracker on OGI’s SharePoint? NO

If Yes, please explain.
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3.2 MODEL PRESCRIBING INFORMATION

Table 1: Review Model Labeling for Prescribing Information and Patient Labeling
(Check the box used as the Model Labeling)

DJIMOST RECENTLY APPROVED NDA MODEL LABELING
(If NDA is listed in the discontinued section of the Orange Book, also enter ANDA model labeling information.)
NDA# /Supplement# (S-000 if original): NDA 021196/S-023
Supplement Approval Date: July 15, 2015
Proprietary Name: XYREM®@
Established Name: Sodium Oxybate Oral Solution

Description of Supplement: Prescribing Information and Medication Guide to be consistent with the approved REMS
program, as requested by the Division. Because the Medication Guide is an element of the REMS, the supplement also
constitutes a proposed REMS modification.

[ IMOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original): Click here to enter text.
Supplement Approval Date: Click here to enter text.
Proprietary Name: Click here to enter text
Established Name: Click here to enter text.

Description of Supplement:

| TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text.

[ | OTHER (Describe): NDA 021196/ ®@, 5-025 is pending CMC supplement with no labeling
associated with it.

Reviewer Assessment:

Is the Prescribing Information same as the model labeling, except for differences allowed under
21 CFR 314.94(a)(8)? YES

Are the specific requirements for format met under 21 CFR 201.57(new) or 201.80(old)? YES
Does the Model Labeling have combined insert labeling for multiple dosage forms? NO

Reviewer Comments: We will ask firm to

to read “(see Tables 5 to 7)” in 14.2 Excessive Daytime

Sleepiness in Narcolepsy section.

3.3 MODEL CONTAINER LABELS
Model container/carton/blister labels [Source: ANRPT-13 dated 08/31/2015]

€ 2z Pramacsuticals”™ NDG 68727-100-01

I_-Ir—.: )c R EF '.
dium U)k ;‘}"fl oral soluion

ﬁtm mg}rnl. sodium U:M in
Purified Water, USP
One 180 mL Bottle

MUST BE DILUTED BEFORE USE
For oral administration only
Use as instructed

WARNING: Waep This andl All Other Madicatisng
Out of Resch of Children

Store 3l 25°C (7T°F)
mmmh1' =30°C (58" = 56°F)
Soo USP 8
F&only syt BL-0T Pgw. 2090 @
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3.4 UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF)

We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph
or proposed USP monograph.

Table 2: USP and PF Search Results

Date Monograph? Monograph Title Packaging and Storage/Labeling Statements
Searched YES or NO (NA if no monograph) (NA if no monograph)
uUsP 51772016 NO NA NA
PF 5172016 NO NA NA

Reviewer Comments: NA

3.5 PATENTS AND EXCLUSIVITIES

The Orange Book was searched on 5/17/2016.
Table 3 provides Orange Book patents for the Model Labeling and ANDA patent certifications.

(For applications that have no patents, N/A is entered in the patent number column)

Date of

OXYBATE WHEN DIVALPROEX SODIUM IS CONCOMITANTLY

ADMINISTERED.

s Pa:ten_t e Patent Use Code Definition P.a?ent. Patent Cert Labeling
Number | Expiration | Use Code Certification il Impact
Submission

6780889 | Jul4,2020 PIV 12/10/2015 None

7262219 | Jul4, 2020 PIV 1211012015 None
METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG

7668730 |Jun 16, 2024 U-1110 USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR PIV 1211072015 None
DISTRIBUTION
A METHOD OF TREATING A PATIENT WITH A PRESCRIPTION

7765106 |Jun 16,2024 U-1069 |DRUG USING AN EXCLUSIVE COMPUTER DATABASE IN A PIV 12/10/2015 None
ICOMPUTER SYSTEM FOR DISTRIBUTION
A METHOD TO CONTROL ABUSE OF A SENSITIVE DRUG BY
ICONTROLLING WITH A COMPUTER PROCESSOR THE o

7765107 {Jun 16,2024 | U-1070  |nsTRiBUTION OF THE SENSITIVE DRUG VIA AN EXCLUSIVITY PIV 1211072015 | None
ICENTRAL PHARMACY THAT MAINTAINS A CENTRAL DATABASE
METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN -

7851506 |Dec 22,2019 U-1101 PATIENTS WITH NARCOLEPSY PIV 12/10/2015 None
METHOD OF TREATING CATAPLEXY IN PATIENTS WITH

7851506 |Dec 22,2019 U-1102 NARCOLEPSY PIV 12/10/2015 None
METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG

7895069 |Dec 17, 2022 U-1110 JUSING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR PIV 1211072015 None
DISTRIBUTION
METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN .

8263650 |Dec22,2019] U-1101 bATIENTS WITH NARCOLEPSY PIV 12/10/2015 None
METHOD OF TREATING CATAPLEXY IN PATIENTS WITH -

8263650 |Dec 22,2019 U-1102 NARCOLEPSY PIV 12/10/2015 None
METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN

8324275 |Dec 22,2019 U-1101 PATIENTS WITH NARCOLEPSY PIV 12/10/2015 None
METHOD OF TREATING CATAPLEXY IN PATIENTS WITH -

8324275 |Dec 22,2019 U-1102 NARCOLEPSY PIV 1211012015 None
METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG

8457988 |Dec 17,2022 U-1110 |USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR PIV 1210/2015 None
DISTRIBUTION
METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG

8589182 |Dec 17, 2022 U-1110 USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR PIV 12/10/2015 None
DISTRIBUTION
METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG

8731963 |Dec 17, 2022 U-1110 [USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR PIV 1211072015 None
DISTRIBUTION
METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS

8772306 |Mar 15 2033 U 1532 IAND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITH SODIUM PIV 1211012015 Nitiries
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8859619 |Dec 22, 2019 [ PIV 12110/2015 | None
METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN R

8952062 |Dec 22,2019 U-1101  Byriexre wiTh NARCOLEPSY PIV 12/110/2015 | None

8052062 [Dec22,2019| U-110p  RRTHOD OC TREATING CATAPLEXY N PATIENTS WITH PV | 121102015 | None
METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS
AND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITH SODIUM .

9050302 |Mar 15,2033 U532 |hyveaTE WHEN DIVALPROEX SODIUM IS CONCOMITANTLY e 12/10/2015 | None
ADMINISTERED.

Reviewer Assessment:

Is the applicant’s “patent carve out” acceptable? NA

Reviewer Comments: Roxane Laboratories, Inc. also certifies that it will comply with the notice requirements

under 314.95(a) with respect to providing notice to each owner of the U.S. Patents listed above or their

representatives and to the holder of the approved application for the histed drug product, and with the
requirements under 314.95(c) with respect to the content of the notice.

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling

Exclusivit Exclusivi Dde b Labelin
y i ty Exclusivity Code Definition Exclusivity Statement | Exclusivity g
Code Expiration Sk Impact
Submission
N/A
Reviewer Assessment:

| Is the applicant’s “exclusivity carve out” acceptable? NA

Reviewer Comments: There is no unexpired exclusivity for this product.

4. DESCRIPIION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT

Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and
manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products
when compared to the previous labeling review.

Reviewer Assessment:

Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO
Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s)
for OTC? NO
Are there changes to the manufacturer/distributor/packer statements? YES
If yes, then comment below in Tables 5, 6, and 7.

Table 3: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC)

Previous Labeling Review

Currently Proposed

Assessment

Each mL of Sodium Oxybate Oral Solution contains
0.5 g of sodium oxybate in purified water, USP.

0.5 g of sodium oxybate in purified water, USP.

Each mL of Sodium Oxybate Oral Solution contains

No Change
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Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Previous Labeling Review Currently Proposed Assessment
Sodium Oxybate Oral Solution is a clear to slightly Sodium Oxybate Oral Solution is a clear to slightly
lopalescent oral solution. It is supplied in kits containing one jopalescent oral solution. It is supplied in kits containing one
bottle of Sodium Oxybate Oral Solution, a press-in-bottle-  |bottle of Sodium Oxybate Oral Solution, a press-in-bottle
I;daptor, a 10 mL oral measuring device (plastic syringe), a [adaptor, a 10 mL oral measuring device (plastic syringe), a
edication Guide and a professional insert. Two 75 mL E\edication Guide and a professional insert. Two 75 mL
[dosing cups with child-resistant caps are included with each |dosing cups with child-resistant caps are included with each
ISodium Oxybate Oral Solution shipment. Each white oblong [Sodium Oxybate Oral Solution shipment. Each white oblong
HDPE bottle contains 180 mL of Sodium Oxybate Oral HDPE bottle contains 180 mL of Sodium Oxybate Oral
Solution at a concentration of 500 mg/mL and is sealed with [Solution at a concentration of 500 mg/mL and is sealed with i Gianas
child resistant cap. la child resistant cap. 9
DC 0054-0314-57: Each tamper evident single unit carton  [NDC 0054-0314-57: Each tamper evident single unit carton
ontains one 180 mL bottle (500 mg/mL) of Sodium Oxybate |contains one 180 mL bottle (500 mg/mL) of Sodium Oxybate
ral Solution, one press-in-bottle-adaptor and one oral Oral Solution, one press-in-bottle adaptor and one oral
ispensing syringe dispensing syringe
16.2 Storage 16.2 Storage
Keep out of reach of children. Keep out of reach of children.
tore at 25°C (77°F); excursions permitted up to 15° to 30°C [Store at 25°C (77°F); excursions permitted up to 15° to 30°C
59° to 86°F). See USP Controlled Room Temperature. (59° to 86°F). See USP Controlled Room Temperature.
Table 7: Manufacturer/Distributor/Packer Statements
Previous Labeling Review Currently Proposed Assessment

West-Ward Pharmaceuticals Corp.
Eatontown, NJ 07724

applicable.

From Cover Letter received 05/12/2016:
\West-Ward Pharmaceuticals Corp., will be the
labeler and distributor for the above referenced
(b) (4) Distr. By: application. The carton and container labeling will
e |:e updated to include the new company name and
ubmitted as defined in the guidance "ANDA
Submissions —Amendments and Easily
Correctable Deficiencies Under GDUF A" or post-
pproval per the requirements of 21 CFR 314.70,

5. COMMENTS FOR CHEMISTRY REVIEWER

Describe issue(s) sent to and/or received from the chemistry (also known as drug product quality) reviewer:

Reviewer Comments: From CMC review dated 08/21/2013:

Based upon the results of using Sodium Oxybate Oral Solution, 500mg/mL and water as the delivery mediums
® @), it was determined that the syringe delivered
as required in the specification. It was also determined that the percentage of theoretical delivery between the
two mediums was comparable and therefore, water may be used as an alternate delivery medium for delivery

for oral dispenser (

testing. The syringe proposed is acceptable.
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6. COMMENTS FOR OTHER REVIEW DISCIPLINES
Describe questions/issue(s) sent to and/or received from other discipline reviewer(s):

Reviewer Comments: NA

7. OVERALL ASSESSMENT OF MATERIALS REVIEWED
Tables 8 and 9 provide a summary of recommendations for all labeling pieces for this application.

For each row, you MUST choose an item “Final, Draft, or “NA”. If you enter “NA” under the second column,
you do NOT need to enter “NA” for the remaining columns.

Table 8: Review Summary of Container Label and Carton Labeling

Final or Draft or NA Packaging Sizes Rzzgx;sdsg];e Recommendation
Container Final (bottle of 180 mL) 04/16/2013 Revise
Carton Final (1 bottle) 04/16/2013 Revise
Table 9 Review Summary of Prescribing Information and Patient Labeling
Submission

Final or Draft or NA Revision Date and/or Code Recommendation

Received Date

Prescribing Information Draft May 2016 05/12/2016 Revise
Medication Guide Draft Attached to Prescribing Information 05/12/2016 Revise
SPL Data Elements 52016 05/12/2016 Revise




(REMS issue to be resolved before approval)
APPROVAL SUMMARY

Office of Generic Drugs
REVIEW OF PROFESSIONAL LABELING (Third Cycle)

ANDA Number: 202090
Date of Submission: September 30, 2013
Applicant: Roxane Laboratories, Inc.
Established Name and Strength: Sodium Oxybate Oral Solution, 500 mg/mL
Proposed Proprietary Name: None

Labeling Comments below are considered:

<] No Comments (Labeling Approval Summary or Tentative Approval Summary)

RPM Note - Labeling comments to be sent to the firm start below:

The Labeling Review Branch has no further questions/comments at this time based on your
labeling submission dated September 30, 2013.

Please continue to monitor available labeling resources such as DRUGS@FDA, the Electronic
Orange Book and the NF-USP online for recent updates, and make any necessary revisions to
your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly
updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17.

For TA SUMMARY:

The Labeling Review Branch has no further questions/comments at this time based on your
labeling submission dated September 30, 2013.

Prior to the submission of your final printed labeling, please check labeling resources, including
DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and
make any necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly
updates of new documents posted on the CDER web site at the following address -
http://service.govdelivery.com/service/subscribe.html?code=USFDA _17.

Note RPM - Labeling comments end here

Reference ID: 3399246


http://service.govdelivery.com/service/subscribe.html?code=USFDA_17
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17

REVISIONS NEEDED POST APPROVAL? YES

INSERT

1. HIGHLIGHTS OF PRESCRIBING INFORMATION
TITLE - Place the following text immediately above “Initial U.S. ...”
SODIUM OXYBATE Oral Solution, for oral use, CIII

2. FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING STATEMENT
“... SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE”
[note lower case “and’]

3. FULL PRESCRIBING INFORMATION
Medication Guide - Sodium Oxybate Oral Solution, CIIT

How should | take ..., first bullet — ... Instructions for Use attached to this
Medication Guide for ...”

[Please note that the patient or caregiver will not be receiving the package insert, only
the Medication Guide and the Instructions for Use — These two documents will be
detached upon dispensing the drug product]

NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: none

Review Summary

Labeling Submitted Date submitted Final or Draft Recommendation
CONTAINER 180 mL 4-16-13 FINAL APPROVE
CARTON 1 x 180 mL 4-16-13 FINAL APPROVE
INSERT 9-30-13 FINAL APPROVE
MEDICATION GUIDE 9-30-13 FINAL APPROVE
REMS PLAN 10-19-11 DRAFT CONSULT
RISKMAP 4-16-13 DRAFT CONSULT
SPL NONE N/A SUBMIT

REMS required? YES
MedGuides and/or PPIs (505-1(e)) D Yes [ ] No
Communication plan (505-1(e)) <] Yes [ | No

Reference ID: 3399246



Elements to assure safe use (ETASU) (505-1(f)(3)) X Yes [ ]No
Implementation system if certain ETASU (505-1(f)(4)) X Yes [ ] No

Timetable for assessment (505-1(d)) X Yes []No
ANDA REMS acceptable? [ 1Yes [ INo [IN/A
FOR THE RECORD:
1. MODEL LABELING - XYREM® (NDA 21-196/S-013) [Jazz Pharmaceuticals], approved
12/17/12.

2. USP & PF - Drug Product does not have a USP monograph.

3. PATENT AND EXCLUSIVITY

Patents 21-196

No Expiration Use Code Use File | Labeling Impact
7895059 12-17-22 U-1110 PIV NONE
7851506 12-22-19 U-1101 & U-1102 PIV NONE
6780889 7-4-20 PIV NONE
7262219 7-4-20 PIV NONE
7668730 3-7-24 U-1110 PIV NONE
7765106 6-16-24 U-1069 PIV NONE
7765107 6-16-24 U-1070 PIV NONE
8263650 12-22-19 U-1101 & U-1102 PIV NONE
8324275 12-22-19 U-1101 & U-1102 PIV NONE
8457988 12-17-22 U-1110 PIV NONE

U-1101 Method of treating excessive daytime sleepiness in patients
with narcolepsy

U-1102 Method of treating cataplexy in patients with narcolepsy

U-1110 Method of treating a patient with a prescription drug using a
computer database in a computer system for distribution

U-1069 A method of treating a patient with a prescription drug using
an exclusive computer database in a computer system for
distribution

U-1070 A method to control abuse of a sensitive drug by controlling
with a computer processor the distribution of the sensitive
drug via an exclusive central pharmacy that maintains a
central database

Exclusivity Data 21-196

Use Description .
Code/sup Expiration Code Labeling Impact
ODE 11-18-12 Treatment of excessive daytime sleepiness in patients with None — EXPIRED
narcolepsy
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4. INACTIVE INGREDIENTS
() (4)

5. MANUFACTURING FACILITY - Boehringer Ingelheim Roxane, Inc — USA

6. FINISHED PRODUCT DESCRIPTION

ANDA — It 1s supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-
in-bottle-adaptor, a 10 mL oral measuring device (plastic syringe), two 75 mL
dosing cups,.a Medication Guide, Instructions for Use and a professional insert.

The following table sumimarizes the elements from the RLD packaging and from RLI packaging.

Brand Packaging RLI Packaging
Leaflet Leaflet
Amber Plastic Bottle White HDPE Plastic Bottle with Window Stripe
Plastic White Closure CR Plastic White Closure CR with neckband
Svringe in grams 1 -10mL Synnge in mlL - Need grams for
| commercial

O® BIBA/Dip Tube
Dose cups supplied by pharmacist 2 = 75mL Dose cups White HDPE w/ CR Closure
Printed Folding Carton Printed Folding Carton

RLI packaging will match every element present in the brand packaging The Contamer Closure System
will be neck banded for tamper evidence. The final version of the syringe will be graduated i grams
similarly to the one enclosed in the RLD packaging and will be protected by a polybag. The product
container. syringe, 2 dose containers. and leaflet are shipped in a preprinted folding carton. Please note
that the final version of the syringe will have similar dimensions compared to the syringe presently
included in the sample of the finished drug product and only the graduation marking will vary. Therefore,
the included synnge 1s adequate to check for compatibility with the PIBA. the dose cup. and for fitting in
the carton.

Patient acceptability will not be impacted by the different bottle, closure system. PIBA. syringe, and dose
cups used i RLI packaging since global handling 1s comparable to that of the brand. Furthermore,K R1I
bottle will present the advantage of a graduated window strip permithing a quantification of the product
remaining in the bottle to monitor usage.

Per your September 1. 2011 telephone call RLI will provide samples of the placebo in our proposed
commercial packaging (bottle, Synnge Oral/ PBA i MDip Tube) within one week under separate
COVer.

7. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS

RLD: Store Xyrem between m]m??"F( R 24°C).

ANDA: Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP
Controlled Room Temperature.

8. PRODUCT LINE - See comparison of RLD and ANDA in FTR#6

RLD - KIT
ANDA - KIT
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10.

11.

12.

13.

14.

CONTAINER/CLOSURE —see FTR# 6 & # 8 above

MEDICATION GUIDES/PATIENT PACKAGE INSERT — Medication Guide +
Instructions for Use

RELATED APPLICATIONS - NONE

SPL DATA ELEMENTS - Not submitted.

CITIZENS PETITION/PROPRIETARY NAME/CONSULTS - Two consults — one
from chemistry and the other from the LRB -

(b) 4

LABELING — OSE/DRISK - re: Please review the REMS submitted for ANDA
202090. It can be found in DARRTS under date 10/19/11. The RLD is XYREM (NDA
021196) held by Jazz Pharmaceuticals — Xyrem (sodium oxybate) is a drug deemed by
FDA to have a REMS — Xyrem does not currently have an approved REMS but it
currently is being developed by DNP — and so OGD has no model to use as a reference
— this ANDA (202090) is the first generic ANDA for this drug product and we are
requesting an expeditious review for that reason. [consult submitted 5-3-12].

Division of Medical Policy Programs -- PATIENT LABELING REVIE

Date: May 15, 2012 — The Medication Guide submitted was reviewed by Twanda Scales
and her recommended revisions were sent to the firm with this review except for one — it
was felt by the labeling reviewer that there was no need to use O@» Irather
than “sodium oxybate”] for the established name throughout the Med Guide. Please note
that since the Med Guide (as well as the insert) were revised and approved in S-013 on 12-
17-12 after Ms Scales review was done and finalized | have asked the firm to update as per
the RLD.

An answer for the consult re: the appropriateness of the REMS materials submitted by
Roxane vs the innovator’s XYREM (RLD) “deemed” REMS - by Jazz Pharmaceuticals
has not been forthcoming as of 3-13-13 and so labeling review of the firm’s submitted
REMS materials was not undertaken. Per the LRB PM — Carrie Lemley — who has been in
contact with Roxane regarding this ANDA — the firm is intending to submit a RISKMAP
for this drug product which would incorporate much of the same materials as their
submitted REMS with the hope that it would be more expeditiously reviewed than their
submitted proposed REMS and since XYREM has a RiskMAP currently in place it may be
possible to approve a generic with a RiskMAP before the full approval of a REMS for the
innovator. Update from Carrie Lemley as of 10-29-13 — Agency is leaning towards
allowing approval of a REMS from ROXANE with a waiver.

This is a FIRST GENERIC.
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Date of Review: October 30, 2013
Primary Reviewer: Adolph Vezza

Team Leader: Captain Koung Lee

Appears This Way On
Original
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ADOLPH E VEZZA
10/31/2013

KOUNG U LEE
11/06/2013
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 202090

Date of Submisson:  April 16, 2013

ApplicantsName.  Roxane Laboratories, Inc.

Egablished Nameand Strength: Sodium Oxybate Oral Solution, 500 mg/mL

Proposed Proprietary Name: None

Labeling Comments below are considered:
DX NOT easily correctable (applicant cannot respond within 10 business days)
[ ] Easily correctable (respond within 10 business days)

[ ] No Comments (Labeling Approval Summary or Tentative Approval Summary)

RPM Note - Labeling comments to be sent to the firm start below:

Labeling Deficiencies determined on 7-5-13 based on your submission dated 4-16-13:

PATENT
Y ou have not addressed Patent # 8457988 which expires on December 17, 2022.
CARTON
How will the two 75 cc dosing cups accompany the drug product?
INSERT
1 HIGHLIGHTS OF PRESCRIBING INFORMATION
a TITLE — Place the following text immediately above “Initial U.S. ...”
SODIUM OXYBATE Oral Solution, CIII

b. INDICATIONS AND USAGE

Labeling Original Review Template Version 2 Approved 11/8/2012
Reference ID: 3339986



No further comments will be made onyour. % Sodium Oxybate g
Program at thistime.

2. FULL PRESCRIBING INFORMATION: CONTENTS*
a (b) (4)
b. WARNING STATEMENT

“... SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE”
C. 5.1 Central Nervous System Depression

Revise the title to read as shown above.

d. 5.3 - See comment under (1) (b) above.

e. (b) (4)11.
f (b) (4)11.
3. FULL PRESCRIBING INFORMATION
a GENERAL COMMENT — Format parenthetical statements referencing other
parts of the insert labeling as shown below:
[see WARNINGS AND PRECAUTIONS (5.3)].
I Note there is no numerical designation before “WARNINGS’.
I. Note the blank space between “PRECAUTIONS’ and the parenthesis.
b. 1.1 Cataplexy in Narcolepsy —[see CLINICAL STUDIES (14.1)]
C. 1.2 Excessive Daytime Sleegpinessin Narcolepsy —[see CLINICAL STUDIES
(14.2)]
d. 2 DOSAGE AND ADMINISTRATION
See comment under (1) (b) above.
e. 2.1 Dosing Information, Table 1 Title

“(g = grams)” [spacing]

Labeling Original Review Template Version 2 Approved 11/8/2012
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f. 4 CONTRAINDICATIONS
(b) (4).
g. 5.1 Central Nervous System Depression
Revise the title to be as shown above.
h. 5.3 - Seecomment under (1) (b) above.
i 5.8 Usein Patients Sensitive to High Sodium Intake, Table 2 Title

“(g =grams)” [spacing]

j. 8.1 Pregnancy, last sentence —“ postnatal” o
K. 10.1 Human Experience, first paragraph, last sentence — “was’ rather
than“is”

l. 17 PATIENT COUNSELING INFORMATION
See comment under (1) (b) above.
m. Instructions for Use - Sodium Oxybate Oral Solution, CIII
Revise the title to appear as shown above.
n. Medication Guide - Sodium Oxybate Oral Solution, CIII
i Revise the title to appear as shown above.
ii. What is the most important ... - See comment under (1) (b) above.

iii. How should | take ..., first bullet —“ ... Instructions for Use at the end of
this Medication Guide for ...”

V. What are the possible ... - Bold the last two sentences [“Call your doctor
... side effects. You may ... at 1-800-FDA-1088."].

V. General information about ... - See comment under (1) (b) above.

0. Please note that the “Instructions for Use” should follow the “ Medication
Guide”.

Labeling Original Review Template Version 2 Approved 11/8/2012
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REMS ek

Please note that these documents are under review and no other comments will be made at this
time.

Revise your labeling, as instructed above, and submit electronically.

To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with [the reference listed drug’ s labeling or your last submitted labeling] with
all differences annotated and explained.

Prior to the submission of your amendment, please check |abeling resources, including
DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and

make any necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly
updates of new documents posted on the CDER web site at the following address -

http://service.govdelivery.com/service/subscribe.html ?code=USFDA 17

Note RPM - Labeling comments end here

REMS required? RLD has RiskMAP and DEEMED REMS (OTC do NOT require)

MedGuides and/or PPIs (505-1(€)) DX Yes [ INo
Communication plan (505-1(€)) [ ]Yes XINo
Elements to assure safe use (ETASU) (505-1(f)(3)) [ 1Yes XINo

Implementation system if certain ETASU (505-1(f)(4)) [ ] Yes X No
Timetable for assessment (505-1(d)) [ 1Yes XINo

ANDA REMS acceptable?
[lYes [INo [Xna

Date submitted | Final or Draft | Recommendation
CARTON 1 x 180 mL 4-16-13 FINAL APPROVE
CONTAINER 180 mL 4-16-13 FINAL APPROVE
INSERT 4-16-13 FINAL REVISE
MEDICATION GUIDE 4-16-13 FINAL REVISE
REMS 10-19-11 DRAFT CONSULT
RISKMAP 4-16-13 DRAFT CONSULT

Labeling Original Review Template Version 2 Approved 11/8/2012
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| SPL | NONE | N/A | suBMIT |

REVISIONS NEEDED POST APPROVAL?

NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: None

FOR THE RECORD:

1. MODEL LABELING - XYREM® (NDA 21-196/S-013) [Jazz Pharmaceuticals], approved
12/17/12.

2. USP & PF - Drug Product does not have a USP monograph.

3. PATENT AND EXCLUSIVITY

Patents 21-196

No Expiration Use Code Use File | Labeling Impact
7895059 12-17-22 U-1110 PIV NONE
7851506 12-22-19 U-1101 & U-1102 PIV NONE
6780889 7-4-20 PIV NONE
7262219 7-4-20 PIV NONE
7668730 3-7-24 U-1110 PIV NONE
7765106 6-16-24 U-1069 PIV NONE
7765107 6-16-24 U-1070 PIV NONE
8263650 12-22-19 U-1101 & U-1102 PIV NONE
8324275 12-22-19 U-1101 & U-1102 PIV NONE
8457988 12-17-22 U-1110

U-1101 Method of treating excessive daytime sleepiness in patients
with narcolepsy

U-1102 Method of treating cataplexy in patients with narcolepsy

U-1110 Method of treating a patient with a prescription drug using a
computer database in a computer system for distribution

U-1069 A method of treating a patient with a prescription drug using
an exclusive computer database in a computer system for
distribution

U-1070 A method to control abuse of a sensitive drug by controlling
with a computer processor the distribution of the sensitive
drug via an exclusive central pharmacy that maintains a
central database

Labeling Original Review Template Version 2 Approved 11/8/2012
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Exclusivity Data 21-196

Use Description :
Code/sup Ede Code Labeling Impact
ODE 111812 Treatment of excessive daytime sleepiness in patients with None — EXPIRED
narcolepsy

4. INACTIVE INGREDIENTS
() (&)

5. MANUFACTURING FACILITY - Boehringer Ingelheim Roxane, Inc — USA

6. FINISHED PRODUCT DESCRIPTION

ANDA — It 1s supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-
in-bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication
Guide and a professional insert.

The following table summarnizes the elements from the RLD packaging and from RLI packaging.

Brand Packaging RLI Packaging
Leaflet Leaflet
Amber Plastc Bottle White HDPE Plastic Bottle with Window Stripe
Plastic White Closure CR Plastic White Closure CR with neckband
Syringe in grams 1 —10mL Syringe in mL - Need grams for
commercial
®@ PIBA/Dip Tube
Dose cups supplied by pharmacist 2 = 75mL Dose cups White HDPE w/ CR Closure
Printed Folding Carton Printed Folding Carton

RLI packaging will match every element present in the brand packaging The Contaimer Closure System
will be neck banded for tamper evidence. The final version of the syringe will be graduated in grams
similarly to the one enclosed in the RLD packaging and will be protected by a polybag. The product
container. syringe, 2 dose containers, and leaflet are shipped in a preprinted folding carton. Please note
that the final version of the syringe will have similar dimensions compared to the syringe presently
included 1n the sample of the finished drug preduct and only the graduation marking will vary. Therefore,
the included syvrninge 1s adequate to check for compatibility with the PIBA. the dose cup. and for fitting in
the carton.

Patient acceptability will not be impacted by the different bottle, closure system, PIBA. syringe, and dose
cups used in RLI packaging since global handling is comparable to that of the brand. Furthermore, RLI
bottle will present the advantage of a graduated window strip permitting a quantfication of the product
remaining in the bottle to monitor usage.

Per your September 1. 2011 telephone call RLI will provide samples of the placebo 1n our proposed
commercial packaging (bottle. Syninge Oral’ PBA Dip Tube) within one week under separate
COVErL

Labeling Original Review Template Version 2 Approved 11/8/2012
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7. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS

(b) (4).

RLD: Store Xyrem between 77°F | 29 24°0).
ANDA: Storeat 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP

Controlled Room Temperature.

8. PRODUCT LINE — See comparison of RLD and ANDA in FTR # 6
RLD - KIT
ANDA —KIT

0. CONTAINER/CLOSURE —see FTR # 6 & # 8 above

10. MEDICATION GUIDES/PATIENT PACKAGE INSERT — Medication Guide
11. RELATED APPLICATIONS - NONE
12. SPL DATA ELEMENTS - Not submitted.

13. CITIZENS PETITION/PROPRIETARY NAME/CONSULTS - Two consults — one
from chemistry and the other from the LRB -
() @)

LABELING — OSE/DRISK - re: Please review the REMS submitted for ANDA
202090. It can be found in DARRTS under date 10/19/11. The RLD is XYREM (NDA
021196) held by Jazz Pharmaceuticals — Xyrem (sodium oxybate) is a drug deemed by
FDA to have a REMS — Xyrem does not currently have an approved REMS but it
currently is being developed by DNP — and so OGD has no model to use as a reference
— this ANDA (202090) is the first generic ANDA for this drug product and we are
requesting an expeditious review for that reason. [consult submitted 5-3-12].

Division of Medical Policy Programs -- PATIENT LABELING REVIEW

Date: May 15, 2012 — The Medication Guide submitted was reviewed by Twanda Scales
and her recommended revisions were sent to the firm with this review except for one — it
was felt by the labeling reviewer that there was no need to use O Trather
than “sodium oxybate”] for the established name throughout the Med Guide. Please note
that since the Med Guide (as well asthe insert) were revised and approved in S-013 on 12-
17-12 after Ms Scales review was done and finalized | have asked the firm to update as per
the RLD.

An answer for the consult re: the appropriateness of the REM S materials submitted by
Roxane vs the innovator’s XY REM (RLD) “deemed” REMS — by Jazz Pharmaceuticals

Labeling Original Review Template Version 2 Approved 11/8/2012
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has not been forthcoming as of 3-13-13 and so labeling review of the firm’s submitted
REM S materials was not undertaken. Per the LRB PM — Carrie Lemley —who has been in
contact with Roxane regarding this ANDA —the firm isintending to submit a RISKMAP
for this drug product which would incorporate much of the same materials as their
submitted REM S with the hope that it would be more expeditiously reviewed than their
submitted proposed REM S and since XY REM has a RiskMAP currently in place it may be
possible to approve a generic with a RiskMAP before the full approval of aREMS for the
innovator. Update from Carrie Lemley as of 7-5-13 — Agency is leaning towards allowing
approval of aREMS from ROXANE with awaiver.

14. This is a FIRST GENERIC.

Date of Review: 7-5-13 Primary Reviewer: Adolph Vezza

Team Leader: Captain Koung Lee

Labeling Original Review Template Version 2 Approved 11/8/2012
Reference ID: 3339986



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ADOLPH E VEZZA
07/12/2013

KOUNG U LEE
07/16/2013
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 202090

Datesof Submisson: July 8, 2010 and April 6 and October 19, 2011
ApplicantsName.  Roxane Laboratories, Inc.

Egablished Nameand Strength: Sodium Oxybate Oral Solution, 500 mg/mL

Proposed Proprietary Name: None

Labeling Comments below are considered:
DX NOT easily correctable (applicant cannot respond within 10 business days)
[ ] Easily correctable (respond within 10 business days)

[ ] No Comments (Labeling Approval Summary or Tentative Approval Summary)

RPM Note - Labeling comments to be sent to the firm start below:

Labeling Deficiencies determined on 3-14-13 based on your submissions dated 7-8-10 and
4-6 and 10-19-11:

CONTAINER 180 mL

1. Add the following statement to appear immediately above “For oral administration
only.”:

“MUST BE DILUTED BEFORE USE”

2. Add the following statement to appear immediately above the storage temperature
recommendations:

“WARNING: Keep This and All Other Medications Out of Reach of Children”

3. “Each mL contains ...” statement —*“... purified water, USP [add commal]

(b) 4)

o s

Add the following statement to appear immediately below “For oral administration

Labeling Original Review Template Version 2 Approved 11/8/2012
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only.”:

“Use asinstructed”

CARTON
1 See comments (2) and (4) under CONTAINER above.
2. Add the following statement to appear immediately above “Rx only”:

“WARNING: Keep This and All Other Medications Out of Reach of Children”

3. We note that you have included the following statement while the innovator does not
haveit. Please comment.

“ Solutions prepared following dilution should be consumed within 24 hours

(b) (4)

4, How will the two 75 cc dosing cups accompany the drug product?
INSERT
1. GENERAL COMMENT

Revise your insert labeling to be the same as that of the reference listed drug, Xyrem®
(NDA 21-196/S-013); approved December 17, 2012.

2. DESCRIPTION

(b) 4)

3. MEDICATION GUIDE

Revise your Medication Guide and associated Instructions for Use to be the same as
that of the reference listed drug, Xyrem® (NDA 21-196/S-013); approved December
17, 2012.

REMS

Y our submitted REM S was consulted and remains under review. Y ou are encouraged to work
towards a single-shared system REM S with the innovator. Y ou may aso opt to develop and
submit a RiskMAP.

Revise your labeling, as instructed above, and submit electronically.

Labeling Original Review Template Version 2 Approved 11/8/2012
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To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with [the reference listed drug’ s labeling or your last submitted labeling] with
all differences annotated and explained.

Prior to the submission of your amendment, please check labeling resources, including
DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and
make any necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly
updates of new documents posted on the CDER web site at the following address -

http://service.govdelivery.com/service/subscribe.html ?code=USFDA 17

Note RPM - Labeling comments end here

REMS required? RLD has RiskMAP and DEEMED REMS (OTC do NOT require)

MedGuides and/or PPIs (505-1(€)) DX Yes [ INo
Communication plan (505-1(€)) [ ]Yes XINo
Elements to assure safe use (ETASU) (505-1(f)(3)) [ 1Yes X No

Implementation system if certain ETASU (505-1(f)(4)) [ ] Yes X No
Timetable for assessment (505-1(d)) [ 1Yes XINo

ANDA REMS acceptable?
[lYes [INo [Xna

Date submitted | Final or Draft | Recommendation
CARTON 1 x 180 mL 7-8-10 DRAFT REVISE
CONTAINER 180 mL 7-8-10 DRAFT REVISE
INSERT 7-8-10 DRAFT REVISE
MEDICATION GUIDE 7-8-10 DRAFT REVISE
REMS 10-19-11 DRAFT CONSULT
SPL NONE N/A SUBMIT

REVISIONS NEEDED POST APPROVAL?

NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: None

Labeling Original Review Template Version 2 Approved 11/8/2012
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FOR THE RECORD:

1. MODEL LABELING - XYREM® (NDA 21-196/S-013) [Jazz Pharmaceuticals], approved

12/17/12.

2. USP & PF - Drug Product does not have a USP monograph.

3. PATENT AND EXCLUSIVITY

Patents 21-196

No Expiration Use Code Use File | Labeling Impact
7895059 12-17-22 U-1110 PIV NONE
7851506 12-22-19 U-1101 & U-1102 PIV NONE
6780889 7-4-20 PIV NONE
7262219 7-4-20 PIV NONE
7668730 3-7-24 U-1110 PIV NONE
7765106 6-16-24 U-1069 PIV NONE
7765107 6-16-24 U-1070 PIV NONE
U-1101 Method of treating excessive daytime sleepiness in patients
with narcolepsy
U-1102 Method of treating cataplexy in patients with narcolepsy
U-1110 Method of treating a patient with a prescription drug using a
computer database in a computer system for distribution
U-1069 A method of treating a patient with a prescription drug using
an exclusive computer database in a computer system for
distribution
U-1070 A method to control abuse of a sensitive drug by controlling

with a computer processor the distribution of the sensitive
drug via an exclusive central pharmacy that maintains a
central database

Exclusivity Data 21-196

Use Description .
Code/sup Expiration Code Labeling Impact
ODE 11-18-12 Treatment of excessive daytime sleepiness in patients with None — EXPIRED
narcolepsy

4. INACTIVE INGREDIENTS

Labeling Original Review Template Version 2 Approved 11/8/2012
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5. MANUFACTURING FACILITY - Boehringer Ingelheim Roxane, Inc — USA

6. FINISHED PRODUCT DESCRIPTION

ANDA - It 1s supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-
in-bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication
Guide and a professional insert.

The following table summarizes the elements from the RLD packaging and from RLI packaging.

Brand Packaging RLI Packaging
Leaflet Leaflet
Amber Plastic Bottle White HDPE Plastic Bottle with Window Stripe
Plastic White Closure CR Plastic White Closure CR with neckband
Svringe in grams 1 - 10mL Syringe in mL - Need grams for
| commercial

®® PIBA/Dip Tube
Dose cups supplied by pharmacist 2 — 75mL Dose cups White HDPE w/ CR Closure
Printed Folding Carton Printed Folding Carton

RLI packaging will match every element present in the brand packaging The Contamner Closure System
will be neck banded for tamper evidence. The final version of the syringe will be graduated 1 grams
similarly to the one enclosed in the RLD packaging and will be protected by a polybag. The product
contamner, syringe, 2 dose containers, and leaflet are shipped 1n a preprinted folding carton. Please note
that the final version of the syringe will have similar dimensions compared to the syringe presently
included 1n the sample of the finished drug preduct and only the graduation marking will vary. Therefore,
the included synnge is adequate to check for compatibility with the PIBA. the dose cup, and for fitting in
the carton.

Patient acceptability will not be impacted by the different bottle. closure system. PIBA. syringe, and dose
cups used m RLI packaging since global handling 1s comparable to that of the brand. Furthermore, RLI
bottle will present the advantage of a graduated window strip permitting a quantification of the product
remaining in the bottle to monitor usage.

Per vour September 1. 2011 telephone call RLI wall pm)vide samples of the placebo in our proposed
commercial packaging (bottle. Syringe Oral/PBA B {"]Dip Tube) within one week under separate
cover.

7. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS

(b} (4) (b) (4)

RLD: Store Xyrem between T°F 24°C).
ANDA: Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP
Controlled Room Temperature.

8. PRODUCT LINE - See comparison of RLD and ANDA in FTR # 6
RLD - KIT
ANDA -KIT

9. CONTAINER/CLOSURE —see FIR # 6 & # 8 above

Labeling Original Review Template Version 2 Approved 11/8/2012
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10. MEDICATION GUIDES/PATIENT PACKAGE INSERT — Medication Guide
11. RELATED APPLICATIONS - NONE
12. SPL DATA ELEMENTS - Not submitted.

13. CITIZENS PETITION/PROPRIETARY NAME/CONSULTS - Two consults — one
from chemistry and the other from the LRB -
() @

LABELING — OSE/DRISK - re: Please review the REMS submitted for ANDA

202090. It can be found in DARRTS under date 10/19/11. The RLD is XYREM (NDA

021196) held by Jazz Pharmaceuticals — Xyrem (sodium oxybate) is a drug deemed by

FDA to have a REMS — Xyrem does not currently have an approved REMS but it

currently is being developed by DNP — and so OGD has no model to use as a reference

— this ANDA (202090) is the first generic ANDA for this drug product and we are
requesting an expeditious review for that reason. [consult submitted 5-3-12].

Division of Medical Policy Programs -- PATIENT LABELING REVIEW
Date: May 15, 2012 — The Medication Guide submitted was reviewed by Twanda Scales
and her recommended revisions were sent to the firm with this review except for one —

it was felt by the labeling reviewer that there was no need to use RE
[rather than “sodium oxybate”] for the established name throughout the Med Guide.
Please note that since the Med Guide (as well as the insert) were revised and approved
in S-013 on 12- 17-12 after Ms Scales review was done and finalized | have asked the firm
to update as per the RLD.

An answer for the consult re: the appropriateness of the REM S materials submitted by
Roxane vs the innovator’s XY REM (RLD) “deemed’” REMS — by Jazz Pharmaceuticals
has not been forthcoming as of 3-13-13 and so labeling review of the firm’s submitted
REM S materials was not undertaken. Per the LRB PM — Carrie Lemley —who has been

in contact with Roxane regarding this ANDA —the firm isintending to submit a
RISKMAP for this drug product which would incorporate much of the same materials
astheir submitted REM S with the hope that it would be more expeditiously
reviewed than their submitted proposed REM S and since XY REM has a RiskMAP
currently in place it may be possible to approve a generic with a RiskMAP before the full
approval of aREMS for the innovator.

14. This is a FIRST GENERIC.

Date of Review: 3-14-13 Primary Reviewer: Adolph Vezza

Labeling Original Review Template Version 2 Approved 11/8/2012
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Team Leader: Captain Koung Lee
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ADOLPH E VEZZA
03/18/2013

KOUNG U LEE
03/18/2013
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Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Medical Policy Initiatives
Division of Medical Policy Programs

PATIENT LABELING REVIEW
May 15, 2012

Date:

Russell Katz, M.D., Director

To: o
© Division of Neurology Products (DNP)

Through: LaShawn Griffiths, RN, MSHS-PH, BSN
Associate Director, Patient Labeling Team
Division of Medical Policy Programs (DMPP)

Melissa Hulett, RN, BSN, MSBA
Team Leader, Patient Labeling Team
Division of Medical Policy Programs (DMPP)

From: Twanda Scales, RN, MSN/Ed.
Patient Labeling Reviewer
Division of Medical Policy Programs (DMPP)

Subject: DMPP Review of Patient Labeling Medication Guide (MG)
and Instructions for Use (IFU)

Drug Name: Sodium Oxybate

Dosage Form and Route:  500mg/mL Oral Solution

Application

Type/Number: ANDA 202090

Applicant: Roxane Laboratories, Inc.

Reference ID: 3131095



1 INTRODUCTION

On July 8, 2010, Roxane Laboratories, Inc. submitted an abbreviated new drug
application (ANDA) for Sodium Oxybate, 500 mg/mL, oral solution. This ANDA
refers to the listed drug XYREM (sodium oxybate) oral solution, indicated for the
treatment of cataplexy in patients with narcolepsy and for excessive daytime
sleepiness in patient with narcolepsy, held by Jazz Pharmaceuticals.

This review is written in response to a request from the Office of Generic Drugs,
through the Division of Neurology Products (DNP), for the Division of Medical
Policy Programs (DMPP) to review the Applicant’s proposed Medication Guide
(MG) and Instructions for Use (IFU) for Sodium Oxybate, 500mg/mL, oral solution.

Supplement 013 (S-013) is currently pending approval for listed drug XYREM
(sodium oxybate) oral solution. DMPP provided a review of the Medication Guide for
XYREM S-013 on November 14, 2011. When action is taken on the XYREM S-013,
modifications to the Sodium Oxybate medication guide will be required.

The Risk Evaluation and Mitigation Strategy (REMS) for Sodium Oxybate oral
solution will be provided by The Division of Risk Management (DRISK) under
seperate cover.

2 MATERIAL REVIEWED

e Draft Sodium Oxybate oral solution, (MG/IFU) received on July 8, 2010, and
received by DMPP on May 10, 2012.

e Draft Sodium Oxybate oral solution, Prescribing Information (P1) received on July
8, 2010, and received by DMPP May 10, 2012.

e Approved XYREM (sodium oxybate) oral solution reference listed drug,
comparator labeling dated November 2005.

3 REVIEW METHODS

To enhance patient comprehension, materials should be written at a 6 to 8" grade
reading level, and have a reading ease score of at least 60%. A reading ease score of
60% corresponds to an 8™ grade reading level. In our review of the MG and IFU the
target reading level is at or below an 8" grade level.

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation
(ASCP) in collaboration with the American Foundation for the Blind (AFB)
published Guidelines for Prescription Labeling and Consumer Medication
Information for People with Vision Loss. The ASCP and AFB recommended using
fonts such as Verdana, Arial or APHont to make medical information more

Reference ID: 3131095



accessible for patients with vision loss. We have reformatted the MG and IFU
document using the Verdana font, size 11.

In our review of the MG and IFU we have:

e ensured that the MG is consistent with the prescribing information (PI)

e ensured that the MG meets the Regulations as specified in 21 CFR 208.20

e ensured that the MG and IFU meet the criteria as specified in FDA’s Guidance
for Useful Written Consumer Medication Information (published July 2006)

e ensured that the MG and IFU are consistent with the approved reference listed
comparator labeling where applicable.

4  CONCLUSIONS
The MG and IFU are acceptable with our recommended changes.

5 RECOMMENDATIONS

e Please send these comments to the Applicant and copy DMPP on the
correspondence.

e Our annotated version of the MG and IFU is appended to this memo. Consult
DMPP regarding any additional revisions made to the PI to determine if
corresponding revisions need to be made to the MG and IFU.

Please let us know if you have any questions.

3
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Chemistry Review Data Sheet

1. ANDA#: 202090

2. REVIEW#: 4

3. REVIEW DATE: 08-May-2013
4. REVIEWER: Yanning Lin, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents

General Consult Review

Minor Amendment (Patent & Exclusivity/Patent Info)

Minor Amendment
Minor Amendment

Minor Amendment (REMS Proposal/Standard

Timeframe)

Minor Amendment
Minor Amendment
Telephone Amendment
Minor Amendment
Filing Acknowledgment
Original Submission

6. SUBMISSION(S) BEING REVIEWED:

Submussion(s) Reviewed
Minor Amendment

7. NAME & ADDRESS OF APPLICANT:

Name: Roxane Laboratories, Inc

Al 1809 Wilson Road

Columbus, Ohio 43228

Contact person: Elizabeth Ernst

Telephone: (614) 272-4785
Fax: (614)272-2470

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: None

Document Date

February 05, 2013
August 01, 2011
September 02, 2011
September 09, 2011
October 19, 2011
January 11, 2011
December 03, 2010
September 13, 2010
August 03, 2010
September 22, 2010
July 8, 2010

Document Date

April 16, 2013

Director, Drug Regulatory Affairs and Medical Affairs

b) Non-Proprietary Name (USAN): Sodium Oxybate Oral Solution, 500 mg/mL

c) Code Name/# (ONDC only):None

d) Chem. Type/Submission Priority (ONDC only):NA
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e Chem. Type: N/A
e Submission Priority: N/A

9. LEGAL BASIS FOR SUBMISSION:

10.

11.

12.

13.

14.

15.

16.

Innovator Product: Xyrem® (NDA #21-196)
Innovator Company: Jazz Pharmaceuticals

PHARMACOL. CATEGORY: Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy

DOSAGE FORM: Oral Solution
STRENGTH/POTENCY: 500 mg/mL

ROUTE OF ADMINISTRATION: Oral
Rx/OTC DISPENSED: X Rx _ OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product — Form Completed

X Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOLECULAR WEIGHT:

@)

HO\/\)'I\ONa

Chemical name:

Butanoic acid, 4-hydroxy-, sodium salt (1:1)
Butanoic acid, 4-hydroxy-, monosodium salt (9CT)
Butyric acid, 4-hydroxy-, monosodium salt (8CI)
4-Hydroxybutanoic acid sodium salt
4-Hydroxybutyrate sodium

4-Hydroxybutyric acid monosodium salt
4-Hydroxybutyric acid sodium salt

Oxybate sodium

Sodium 4-hydroxybutyrate

Sodium hydroxybutyrate

Sodium oxybate

Sodium y-hydroxybutyrate

Reference ID: 3360652
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Sodium y-oxybutyrate
y-Hydroxybutyrate sodium
v-Hydroxybutyric acid sodium salt
GHB

NaGHB

Chemical Formula: C4H;NaO;

Molecular Weight:  126.09
Cas Number: [502-85-2] (for Sodium Oxybate)

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs: (LOA see section 1.4.1)

DATE
le TYPE HOLDER REF%%% o CODE! | STATUS? REVIEW
. | ) COMPLETED

B I = 1 Adequate | by Y. Linon

02-21-13

m | 4 NA NA

III 4 NA NA

111 4 NA NA

III 4 NA NA

III 4 NA NA

III 4 NA NA

III 4 NA NA

III 4 NA NA

111 4 NA NA

I 4 NA NA

| |

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 —Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

Reference ID: 3360652
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5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

> Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF
did not need to be reviewed)

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
None
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Chemistry Adequate 08-May-2013 | Y. Lin
Labeling Inadequate 18-Mar-2013 | A. E. Vezza
Bioequivalence Waiver Granted 29-Mar-2011 C. Chaurasia
EES Overall Acceptable ocC
@9 1 13-Dec-2012
DP: Boehringer Ingelheim 31-Dec-2012
Roxane Inc. Acceptable
Microbiology N/A
Methods Validation Not requested per current OGD
policy (USP)
EA Exclusion from requirement for 21 CFR 25.31(a)
environmental assessment
Radiopharmaceutical N/A
Pharm/Tox Consult Adequate 1/14/13 David Hawver
19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.

Yes No

Reference ID: 3360652
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The Chemistry Review for ANDA 202090

The Executive Summary

I. Recommendations
A. Recommendation and Conclusion on Approvability

Chemistry review is considered adequate per Y. Lin on 08-May-2013. The labeling review is
inadequate as per A. E. Vezza on 18-Mar-2013. Waiver to bioequivalence has been granted
by C. Chaurasia on 29-Mar-2011. The inspection of the drug product manufacturing facility,

Boehringer Ingelheim Roxane Inc. 1s acceptable per OC on 31-Dec-2012. i
®) @)

(b) (4)

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable

NA
II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)
1. Drug Substance: Maximum Daily Dose: 9 g

Sodium Oxybate (aqueous concentrate) drug substance is a clear, colorless, e

O Sodium Oxybate is soluble in aqueous
solution. i
®) ¢4)
2 Drug product

Name Sodium Oxybate Oral Solution

Strength/Potency | 500 mg/mL

Dosage Form Oral solution

Product Sodium Oxybate Oral Solution is a clear to slightly

Description opalescent oral solution.

Indication Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy.

Packaging It 1s supplied in kits containing one bottle of Sodium
Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL
oral measuring device (plastic syringe), a Medication
Guide and a professional insert.

3. Drug Product Manufacturing:

51 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately 7
Reference ID: 3360652 following this page



CHEMISTRY REVIEW

needed changes to the labeling with our labeling review staff. Submit all revised
documents.

How Supplied: Sodium Oxybate Oral Solution, 500 mg/mL for oral administration:

It 1s supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-
bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a
professional insert. ODtwo O dosing cups with child-resistant
caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle
contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and 1s
sealed with a child resistant cap.

Storage conditions:
Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP
Controlled Room Temperature.

Tentative expiration dating: 24 months based on 3 months accelerated data and 12 months
CRT data.

Solutions prepared following dilution should be consumed within 24 hours i

(b) (4)

Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances
Act.

Sodium Oxybate Oral Solution should be handled according to state and federal
regulations. It is safe to dispose of Sodium Oxybate Oral Solution down the sanitary

SCWEr.

CAUTION: Federal law prohibits the transfer of this drug to any person other than the
patient for whom it was prescribed.

For questions of 2 medical nature or to order Sodium Oxybate Oral Solution call the
Sodium Oxybate Risk Management Program at 1-800-962-8364.

Conclusion: Satisfactory from chemistry's perspective.

C. Basis for Approvability or Not-Approval Recommendation

ESTABLISHMENT INSPECTION

CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

EES Overall Acceptable ocC

i 13-Dec-2012
DP: Boehringer Ingelheim Roxane | 31-Dec-2012
Inc. Acceptable

Reference ID: 3360652



BIOEQUIVALENCE
Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011.

CHEMISTRY REVIEW

ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION:

An Environmental Assessment was included on Module 1.on v.1.1. The firm requested a categorical
exclusion.
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Chemistry comments to be provided to the Applicant

ANDA: 202090 APPLICANT: Roxane Laboratories, Inc.

DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL

CMC is adequate.

Sincerely yours,

Glen J. Smith

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

Reference ID: 3360652



cc: ANDA # 202090 Oiginal

Endorsements:
HFD-647/Yanning Lin/08-May-2013
HFD-617/ R. Presto/August 12, 2013
HFD-647/U.V.Venkataram/ 16-May-2013

HFD-640/G. J. Smith/H.Teng on behalf of G.Smith 8/2/2013

CMC Adequate

Reference ID: 3360652
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signature.
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08/21/2013

NASHED | SAMAAN on behalf of UBRANI V VENKATARAM
08/21/2013

GLEN J SMITH
08/21/2013
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Sodium Oxybate Oral Solution
500 mg/mL

Roxane Laboratories, Inc.

First Generic Product

Review # 3; CMC Inadequate

Yanning Lin, Ph.D.
OGD, DC 11
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Chemistry Review Data Sheet

1. ANDA#: 202090

2. REVIEW#: 3

3. REVIEW DATE: 26-Feb-2013

4. REVIEWER: Yanning Lin, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Minor Amendment (Patent & Exclusivity/Patent Info)
Minor Amendment st 01 01

September 02, 2011

Minor Amendment September 09. 2011
Minor Amendment (REMS Proposal/Standard P 2

; October 19, 2011
Timeframe) T 11. 2011
Minor Amendment R

: December 03, 2010
Minor Amendment

September 13, 2010

Telephone Amendment

i August 03, 2010
Minor Amendment September 22. 2010
Filing Acknowledgment P .

Original Submission July 8, 2010

6. SUBMISSION(S) BEING REVIEWED:

Submussion(s) Reviewed Document Date
General Consult Review February 05, 2013

7. NAME & ADDRESS OF APPLICANT:

Name: Roxane Laboratories, Inc
1809 Wilson Road
AddEESS: o opoibiin Olio 43728
Elizabeth Ernst
Director, Drug Regulatory Affairs and Medical Affairs
Telephone: (614) 272-4785
Fax: (614)272-2470

Contact person:

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: None

b) Non-Proprietary Name (USAN): Sodium Oxybate Oral Solution, 500 mg/mL
c) Code Name/# (ONDC only):None

d) Chem. Type/Submission Priority (ONDC only):NA

® Chem. Type: N/A

Reference ID: 3269120
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e Submission Priority: N/A

9. LEGAL BASIS FOR SUBMISSION:

10.

0

12

13

14.

15

16.

Innovator Product: Xyrem® (NDA #21-196)
Innovator Company: Jazz Pharmaceuticals

PHARMACOL. CATEGORY:: Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy

DOSAGE FORM: Oral Solution
STRENGTH/POTENCY: 500 mg/mL

ROUTE OF ADMINISTRATION: Oral
Rx/OTC DISPENSED: X Rx ___0TC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product — Form Completed

X Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOLECULAR WEIGHT:

O

HO\/\)'I\ONa

Chemical name:

Butanoic acid, 4-hydroxy-, sodium salt (1:1)
Butanoic acid, 4-hydroxy-, monosodium salt (9CI)
Butyric acid, 4-hydroxy-, monosodium salt (8CT)
4-Hydroxybutanoic acid sodium salt
4-Hydroxybutyrate sodium

4-Hydroxybutyric acid monosodium salt
4-Hydroxybutyric acid sodium salt

Oxybate sodium

Sodium 4-hydroxybutyrate

Sodium hydroxybutyrate

Sodium oxybate

Sodium y-hydroxybutyrate

Sodium y-oxybutyrate

Reference ID: 3269120



CHEMISTRY REVIEW

v-Hydroxybutyrate sodium
y-Hydroxybutyric acid sodium salt
GHB

NaGHB

Chemical Formula: CsH7NaO;
Molecular Weight:  126.09
Cas Number: [502-85-2] (for Sodium Oxybate)

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs: (LOA see section 1.4.1)

DATE
Dzﬂ? TYPE HOLDER REFéiEEhﬁ cEp | CODE' | STATUS® | REVIEW
ol - COMPLETED
II ““ 1 Adequate | by Y. Linon
02-21-13
i 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
m | 4 NA NA
! Action codes for DMF Table:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
2 —Type 1 DMF
3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted
5

Reference ID: 3269120
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6 — DMF not available
7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF

did not need to be reviewed)

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
None
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

Chemistry Inadequate 26-Feb-2013 Y. Lin

Labeling Pending

Bioequivalence Waiver Granted 29-Mar-2011 | C. Chaurasia

EES Overall Acceptable ocC

@9 1 13-Dec-2012

DP: Boehringer Ingelheim 31-Dec-2012
Roxane Inc. Acceptable

Microbiology N/A

Methods Validation Not requested per current OGD
policy (USP)

EA Exclusion from requirement for 21 CFR 25.31(a)
environmental assessment

Radiopharmaceutical N/A

Pharm/Tox Consult Adequate 1/14/13 David Hawver

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.

Yes No  Ifno, explain reason(s) below:
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The Chemistry Review for ANDA 202090

The Executive Summary

I. Recommendations
A. Recommendation and Conclusion on Approvability
Chemustry review 1s considered mmadequate per Y. Lin on 26-Feb-2013. The labeling review
is pending. Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011. The

inspection of the drug product manufacturing facility, Boehringer Ingelheim Roxane Inc. is
acceptable per OC on 31-Dec-2012. b

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable
NA
II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)
1. Drug Substance: Maximum Daily Dose: 9 g

Sodium Oxybate (aqueous concentrate) drug substance is a clear, colorless, e

O Sodium Oxybate is soluble in aqueous
solution. i
®) ¢4)
2 Drug product

Name Sodium Oxybate Oral Solution

Strength/Potency | 500 mg/mL

Dosage Form Oral solution

Product Sodium Oxybate Oral Solution is a clear to slightly

Description opalescent oral solution.

Indication Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy.

Packaging It 1s supplied in kits containing one bottle of Sodium
Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL
oral measuring device (plastic syringe), a Medication
Guide and a professional insert.

3. Drug Product Manufacturing:

51 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately
Reference ID: 3269120 following this page



CHEMISTRY REVIEW

needed changes to the labeling with our labeling review staff. Submit all revised
documents.

How Supplied: Sodium Oxybate Oral Solution, 500 mg/mL for oral administration:

It 1s supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-
bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a
professional insert. O two dosing cups with child-resistant
caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle
contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and 1s
sealed with a child resistant cap.

Storage conditions:
Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP
Controlled Room Temperature.

Tentative expiration dating: 24 months based on 3 months accelerated data and 12 months
CRT data.

Solutions prepared following dilution should be consumed within 24 hours i

(b) (4)

Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances
Act.

Sodium Oxybate Oral Solution should be handled according to state and federal
regulations. It is safe to dispose of Sodium Oxybate Oral Solution down the sanitary

SCWEr.

CAUTION: Federal law prohibits the transfer of this drug to any person other than the
patient for whom it was prescribed.

For questions of a medical nature or to order Sodium Oxybate Oral Solution call the
Sodium Oxybate Risk Management Program at 1-800-962-8364.

Conclusion: Satisfactory from chemistry's perspective.

C. Basis for Approvability or Not-Approval Recommendation

ESTABLISHMENT INSPECTION

CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

EES Overall Acceptable ocC

i 13-Dec-2012
DP: Boehringer Ingelheim Roxane | 31-Dec-2012
Inc. Acceptable

Reference ID: 3269120
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BIOEQUIVALENCE
Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011.

CHEMISTRY REVIEW

ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION:

An Environmental Assessment was included on Module 1.on v.1.1. The firm requested a categorical
exclusion.

61
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Chemistry comments to be provided to the Applicant

ANDA: 202090 APPLICANT: Roxane Laboratories, Inc.

DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL

The deficiencies presented below represent MINOR deficiencies:
A. Chemistry Deficiencies:

1.

Sincerely yours,

Glen J. Smith

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

Reference ID: 3269120



cc: ANDA # 202090 Oiginal

Endorsements:
HFD-647/Yanning Lin/26-Feb-2013
HFD-617/ T. Nhu/28-Feb-2013
HFD-647/U.V.Venkataram/ 28-Feb-2013

HFD-640/G. J. Smith/28-Feb-2013

CMC Inadequate

Reference ID: 3269120
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ANDA 202090

Sodium Oxybate Oral Solution
500 mg/mL

Roxane Laboratories, Inc.

First Generic Product

Review # 2

Yanning Lin, Ph.D.
OGD,DC 11
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Chemistry Review Data Sheet

1. ANDA#: 202090

2. REVIEW#: 2

3. REVIEW DATE: 27-Oct-2011 and 03-Nov-2011
4. REVIEWER: Yanning Lin, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents

Minor Amendment
Minor Amendment
Telephone Amendment
Minor Amendment
Filing Acknowledgment
Original Submission

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed

Minor Amendment (Patent & Exclusivity/Patent Info)
Minor Amendment

Minor Amendment

Minor Amendment (REMS Proposal/Standard
Timeframe)

7. NAME & ADDRESS OF APPLICANT:

Name:

Address:

Roxane Laboratories, Inc
1809 Wilson Road
Columbus, Ohio 43228
Elizabeth Ernst
Contact person:
Telephone: (614) 272-4785
Fax: (614)272-2470

8. DRUG PRODUCT NAME/CODE/TYPE:

Document Date

January 11, 2011
December 03, 2010
September 13, 2010
August 03, 2010
September 22, 2010
July 8, 2010

Document Date

August 01, 2011
September 02, 2011
September 09, 2011
October 19, 2011

Director, Drug Regulatory Affairs and Medical Affairs

a) Proprietary Name: None

b) Non-Proprietary Name (USAN): Sodium Oxybate Oral Solution, 500 mg/mL
¢) Code Name/# (ONDC only):None

d) Chem. Type/Submission Priority (ONDC only):NA

® Chem. Type: N/A
e Submission Priority: N/A

Reference ID: 3039794
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9. LEGAL BASIS FOR SUBMISSION:

10.

I'T:

12.

13.

14.

16.

Innovator Product: Xyrem® (NDA #21-196)
Innovator Company: Jazz Pharmaceuticals

PHARMACOL. CATEGORY: Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy

DOSAGE FORM: Oral Solution
STRENGTH/POTENCY: 500 mg/mL
ROUTE OF ADMINISTRATION: Oral

Rx/OTCDISPENSED: X Rx __ OTC

. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed
X  Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOLECULAR WEIGHT:

@)

Chemical name:
Butanoic acid, 4-hydroxy-, sodium salt (1:1)

Butanoic acid, 4-hydroxy-, monosodium salt (9CT)
Butyric acid, 4-hydroxy-, monosodium salt (8CT)
4-Hydroxybutanoic acid sodium salt
4-Hydroxybutyrate sodium

4-Hydroxybutyric acid monosodium salt
4-Hydroxybutyric acid sodium salt

Oxybate sodium

Sodium 4-hydroxybutyrate

Sodium hydroxybutyrate

Sodium oxybate

Sodium y-hydroxybutyrate

Sodium y-oxybutyrate

v-Hydroxybutyrate sodium

Reference ID: 3039794
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v-Hydroxybutyric acid sodium salt

GHB
NaGHB

Chemical Formula:
Molecular Weight:

C4H?NE!O3
126.09

Cas Number: [502-85-2] (for Sodium Oxybate)

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs: (LOA see section 1.4.1)

DATE
le TYPE HOLDER REFER%I\I:IICED CODE' | STATUS® | REVIEW
o ) COMPLETED
II = 1 Inadequate | by Y. Lin on
10-26-11 and
03-11-11
I 4 NA NA
I 4 NA NA
it 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
I 4 NA NA
[T 4 NA NA
1l 4 NA NA
! Action codes for DMF Table:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
2 —-Type 1 DMF
3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted
6 — DMF not available
5
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7 — Other (explain under "Comments")

2Adeqmte, Inadequate, or N/A (There is enough data in the application, therefore the DMF
did not need to be reviewed)

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
None
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Chemistry Inadequate 27-Oct-2011 and 03- | Y. Lin
Nov-2011

Labeling Pending

Bioequivalence Waiver Granted 29-Mar-2011 C. Chaurasia

EES Overall Pending ocC

N 03-Oct-2011

DP: Boehringer Ingelheim Roxane | 10-Jan-2011
Inc. Acceptable

Microbiology N/A

Methods Validation Not requested per current OGD
policy (USP)

EA Exclusion from requirement for 21 CFR
environmental assessment 25.31(a)

Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.

Yes

Reference ID: 3039794

No

If no, explain reason(s) below:




CHEMISTRY REVIEW

The Chemistry Review for ANDA 202090

The Executive Summary

I. Recommendations
A. Recommendation and Conclusion on Approvability

Chemistry review is considered inadequate per Y. Lin on 27-Oct-2011 and 03-Nov-2011.
The labeling review is pending. Waiver to bioequivalence has been granted by C. Chaurasia
on 29-Mar-2011. The inspection of the drug product manufacturing facility, Boehringer

ingelheim Roxane Inc. is acceptable per OC on 10-Jan-2011. L
®)

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable

NA
II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)
1. Drug Substance: Maximum Daily Dose: 9 g

Sodium Oxybate (aqueous concentrate) drug substance is a clear, colorless, e

®® Sodium Oxybate is soluble in aqueous

solution. e
®) ¢4)
2 Drug product

Name Sodium Oxybate Oral Solution

Strength/Potency | 500 mg/mL

Dosage Form Oral solution

Product Sodium Oxybate Oral Solution is a clear to slightly

Description opalescent oral solution.

Indication Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy.

Packaging It 1s supplied in kits containing one bottle of Sodium
Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL
oral measuring device (plastic syringe), a Medication
Guide and a professional insert.

3. Drug Product Manufacturing:

50 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following 7
Reference ID: 3039794 this page
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It 1s supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-
bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a
professional insert. D9 two @ dosing cups with child-resistant
caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle
contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and 1s
sealed with a child resistant cap.

Storage conditions:
Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP
Controlled Room Temperature.

Tentative expiration dating: 24 months based on 3 months accelerated data and 3 months
CRT data.

Solutions prepared following dilu{Eg}n should be consumed within 24 hours it

Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances
Act.

Sodium Oxybate Oral Solution should be handled according to state and federal
regulations. It is safe to dispose of Sodium Oxybate Oral Solution down the sanitary

sewer.

CAUTION: Federal law prohibits the transfer of this drug to any person other than the
patient for whom it was prescribed.

For questions of a medical nature or to order Sodium Oxybate Oral Solution call the
Sodium Oxybate Risk Management Program at 1-800-962-8364.

Conclusion: Satisfactory from chemistry's perspective.

C. Basis for Approvability or Not-Approval Recommendation

ESTABLISHMENT INSPECTION

CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

EES Overall Pending ocC

= 03-Oct-2011
DP: Boehringer Ingelheim Roxane | 10-Jan-2011
Inc. Acceptable
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BIOEQUIVALENCE
Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011.

CHEMISTRY REVIEW

ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION:

An Environmental Assessment was included on Module 1.on v.1.1. The firm requested a categorical
exclusion.

59
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Chemistry comments to be provided to the Applicant

ANDA: 202090 APPLICANT: Roxane Laboratories, Inc.
DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL
The deficiencies presented below represent MINOR deficiencies:

A.

Sincerely yours,

Glen J. Smith

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

Reference ID: 3039794



cc: ANDA # 202090 Oiginal
ANDA DUP
DIV FILE
Field Copy
Endorsements:

HFD-647/Yanning Lin, Ph.D./27-Oct-2011 and 03-Nov-2011

HFD-647/U.V.Venkataram Ph.D./ 03-Nov-2011
HFD-617/ T. Nhu/4-Nov-2011

F/Tby UV
V:\\Chemistry Division [I\Team 22\Final Version for Darrts\202090N002 RYL.doc

TYPE OF LETTER: NOT APPROVABLE - MINOR
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11/04/2011
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

1. ANDA#: 202090

oo ]

. REVIEW#: 1

(W% ]

. REVIEW DATE: 31-Mar-2011, 02-Jun-2011 and 30-Jun-2011

4. REVIEWER: Yanning Lin, Ph.D.

5. PREVIOUS DOCUMENTS:
Previous Documents Document Date
NA

6. SUBMISSION(S) BEING REVIEWED:
Submission(s) Reviewed Document Date
Minor Amendment January 11, 2011
Minor Amendment December 03, 2010
Telephone Amendment September 13, 2010
Minor Amendment August 03, 2010
Filing Acknowledgment September 22, 2010
Original Submission July 8. 2010

7. NAME & ADDRESS OF APPLICANT:

Name: Roxane Laboratories, Inc
1809 Wilson Road
Address: Columbus, Ohio 43228
Elizabeth Ernst
Director, Drug Regulatory Affairs and Medical Affairs
Telephone: (614) 272-4785
Fax: (614)272-2470

Contact person:

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: None

b) Non-Proprietary Name (USAN): Sodium Oxybate Oral Solution, 500 mg/mL
¢) Code Name/# (ONDC only):None

d) Chem. Type/Submission Priority (ONDC only):NA

® Chem. Type: N/A
® Submission Priority: N/A

9. LEGAL BASIS FOR SUBMISSION:

Innovator Product: Xyrem® (NDA #21-196)

Reference ID: 2969968



CHEMISTRY REVIEW

e vt S o o S i s Mo

10.

I

12.

13

14.

15

16.

Innovator Company: Jazz Pharmaceuticals

PHARMACOL. CATEGORY: Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy

DOSAGE FORM: Oral Solution
STRENGTH/POTENCY: 500 mg/mL

ROUTE OF ADMINISTRATION: Oral
Rx/OTC DISPENSED: X Rx ___0OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product — Form Completed

X Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOLECULAR WEIGHT:

O

HO\/\)J\ONa

Chemical name:
Butanoic acid, 4-hydroxy-, sodium salt (1:1)

Butanoic acid, 4-hydroxy-, monosodium salt (9CT)
Butyric acid, 4-hydroxy-, monosodium salt (8CT)
4-Hydroxybutanoic acid sodium salt
4-Hydroxybutyrate sodium

4-Hydroxybutyric acid monosodium salt
4-Hydroxybutyric acid sodium salt

Oxybate sodium

Sodium 4-hydroxybutyrate

Sodium hydroxybutyrate

Sodium oxybate

Sodium y-hydroxybutyrate

Sodium y-oxybutyrate

v-Hydroxybutyrate sodium

v-Hydroxybutyric acid sodium salt

GHB

NaGHB

Reference ID: 2969968
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CHEMISTRY REVIEW = f
Chemical Formula: C4H;NaO;
Molecular Weight:  126.09

Cas Number: [502-85-2] (for Sodium Oxybate)

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs: (LOA see section 1.4.1)

Dzﬂ: TYPE
(b} (4) I
T
T
|
T
T
|
T
|
T
|

! Action codes for DMF Table:

HOLDER

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 —-Type 1 DMF

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available
7 — Other (explain under "Comments")

Reference ID: 2969968

DATE
ITEM 1 » | REVIEW
REFERENCED GRS LS COMPLET
b) (4) ED
1 Inadequate | by Y. Lin
on
03-31-2011
and 06-02-
2011
4 NA NA
4 NA NA
4 NA NA
4 NA NA
4 NA NA
4 NA NA
4 NA NA
4 NA NA
4 NA NA
4 NA NA
5




CHEMISTRY REVIEW

% Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF
did not need to be reviewed)

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
None
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Chemistry Inadequate 31-Mar-11, 02-Jun- | Y. Lin
11 and 30-Jun-11
Labeling Pending
Bioequivalence Waiver Granted 29-Mar-2011 C. Chaurasia
EES Overall Pending ocC
N 28-Sep-2010
DP: Boehringer Ingelheim Roxane | 10-Jan-2011
Inc. Acceptable
Microbiology N/A
Methods Validation Not requested per current OGD
policy (USP)
EA Exclusion from requirement for 21 CFR
environmental assessment 25.31(a)
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.

Yes No

Reference ID: 2969968

If no, explain reason(s) below:




CHEMISTRY REVIEW

The Chemistry Review for ANDA 202090

The Executive Summary

I. Recommendations
A. Recommendation and Conclusion on Approvability

Chemistry review is considered inadequate per Y. Lin on 31-Mar-2011 and 02-Jun-2011. The
labeling review is pending. Waiver to bioequivalence has been granted by C. Chaurasia on
29-Mar-2011. The inspection of the drug product manufacturing facility, Boehringer

ingelheim Roxane Inc. is acceptable per OC on 10-Jan-2011. s
(0) (4)

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or
Risk Management Steps, if Approvable

NA
II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)
1 Drug Substance: Maximum Daily Dose: 9 g

Sodium Oxybate (aqueous concentrate) drug substance is a clear, colorless, e

@ Sodium Oxybate is soluble in aqueous
solution. e
() (4)
2. Drug product

Name Sodium Oxybate Oral Solution

Strength/Potency | 500 mg/mL

Dosage Form Oral solution

Product Sodium Oxybate Oral Solution is a clear to slightly

Description opalescent oral solution.

Indication Indicated for the treatment of excessive daytime sleepiness
and cataplexy in patients with narcolepsy.

Packaging It 1s supplied 1n kits containing one bottle of Sodium
Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL
oral measuring device (plastic syringe), a Medication
Guide and a professional insert.

3. Drug Product Manufacturing:

a. Formulation:

7
Reference ID: 2969968 40 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this
page
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CHEMISTRY REVIEW

It 1s supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-
bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a
professional insert. P9 two | ®®dosing cups with child-resistant
caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle
contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and 1s
sealed with a child resistant cap.

Storage conditions:
Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP
Controlled Room Temperature.

Tentative expiration dating: 24 months based on 3 months accelerated data and 3 months
CRT data.

Solutions prepared following dilu{Eg}n should be consumed within 24 hours it

Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances
Act.

Sodium Oxybate Oral Solution should be handled according to state and federal
regulations. It is safe to dispose of Sodium Oxybate Oral Solution down the sanitary

sewer.

CAUTION: Federal law prohibits the transfer of this drug to any person other than the
patient for whom it was prescribed.

For questions of a medical nature or to order Sodium Oxybate Oral Solution call the
Sodium Oxybate Risk Management Program at 1-800-962-8364.

Conclusion: Satisfactory from chemistry's perspective.

C. Basis for Approvability or Not-Approval Recommendation

ESTABLISHMENT INSPECTION

CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

EES Overall Pending ocC

b 28-Sep-2010
DP: Boehringer Ingelheim Roxane | 10-Jan-2011
Inc. Acceptable

48
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BIOEQUIVALENCE
Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011.

CHEMISTRY REVIEW

ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION:

An Environmental Assessment was included on Module 1.on v.1.1. The firm requested a categorical
exclusion.

49
Reference ID: 2969968



cc: ANDA # 202090 Oiginal
ANDA DUP
DIV FILE
Field Copy

Endorsements:
HFD-647/Yanning Lin, Ph.D./31-Mar-2011, 02-Jun-2011 and 30-Jun-2011
HFD-647/U.V.Venkataram Ph.D./14-Jun-2011; 30-Jun-2011 (after DDD review)
HFD-617/ T. Nhu/6-July-2011

F/Tby UV

V:\\Chemistry Division II\Team 22\Final Version for Darrts\202090N001 RYL.doc

TYPE OF LETTER: NOT APPROVABLE - MINOR

Reference ID: 2969968
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DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No.

Drug Product Name
Strength(s)
Applicant Name

Address

Applicant’s Point of Contact
Contact’s Telephone Number
Contact’s Fax Number
Original Submission Date(s)

Submission Date(s) of
Amendment(s) Under Review

202090

Sodium Oxybate Oral Solution
500 mg/mL

Roxane Laboratories

1809 Wilson Road
Columbus, Ohio 43228

Elizabeth A. Ernst
(614 272-4785
(614) 276-2470
July 08, 2010

Reviewer Chandra S. Chaurasia. Ph.D.
Study Number (s) N/A!
OUTCOME DECISION ADEQAUTE
OVERALL REVIEW RESULT ADEQUATE
WAIVER REQUEST RESULT ADEQUATE
DSI REPORT RESULT N/A
BIOEQUIVALENCE STUDY N/A
TRACKING/SUPPORTING STUDY/TEST TRE REVIEW
DOCUMENT # TYPE s MNERER RESULT
1 Waiver Request 500 mg/mL ADEQUATE
! Not Applicable

Reference ID: 2924815
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1 EXECUTIVE SUMMARY

Roxane Laboratoriesis requesting awaiver of in vivo bioequivalence studies for its
Sodium Oxybate Oral Solution, 500 mg/mL. The reference listed drug (RLD) is Xyrem®
(Sodium Oxybate) Oral Solution, 500 mg/mL manufactured by Jazz Pharmaceuticals.

The test product contains the same amount of the active ingredient as the reference
product, and does not contain any inactive ingredients, except for purified water.

The Division of Bioequivalence grants awaiver request for in vivo bioequivalence study
requirements for the test Sodium Oxybate Oral Solution, 500 mg/mL under 21 CFR §
320.22(b)(3).

The application is acceptable with no deficiencies.

Reference ID: 2924815 Page 2 of 10
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3 SUBMISSION SUMMARY

3.1 Drug Product Information

Test Product Sodium Oxybate Oral Solution, 500 mg/mL

Reference Product Xyrem® (Sodium Oxybate) Oral Solution, 500 mg/mL

RLD Manufacturer Jazz Pharmaceuticals

NDA No. 021196

RLD Approval Date Jul 17,2002

Indication’ Xyrem® (sodium oxybate) oral solution is indicated for the treatment of

excessive daytime sleepiness and cataplexy in patients with narcolepsy

33 PK/PD Information’

Bioavailability Following oral administration. sodium oxybate is absorbed rapidly but
incompletely. with an absolute bioavailability of about 25%. The average
peak plasma concentrations (1% and 2™ peak) following administration of a
9 g daily dose divided into two equivalent doses given four hours
apart were 78 pug/mL and 142 pg/ml., respectively.

Food Effect Administration of sodium oxybate immediately after a high fat meal
delayed the ty,, from 0.75 hr to 2.0 hr. decreased the Cp, by a mean of
58% and AUC by 37%.

Tmax 0.5to 1.25 hrs

Metabolism Metabolism is the major elimination pathway for sodium oxybate,
producing carbon dioxide and water via the tricarboxylic acid (Krebs) cycle
and secondarily by beta-oxidation. No active metabolites have been
identified.

Distribution Va= 190-384 mL/kg
Plasma protein binding: < 1%

Excretion The clearance of sodium oxybate is almost entirely by biotransformation to
carbon dioxide, which is then eliminated by expiration.
Renal Excretion: < 5% of unchanged dmg .
Fecal Excretion: Negligible.

Half-life 0.5to 1 hrs

Dosage and It is recommended to be taken at bedtime while in bed and again 2.5 to 4 hrs

Administration later. The dose of Xyrem® should be titrated to effect.
The recommended starting dose is 4.5 g/night divided into two equal doses
of 2.25 g. The starting dosage can then be increased to a maximum of
9 g/night in increments of 1.5 g/might (0.75 g per dose). Each dose of
Xyrem® must be diluted with two ounces (60 mL) of water in the child-
resistant dosing cups provided prior to ingestion.

? Label for Xyrem® solution (NDA 021196) from drugs@fda.gov as approved on 11/18/2005 (last

accessed: 02/15/2010)

Reference ID: 2924815
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Because food significantly reduces the bioavailability of sodium oxybate,
the patient should allow at least 2 hrs after eating before taking the first dose
of sodium oxybate. Patients should try to minimize variability in the timing
of dosing in relation to meals.

Black-Box Warnings

WARNING: Central nervous svstem depressant with abuse potential.
Should not be used with alcohol or other CNS depressants.

Sodium oxybate is a gamma hydroxybutyrate (GHB). a known drug of
abuse. Abuse has been associated with some important central nervous
system (CNS) adverse events (including death). Even at recommended
doses, use has been associated with confusion, depression and other
neuropsychiatric events. Reports of respiratory depression occurred in
clinical trials. Almost all of the patients who received sodium oxybate
during clinical trials were receiving CNS stimulants.

Important CNS adverse events associated with abuse of GHB include
seizure, respiratory depression and profound decreases in level of
consciousness, with instances of coma and death. For events that occurred
outside of clinical trials, in people taking GHB for recreational purposes.
the circumstances surrounding the events are often unclear (e.g.. dose of
GHB taken, the nature and amount of alcohol or any concomitant drugs).

Xyrem is available through the Xyrem Success Program. using a centralized
pharmacy 1-866-XYREMS88%. The Success Program provides educational
materials to the prescriber and the patient explaining the risks and proper
use of sodinm oxybate, and the required prescription form. Once it is
documented that the patient has read and/or understood the materials. the
drug will be shipped to the patient. The Xyrem Success Program also
recommends patient follow-up every 3 months. Physicians are expected to
report all serious adverse events to the manufacturer.

Drug Specific Issues N/A

(if any)

5 OGD Recommendations for Drug Product
‘ Number of studies recommended: N/A

Summary of OGD or DBE History The Orange Book lists Jazz Pharmaceutical’s Xyrem® (sodium

oxybate) solution, 500 mg/mL as the RLD. Presently, there is no
generic product approved for the RLD.

This application has been identified as a first generic for

sodium oxybate solution, 500 mg/mL by the Regulatory Support
Branch (DARRTS, ANDA 202090, REV-RPM-03(Filing
Review), final date: 09/27/2010).

Reference ID: 2924815
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3.4 Contents of Submission

‘ Study Types Yes/No? How many?

‘ Single-dose fasting No -

| Single-dose fed No

‘ Steady-state No .

‘ In vitro dissolution No e

‘ Waiver requests Yes 1

‘ BCS Waivers No -

| Clinical Endpoints No

| Failed Studies No

‘ Amendments No s
3.5 Formulation

‘ Location in appendix Section 4.1, Page 7

‘ If a tablet, is the RLD scored? 1A

‘ If a tablet, is the test product biobatch scored N/A

‘ Is the formulation acceptable? ACCEPTABLE

‘ If not acceptable, why?

3.6 Waiver Request(s)
‘ Strengths for which waivers are requested 500 mg/mL
‘ Proportional to strength tested in vivo? N/A
‘ Is dissolution acceptable? N/A
‘ Waivers granted? YES
‘ If not then why? N/A
5. 57 Deficiency Comments
None
3.8 Recommendations

The Division of Bioequivalence (DBE) agrees that the information submitted by Roxane
Laboratories demonstrate that its Sodium Oxybate Oral Solution, 500 mg/mL meets the
requirement of Section 21 CFR § 320.22(b)(3). The DBE recommends the waiver of in
vivo bioequivalence testing be granted.

The Division of Bioequivalence deems the test product, Sodium Oxybate Oral

Reference |ID: 2924815 Page 6 of 10



Solution, 500 mg/ml manufactured by Roxane Laboratories to be bioequivalent to the
reference product, Xyrem® (Sodium Oxybate) Oral Solution, 500 mg/ mL, manufactured

by Jazz Pharmaceuticals.

3.9 Comments for Other OGD Disciplines
Discipline Comment
None

-+ APPENDIX

4.1 Formulation Data’
Ingredients Function Amount Amount
(mg/mL) (Yow/w)
2 (b) (4) =2 :

Soduun{é)&}ybate Active Ingredient 500" mg 100.0%
| Water - (OFC

Water, Purified, USP Qs Qs

1 ® @

Is there an overage of the active pharmaceutical No

ingredient (API)?

If the answer is yes, has the appropriate chemistry N/A

division been notified?

If it is necessary to reformulate to reduce the overage, will N/A

bicequivalence be impacted?

Comments on the drug product formulation:

The test product formulation is acceptable
(for detail comments. please refer to
section 4.1.1 of this review).

RLD Formulation® (Not to be released under FOIA)

iComponent Role Targeted Composition |[Amount (mg/ml.)
(b) (4)

Sodium Oxybate Active 500
Purified Water, USP Vada
[ ® @\ falic Acid, ©@® NF pH Adjustment ®)4)

(b) (4)

¥ DARRTS, ANDA 202090, Supporting document#1, Module 2.3.P. Page# 1
* DARRTS. NDA 021196, REV-QUALITY-03(General Review), final date: 06/21/2001

Reference |ID: 2924815 Page 7 of 10




(b) (4)

Comment on RLD Formulation:
(b) (4)

In the supplement application NDA 21196 S 016. the RLD applicant made the changeg] Hill

@ which was found acceptable’.

Comparative Formulation Data for Test vs. Reference, 500 mg/mL Strength

Am t /mL
Ingredient | i e e
Test Reference
Sodium Oxybate 500.0 500.0
4
e M)Malic Acid, ®® NF - N
(©) @) _ ]
Purified Water Qs Qs
4.1.1 Comments on Test Formulations

1. The test product is an oral solution, containing active ingredient in the same
concentration and dosage form as a drug product that is the subject of an approved

full new drug application.

2. The test product, 500 mg/mL does not contain any inactive ingredients, except for

purified water, whereas the reference product, 500 mg/mL contains malic acid
®® as needed for pH adjustment. However, the pH e
@@ for release and stability of the test product, 500 mg/mL are similar to the

pH ®D for release and stability of the reference product, 500
mg/mL. The role of malic acid in the reference product is pH adjuster. Absence
of malic acid in the test product formulation is not expected to significantly affect
the absorption of the active drug ingredient compared to the reference drug
product. Therefore, the test product formulation 1s acceptable.

4.2 Consult Reviews

N/A

4.3 Additional Attachments
None

> DARRTS. NDA 021196, REV-QUALITY-03(General Review). final date: 04/28/2010

Reference |ID: 2924815 Page 8 of 10



BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA : 202090
APPLICANT: Roxane Laboratories, Inc.

DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL

The Division of Bioequivalence (DBE) has completed its
review and has no further questions at this time.

Please note that the bioequivalence comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews
may result in the need for additional bioequivalence
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

{See appended electronic signature page}
Barbara M. Davit, Ph.D., J.D.

Acting Director

Division of Bioequivalence II

Office of Generic Drugs
Center for Drug Evaluation and Research

Reference ID: 2924815 Page 9 of 10



4.4 Outcome Page

ANDA: 202090

Completed Assignment for 202090 ID: 13275

Reviewer: Kaur, Paramjeet Date Completed:
Verifier: , Date Verified:
Division: Division of Bioeguivalence
Description:
Productivity:
Letter Productivity ... |Subtota
ID Date Category Sub Category |Productivity |
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1 Executive Summary

This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation
and mitigation strategy (REMS) for generic products referencing Xyrem (sodium oxybate), received by
the Office of Generic Drugs (OGD) on April 8, 2016, and amended on June 6, 2016, August 22, 2016, and

December 2, 2016 by the abbreviated new drug applications (ANDAs): ®@

®@ Amneal
Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc.
(ANDA 202090). ®@ per statutory

requirements described in section 505-1(h)(9)(i)(1) of the Food, Drug, and Cosmetic Act (FDCA) as
amended by the Food and Drug Administration Amendments Act (FDAAA), the ANDAs of sodium
oxybate shall use a single, shared system (SSS) REMS with the reference label drug (RLD) unless FDA
waives that requirement and permits the ANDAs to use a different, but comparable aspect of the
elements to assure safe use (ETASU). The ANDAs for sodium oxybate seek a waiver of the SSS
requirement and approval of a separate REMS for the generic products referencing Xyrem.

The Xyrem REMS, approved on February 27, 2015 and most recently modified on July 15, 2015, includes
a Medication Guide (MG) and ETASU to mitigate the risks of serious adverse outcomes resulting from
inappropriate prescribing, misuse, abuse, and diversion® of Xyrem.

The ANDA group submitted a separate proposed REMS, herein referred to as the ANDA REMS, which has
the same goals and the same ETASU as the Xyrem REMS. It proposes operational differences in certain
aspects of the ETASU that are comparable to the Xyrem REMS. DRISK has determined that, as designed,
the proposed REMS for sodium oxybate will achieve the same level of patient safety as the approved
Xyrem REMS. The ANDA group’s proposed ANDA program differs operationally from the Xyrem REMS
program by: 1) including a requirement for the prescriber to submit the sodium oxybate prescription
form to one of the certified pharmacies; 2) proposing the use of multiple certified pharmacies with use
of a duplicate claim safeguard; and 3) use of multiple databases which are connected through an
electronic telecommunication verification, commonly referred to as a “switch.” Preliminary comments
were shared with the ANDA group via teleconference on 7/21/2016. Additional comments were shared
with the ANDA group in a review dated 10/12/2016. To facilitate discussion and gain clarity on certain
aspects of the ANDA REMS Program, face-to-face meetings were held between the Agency and the
ANDA group on 11/9/2016 and 11/10/2016 with additional teleconferences on 11/30/2016 and
12/1/2016. The ANDA group submitted an amended REMS document, supporting document and
appended materials in response on December 2, 2016.

! The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the
framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression,
abuse, and misuse.
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2 Introduction

This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation
and mitigation strategy (REMS) for generic sodium oxybate oral solution (received on April 8, 2016, and
amended on June 6, 2016, August 22 2016, and December 2, 2016) submitted by following the
abbreviated new drug applications (ANDAs) ®@

®@ Amneal Pharmaceuticals (ANDA 203631), Ohm
Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090), herein referred to in
this review as the ANDA group. Preliminary comments were shared with the ANDA group (via
teleconference) on 7/21/2016. The ANDA group submitted an amended REMS document, supporting
document and REMS appended materials on August 22, 2016 and additional comments were provided
to the ANDA group on October 12, 2016. On November 3, 2016, the ANDA group and the Agency met
via teleconference to discuss the comments. The ANDA group and the Agency met face to face on
November 9 and 10, 2016 to further discuss the REMS Program. The ANDA group submitted an
amended REMS document, supporting document and appended materials on December 2, 2016, which
is the subject of this review.

3 Background

3.1 Product Information

Xyrem (sodium oxybate), a Schedule Ill controlled substance, is the sodium salt of gamma-
hydroxybutyrate (GHB). GHB is a potent central nervous system depressant. Xyrem was approved with
restrictions to assure safe use under 21 CFR 314.520 (subpart H) in 2002 for the treatment of cataplexy
in narcolepsy and in 2005 for the treatment of excessive daytime sleepiness (EDS) in narcolepsy.

The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided
doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1).

Table 1. Xyrem Dose Regimen

If a Patient’s Total Take at Bedtime: Take 2.5-4
Nightly Dose is: hours later:
4.5 g/night 2.25¢g 2.25g

6.0 g/night 30g 3.0¢g

7.5 g/night 3.75¢g 3.75¢g

9.0 g/night 45g 45¢g

Recommended dosing states to increase the dose by 1.5 g per night at weekly intervals (additional 0.75
g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night
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orally. As stated in the package insert, doses higher than 9 g per night have not been studied and should
not ordinarily be administered.’

The Medication Guide includes the following instructions: “Take your first Xyrem dose at bedtime while
you are in bed. Take your second Xyrem dose 2 % to 4 hours after you take your first Xyrem dose. You
may want to set an alarm clock to make sure you wake up to take your second Xyrem dose. You should
remain in bed after taking the first and second doses of Xyrem.”

3.2 Xyrem REMS

Xyrem (sodium oxybate) oral solution formulation was approved by the FDA on July 17, 2002 for the
treatment of cataplexy in patients with narcolepsy, and on November 18, 2005 for the treatment of
excessive daytime sleepiness and cataplexy in patients with narcolepsy. Sodium oxybate is a controlled
substance classified as schedule Il in its approved form and as schedule | for illicit use (gamma-
hydroxybutyrate, or GHB, is known as the “date rape drug”) and is also associated with central nervous
system and respiratory depression. The Xyrem approval was under the restricted distribution
regulations contained in 21 CFR 314.500 (Subpart H) with a risk management plan to assure safe use of
the product. The risk management plan proposed by Jazz contained a requirement that the drug be
dispensed only from a single, central pharmacy. Xyrem was approved with a risk management plan
which included implementation of a restricted distribution program, patient and prescriber education
regarding the risks and benefits of Xyrem including critical information necessary for the safe use and
handling of the drug, filling of the initial prescription only after the prescriber and patient have received
and read the educational materials, and maintenance of a registry of all patients and a record of all
prescribers.

On the effective date of Food and Drug Administration Amendments Act of 2007 (FDAAA), Xyrem was
identified as a product deemed to have in effect an approved REMS because there were elements to
assure safe use in effect. As part of the negotiations for a final REMS, Jazz proposed removing the
requirement for a single pharmacy and instead allowing certification of multiple pharmacies. Later that
year (2009), Jazz also submitted a supplement for a new indication for fibromyalgia, and in that
supplement proposed a REMS with multiple certified pharmacies. FDA rejected the application for
fibromyalgia, but did so on grounds unrelated to the multiple pharmacy certification.? Following the
rejection of the fibromyalgia application, negotiation of the final REMS for Xyrem continued. FDA
explained to Jazz that its final REMS should not contain the restriction to a single pharmacy, but should
instead contain the stringent requirements for pharmacy certification necessary to control distribution
of the drug. By early 2011, however, Jazz changed its position and began insisting that the single

2 Xyrem (sodium oxybate) [package insert]. Palo Alto, CA: Jazz Pharmaceuticals, Inc. Revised April 2015.

3 Complete Response Letter for NDA 022531, dated October 8, 2010
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pharmacy requirement remain.” In December 2013, the Agency sent a REMS modification notification
letter to Jazz that included required removal of the single pharmacy requirement. Jazz filed a dispute
resolution request. When the request was denied, Jazz appealed. On February 27, 2015, in the hopes of
bringing the protracted negotiations and dispute to a close, the Agency approved the REMS Jazz
proposed (i.e., with the single, central pharmacy requirement). The approval letter included language
making clear the Agency does not think the requirement of a single pharmacy is the only way to safely
distribute the drug. The approval letter also stated the Agency would consider future modifications as

necessary and the dispute was denied as moot.

Table 2. Abbreviated Summary of Approved Xyrem REMS

The goal of the XYREM REMS is to mitigate the risks of serious adverse outcomes resulting from

inappropriate prescribing, misuse, abuse, and diversion of XYREM by:

Informing prescribers, pharmacists, and patients of: the risk of significant CNS and respiratory depression
associated with XYREM, the contraindication of use of XYREM with sedative hypnotics and alcohol, the
potential for abuse, misuse, and overdose associated with XYREM, the safe use, handling, and storage of
XYREM

REMS Goals

Ensuring that pharmacy controls exist prior to filling prescriptions for XYREM that: screen for concomitant
use of sedative hypnotics and other potentially interacting agents, monitor for inappropriate prescribing,
misuse, abuse, and diversion of XYREM, notify prescribers when patients are receiving concomitant

contraindicated medications or there are signs of potential abuse, misuse, or diversion.

Medication Guide

Prescriber Certification - Special certification of healthcare providers (HCPs) who prescribe Xyrem: ensures
enrollment in the Xyrem REMS Program and understanding of Prescriber Brochure.

HE VRSN Pharmacy Certification — Special certification of central pharmacy (not stocked in retail pharmacy outlets):
ensures enrollment in Xyrem REMS Program, completion of pharmacy training, completion of Patient

Counseling Checklist, review of Central Database, shipment directly to patient

Documentation of safe use conditions — Patients must sign Patient Enrollment Form

leaiel haclieiae i Monitor compliance with prescriber, pharmacy, and patient enrollment, maintenance of Central Database

System

3.3 Regulatory History

The following is a summary of the regulatory history for the ANDAs for sodium oxybate and Xyrem,
relevant to this review:

e (07/07/2002: The Agency approved Xyrem for the treatment of cataplexy (orphan designation)
with restricted distribution under a Risk Management and Action Plan (RiskMAP) called the
Xyrem Success Program. The key features of the RiskMAP included: Mandatory enroliment and
education of prescribers and patients; restricted distribution of Xyrem dispensed via a single
central pharmacy by direct shipping after verification of the prescription, and prescriber/patient

information.

0 Kumar, J. DRISK. Final REMS Review for Xyrem, dated February 27, 2015.
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e (03/28/2008: After the FDAAA of 2007 was passed, the Agency published in the Federal Register
(FR)14 a list of drugs that were deemed to have an approved REMS and directed holders of
approved applications for those products to submit a proposed REMS by September 21, 2008;
Xyrem was included in the list of deemed products.

e (07/08/2010: The Agency received ANDA 202090 for sodium oxybate oral solution from Roxane.

e 10/19/2011: Roxane submitted a proposed REMS for sodium oxybate oral solution.

(b) (4)

e (09/27/2012: The Agency sent a REMS Notification Letter/“Information Request Letter” to
Roxane regarding requirements for a single shared REMS program for Sodium Oxybate Oral
Solution. This letter identified Jennifer Ekelund as the Jazz Pharmaceuticals contact person for
the development of the single shared system (SSS)

e 10/14/2012: Roxane (Gregory Hicks, Associate Director, REMS, Labeling, and Drug Safety) sent
letter to Jennifer Ekelund (Executive Director, Regulatory Affairs, Jazz Pharmaceuticals) to
request a teleconference with appropriate representatives from each company to begin the

process of developing a SSS REMS for sodium oxybate.
® @

e 03/20/2013: Roxane received a Complete Response Letter (CRL) for ANDA 202090, which
included product quality and labeling deficiencies. The CRL encouraged the Sponsor to work
towards a SSS REMS with the innovator or opt to develop and submit a RiskMAP.

e 04/16/2013: Roxane submitted an amendment to the proposed REMS in response to receiving
the CRL on 03/20/2013.
®) @

e 01/23/2014: The Agency facilitated a "kick-off" meeting between the Agency, Jazz and ANDA
sponsors (Roxane, Amneal, ®@ to assist in the development of a SSS REMS for sodium
oxybate. ® @

®@ |t was determined that Roxane would provide a draft confidential disclosure

agreement (CDA) to the group for discussion shortly after the meeting.

e 03/05/2014: Teleconference with Amneal, Roxane, @@ to discuss recent information
identified in Jazz's Q4 2013 earnings call regarding Jazz entering into formal dispute resolution
with FDA. The ANDAs inquired whether they should proceed with REMS negotiations without
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Jazz until the dispute was resolved. The Agency responded that all parties should continue to

work together to form a SSS REMS unless otherwise notified by FDA.
® @

e 2/04/2015: Meeting between the Agency and ANDAs to discuss the possibility of a waiver of the
SSS requirement and the ANDA's proposed distribution model for use in a separate REMS.

e 02/27/2015: The Agency approved the Xyrem REMS, although it contained areas where the
Agency was not aligned with Jazz, including the use of the word “diversion” and restriction to a
“single, central pharmacy.” The Agency noted that the action of approving the REMS submitted
by Jazz should not be construed or understood as agreement with Jazz that limiting the
dispensing to a single pharmacy is the only way to ensure that the benefits of Xyrem outweigh
the risks under section 505-1 of the FD&C Act.

e 06/09/2015: The ANDAs met with the Agency and discussed the status of the SSS REMS
negotiations. The Agency and the ANDAs discussed the REMS requirements for the ANDAs if
they were to seek a waiver of the SSS requirement and propose a separate REMS.

e 07/15/2015: The Agency approved a REMS Modification for Xyrem. The modification included
revisions to labeling including: “Xyrem Success Program” modified to “Xyrem REMS Program”
and references to a “centralized pharmacy” or a “central pharmacy” revised to “central
pharmacy that is specially certified” throughout the Xyrem labeling and Medication Guide to be
consistent with the approved REMS.

o (b) (4)

e 08/19/2015: The ANDAs emailed the Agency to report a “lack of progress with Jazz on key terms
for an operating agreement.” The ANDAs indicated that, as a result of the lack of progress, they
intended to develop a proposal for a separate REMS

e 10/13/2015: The Agency met with the ANDAs and Jazz via teleconference to find out more
about the status of the negotiations and understand what the major issues are to accurately
assess the status of the development process. Two threshold issues were identified, the first
being voting rights and the second being related to the process for negotiating a SSS — parallel
vs. sequential legal and operational discussions.

e 12/04/2015: Jazz submitted a letter to the Agency expressing its opposition to a potential waiver
of the SSS requirement.

e 1/20/2016: The Agency met with the ANDAs as a follow-up to the meetings on 06/09/2015 and
10/13/2015. The ANDAs provided a diagram of their proposed Sodium Oxybate REMS Model.
During the meeting, the draft diagram was reviewed and the sponsors provided additional
information.
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e 03/23/2016: Teleconference between Jazz, the ANDAs, and the Agency to provide the Agency
with a status of SSS REMS negotiations. The Agency was made aware that the sponsors still
have not agreed on basic terms such as voting rights.

e 04/08/2016: The ANDAs submitted a draft shared sodium oxybate REMS Document, Appended
Materials, and Supporting Document developed jointed by the current ANDAs.

e 05/06/2016: Teleconference between the Agency and the ANDAs to clarify components of the
proposed sodium oxybate ANDA REMS submission. The ANDAs clarified that an electronic
telecommunication system or “switch system” would be used to check prescriptions within the
separate, distinct, REMS databases. The Agency communicated that an updated Supporting
Document was needed to provide details of the REMS functionality.

e 06/06/2016: A REMS amendment was submitted by the ANDAs to include proposed changes to
the Sodium Oxybate REMS Supporting Document.

e 06/16/2016: Teleconference between the Agency and the ANDAs to discuss Agency proposed
changes to the Sodium Oxybate REMS and discuss procedural timelines for implementation of
the REMS program. The Agency proposed to mitigate the risk of duplicate dispensing by
requiring the ANDA pharmacies to report all prescriptions received for sodium oxybate and
report and verify disenrollment of prescribers/patients that is specifically related to abuse,
misuse, and diversion to the Xyrem REMS Program Central Database.

e 7/21/2016: Teleconference between the Agency and the ANDAs during which the Agency
provided feedback on its initial review of the proposed Sodium Oxybate REMS Document,
Supporting Document, and Appended Materials.

e 8/22/2016: A REMS amendment was submitted by the ANDA group to include proposed
changes to the Sodium Oxybate REMS Document, Supporting Document and Appended
Materials.

e 9/2/2016: An Information Request (IR) was sent to the ANDA group requesting clarification of
the disenrollment process including time to disenroliment from the initial decision to disenroll
and how patient and prescriber data will be reflected in the databases post-disenroliment.

e 9/9/2016: An IR was sent to the ANDA group requesting clarification of terms necessary to

(b) (4)

describe the databases, the definition of with regard to enrollment status, and

the necessity to qualify the patient database as “enrolled patient database.”

e 9/14/2016: The ANDA group submitted an IR response via email for both the 9/2/2016 and
9/9/2016 IRs clarifying the disenrollment process, terms necessary to describe the databases,
and agreed to remove the term ®@ to describe enrollment status and the term
“enrolled” to describe the patient database.

e 10/12/2016: Interim comments were sent to the ANDA group regarding the 8/22/2016
submission.

10
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e 11/3/2016: Teleconference between the ANDA group and the Agency in which the ANDA group
requested a face-to-face meeting with the agency to discuss the interim comments. The ANDA
group explained that although many of the recommendations were typographical in nature
from the Agency’s perspective, they might have a larger impact on the functionality of the REMS
program than anticipated. The Agency agreed that a face-to-face meeting would be beneficial.

e 11/9/2016—11/10/2016: Face to Face meeting between the ANDA group and the Agency. The
ANDA group clarified that the certified pharmacies will not have access to the databases and
proposed that the patient counseling checklist be completed with every dispensation of sodium
oxybate and faxed or sent electronically via the website to the Sodium Oxybate REMS program
who will then update the databases. Additionally, there will be a secure web portal where
pharmacies will be able to access data from the patient database to evaluate concomitant
medications and RMR histories. The ANDA group noted that different terms were used to
describe prescribers (enrolled vs. certified) and proposed the use of “certified prescribers” to be
used throughout the REMS document and appended materials, to which the Agency agreed.
The ANDA group clarified the disenrollment procedures for patients and prescribers and
proposed the use of the RMR form for certified pharmacies to direct the Sodium Oxybate REMS
Program to disenroll a patient or prescriber and that the Sodium Oxybate REMS Program, not
the certified pharmacy, would alert the Xyrem REMS Program of the disenroliment. The Agency
requested that the ANDA group create a knowledge assessment for the certified pharmacy
training to be included as an appendix in the supporting document, as well as to expand on the
PDA process and audit plan for pharmacies and wholesalers in the supporting document.

e 11/30/2016: Teleconference between the ANDA group and the Agency to discuss database
terminology in the REMS document and Sodium Oxybate REMS Program Pharmacist
terminology. The ANDA group agreed to refer to the databases as secure, validated, separate,
and distinct Sodium Oxybate REMS Program databases, (patient database, specially certified
prescriber database, specially certified pharmacy database and disenrolled prescriber database) are
maintained and will only be queried independently through electronic telecommunication verification
and agreed to include a statement to ensure that all pharmacists who dispense sodium oxybate
complete the Sodium Oxybate REMS Program Certified Pharmacy Training.

e 12/1/2016: Teleconference between the ANDA group and the Agency to discuss the Supporting
Document and Certified Pharmacy Training. The ANDA group proposed to change the language
stating that the prescription form would be sent to the Sodium Oxybate REMS Program to state
that the Patient Counseling Checklist would instead be sent to the Sodium Oxybate REMS
Program and used to update the patient database. The Agency requested that the ANDAs
create a registration form for the wholesalers/distributors to be included as an appendix in the
Supporting Document.

e 12/2/2016: A REMS amendment was submitted by the ANDA group to include proposed
changes to the Sodium Oxybate REMS Document, Supporting Document and Appended
Materials.

11
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e 1/3/2017: The Agency received formal requests form Roxane, Amneal, ®®

®@ to waive the requirement to form a single shared system REMS with the NDA holder.

4 Results of the Review of the ANDA Group’s Proposed REMS

The ANDA group incorporated and responded appropriately to all of the Agency’s comments and
revisions requested in the 7/21/2016 teleconference, 9/2/2016, 9/9/2016, and 10/12/2016 Information
Requests regarding the REMS Document and appended REMS Materials and as discussed in the
11/9/2016-11/10/2016 face to face meetings and 11/30/2016 and 12/1/2016 teleconferences.

4.1 REMS Goals
The goal of the Sodium Oxybate REMS Program is to mitigate the risks of serious adverse outcomes
resulting from inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate by:

1. Informing prescribers, pharmacists, and patients of:
a. The risks of significant CNS and respiratory depression associated with sodium oxybate
b. The contraindication of use of sodium oxybate with sedative hypnotics and alcohol
c. The potential for abuse, misuse, and overdose associated with sodium oxybate
d. The safe use, handling, and storage of sodium oxybate
2. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium oxybate that:
a. Screen for concomitant use of sedative hypnotics and other potentially interacting
agents
b. Monitor for inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate
c. Notify prescribers when patients are receiving concomitant contraindicated medications
or there are signs of potential abuse, misuse, diversion

Reviewer Comment:
The proposed goals of the ANDA REMS are the same as in the Xyrem REMS and are acceptable to DRISK.

4.2 REMS Elements

4.2.1 Medication Guide

The Office of Generic Drugs (OGD) Division of Labeling Review will review the Medication Guide (MG)
during their review of the label for ANDAs ®® 203631, 203351, 202090, and
provide their comments under separate cover.

4.2.2 Elements to Assure Safe Use

The ANDA group’s proposed elements to assure safe use (ETASU) are the same as the Xyrem REMS. The
ANDA REMS proposes operational differences in certain aspects of the ETASU that are comparable to
the Xyrem REMS. DRISK has determined that, as designed, the proposed REMS for sodium oxybate will
achieve the same level of patient safety as the approved Xyrem REMS.

Displayed below are the components of the proposed ANDA REMS with corresponding reviewer
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comments:
1. Healthcare Providers who prescribe sodium oxybate products are specially certified

To become specially certified to prescribe sodium oxybate, each prescriber must complete and
submit to the Sodium Oxybate REMS Program the Prescriber Enrollment Form. By signing the
form, the prescriber agrees to review the Prescribing Information and Prescriber Brochure;
screen, counsel, enroll, and evaluate each patient, and to report adverse events and cases of
abuse, misuse, or diversion to the Sodium Oxybate REMS Program. The prescriber will complete
the Prescription Form and submit the form to one of the specially certified pharmacies.

Reviewer Comments:
The healthcare provider certification requirements for the ANDA REMS are the same as in the
Xyrem REMS.

®O@ prescribers” to “certified prescribers” as both

The ANDA group proposed to change
terms were used in the REMS. Prescribers are also described as certified in the Xyrem REMS and

DRISK found this to be acceptable.

The ANDA REMS differs operationally from the Xyrem REMS in that the prescriber faxes the
Prescription Form to a certified pharmacy instead of the REMS program. This operational
difference is justified as the certified pharmacies and the Sodium Oxybate REMS Program are
separate entities in the ANDA REMS.

There are additional operational differences between the the ANDA REMS and the Xyrem REMS.
The ANDA group proposes to maintain separate and distinct databases that will be queried
independently through electronic telecommunication verification compared to a single central
database that the Xyrem REMS sponsor maintains. The type of information collected in the
databases, however, will be the same. The ANDA REMS databases will be queried via electronic
telecommunication verification commonly known as a “switch.” The switch will allow the
databases to be queried simultaneously behind the scenes for real time verification of the
databases in a matter of seconds. DRISK finds the use of multiple databases that collect the same
information as the single central database to be acceptable and offer the same level of safety.

The creation of two REMS will create some inefficiencies for prescribers. Healthcare providers
who wish to have the ability to prescribe Xyrem as well as the generic product will have to enroll
in both REMS programs. Thus, a prescriber already enrolled in the Xyrem REMS who wishes to
prescribe generic sodium oxybate, must complete and submit a separate prescriber enrollment
form to the ANDA REMS. That step need only be completed once, and the prescribing
information and prescriber brochure a prescriber must review are essentially identical to the
Xyrem labeling and prescriber brochure, and the required attestations on the enrollment form
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are the same. Once enrolled in the ANDA REMS, the remaining requirements the prescriber
carries out (patient enrollment, counseling, assessment, and adverse event reporting) are the
same as under the Xyrem REMS. As such, the creation of two REMS should not impose an
additional burden beyond the requirement for prescribers to separately enroll in both programs.

2. Sodium oxybate will be dispensed only by pharmacies that are specially certified

The ANDA REMS will require that all pharmacies that dispense generic sodium oxybate are
certified and ANDA sponsors will ensure that generic sodium oxybate will not be stocked in
retail pharmacy outlets. To become certified in the ANDA REMS, the pharmacy must agree to
designate an authorized representative to complete and submit the Pharmacy Enrollment Form
on behalf of the pharmacy and oversee implementation and compliance with the ANDA REMS
by ensuring that all pharmacy staff involved in the ANDA REMS complete the Certified Pharmacy
Training Program. The pharmacy is required to re-certify in the ANDA REMS if the pharmacy
designates a new authorized representative. Other certification requirements include agreeing
to provide 24-7 toll free access to a pharmacist; shipping sodium oxybate directly to each
patient or patient-authorized adult designee and track and verify receipt of each shipment; to
limit the first shipment to a one-month supply and subsequent shipments to no more than a
three month supply; and to report adverse events to the Sodium Oxybate REMS Program.

Generic sodium oxybate will be dispensed only to patients enrolled in the Sodium Oxybate
REMS Program pursuant to a valid prescription written by a prescriber specially certified in the
Sodium Oxybate REMS Program. The pharmacy uses the Sodium Oxybate REMS Program to
access the databases through electronic telecommunication verification to obtain a Pre-
Dispense Authorization (PDA) for each prescription to verify that the pharmacy is specially
certified, the prescriber is specially certified, the patient is enrolled, and the patient has no
other known active generic sodium oxybate prescriptions.

Prior to dispensing generic sodium oxybate, a pharmacist completes the Patient Counseling
Checklist and submits the checklist to the Sodium Oxybate REMS Program. Additionally, each
prescription is validated by obtaining a pre-dispense authorization (PDA); reviewing patient
information obtained from the website pertaining to concomitant use of sedative hypnotics,
CNS depressants, or potentially interacting agents and risk management reports and alerts
regarding potential abuse, misuse, or diversion; and confirming all prescription information.
Lastly, the certified pharmacy will contact the Xyrem REMS Program to verify that the patient
has no other active prescriptions for Xyrem that overlap with the current generic sodium
oxybate prescription, verify that the patient/prescriber has not been disenrolled in the Xyrem
REMS Program for suspected abuse, misuse, or diversion, and to report all prescriptions filled
for generic sodium oxybate.

The certified pharmacies will monitor and report to the Sodium Oxybate REMS Program all
14
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instances of patient or prescriber behavior that give rise to a reasonable suspicion of abuse,
misuse, or diversion of generic sodium oxybate. Pharmacies will document these events,
including all requests for early refills by completing and submitting a Sodium Oxybate REMS
Program RMR Form to the Sodium Oxybate REMS Program. Prior to granting an early refill
request or if abuse, misuse, or diversion is suspected, the pharmacist will review the patient’s
RMR history and any alerts obtained from the Sodium Oxybate REMS Program website and
ensure the request or concern has been discussed with the prescriber prior to shipping generic
sodium oxybate. Pharmacies and/or prescribers that are certified in the Sodium Oxybate REMS
Program may direct that a patient be disenrolled from the Sodium Oxybate REMS Program after
reviewing or receiving reports of incidents suggestive of abuse, misuse, or diversion by
completing and submitting a Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate
REMS Program. Pharmacies may recommend that a prescriber be disenrolled by submitting a
Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate REMS Program. The ANDA
sodium oxybate sponsors will review the information and determine if the prescriber should be
disenrolled.

Reviewer Comments:

Just as in the Xyrem REMS, any pharmacy that wishes to dispense generic sodium oxybate must
be certified to dispense sodium oxybate. Certification requirements include the completion of an
enrollment form and that the pharmacists and other staff complete a training program.
Additionally, just as in the Xyrem REMS, generic sodium oxybate will not be stocked in retail
pharmacies, there will be 24-7 toll free access to a pharmacist, and generic sodium oxybate will
be dispensed only to enrolled patients pursuant to a valid prescription written by a certified
prescriber and will be tracked and shipped by an overnight service. The certified pharmacies will
also document and report adverse events as well as any cases of suspected abuse, misuse, or
diversion using the risk management report (RMR).

The ANDA REMS differs from the Xyrem REMS in the following ways:

e The ANDA REMS allows for the certification of multiple pharmacies. The Agency has stated
that it does not believe that limiting dispensing to a single pharmacy is the only way to
ensure that the benefits of sodium oxybate outweigh the risks and has expressed concern
that limiting the distribution to one pharmacy imposes burdens on patient access and the
healthcare delivery system.” No other currently approved REMS requires a sponsor to limit
dispensing to a single pharmacy. Because the Xyrem REMS currently specifies use of only a
single pharmacy, any pharmacy other than the Xyrem pharmacy would only be enrolling in
the ANDA REMS and would not be enrolling in both. Therefore, any pharmacy dispensing
generic sodium oxybate would need to take only one training program. To accommodate the

> Dispute Appeal Denied Letter to Jazz from Office of New Drugs, dated February 27, 2015
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certification of multiple pharmacies, the ANDA group added the role of the authorized
representative who will be responsible for submitting the pharmacy enrollment form and
overseeing implementation and compliance with the ANDA REMS program. The inclusion of
the authorized representative is a necessary addition as the pharmacies will be separate
entities from the REMS program and will require a representative to perform these functions.
The pharmacy is required to re-certify if the pharmacy designates a new authorized
representative.

e The ANDA REMS will use multiple databases compared to a single database used in the
Xyrem REMS. The ANDA REMS program will use a switch system to query each separate
database simultaneously to generate a PDA which will verify that the pharmacy is certified,
the prescriber is certified, the patient is enrolled and the patient does not have any known
active overlapping prescription for sodium oxybate. Obtaining a PDA is not additional
burden because it is done seamlessly behind the scenes in seconds when the pharmacy
enters the prescription information in to the pharmacy management system.

e Communication between the certified pharmacies and the Xyrem REMS is required.
Pharmacies certified in the ANDA REMS must contact the Xyrem REMS Program to verify
that the patient does not have an overlapping active prescription for Xyrem, that the
patient/prescriber were not disenrolled from Xyrem due to suspected abuse, misuse, or
diversion, and to report prescriptions being filled for sodium oxybate. This communication
will be documented. The pharmacy certified in the Xyrem REMS will receive these reports
and enter all relevant safety information into the Xyrem central database, as it is required to
do under its REMS.® The reporting of fills and disenroliment will be only a minimal additional
burden on the pharmacies in both programs.

e Inthe ANDA REMS, completed forms are submitted to the Sodium Oxybate REMS Program
who is responsible for updating and maintaining the databases whereas the central
pharmacy updates the databases in the Xyrem REMS. A pharmacist at the certified
pharmacies will complete the patient counseling checklist before every dispensation of
sodium oxybate and submit it to the Sodium Oxybate REMS Program for documentation in
the databases. Similarly, the completed RMR form is also submitted to the Sodium Oxybate
REMS program so that RMR histories and alerts can be documented in the databases. The
responsibility of maintaining and updating the databases has been removed from the
certified pharmacies and transferred to the Sodium Oxybate REMS Program.

® xyrem REMS section 11(B)(2)(a)(iv), section I1(B)(2)(c)(iv), section 11(B)(2)(d)(i), and section 11(C)(1)(c)
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e The action of reviewing concomitant medications and RMR histories and alerts was moved
to the “Validate each Sodium Oxybate REMS Program prescription” section to include this
action as a step in prescription validation. The same step exists in a separate section in the
Xyrem REMS. The ANDA group propose that the certified pharmacies will have access to
historical information contained in the patient database via the website.

e The RMR form is used in both REMS programs, but has additional functionality in the Sodium
Oxybate REMS. As in the Xyrem REMS, the RMR form is used to record early refill requests as
well as incidents suggestive of abuse, misuse, or diversion. In the Sodium Oxybate REMS, the
RMR form is also used by a certified pharmacy to direct the Sodium Oxybate REMS Program
to disenroll patients or prescribers due to abuse, misuse, or diversion. At the time of
disenrollment, the Sodium Oxybate REMS Program will notify the Xyrem REMS program that
the patient/prescriber was disenrolled. This communication to the Xyrem REMS ensures that
the Xyrem REMS is aware of patients and prescribers who have been disenrolled from the
ANDA REMS for suspected abuse, misuse, or diversion should they attempt to enroll in the
Xyrem REMS.

e The ANDA sodium oxybate sponsors have an additional role in terms of pharmacy
certification that is not included in the Xyrem REMS including making the enrollment form
available, verification that the enrollment form is accurate and complete, notifying the
pharmacy when they are successfully certified, maintaining the databases, and decertifying
the pharmacies for non-compliance.

DRISK finds these operational changes to be acceptable and comparable to the Xyrem REMS.
DRISK has determined that, as designed, the ANDA REMS will achieve the same level of safety as
the Xyrem REMS.

3. Sodium oxybate will be dispensed and shipped only to patients who are enrolled in the
Sodium Oxybate REMS Program with documentation of safe use conditions

ANDA Sodium Oxybate sponsors will ensure that generic sodium oxybate is dispensed only by
pharmacies that are specially certified in the ANDA REMS, by direct shipment, to patients (or
patient-authorized adult designees) enrolled in the Sodium Oxybate REMS Program. Patients
are enrolled in the ANDA REMS only if a certified prescriber completes the Patient Enrollment
Form and submits the form to the Sodium Oxybate REMS Program. By signing the Patient
Enrollment Form, patients acknowledge that they have been counseled and have asked the
prescriber any questions they may have about sodium oxybate. Following enrollment, the
patient remains in the Sodium Oxybate REMS Program unless they are disenrolled by the
Sodium Oxybate REMS Program at the direction of a certified prescriber and/or pharmacy.
Following disenroliment, the Sodium Oxybate REMS Program will contact the Xyrem REMS

Program to report instances of patient/prescriber disenrollment in Sodium Oxybate REMS
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Program due to suspected abuse, misuse, or diversion and document that the call was
completed in the appropriate database.

A disenrolled patient may be re-enrolled in the Sodium Oxybate REMS Program if both the
certified pharmacy and the requesting certified prescriber agree to re-enroll the patient. A
patient may change prescribers if the new prescriber is also certified in the Sodium Oxybate
REMS Program, and the new prescription does not overlap with another active prescription for
sodium oxybate.

Reviewer Comments:

The ANDA REMS will preserve the same strong protections for patient safety as the Xyrem REMS.
Patient enrollment in the ANDA REMS is the same as the Xyrem REMS. Some patients may need
to be enrolled in both REMS programs by their prescriber, for instance, if they would like to
switch from using the brand product to a generic. The materials required in both programs will
contain the same safety messages about sodium oxybate and the Agency does not believe that
the co-existence of the two REMS will be a significant burden to patients or compromise the
clarity of the safety messages communicated to them. If patients do switch between the
programs, the patient history data that are relevant to identifying any abuse, misuse, or
diversion will not be lost. The ANDA REMS requires its certified pharmacies to contact the Xyrem
REMS Program to verify that a patient has not been disenrolled from the Xyrem REMS due to
suspected abuse, misuse, or diversion and identify any overlapping prescriptions prior to
dispensing. The ANDA REMS further requires its certified pharmacies to communicate the
patient’s corresponding prescription information to the Xyrem central pharmacy who is required
to enter all relevant safety information into its central database to use for prescription
verification.” This pharmacy-to-pharmacy communication would ensure that each REMS
program can access a patient’s relevant sodium oxybate history.

The ANDA REMS differs from the Xyrem REMS when it comes to disenrollment procedures.
When a patient or prescriber is disenrolled in the ANDA REMS for suspected abuse, misuse or
diversion, the Sodium Oxybate REMS Program will contact the Xyrem REMS Program to notify
them of this disenrollment. Again, this communication would ensure that each REMS program
can access a patient’s relevant sodium oxybate history.

The ANDA group added language here stating that generic sodium oxybate is dispensed by direct
shipment to patients or patient authorized adult designees enrolled in the Sodium Oxybate REMS
Program. This reviewer has identified that a reader could interpret that the designees were
enrolled, however, the REMS materials clearly state that the designees are not enrolled.
Additionally, both the Xyrem REMS and ANDA REMS allow for sodium oxybate to be shipped to
patient-authorized adult designees, and DRISK has determined that as stated does not result in
a safety issue.
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4.2.3 Implementation System

ANDA sodium oxybate sponsors will ensure that generic sodium oxybate is distributed only by
wholesalers/ distributors that have registered with the ANDA REMS to pharmacies specially certified in
the ANDA REMS. Generic sodium oxybate will not be stocked in retail pharmacy outlets. Genreic
sodium oxybate will be shipped only to patients enrolled in the ANDA REMS pursuant to a valid
prescription written by a prescriber specially certified in the ANDA REMS that does not overlap with
another active prescription for sodium oxybate and will include a Medication Guide with each shipment.

ANDA sodium oxybate sponsors will ensure that the secure, validated, separate, and distinct Sodium
Oxybate REMS Program databases are maintained and will be queried independently through electronic
telecommunication verification. Completed data forms, prescription and distribution data, as well as
information related to dosing, concomitant medications, and behavior that raises suspicion of abuse,
misuse, or diversion, including complete RMR histories, will be contained only in the appropriate
database (patient database, specially certified prescriber database, disenrolled prescriber database,
specially certified pharmacy database, wholesaler/distributor database. ANDA sodium oxybate sponsors
will monitor the databases for timely reporting to specially certified prescribers and pharmacies of any
behavior by enrolled patients or specially certified prescribers in the Sodium Oxybate REMS Program
that raises suspicion of abuse, misuse, or diversion and to evaluate the implementation of the ANDA
REMS and will ensure that appropriate corrective actions are implemented to address compliance
concerns.

ANDA sodium oxybate sponsors must audit the registered wholesalers/distributors within 90 calendar
days after the wholesaler/distributor is authorized to ensure that all processes and procedures are in
place and functioning to support the requirements of the Sodium Oxybate REMS Program. Corrective
action must be instituted by ANDA sodium oxybate sponsors if noncompliance is identified. ANDA
sodium oxybate sponsors will audit all specially certified pharmacies after approval of the Sodium
Oxybate REMS Program to ensure that each pharmacy implements the Sodium Oxybate REMS Program
as directed within 90 calendar days after the pharmacy places its first order of sodium oxybate.
Thereafter, ANDA sodium oxybate sponsors will audit at least 50% of the Sodium Oxybate REMS
Program specially certified pharmacy dispensing locations at least annually, identify all issues of
noncompliance, and institute appropriate corrective actions, potentially including pharmacy
decertification.

ANDA sodium oxybate sponsors will monitor the Sodium Oxybate REMS Program for timely reporting of
all potential adverse events and will monitor and evaluate the implementation of the ETASU and take
reasonable steps to work to improve implementation of these elements.

Reviewer Comments:

The ANDA group made changes to the Implementation System to account for the operational differences
between the programs. The ANDA REMS involves multiple wholesalers/distributors. As a result, each
wholesaler/distributor will be registered with the ANDA REMS and will need to confirm that the
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pharmacy is certified in the ANDA REMS before selling/distributing generic sodium oxybate to the
pharmacy. Additionally, the ANDA Sodium Oxybate sponsors will perform audits on the
wholesalers/distributors as well as the certified pharmacies to ensure that all processes and procedures
are in place and functioning to support the requirements of the ANDA REMS. DRISK has determined that
this is a secure and cohesive system and it does not create an increased risk of abuse, misuse, or
diversion.

DRISK finds these operational changes to be acceptable and comparable to the Xyrem REMS. DRISK has
determined that, as designed, the ANDA REMS will achieve the same level of safety as the Xyrem REMS.

4.3 REMS Supporting Document

The proposed REMS Supporting Document submitted describes how the ANDA REMS will implement
controls to ensure appropriate prescribing, that patients are informed of the risks associated with
sodium oxybate prior to initiating treatment, and appropriate dispensing.

Reviewer Comments:

The Supporting Document is consistent with the REMS and appended REMS materials. The background
provides an overview of sodium oxybate product history, REMS history and the risk management
approach taken by the ANDA group. The goals of the ANDA REMS are the same as the Xyrem REMS. The
ETASU used in the ANDA REMS are the same as the Xyrem REMS in that healthcare providers who
prescribe generic sodium oxybate are specially certified, generic sodium oxybate will dispensed by
pharmacies that are specially certified to patients who are enrolled in the Sodium Oxybate REMS
Program with documentation of safe use conditions. The Supporting Document includes an
Implementation System and Assessment Plan. The Supporting Document also contains the knowledge
assessments for Modules A and B of the Certified Pharmacy Training as well as a Registration Form for
wholesalers/distributors as an appendix. The education requirements, patient screening, counseling, and
monitoring, and dispensing requirements described in the Supporting Document will ensure that the
ANDA REMS maintains the same level of safety as the established Xyrem REMS.

4.3.1 REMS Assessment Plan

The Assessment Plan is appended to the supporting document and is intended to capture the metrics
currently being reported for the RLD as well as additional metrics based on the operational differences
for the ANDA REMS (e.g. multiple pharmacies, use of electronic PDA).

Reviewer Comments:

For the waived SSS REMS section 505-1(g)(2)(C) of the FDCA authorizes the FDA to require REMS
assessments for ANDA drugs at pre-specified intervals because such assessments are necessary to
evaluate whether the approved strategy should be modified. The waiver-granted REMS for generic
sodium oxybate is comparable to the REMS for Xyrem, therefore the assessments being required of
generic sodium oxybate will be comparable to the assessments required for Xyrem and should be
submitted 18 months following the approval and every 12 months thereafter.

4.4 REMS Appended Materials
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The proposed ANDA REMS includes the same appended materials as the Xyrem REMS program with the
addition of a pharmacy enroliment form. The ANDA group incorporated and responded appropriately to
all of the Agency’s comments and revisions.

4.4.1 Sodium Oxybate REMS Program Prescriber Enrollment Form

By signing the Prescriber Enrollment Form, the prescriber attests to understand the indications for
sodium oxybate, to have read the Prescribing Information and Prescriber Brochure, and agrees to enroll,
screen, counsel and evaluate each patient, and to report all potential adverse events to the Sodium
Oxybate REMS Program. The form includes all prescriber information including DEA number, state
license number, NPl number, and facility or practice location.

Reviewer Comment:
The Sodium Oxybate REMS Program Prescriber Enrollment Form is the same as the Xyrem Prescriber
Enrollment Form.

4.4.2 Sodium Oxybate REMS Program Prescriber Brochure

The Prescriber Brochure provides an overview of the ANDA REMS including important prescribing
information, educational and counseling requirements and materials necessary for program certification
and prescribing sodium oxybate.

Reviewer Comment:

The Sodium Oxybate Prescriber Brochure is the same as the Xyrem Prescriber Brochure except for
operational differences in the programs reflected in the brochure. In the ANDA REMS the prescriber
submits the enrollment forms to the Sodium Oxybate REMS Program and faxes the prescription form
directly to a certified pharmacy while in the Xyrem REMS, the prescriber submits all forms to the
REMS Program.

4.4.3 Sodium Oxybate REMS Program Patient Enrollment Form

By signing the Patient Enrollment Form, patients acknowledge that they have been counseled about the
risks of sodium oxybate, have asked their prescriber any questions, and have been provided information
that their personally identifiable information will be shared with the Sodium Oxybate REMS Program
and other sodium oxybate REMS programs. By signing the Patient Enrollment Form, the prescriber
acknowledges that the patient has been counseled. The Form includes patient information, insurance
information and prescriber information.

Reviewer Comment:

The Sodium Oxybate Patient Enrollment form is the same as the Xyrem Patient Enrollment form
except that the ANDA group added language for the patient to acknowledge that personally
identifiable information provided will be shared with other sodium oxybate REMS programs, its
agents, contractors, and dffiliates. DRISK finds this to be acceptable as patient information will be
shared with the Xyrem REMS Program as part of the duplicate claim safeguard.

4.4.4 Sodium Oxybate REMS Program Prescription Form
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By signing the prescription form, the prescriber attests to understanding the approved indications of
sodium oxybate and important safety information, to have read the prescribing information and
prescriber brochure, and that the patient has been screened and counseled. The form includes
prescriber information, patient information, fixed or titrated dosing schedules, dispensing instructions,
and a pharmacy section to document that the Xyrem REMS program has been contacted to confirm that
the patient has no other active prescriptions for sodium oxybate, that the patient and prescriber have
not been disenrolled in the Xyrem REMS Program for suspected abuse, misuse, or diversion, and to
report that a prescription for generic sodium oxybate is being filled for the patient. The Prescription
Form also notes that that the form may not satisfy all legal requirements for prescribing sodium oxybate
in all states and instructs prescribers to submit all prescriptions in accordance with applicable state laws.

Reviewer Comment:

The Sodium Oxybate Prescription form is the same as the Xyrem Prescription Form except for
changes resulting from operational differences in the programs. Before dispensing generic sodium
oxybate, the pharmacy will contact the Xyrem REMS program to verify that the patient has no other
active prescriptions for sodium oxybate (Xyrem) that overlap with the current prescription for generic
sodium oxybate; to verify that the patient and prescriber have not been disenrolled in the Xyrem
REMS Program for suspected abuse, misuse, or diversion; and to report to the Xyrem REMS Program
that a prescription for generic sodium oxybate will be filled for the patient. The ANDA group
proposes adding a section at the end of the Prescription Form “For Pharmacy Use Only” to document
this interaction. DRISK finds this to be acceptable. Additionally, this prescription form may not meet
legal requirements for prescribing controlled substances in all states. Therefore, the ANDA group
added a disclaimer informing prescribers to follow applicable requirements for writing prescriptions
for controlled substances per their state law that may be required in addition to completing this
prescription form.

4.4.5 Sodium Oxybate REMS Program Quick Start Guide for Patients
The Quick Start Guide for Patients informs patients of the serious side effects and drug interactions

associated with sodium oxybate and how to obtain, use, and store sodium oxybate safely.

Reviewer Comment:

The Sodium Oxybate REMS Program Quick Start Guide for Patients is the same as the Xyrem Quick
Start Guide aside from a caption on the pictogram on page 14. DRISK finds the caption to be
appropriate to indicate that products from different companies may not be identical.

4.4.6 Sodium Oxybate REMS Program Certified Pharmacy Training Modules A and B

The Certified Pharmacy Training consists of two modules, A and B. Module A is for all pharmacy staff
who handle generic sodium oxybate, including pharmacists. Module A reviews the indications and
usage, how supplied, controlled substance scheduling, boxed warning, contraindications, as well as
warnings and precautions. Module A also goes over ANDA REMS requirements including details of
certified pharmacy responsibilities, prescription processing, shipping, and monitoring for inappropriate
prescribing, abuse, misuse and diversion. Module B provides additional training for pharmacists
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involved with dispensing of generic sodium oxybate. It reiterates the ANDA REMS requirements and
certified pharmacy responsibilities and focuses on patient counseling and screening, clinical usage
clarifications, prescription refills, monitoring and assessing for signs of abuse, misuse, and diversion,
shipping procedures and inventory control.

Reviewer Comment:

While there are differences in the Sodium Oxybate REMS Program Certified Training compared to the
approved Xyrem REMS Program, these differences reflect the operational functions of the Sodium
Oxybate REMS Program. These functional changes include use of multiple certified pharmacies,
multiple databases that are connected, and use of the Sodium Oxybate REMS secure web portal to
view patient information housed in the Sodium Oxybate REMS Program patient database.

Module A:

The ANDA REMS Pharmacy Training contains identical important safety information, indications and
usage, how supplied, controlled substance scheduling, boxed warning, contraindications, warnings
and precautions, shipping procedures, and ongoing patient education. The training for the ANDA
REMS Program contains differences in some nuisances in wording. For example, Xyrem refers to
enrolled prescribers and central pharmacy while the ANDA REMS refers to certified prescribers and
certified pharmacies.

The section on databases was removed from the ANDA REMS Pharmacy Training because
maintenance of the databases is a function of the Sodium Oxybate REMS Program, not the
pharmacies. DRISK agrees that training on maintenance of databases is not applicable to the
certified pharmacies in the ANDA REMS.

Enrollment processing and maintenance was changed to enrollment verification because the
pharmacies are not responsible for enrollment processing/maintenance, but do need to verify
prescriber and patient enrollment. The content in the enrollment verification section in the ANDA
REMS Pharmacy Training is identical to the content in the enrollment processing/maintenance
section of Xyrem pharmacy training with the following exceptions:

e Information from the enrollment forms is maintained in the appropriate Sodium Oxybate
REMS Program database by the Sodium Oxybate REMS Program instead of the certified
pharmacies.

e Information regarding procedures to follow when a new patient enrollment form is received
was removed, as this is a function of the Sodium Oxybate REMS Program, not the certified
pharmacies.

e The ANDA REMS pharmacies will provide patient counseling with every dispensation.

e The Sodium Oxybate REMS Program will notify prescribers of successful enrollment and
successful patient enrollment in the ANDA REMS instead of the certified pharmacies.
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e Procedures for verification of enrollment (ex. confirm the prescriber’s DEA and state license
numbers are active, etc.) were removed, as this is a function of the Sodium Oxybate REMS
Program.

e The ANDA REMS has added, “A certified prescriber and/or a certified pharmacy can direct
that a patient be disenrolled from the Sodium Oxybate REMS Program” to align with
differences in disenrollment procedures. Reasons for patient disenrollment are the same.

e The Sodium Oxybate REMS Program will contact a prescriber if an enrollment form is
received for a patient previously disenrolled in the program for suspicions of abuse, misuse,
or diversion instead of the pharmacy.

DRISK finds these changes to be acceptable as some of the responsibilities of the central pharmacy in
the Xyrem REMS have been shifted to the Sodium Oxybate REMS Program instead of the certified
pharmacies in the ANDA REMS. The responsibilities are the same, simply performed by a separate
entity in a different location.

Both pharmacy training programs have a section for prescription processing. Some of the processes
differ but they achieve the same results. The Xyrem REMS states that the prescription information
will be entered into the central database. In the ANDA REMS, the pharmacy does not have access to
update the database directly, so it skips this and moves on to prescription validation. The
information will be entered into the databases by the Sodium Oxybate REMS Program by obtaining a
PDA and by submitting the prescription form and patient counseling checklist. Steps that are the
same include:

e Verify that the prescription form is complete and signed by the prescriber
e Verify that the prescription form was received from the prescriber’s office
e The prescription is for only a 1-month supply on a patient’s first sodium oxybate fill and no
more than a 3 month supply on subsequent fills
e There are no discrepancies or concerns with dosing and titration (contact prescriber if
discrepancies or concerns are found)
e (Contact the prescriber if overlapping prescriptions are received
e [f there is suspected abuse, misuse, or diversion, the prescription is not filled and an RMR is
completed
e Valid reasons for overlapping prescriptions
0 If the pharmacy determines that the reason for an overlapping prescription is valid,
the pharmacy must ensure that the patient does not receive multiple overlapping
prescriptions.

Both programs also need to verify that the prescriber is enrolled/certified, the patient is enrolled and
the patient has no other active sodium oxybate prescriptions. The process for doing this is different.
In Xyrem, this information is verified by checking the databases. In the ANDA REMS, this is done by
obtaining a PDA which will also confirm that the pharmacy is certified. Obtaining a PDA is not
additional burden because it is done seamlessly behind the scenes in seconds when the pharmacy
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enters the prescription information in to the pharmacy management system. Additionally, the ANDA
REMS includes an extra step which involves the certified pharmacy contacting the Xyrem REMS to
verify that the patient does not have any overlapping prescription for Xyrem, that the
patient/prescriber was not disenrolled from Xyrem for suspected abuse, misuse, or diversion, and to
report that a generic sodium oxybate prescription is being filled for the patient. This could be
perceived as additional burden since it requires an extra step, but this burden is minimal and it is a
necessary step to ensure that there is no overlapping Xyrem/sodium oxybate prescription.

The ANDA REMS has moved the step for reviewing for use on concomitant use of sedative hypnotics
and RMR histories to the prescription verification process. Both programs must review this
information; however, the location of this step is different.

Once the prescription is validated, both programs contact the patient to schedule shipment and
complete required counseling. The ANDA REMS differs in that it instructs the pharmacy to provide
the Patient Quick Start Guide to all new patients (not only to those who have not received it from the
prescriber) and to complete the patient-counseling checklist prior every dispensation of generic
sodium oxybate. The completed checklist is then submitted to the Sodium Oxybate REMS Program.

Both programs require monitoring for inappropriate prescribing, abuse, misuse, and diversion. Both
programs use the RMR to document early refill requests and instances of patient and prescriber
behavior that suggest potential abuse, misuse, or diversion and both require that the information be
maintained in the database(s). Because the certified pharmacies in the ANDA REMS cannot update
the databases, they are required to submit the RMR to the Sodium Oxybate REMS Program who will
use it to update the databases. The RMR has an additional purpose in the ANDA REMS as it can be
used to direct that a patient or prescriber be disenrolled due to suspected abuse, misuse, or
diversion. Adverse event reporting differs in the ANDA REMS in that adverse events related to
suspected abuse, misuse, or diversion are reported using the RMR form while all other adverse
events are reported by calling the Sodium Oxybate REMS Program who will then notify the ANDA
sodium oxybate sponsors. Adverse events are reported directly to Jazz Pharmaceuticals in the Xyrem
REMS.

Module B

Both programs require all pharmacists to complete the pharmacist training at least annually. The
ANDA REMS differs in the explanation of the training pertaining to new pharmacists. Xyrem explains
that training typically lasts from three to four weeks, extended as information retention of the
trainee dictates, conducted by a pharmacist currently specializing in the Xyrem REMS Program and
continues with a senior pharmacist acting as a mentor. The ANDA REMS requires that pharmacists
be thoroughly trained on the requirements of the Sodium Oxybate REMS Program including review of
the certified pharmacy’s internal processes and procedures established to support the Sodium
Oxybate REMs Program with an experienced pharmacist. The ANDA REMS does not specify the
duration of training, but does include the same duties that a pharmacist must perform to ensure
competency.
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Sodium Oxybate REMS Program Requirements are nearly identical to the Xyrem REMS Requirements.
The ANDA REMS requires prescription forms to be submitted to the certified pharmacies instead of
the REMS program. The ANDA group added that after completion of prescription processing, the
pharmacy will fax the prescription form to the Sodium Oxybate REMS Program and retain the
original. Upon review, the Agency does not find this to present a safety issue.

Certified pharmacy responsibilities are also nearly the same in both programs. The ANDA REMS has
added that the RMR should be submitted to the Sodium Oxybate REMS Program [for documentation
in the databases]. The databases are described in the ANDA REMS as secure, validated, separate
and distinct (patient database, certified prescriber database, certified pharmacy database, and
disenrolled prescriber database) that will only be queried independently through electronic
telecommunication verification. The information contained within the databases is the same.
Historical data contained in the databases is accessed using the certified pharmacy secure web-
viewing portal in the ANDA REMS that gives the pharmacy direct access for viewing pertinent
information without the ability to update the databases.

Patient counseling and screening is the same in both programs except for the timing of the
counseling. In the Xyrem REMS, the patient counseling checklist is required to be completed in its
entirety for initial prescriptions and for patients who are restarting after not receiving Xyrem for six
or more months. The patient counseling checklist steps one, three, four, and five are completed for
renewals and refills if the patient has indicated a change in his or her health or medications. In the
ANDA REMS, the patient counseling checklist is required to be completed in its entirety for all
dispensations of generic sodium oxybate and submitted to the Sodium Oxybate REMS Program for
documentation.

Clinical usage clarifications and shipping procedures are the same in both programs.

The prescription refill process is nearly identical in both programs. The ANDA REMS differs in that it
specifies that refills may be conveyed by phone or fax from the prescriber or patient indicating that
the patient can contact the pharmacy to request a refill and that refills are communicated to the
Sodium Oxybate REMS Program by obtaining a PDA. The patient counseling checklist is completed
for all refills and the completed checklist is submitted to the Sodium Oxybate REMS Program for
documentation. For early refill requests, the patient’s record is evaluated similarly by using the
certified pharmacy secure web-viewing portal for the patient database. Documentation of the
discussion between the pharmacy and the prescriber regarding the early refill request is performed
by submitting the RMR to the Sodium Oxybate REMS Program.

Both programs require monitoring and assessing for signs of abuse, misuse, and diversion and
recording the events using the RMR form. Examples of events that should generate an RMR are the
same and information documented on the RMR is the same. The ANDA REMS adds that pharmacies
can request that a patient is monitored by the Sodium Oxybate REMS Program if serious or repeated
events give rise to reasonable suspicion of misuse, abuse, or diversion. The RMR form has additional
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functionality in the ANDA REMS in that it can be used to direct that a patient or prescriber be
disenrolled for suspected abuse, misuse or diversion. RMRs are submitted to the Sodium Oxybate
REMS Program online or by fax.

Inventory control is similar. Inventory is recorded in the central database in the Xyrem REMS and in
the pharmacy management system in the ANDA REMS. Both require that inventory be reconciled at
the start and end of each business day and a physical count must match the count in the
database/pharmacy management system. If the inventory cannot be reconciled, no orders can be
processed until an investigation is completed by the pharmacist in charge. The ANDA REMS has
added that internal procedures for reconciling the generic sodium oxybate inventory are subject to
audit.

Some of the responsibility is removed from the certified pharmacies surrounding updating and
maintaining the databases. This becomes a function of the Sodium Oxybate REMS Program. While
the certified pharmacies gather much of the data through prescription processing, the patient
counseling checklist and the RMR, they do not have to spend extra time updating the databases with
the information which allows them to focus on patient safety aspects surrounding use of this
medication. DRISK finds this to be acceptable and believes it will achieve the same level of safety as
the Xyrem REMS.

4.4.7 Sodium Oxybate REMS Program Patient Counseling Checklist

The Patient Counseling Checklist is a tool that pharmacists use to screen and counsel patients before
each dispensation of generic sodium oxybate. The Pharmacist counsels the patient on therapy
expectations, preparation and administration, precautions needed and side effects of sodium oxybate.
The pharmacist screens the patient for concomitant medications and medical conditions that may put
the patient at risk for CNS or respiratory depression. The pharmacist also lists all of the patients
prescription and non-prescription medications and all current medical conditions for which the patient is
under a healthcare provider’s care as well as answers the patient’s clinical questions about sodium
oxybate. If concomitant medications or comorbidities are discovered that the prescriber has not
indicated awareness, the pharmacist will consult the prescriber and document the outcome.

Reviewer Comment:

The Sodium Oxybate Patient Counseling Checklist is the same as the Xyrem Patient Counseling
Checklist except that the ANDA group removed the restrictions from each step (ex. Complete this
section ONLY for new patients and existing patients who are restarting sodium oxybate treatment
after not receiving sodium oxybate for 6 months or longer) to indicate that the checklist is to be
completed prior to dispensing each generic sodium oxybate shipment. The prescriber information
was moved from step one to step four so that prescriber information can be documented when a
prescriber consult is required.

4.4.8 Sodium oxybate REMS Program Risk Management Report (RMR)
The RMR is completed by pharmacies to document and report events that give rise to a reasonable

suspicion of abuse, misuse, diversion, or any behavior or information that may indicate the drug is not
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being used according to the prescriber’s instructions. The RMR can be completed online or printed and
faxed to the Sodium Oxybate REMS Program. The RMR history allows for the review of prior events of
suspected abuse, misuse, or diversion and gives a more complete picture of the patient’s history. A
trend or pattern of behavior can be an indicator of abuse, misuse, or diversion and identified patients or
prescribers who may require additional scrutiny when another event occurs. The pharmacy can use the
RMR form to direct the Sodium Oxybate REMS Program to disenroll a patient or prescriber for suspected
abuse, misuse, or diversion based on this history.

Reviewer Comment:

The Sodium Oxybate RMR form is the same as the Xyrem RMR form except for changes due to
operational differences in the ANDA REMS. The RMRs must be submitted to the Sodium Oxybate
REMS Program where the information will be documented in the databases. The Sodium Oxybate
REMS Program will work with the sponsors to determine the need to notify local, state, or federal
authorities. Additionally, the ANDA group included a section to allow the certified pharmacies to
request that a patient or prescriber be disenrolled by the Sodium Oxybate REMS Program for
suspected abuse, misuse, or diversion. The pharmacies do not have direct access to the databases,
therefore, if the pharmacy determines that a patient or prescriber should be disenrolled due to
suspected abuse, misuse, or diversion, the pharmacy will use this form to communicate the decision
to the REMS Program which will perform the disenrollment and update the databases.

4.4.9 Sodium Oxybate REMS Program Pharmacy Enrollment Form

The Pharmacy Enrollment Form is completed and submitted by the pharmacy’s authorized
representative. The authorized representative is responsible for ensuring that pharmacy staff complete
the required training and ensure that the pharmacy enables its pharmacy management system to
support electronic communication with the Sodium Oxybate REMS Program using established
telecommunication standards. By signing the form, the authorized representative attests that the
pharmacy has put processes and procedures in place to comply with the ANDA REMS including
dispensing sodium oxybate only to enrolled patients pursuant to a valid prescription written by a
certified prescriber.

Reviewer Comment:

DRISK finds it acceptable to include the Sodium Oxybate REMS Program Pharmacy Enrollment form
as part of the REMS, but recognizes that this is an addition that differs from the Xyrem REMS
Program. Use of a pharmacy enrollment form is necessary for the ANDA sodium oxybate sponsors to
ensure the pharmacies agree to adhere to all of the requirements necessary to comply with the
Sodium Oxybate REMS Program. The content reflects the responsibilities of a certified pharmacy as
outlined in the REMS document.

4.4.10 Sodium Oxybate REMS Program Website Screen Shots

The ANDA REMS website contains pages with information for prescribers, patients, and pharmacies
including certification requirements as outlined in the REMS document. Other pages include a
Frequently Asked Questions page directed at prescribers, a Contact Us page with contact information
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for the Sodium Oxybate REMS Program, a Resources page for access to enrollment forms and
educational materials, and a Create an Account page for prescribers and pharmacists for access to the
secure section of the website.

Reviewer Comment:

The ANDA REMS website is the same as the Xyrem REMS except for changes reflecting the
operational differences in the programs. The home page contains the same goals, program
overview, and approved indications for sodium oxybate, with the exception that there are multiple
certified pharmacies in the ANDA REMS compared to a single central pharmacy in the Xyrem REMS.
The prescriber roles and responsibilities are the same with the exception that the prescriber submits
the prescription form to one of the certified pharmacies in the ANDA REMS instead of the REMS
Program as in the Xyrem REMS.

The ANDA REMS website has additional pages that are not included in the Xyrem REMS Website.
The ANDA REMS includes a page with pharmacy certification requirements that are outlined in the
REMS Document. A page for patients exists to inform them that patients prescribed generic sodium
oxybate must enroll in the Sodium Oxybate REMS Program: If you were previously registered in the
Xyrem REMS, your certified prescriber will need to enroll you in the Sodium Oxybate REMS Program.
A Resources page is included which contains links to resources including prescribing information,
enrollment forms, prescriber brochure, medication guide, and patient quick start guide. The ANDA
group included a FAQ page that focuses on prescriber enrollment and patient enrollment.
Additionally, the ANDA group included a Create an Account Page for pharmacists and prescribers to
access the secure section of the website. The secure section will contain the pharmacy look up for
prescribers to choose a pharmacy based on the patient’s zip code and will hold the prescription form

(b) (4)

so that only prescribers can have access to it.

5 Discussion

The ANDA group submitted amendments integrating comments provided by the Agency from the
10/12/2016 review and the 11/9/2016 and 11/10/2016 face-to-face meetings and 11/30/2016 and
12/1/2016 teleconferences into their proposed REMS. DRISK finds the most recent submission
(12/2/2016) acceptable.

Section 505-1(i)(1)(B) of the FD&C Act provides that an ANDA is subject to the ETASU for the RLD, but a
separate REMS for ANDA applicants that is waived from the SSS requirement can use a “different,
comparable aspect of the [ETASU].” FDA interprets this standard to mean that a waived system for
ETASU must include the same general elements as described in the statute. FDA further interprets this
to allow a separate REMS for ANDA applicants to use different methods or operational means to
effectuate a REMS requirement, provided the program achieves the same level of safety.

The ANDA group’s proposed REMS has the same goals and ETASU as those in the Xyrem REMS.
Specifically, both the Xyrem REMS and the ANDA REMS require that 1) healthcare providers who
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prescribe the drug are specially certified, 2) the drug will be dispensed only by pharmacies that are
specially certified, and 3) the drug will be dispensed and shipped only to patients who are enrolled in the
REMS program with documentation of safe use conditions.

The ANDA REMS has the same enrollment requirements for patients and prescribers, provides the same
education on the safe use of sodium oxybate, and requires the same screening, counseling, and
evaluation of patients and reporting of adverse events as the Xyrem REMS. The ANDA REMS will offer
the same level of safety as the Xyrem REMS by ensuring that generic sodium oxybate is dispensed only
to patients enrolled in the Sodium Oxybate REMS Program pursuant to a valid prescription written by a
certified prescriber by a certified pharmacy. Only a certified pharmacy that coordinates secure
shipment to patients and is not open to the public can dispense sodium oxybate. The ANDA REMS
contains the same statement as the Xyrem REMS that generic sodium oxybate will not be stocked in
retail pharmacy outlets.

There are some differences in the operational aspects of the ETASU. Specifically, the ANDA REMS does
not include the same limitations on the number of pharmacies and databases used. While the Xyrem
REMS uses a single pharmacy and a single database, the ANDA REMS will use multiple certified
pharmacies and multiple databases that are connected via an electronic telecommunication verification
mechanism known as a switch system. The switch system ensures coordination among pharmacies such
that a drug is dispensed only after there is verification that all safe use requirements are met namely
that: 1) the patient is enrolled in the REMS meaning that, among other things, the patient has been
screened by a certified prescriber and been educated about the safe use of sodium oxybate; 2) the
prescriber is certified in the REMS, meaning that, among other things, the prescriber has reviewed the
prescribing information regarding the safe use of sodium oxybate and agreed to report adverse events
promptly; 3) a pharmacy is certified in the REMS, meaning that, among other things, the staff has been
trained about the particular risks of sodium oxybate and the REMS program requirements including
prescription validation and patient counseling; and 4) the patient does not have any overlapping active
prescription for generic sodium oxybate. If all of these requirements are met, a PDA will be generated.
Obtaining a PDA will not introduce additional burden because it is done seamlessly behind the scenes in
seconds when the pharmacy enters the prescription information in to the pharmacy management
system allowing for real-time verification of enrollment status in the databases.

The ANDA REMS has built in a duplicate claim safeguard in which a certified pharmacy will contact the
Xyrem REMS Program prior to dispensing generic sodium oxybate to ensure that the patient does not
have an overlapping active prescription for Xyrem. The pharmacy will also verify that the patient and
prescriber have not been disenrolled from the Xyrem REMS due to abuse, misuse, or diversion, and will
report prescriptions filled for generic sodium oxybate for each patient.

Once all checks are completed, the medication is shipped directly to the patient just as it is in the Xyrem
REMS.

30

Reference ID: 4042203



DRISK has concluded that the Sodium Oxybate REMS Program, as designed, achieves the same level of
safety as the Xyrem REMS. The different aspects of the ETASU in the REMS proposed by the ANDA
group are comparable to those in the Xyrem REMS. In each case, the drug is shipped directly to the
patient and not stocked on retail pharmacy shelves, the same patient counseling takes place prior to
dispensing, and multiple checks are built in to ensure that safe use conditions have been met and that
there have been no attempts at diversion, abuse, or misuse. Accordingly, this conclusion is consistent
with the Agency’s stated position that limiting dispensing to a single pharmacy is not the only way to
meet the necessary requirements for certification and ensure the benefits of sodium oxybate outweigh
the risks.

6 Conclusion and Recommendations

DRISK finds the proposed ANDA REMS and its appended materials, and the supporting document, as
submitted on December 2, 2016 to be acceptable. DRISK recommends approval of the REMS and as
designed has determined that it will offer the same level of safety as the Xyrem REMS.

For the waived SSS REMS section 505-1(g)(2)(C) of the FDCA authorizes the FDA to require REMS
assessments for ANDA drugs at pre-specified intervals because such assessments are necessary to
evaluate whether the approved strategy should be modified. The waiver-granted REMS for sodium
oxybate is comparable to the REMS for Xyrem, therefore the assessments being required of sodium
oxybate will be comparable to the assessments required for Xyrem and should be submitted 18 months
following the approval and every 12 months thereafter.

The following assessment plan is to be included in the approval letter:

1. Program Implementation
a. Product Launch Date
b. Date when REMS materials became available to healthcare providers (HCPs) on the
website and via the contact center
c. The dates stakeholders could become specially certified and/or enrolled online, by mail,
by fax, by email:
i. Prescribers
ii. Pharmacies
iii. Patients
d. Date when the Sodium Oxybate REMS Program website went live
e. Sodium Oxybate REMS Program website utilization
i. Number of unique site visits
2. REMS Program Utilization
a. Prescribers
i. Number of specially certified prescribers, status of certification, and method of
certification
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Summary of reasons certification is incomplete for prescribers (e.g. “Prescriber
missing information on form”, etc.)

Number of specially certified prescribers by specialty

Number of specially certified prescribers who were disenrolled during the
reporting period and reasons for disenrollment

Number of patients by current specially certified prescriber

b. Pharmacies

[oN

Number of specially certified pharmacies, status of certification, and method of
certification

Summary of reasons certification is incomplete for pharmacies (e.g. “Pharmacy
authorized representative changed, no replacement given”, etc.)

Number of specially certified pharmacy decertifications during the reporting
period and reasons for decertification

Patient Status

Vi.

Vii.

Number, age, and gender of enrolled patients

Number of disenrolled patients and reason(s) for disenrollment

Number of active patients (patients enrolled who received at least one
shipment of sodium oxybate during the reporting period)

Number of duplicate patients detected by the specially certified pharmacies
Number of patients associated with more than one prescriber during their
therapy

Number of patients who have discontinued sodium oxybate after receiving at
least one shipment of sodium oxybate

Number of discontinued patients who were associated with an adverse event,
including death

3. Contact Center Report

Reference ID: 4042203

a.
b.

C.
d.

a.

Number of Contacts

Summary of reason for call (i.e. “Enrollment question”, etc.) by reporter (i.e. pharmacy,
prescriber, patient)
Summary of any REMS-related problems identified

Narrative of any corrective actions resulting from issues identified
4. Sodium Oxybate REMS Program Compliance

Prescriptions

Total number of prescriptions dispensed; stratify by the number of new and the
number of refills

Number of patients with overlapping prescriptions (more than one active
prescription)

Number of patients prescribed a daily dose >9 g

Number of prescriptions requiring contact with Xyrem REMS program
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1. Status of these prescriptions (dispensed, not dispensed); report any
delays in shipment of product related to inability to contact Xyrem
REMS program
v. Number of sodium oxybate prescriptions that were written by non- certified or
disenrolled prescribers (reported or detected through audit)
1. Actions taken (e.g. “Provision of sodium oxybate program materials”,
“Prescriber certified”, etc.)
2. Outcome of actions taken
b. Shipments
i. Total number of bottles and shipments sent
ii. Number of shipments lost in delivery that were unrecovered and the number of
corresponding DEA 106 forms and RMRs completed
iii. Number of prescriptions dispensed by noncertified pharmacies and actions
taken to prevent future occurrences (reported or detected through audit)
iv. Number of shipments sent to noncertified pharmacies, source of report, and
actions taken to prevent future occurrences
v. Number of duplicate patients who were shipped Sodium Oxybate under more
than one name or identifier
vi. Number of patients who were shipped Sodium Oxybate after being disenrolled
vii. Number of initial shipments sent to patients without completion of the Sodium
Oxybate REMS Program Patient Counseling Checklist
c. Early refills
i. Number of patients who requested an early refill and reason for the request
ii. Number of requests approved
iii. Number of requests denied by the prescriber
iv. Number of requests denied by the specially certified pharmacies
v. Number of patients with multiple requests for early refills
d. Concomitant medications - Summary table from Sodium Oxybate REMS Program Patient
Counseling Checklists of the number of patients taking the following concomitant
medications and who subsequently received at least one shipment of Sodium oxybate:
i. Sedative hypnotics
ii. Alcohol
iii. Other potentially interacting agents:
iv. Sedating antidepressants, antipsychotics, or anti-epileptics
v. General anesthetics
vi. Muscle relaxants
vii. Opioid analgesics
viii. Divalproex sodium or other valproate drug (e.g., valproic acid)
ix. lllicit CNS depressants (e.g., heroin or gamma-hydroxybutyrate [GHB])
e. Concomitant diagnoses - Summary table from Sodium oxybate REMS Program Patient
Counseling Checklists of the number of patients who have been diagnosed with the
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following conditions and who subsequently received at least one shipment of Sodium
Oxybate:
i. Sleep apnea
ii. Asthma, COPD, or other conditions affecting the respiratory system
f.  Number of notifications by pharmacists to prescribers for the following situations and
the outcome of the notification (e.g., dispensed Sodium oxybate, counseled patient, or
other actions)
i. Patient report of alcohol use
ii. Patient report of diagnosis of sleep apnea
iii. Patient report of diagnosis of asthma, COPD, or other conditions affecting the
respiratory system
iv. Suspected abuse, misuse, or diversion
v. Alerts regarding potential abuse, misuse, or diversion on the patient profiles
g. Risk Management Reports submitted
i. Number of patients with an RMR
ii. Number of patients with multiple RMRs
iii. Number of alerts generated from RMRs
iv. Number of RMRs generated from early refill requests
v. Number of RMRs generated for other reasons (list reasons)
vi. Number of prescriber-related RMRs
vii. Early refill requests
h. Any other reports of non-compliance with the Sodium oxybate REMS program, source of
report, and any corrective actions or resolution.
i. Asummary report of audits of the specially certified pharmacies conducted during the
assessment period including any actions taken to address findings
5. Barriers or Delays in Patient Access
a. False negatives: i.e., all REMS and safe use requirements were met, but a PDA was not
provided by the Sodium Oxybate REMS Program
b. Inadvertent disenrollments
c. Unintended system interruptions and resolutions
Total number of PDA rejections, the number of these that were subsequently approved
and the duration of time from rejection to approval
6. Inappropriate Patient Access
a. False positives: e.g., all REMS and safe use requirements were not met, but a PDA was
provided by the Sodium Oxybate REMS Program
7. Evaluation of Safe Use Procedures
a. Provide reasons for prescription rejections/PDA rejected by the Sodium Oxybate REMS
Program
b. Summary and count of RMR events and the corrective actions taken
8. Evaluation of Knowledge/Surveys
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a. An evaluation of knowledge of specially certified prescribers of the risk of respiratory
depression, contraindication with sedative hypnotics and alcohol, and the potential for
abuse, misuse, and overdose associated with sodium oxybate

b. An evaluation of knowledge of specially certified pharmacy authorized representatives
and pharmacists of the risk of respiratory depression, contraindication with sedative
hypnotics and alcohol, and the potential for abuse, misuse, and overdose associated
with sodium oxybate

c. An evaluation of knowledge of patients of the risk of respiratory depression,
contraindication with sedative hypnotics and alcohol, and the potential for abuse,
misuse, and overdose associated with sodium oxybate

9. Adverse Events

a. Total aggregate number of the following potential adverse event reports received by the
Sodium Oxybate REMS Program and sent to the Sodium Oxybate sponsors during the
reporting period, and cumulatively:

i. Aggregate number of reports of abuse, misuse, diversion, overdose, accidental
exposure, respiratory depression associated with sodium oxybate

ii. Aggregate number of potential adverse events associated with dispensed and
unused sodium oxybate

iii. Aggregate number of potential adverse events associated with a non-certified
pharmacy, disenrolled prescriber, disenrolled prescriber, or disenrolled patient

iv. Aggregate number of potential adverse events associated with a sodium
oxybate medication error

v. Aggregate number of potential adverse events associated with use with
concurrent sedative hypnotics and alcohol

b. Total aggregate number of potential adverse event reports in Section Ill.E.9.a. that were
received by the Sodium Oxybate sponsors from all sources during the reporting period

c. Total aggregate number of potential adverse event reports in Section IIl.E.9.a. received
by the Sodium Oxybate REMS Program and sent to the Sodium Oxybate sponsors that
were subsequently reported as an adverse event by a Sodium Oxybate sponsor, during
the reporting period and cumulatively

d. Total aggregate number of potential adverse event reports in Section IIl.E.9.a. received
by the Sodium Oxybate sponsors from all sources that were subsequently reported as
an adverse event by a Sodium Oxybate sponsor, during the reporting period and
cumulatively

10. A report on periodic assessments of the dispensing of the Medication Guide in accordance
with 21 CFR 208.24

a. Sodium Oxybate REMS Program will report to FDA on the dispensing of the Medication

Guide as part of the REMS assessments
11. Surveillance and monitoring

a. The Sodium Oxybate REMS program will periodically monitor available safety databases,

such as those established by the American Association of Poison Control Centers
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(AAPCC) National Poison Data System (NPDS), The National Forensic Laboratory
Information System, the National Drug Threat Assessment, and the Society for Forensic
Toxicologists (SOFT) for any information regarding abuse, misuse, or diversion of sodium
oxybate. Any relevant information will be included in the REMS assessments

7 Appendices

7.1 Materials Reviewed
The following is a list of materials informing this review:

1. ®@ Amneal Pharmaceuticals, Ohm Laboratories
Inc., Roxane Laboratories Inc., ®@ proposed REMS for Sodium Oxybate
ANDAs ®® 203631, 203351, 202090, dated April 8, 2016, amended June

6, 2016, August 22, 2016, and December 2, 2016

2. FDA. Division of Neurology Products. Supplement Approval for NDA 21196, dated July 15, 2015.

3. Kumar, J. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium
oxybate, dated September 1, 2016

4. Zendel, L. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium
oxybate, dated October 22, 2016

7.2 Appended materials
1. Sodium Oxybate REMS Document

2. Sodium Oxybate Appended Materials
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Sodium Oxybate REMS Program Prescriber Enrollment Form

Sodium Oxybate REMS Program Prescriber Brochure

Sodium Oxybate REMS Program Prescription Form

Sodium Oxybate REMS Program Patient Enrollment Form

Sodium Oxybate REMS Program Quick Start Guide for Patient

Sodium Oxybate REMS Program Pharmacy Enrollment Form

Sodium Oxybate REMS Program Certified Pharmacy Training Modules A and B
Sodium Oxybate REMS Program Patient Counseling Checklist

Sodium Oxybate REMS Program Risk Management Report

Sodium Oxybate REMS Program Website Screen Shots

36



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

LAURA A ZENDEL
01/13/2017

JAMIE C WILKINS PARKER
01/13/2017

CYNTHIA L LACIVITA
01/13/2017
Concur

Reference ID: 4042203



Division of Risk Management (DRISK)

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Application Type
Application Number
Goal Date (internal)
OSE RCM #

Reviewer Name(s)

Health Communications Analyst
DRISK Team Leader

Division Director

Review Completion Date
Subject

Established Name
Applicants

Review Division
Therapeutic Class

Formulation(s)
Dosing Regimen

ANDA

®® 203631, 203351, 202090,
November 10, 2016
2016-954

Laura Zendel, PharmD

Anahita Tavakoli, M.A.

Jamie Wilkins Parker, PharmD

Cynthia LaCivita, PharmD

10/12/2016

Evaluation of proposed shared ANDA REMS for sodium oxybate

sodium oxybate
b) (4
®@  Amneal
Pharmaceuticals, Ohm Laboratories Inc., Roxane Laboratories Inc.

Office of Generic Drugs (OGD)

Central Nervous System depressant

Oral solution in concentration of 0.5 g/mL

Recommended starting dose of 4.5g (maximum 9.0g) administered
orally at bedtime in two divided doses

Reference ID: 3997415



Table of Contents

1 EXECULIVE SUIMIMATY woovvrirsesessessessessesssessssssssssssssssssssesssssessssssssssssssssssssssssessesssssssssssssssssssssssssssssssssssssssssssssssssssassasssneas 3
2N 0115 10T LU o) o PP 4
KT 27 Uod 1< 4 {0101 (e PP 4
Product INfOrmMatioN ... s 4
XYTEIM REMS ..ottt es s ess e s s s £ SR £ £ R £ SR AR R st s 5
REGUIALOTY HISTOTY evuevuieueeseeesseesseesse e ssseesssesssess s sssesssesssessssssss s ss st e ss s s s s R R 7

4  Results of the Review of the Applicant Holders Proposed REMS.........onneenneensceneensersessseessesseens 10
REMS GOQIS.uuiituiiruisiisssisss s ssssssssssssssssssss s s bbb bbb R0 10
0L 0 29 155 44 T3 PP 10

LY LT DU U o) 4 B €0 o PN 10
Elements t0 ASSUIE SAfe USE ... sssss s sessssssssssssesssssssssssssssss s sessssssssssssssssssnss 10
IMPlEMENTALION SYSTEIM vt s e s st e 15
REMS SUPPOTTING DOCUIMENT.....cocecerierieiesetsesesessessesses s ses s sssssssesse s ssss s ssssss st s ss s sss s ssesssssssssens 17
REMS ASSESSMENT Plam....ciicrisissssisissssss s s sssssssssssssssssssssssssssasssses 18
REMS APPENAEA MALEITALS ...cuueeieeeereeretectseesesseiecsseesseesesssebssss s s s s s sss s s s bbb 18
Sodium Oxybate REMS Program Prescriber Enrollment FOIm .....enensenseenseeseesseessesssensnees 18
Sodium Oxybate REMS Program Prescriber BroChUre ... cenensenneeneeseeesseesseessesessesssessessens 19
Sodium Oxybate REMS Program Patient Enrollment FOrm ......onnneenneneeseseesseesseessessesseens 19
Sodium Oxybate REMS Program Prescription FOIM. .. eceeeecseeseesseessessseessessssssseessessnns 19
Sodium oxybate REMS Program Quick Start Guide for Patient........eeneereeneenneensesseeseeseessesneees 20
Sodium Oxybate REMS Program Certified Pharmacy Training Modules A and B......ccccocconvennrens 20
Sodium Oxybate REMS Program Patient Counseling CheckliSt.......c.ounenrenecreeneenneeneesseeseeseeseseees 22
Sodium oxybate REMS Program Risk Management REPOTt.....coeernmeemeemeesneeeseseseesssesseessessessees 22
Sodium Oxybate REMS Program Pharmacy Enrollment FOrm ......nncecneeseseeseeseeseeseseees 23

2

Reference ID: 3997415



LS 0 3 £ 0113 o ) o 23

6  Conclusion and RECOMMENAAtIONS ....ccurvureueemreereesreiseserssesssesseessessesssesssesesssessesssssssssss s sss s sssssssassssesans 24
7 Comments 0 the APPLICANES ..t s snsens 24
8 APDPEINAICES .ouveereueeeeeeieee e teeseesse s se e e s e R AR AR AR AR R R e 31
MateTials REVIEWE ..ot et es s s e s s s R s s s 31
APPENAEA MALETIALS w.uvcereeeeecereeeetseeseessessee e es e s s esse s s s b s b R as RS seEaebeER s R bbb e 31

1 Executive Summary

This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation
and mitigation strategy (REMS) for generic products referencing Xyrem (sodium oxybate), received by
the Office of Generic Drugs (OGD) on April 8, 2016, and amended on June 6, 2016 and August 22, 2016,
by the abbreviated new drug applications (ANDAs): ®) @
®@ Amneal Pharmaceuticals (ANDA 203631), Ohm
Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090). ®) @
@ - per statutory requirements described in section 505-
1(h)(9)(i)(1) of the Food, Drug, and Cosmetic Act (FDCA) as amended by the Food and Drug
Administration Amendments Act (FDAAA), the ANDAs of sodium oxybate shall use a single, shared
system (SSS) REMS with the reference label drug (RLD) unless FDA waives that requirement and permits
the ANDAs to use a different, but comparable aspect of the Elements to Assure Safe Use (ETASU). The
ANDAs for sodium oxybate seek a waiver of the SSS requirement and approval of a separate REMS for

the generic products referencing Xyrem.

The Xyrem REMS, approved on February 27, 2015 and most recently modified on July 15, 2015, includes
a Medication Guide (MG) and ETASU to mitigate the risks of serious adverse outcomes resulting from
inappropriate prescribing, misuse, abuse, and diversion® of Xyrem.

The generic sodium oxybate applicants submitted a separate proposed REMS, herein referred to as the
ANDA REMS, which has the same goals and the same ETASU as the Xyrem REMS. It proposes
operational differences in certain aspects of the ETASU which, with the requested changes described
below, will be comparable to the Xyrem REMS. DRISK believes the proposed REMS for sodium oxybate,
with required DRISK edits, will achieve the same level of patient safety as the approved Xyrem REMS.

! The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the
framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression,
abuse, and misuse.
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The Applicant’s proposed ANDA program differs from the Xyrem REMS program by: 1) including a
requirement for the prescriber to submit the sodium oxybate prescription form to one of the certified

®@ pharmacies (i.e., mail order pharmacies), use

pharmacies; 2) proposing the use of multiple
of a duplicate claim safeguard; and 3) use of multiple databases which are connected through an
electronic telecommunication verification, commonly referred to as a “switch system.” Preliminary
comments were shared with the Applicant group via teleconference on 7/21/2016. The Applicant group
submitted an amended REMS document, supporting document and appended materials in response on
August 22, 2016. This review provides comments on the amended REMS materials and REMS document
to clarify the pharmacy enrollment process, duplicate claim safeguard provision, and terminology
describing the databases, as well as changes to the Supporting Document to include more details of

operations, and general comments to Appended Materials.

2 Introduction

This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation
and mitigation strategy (REMS) for sodium oxybate oral solution (received on April 8, 2016, and
amended on June 6, 2016 and August 22 2016) submitted by following the abbreviated new drug
applications (ANDAs): ®) @

®@ Amneal Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc.
(ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090), herein referred to in this review as the
Applicant Group. Preliminary comments were shared with the Applicant group (via teleconference) on
7/21/2016. The Applicant group submitted an amended REMS document, supporting document and
appended materials on August 22, 2016 which is the subject of this review.

This is second of several reviews that will evaluate this proposed ANDA REMS. The background
information is contained in the review dated Sept. 1 2016°.

3 Background

PRODUCT INFORMATION

Xyrem (sodium oxybate), a Schedule Ill controlled substance, is the sodium salt of
gammahydroxybutyrate (GHB). GHB is a potent central nervous system depressant. Xyrem was
approved under subpart H6 in 2002 for the treatment of cataplexy in narcolepsy and in 2005 for the
treatment of excessive daytime sleepiness (EDS) in narcolepsy.

*Kumar J. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium oxybate.
09/01/2016
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The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided
doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1).

Table 1. Xyrem Dose Regimen
If a Patient’s Total | Take at Bedtime: | Take 2.5-4
Nightly Dose is: hours later:
4.5 g/night 2.25¢g 2.25g
6.0 g/night 3.0g 308
7.5 g/night 3.75¢g 3.75¢g
9.0 g/night 45¢g 45¢g

Recommended dosing states to increase the dose by 1.5 g per night at weekly intervals (additional 0.75
g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night
orally. As stated in the package insert, doses higher than 9 g per night have not been studied and should
not ordinarily be administered.?

The Medication Guide includes the following instructions: “Take your first Xyrem dose at bedtime while
you are in bed. Take your second Xyrem dose 2 % to 4 hours after you take your first Xyrem dose. You
may want to set an alarm clock to make sure you wake up to take your second Xyrem dose. You should
remain in bed after taking the first and second doses of Xyrem.”

XYREM REMS

Xyrem (sodium oxybate) oral solution formulation was approved by the FDA on July 17, 2002 for the
treatment of cataplexy in patients with narcolepsy, and on November 18, 2005 for the treatment of
excessive daytime sleepiness and cataplexy in patients with narcolepsy. Sodium oxybate is a controlled
substance classified as schedule Il in its approved form and as schedule | for illicit use (gamma-
hydroxybutyric acid, or GHB, is known as the “date rape drug”) and is also associated with central
nervous system and respiratory depression. The Xyrem approval was under the restricted distribution
regulations contained in 21 CFR 314.500 (Subpart H) with a risk management plan to assure safe use of
the product. The risk management plan proposed by Jazz contained a requirement that the drug be
dispensed only from a single, central pharmacy. Xyrem was approved with a risk management plan
which included implementation of a restricted distribution program, patient and prescriber education
regarding the risks and benefits of Xyrem including critical information necessary for the safe use and
handling of the drug, filling of the initial prescription only after the prescriber and patient have received
and read the educational materials, and maintenance of a registry of all patients and a record of all
prescribers. The FDA allowed the limitation of the single central pharmacy to remain in the risk
management plan, believing it to be a way to effectuate the overall restrictions on distribution
necessary for safe use of the drug.

3 Xyrem (sodium oxybate) [package insert]. Palo Alto, CA: Jazz Pharmaceuticals, Inc. Revised April 2015.
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On the effective date of Food and Drug Administration Amendments Act of 2007 (FDAAA), Xyrem was
identified as a product deemed to have in effect an approved REMS because there were elements to
assure safe use in effect. As part of the negotiations for a final REMS, Jazz proposed removing the
requirement for a single pharmacy and instead allowing certification of multiple pharmacies. Later that
year (2009) Jazz also submitted a supplement for a new indication for fibromyalgia, and in that
supplement proposed a REMS with multiple certified pharmacies. FDA rejected the application for
fibromyalgia, but did so on grounds unrelated to the multiple pharmacy certification. Following the
rejection of the fibromyalgia application, negotiation of the final REMS for Xyrem continued. FDA
explained to Jazz that its final REMS should not contain the restriction to a single pharmacy, but should
instead contain the stringent requirements for pharmacy certification necessary to control distribution
of the drug. By early 2011, however, Jazz changed its position and began insisting that the single
pharmacy requirement remain.* In December 2013, the Agency sent a REMS modification notification
letter to Jazz which included required removal of the single pharmacy requirement. Jazz filed a dispute
resolution request. When the request was denied, Jazz appealed. On February 27, 2015, in the hopes of
bringing the protracted negotiations and dispute to a close, the Agency approved the REMS Jazz
proposed (i.e., with the single, central pharmacy requirement). The approval letter included language
making clear the Agency did not think the requirement of a single pharmacy is the only way to safely
distribute the drug. The approval letter also stated the Agency would consider future modifications as

necessary and the dispute was denied as moot.

Table 1. Abbreviated Summary of Approved Xyrem REMS

The goal of the XYREM REMS is to mitigate the risks of serious adverse outcomes resulting from
inappropriate prescribing, misuse, abuse, and diversion of XYREM by:

Informing prescribers, pharmacists, and patients of: the risk of significant CNS and respiratory depression
associated with XYREM, the contraindication of use of XYREM with sedative hypnotics and alcohol, the
potential for abuse, misuse, and overdose associated with XYREM, the safe use, handling, and storage of
XYREM

REMS Goals

Ensuring that pharmacy controls exist prior to filling prescriptions for XYREM that: screen for concomitant
use of sedative hypnotics and other potentially interacting agents, monitor for inappropriate prescribing,
misuse, abuse, and diversion of XYREM, notify prescribers when patients are receiving concomitant
contraindicated medications or there are signs of potential abuse, misuse, or diversion.

Medication Guide

Prescriber Certification - Special certification of healthcare providers (HCPs) who prescribe Xyrem: ensures
enrollment in the Xyrem REMS Program and understanding of Prescriber Brochure.

REMS Elements Pharmacy Certification — Special certification of central pharmacy (not stocked in retail pharmacy outlets):
ensures enrollment in Xyrem REMS Program, completion of pharmacy training, completion of Patient

Counseling Checklist, review of Central Database, shipment directly to patient

Documentation of safe use conditions — Patients must sign Patient Enrollment Form

0 Kumar, J. DRISK. Final REMS Review, dated February 27, 2015.
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UprdEnEmenshi Monitor compliance with prescriber, pharmacy, and patient enrollment, maintenance of Central Database

System

REGULATORY HISTORY

The following is a summary of the regulatory history for the ANDAs for sodium oxybate and
Xyrem, relevant to this review:

e 07/07/2002: The Agency approved Xyrem for the treatment of cataplexy (orphan designation)
with restricted distribution under a Risk Management and Action Plan (RiskMAP) called the
Xyrem Success Program. The key features of the RiskMAP included: Mandatory enrollment and
education of prescribers and patients; restricted distribution of Xyrem dispensed via an
exclusive, single central pharmacy by direct shipping after verification of the prescription, and
prescriber/patient information.

e (03/28/2008: After the FDAAA of 2007 was passed, the Agency published in the Federal Register
(FR)14 a list of drugs that were deemed to have an approved REMS and directed holders of
approved applications for those products to submit a proposed REMS by September 21, 2008;
Xyrem was included in the list of deemed products.

e (07/08/2010: The Agency received ANDA 202090 for sodium oxybate oral solution from Roxane.

e 10/19/2011: Roxane submitted a proposed REMS for sodium oxybate oral solution.

(b) (4)

e 09/27/2012: The Agency sent a REMS Notification Letter/“Information Request Letter” to
Roxane regarding requirements for a single shared REMS program for Sodium Oxybate Oral
Solution. This letter identified Jennifer Ekelund as the Jazz Pharmaceuticals contact person for
the development of the single shared system (SSS)

e 10/14/2012: Roxane (Gregory Hicks, Associate Director, REMS, Labeling, and Drug Safety) sent
letter to Jennifer Ekelund (Executive Director, Regulatory Affairs, Jazz Pharmaceuticals) to
request a teleconference with appropriate representatives from each company to begin the

process of developing a SSS REMS for sodium oxybate.
(0) (4)

e 03/20/2013: Roxane received a Complete Response Letter (CRL) for ANDA 202090, which
included product quality and labeling deficiencies. The CRL encouraged the Sponsor to work
towards a 555 REMS with the innovator or opt to develop and submit a RiskMAP.

e 04/16/2013: Roxane submitted an amendment to the proposed REMS in response to receiving
the CRL on 03/20/2013.
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(b) (4)

e 01/23/2014: The Agency facilitated a "kick-off" meeting between the Agency, Jazz and ANDA
applicants (Roxane, Amneal, ®® 0 assist in the development of a SSS REMS for sodium

®) @
oxybate.
®@ |1t was determined that Roxane would provide a draft confidential disclosure

agreement (CDA) to the group for discussion shortly after the meeting.

e 03/05/2014: Teleconference with Amneal, Roxane, @@ to discuss recent information
identified in Jazz’'s Q4 2013 earnings call regarding Jazz entering into formal dispute resolution
with FDA. ANDAs inquired whether they should proceed with REMS negotiations without Jazz
until the dispute was resolved. The Agency responded that all parties should continue to work

together to form a SSS REMS unless otherwise notified by FDA.
® @

e 2/04/2015: Meeting between the Agency and ANDA sponsors to discuss the possibility of a
waiver of the SSS requirement and the ANDA sponsors' proposed distribution model for use in a
separate REMS.

e 02/27/2015: The Agency approved the Xyrem REMS, although it contained areas where the
Agency was not aligned with Jazz, including the use of the word “diversion” and restriction to a
“single, central pharmacy.” The Agency noted that the action of approving the REMS submitted
by Jazz should not be construed or understood as agreement with Jazz that limiting the
dispensing to a single pharmacy is the only way to ensure that the benefits of Xyrem outweigh
the risks under section 505-1 of the FD&C Act.

e 06/09/2015: ANDAs met with the Agency and discussed the status of the single shared system
negotiations. The Agency and the ANDA applicants discussed the REMS requirements for ANDA
applicants if they were to seek a waiver of the SSS requirement and propose a separate REMS.

e (07/15/2015: The Agency approved a REMS Modification for Xyrem. The modification included
revisions to labeling including: “Xyrem Success Program” modified to “Xyrem REMS Program”
and references to a “centralized pharmacy” or a “central pharmacy” revised to “central
pharmacy that is specially certified” throughout the Xyrem labeling and Medication Guide to be
consistent with the approved REMS.

(b) (4)
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e 10/13/2015: The Agency met with the ANDAs and RLD to find out more about the status of the
negotiations and understand what the major issues are to accurately assess the status of the
development process.

e 1/20/2016: The Agency met with the ANDAs as a follow-up to the meetings on 06/09/2015 and
10/13/2015. The ANDA Sponsors provided a diagram of their proposed Sodium Oxybate REMS
Model. During the meeting, the draft diagram was reviewed and the sponsors provided
additional information.

e 03/23/2016: Teleconference between Jazz, the sodium oxybate ANDAs, and the Agency to
provide the Agency with a status of SSS negotiations. The Agency was made aware that the
sponsors still have not agreed on basic terms such as voting rights.

e 04/08/2016: The ANDAs submitted a draft shared sodium oxybate REMS Document, Appended
Materials, and Supporting Document developed jointed by the current Sodium Oxybate ANDA
Sponsors.

e 05/06/2016: Teleconference between the Agency and the ANDA sponsor group to clarify
components of the proposed sodium oxybate ANDA REMS submission. The ANDA sponsor
group clarified that an electronic telecommunication system or “switch system” would be used
to check prescriptions within the separate, distinct, REMS databases. The Agency
communicated that an updated Supporting Document was needed to provide details of the
REMS functionality.

e 06/06/2016: A REMS amendment was submitted by the ANDAs to include proposed changes to
the Sodium Oxybate REMS Supporting Document.

e 06/16/2016: Teleconference between the Agency and the ANDA sponsor group to discuss
Agency proposed changes to the Sodium Oxybate REMS and discuss procedural timelines for
implementation of the REMS program. The Agency proposed to mitigate the risk of duplicate
dispensing by requiring the ANDA pharmacies to report all prescriptions received for sodium
oxybate and report and verify disenrollment of prescribers/patients that is specifically related to
abuse, misuse, and diversion to the Xyrem REMS Program Central Database.

e 7/21/2016: Teleconference between the Agency and the ANDA sponsor group during which the
Agency provided feedback on its initial review of the proposed Sodium Oxybate REMS
Document, Supporting Document, and Appended Materials.

e 8/22/2016: A REMS amendment was submitted by the ANDAs to include proposed changes to
the Sodium Oxybate REMS Document, Supporting Document and Appended Materials.

e 9/1/2016: The DRISK REMS review finalized in DARRTS reflected the comments discussed with
the Applicant group on 7/21/2016

e 9/2/2016: An Information Request (IR) was sent to the ANDAs requesting clarification of the
disenrollment process including time to disenrollment from the initial decision to disenroll and
how patient and prescriber data will be reflected in the databases post-enroliment.
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e 9/9/2016: An IR was sent to the ANDAs requesting clarification of terms necessary to describe
the databases, the definition of ® @7 \with regard to enrollment status, and the
necessity to qualify the patient database as “enrolled patient database.”

e 9/14/2016: The Applicant Group submitted an IR response via email for both the 9/2/2016 and
9/9/2016 IRs clarifying the disenrollment process, terms necessary to describe the databases,
and agreed to remove the term ®@ to describe enrollment status and the term
“enrolled” to describe the patient database.

4 Results of the Review of the Applicant Holders Proposed REMS

The Applicant group has submitted amendments integrating comments addressed in the DRISK
9/1/2016 review”’ to their proposed REMS; however, more changes are required. Provided the
Applicant group makes all necessary changes outlined in this review, this would allow for submission of
a REMS that DRISK could find acceptable. A summary of the proposed ANDA REMS and respective
Reviewer Comments follows:

REMS GoALs
The proposed goals of the Sodium Oxybate REMS are the same as in the Xyrem REMS.

Reviewer Comment:
The proposed goals are acceptable to DRISK.

REMS ELEMENTS

Medication Guide
The Sodium Oxybate REMS website address and the telephone number for the REMS call center should

be included in the Medication Guide. The Office of Generic Drugs (OGD) Division of Labeling Review will
review the Medication Guide (MG) during their review of the label for ANDAs ®) @
203631, 203351, 202090, and provide their comments under separate cover.

Elements to Assure Safe Use
Any modifications proposed by the Applicant Group are described in detail below. Changes that have

been accepted by the Applicant Group have been omitted but will be retained in final documents (see
attached redlined documents for further information). The text below focuses on new proposed text
submitted by the Applicant Group.

General Reviewer Comments:
Overall, the Applicant Group accepted the changes addresssed in the DRISK review from 9/1/2016,

> Kumar J. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium oxybate.
09/01/2016

10

20 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this
Reference ID: 3997415 page



8 Appendices

MATERIALS REVIEWED
The following is a list of materials informing this review:

1. ®@ Amneal Pharmaceuticals, Ohm Laboratories
Inc., Roxane Laboratories Inc., ®@ proposed REMS for Sodium Oxybate
ANDAs ®® 203631, 203351, 202090, dated April 8, 2016, amended June
6, 2016.

2. FDA. Division of Neurology Products. Supplement Approval for NDA 21196, dated July 15, 2015.

3. Kumar, J. Division of Risk Management. Evaluation of proposed shared ANDa REMS for sodium
oxybate, dated September 1, 2016

APPENDED MATERIALS
1. Red-lined Sodium Oxybate REMS Document

2. Red-lined Sodium Oxybate Appended Materials

a. Sodium Oxybate REMS Program Supporting Document

b. Sodium Oxybate REMS Program Prescriber Enrollment Form
c. Sodium Oxybate REMS Program Prescriber Brochure

d. Sodium Oxybate REMS Program Patient Enrollment Form

e. Sodium Oxybate REMS Program Prescription Form

f. Sodium Oxybate REMS Program Quick Start Guide for Patient
g. Sodium Oxybate REMS Program Certified Pharmacy Training Modules A and B
h. Sodium Oxybate REMS Program Patient Counseling Checklist
i. Sodium Oxybate REMS Program Risk Management Report

j. Sodium Oxybate REMS Program Pharmacy Enroliment Form
k. Sodium Oxybate REMS Program Website
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1 Executive Summary

This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation
and mitigation strategy (REMS) for generic products referencing Xyrem (sodium oxybate), received by
the Office of Generic Drugs (OGD) on April 8, 2016, and amended on June 6, 2016, by the abbreviated
new drug applications (ANDAs): ®) @

®®@ Amneal
Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc.
(ANDA 202090). Per statutory requirements described in section 505-1(h)(9)(i)(1) of the Food, Drug, and
Cosmetic Act (FDCA) as amended by the Food and Drug Administration Amendments Act (FDAAA), the
ANDAs of sodium oxybate shall use a single shared system (SSS) REMS with the RLD unless FDA waives
that requirement and permits the ANDAs to use a different, but comparable aspect of the elements to
assure safe use (ETASU). The ANDAs for sodium oxybate seek a waiver of the SSS requirement and
approval of a separate REMS for the generic products referencing Xyrem.

The Xyrem REMS, approved on February 27, 2015 and most recently modified on July 15, 2015, includes
a Medication Guide (MG) and ETASU to mitigate the risks of serious adverse outcomes resulting from
inappropriate prescribing, misuse, abuse, and diversion® of Xyrem.

The generic sodium oxybate applicants submitted a separate proposed REMS, herein referred to as the
ANDA REMS, which has the same goals and the same ETASU as the Xyrem REMS. It proposes
operational differences in certain aspects of the ETASU which, with the requested changes described
below, will be comparable to the Xyrem REMS. DRISK believes the proposed REMS for sodium oxybate,
with required DRISK edits, will achieve the same level of patient safety as the approved Xyrem REMS.
The Applicant’s proposed ANDA program differs from the Xyrem REMS program by: 1) including a
requirement for the prescriber to submit the sodium oxybate prescription form to one of the certified
pharmacies; 2) proposing the use of multiple ® @ pharmacies (i.e., mail order pharmacies), use
of a duplicate claim safeguard; and 3) use of multiple databases which are connected through an
electronic telecommunication verification, commonly referred to as a “switch system.” This review
provides preliminary comments that include edits to the REMS document to remove reference to payers
and comments on the duplicate claim safeguard provision, revisions to the Supporting Document to
include more details of operations, and general comments to Appended Materials.

! The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the
framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression,
abuse, and misuse.
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2 Introduction

This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation
and mitigation strategy (REMS) for sodium oxybate oral solution (received on April 8, 2016, and
amended on June 6, 2016) submitted by following the abbreviated new drug applications (ANDAs):
®) @)
®®@ Amneal Pharmaceuticals (ANDA 203631), Ohm
Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090), herein referred to in
this review as the Applicant Group.

3 Background

3.1 PRODUCT INFORMATION

Xyrem (sodium oxybate), a Schedule Il controlled substance, is the sodium salt of
gammahydroxybutyrate (GHB). GHB is a potent central nervous system depressant. Xyrem was
approved under subpart H6 in 2002 for the treatment of cataplexy in narcolepsy and in 2005 for the
treatment of excessive daytime sleepiness (EDS) in narcolepsy.

The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided
doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1).

Table 1. Xyrem Dose Regimen
If a Patient’s Total | Take at Bedtime: | Take 2.5-4
Nightly Dose is: hours later:
4.5 g/night 2.25¢ 2.25¢
6.0 g/night 30g 3.0g
7.5 g/night 3758 3.75¢
9.0 g/night 45¢g 45¢g

Recommended dosing states to increase the dose by 1.5 g per night at weekly intervals (additional 0.75
g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night
orally. As stated in the package insert, doses higher than 9 g per night have not been studied and should
not ordinarily be administered.”

The MG includes the following instructions: “Take your first Xyrem dose at bedtime while you are in bed.
Take your second Xyrem dose 2 % to 4 hours after you take your first Xyrem dose. You may want to set
an alarm clock to make sure you wake up to take your second Xyrem dose. You should remain in bed
after taking the first and second doses of Xyrem.”

2 Xyrem (sodium oxybate) [package insert]. Palo Alto, CA: Jazz Pharmaceuticals, Inc. Revised April 2015.
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3.2 XYRem REMS

Xyrem (sodium oxybate) oral solution formulation was approved by the FDA on July 17, 2002 for the
treatment of cataplexy in patients with narcolepsy, and on November 18, 2005 for the treatment of
excessive daytime sleepiness and cataplexy in patients with narcolepsy. Sodium oxybate is a controlled
substance classified as schedule lll in its approved form and as schedule | for illicit use (gamma-
hydroxybutyric acid, or GHB, is known as the “date rape drug”) and is also associated with central
nervous system and respiratory depression. The Xyrem approval was under the restricted distribution
regulations contained in 21 CFR 314.500 (Subpart H) with a risk management plan to assure safe use of
the product. The risk management plan proposed by Jazz contained a requirement that the drug be
dispensed only from a single, central pharmacy. FDA approved the plan with this limitation, believing it
to be a way to effectuate the overall restrictions on distribution necessary for safe use of the drug.

On the effective date of Food and Drug Administration Amendments Act of 2007 (FDAAA), Xyrem was
identified as a product deemed to have in effect an approved REMS because there were elements to
assure safe use in effect. As part of the negotiations for a final REMS Jazz proposed removing the
requirement for a single pharmacy and instead allowing certification of multiple pharmacies. Later that
year (2009) Jazz also submitted a supplement for a new indication for fibromyalgia, and in that
supplement proposed a REMS with multiple certified pharmacies. FDA rejected the application for
fibromyalgia, but did so on grounds unrelated to the multiple pharmacy certification. Following the
rejection of the fibromyalgia application, negotiation of the final REMS for Xyrem continued. FDA
explained to Jazz that its final REMS should not contain the restriction to a single pharmacy, but should
instead contain the stringent requirements for pharmacy certification necessary to control distribution
of the drug. By early 2011, however, Jazz changed its position and began insisting that the single
pharmacy requirement remain.> In December 2013, the Agency sent a REMS modification notification
letter to Jazz which, which included, required removal of the single pharmacy requirement. Jazz filed a
dispute resolution request. When the request was denied, Jazz appealed. On February 27, 2015, in the
hopes of bringing the protracted negotiations and dispute to a close, the Agency approved the REMS
Jazz proposed (i.e., with the single, central pharmacy requirement). The approval letter included
language making clear the Agency did not think the requirement of a single pharmacy is the only way to
safely distribute the drug. The approval letter also stated the Agency would consider future
modifications as necessary and the dispute was denied as moot.

3 Kumar, J. DRISK. Final REMS Review, dated February 27, 2015.
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Table 1. Abbreviated Summary of Approved Xyrem REMS

The goal of the XYREM REMS is to mitigate the risks of serious adverse outcomes resulting from

inappropriate prescribing, misuse, abuse, and diversion of XYREM by:

Informing prescribers, pharmacists, and patients of: the risk of significant CNS and respiratory depression
associated with XYREM, the contraindication of use of XYREM with sedative hypnotics and alcohol, the
potential for abuse, misuse, and overdose associated with XYREM, the safe use, handling, and storage of
XYREM

Ensuring that pharmacy controls exist prior to filling prescriptions for XYREM that: screen for concomitant
use of sedative hypnotics and other potentially interacting agents, monitor for inappropriate prescribing,
misuse, abuse, and diversion of XYREM, notify prescribers when patients are receiving concomitant

contraindicated medications or there are signs of potential abuse, misuse, or diversion.

Medication Guide

Prescriber Certification - Special certification of healthcare providers (HCPs) who prescribe Xyrem: ensures
enrollment in the Xyrem REMS Program and understanding of Prescriber Brochure.

Pharmacy Certification — Special certification of central pharmacy (not stocked in retail pharmacy outlets):
ensures enrollment in Xyrem REMS Program, completion of pharmacy training, completion of Patient

Counseling Checklist, review of Central Database, shipment directly to patient

Documentation of safe use conditions — Patients must sign Patient Enrollment Form

Monitor compliance with prescriber, pharmacy, and patient enrollment, maintenance of Central Database

3.3 REGULATORY HISTORY

The following is a summary of the regulatory history for the ANDAs for sodium oxybate and
Xyrem, relevant to this review:

e (07/07/2002: The Agency approved Xyrem for the treatment of cataplexy (orphan designation)
with restricted distribution under a Risk Management and Action Plan (RiskMAP) called the
Xyrem Success Program. The key features of the RiskMAP included: Mandatory enrollment and
education of prescribers and patients; restricted distribution of Xyrem dispensed via an
exclusive, single central pharmacy by direct shipping after verification of the prescription, and
prescriber/patient information.

e (03/28/2008: After the FDAAA of 2007 was passed, the Agency published in the Federal Register
(FR)14 a list of drugs that were deemed to have an approved REMS and directed holders of
approved applications for those products to submit a proposed REMS by September 21, 2008;
Xyrem was included in the list of deemed products.

e (07/08/2010: The Agency received ANDA 202090 for sodium oxybate oral solution from Roxane.
e 10/19/2011: Roxane submitted a proposed REMS for sodium oxybate oral solution.
° (b) (4)

e (09/27/2012: The Agency sent a REMS Notification Letter/“Information Request Letter” to
Roxane regarding requirements for a single shared REMS program for Sodium Oxybate Oral
6
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Solution. This letter identified Jennifer Ekelund as the Jazz Pharmaceuticals contact person for
the development of the single shared system

e 10/14/2012: Roxane (Gregory Hicks, Associate Director, REMS, Labeling, and Drug Safety) sent
letter to Jennifer Ekelund (Executive Director, Regulatory Affairs, Jazz Pharmaceuticals) to
request a teleconference with appropriate representatives from each company to begin the
process of developing a single shared system REMS for sodium oxybate.

(b) (4)

e 03/20/2013: Roxane received a Complete Response Letter (CRL) for ANDA 202090, which
included product quality and labeling deficiencies. The CRL encouraged the Sponsor to work
towards a single-shared system REMS with the innovator or opt to develop and submit a
RiskMAP.

e 04/16/2013: Roxane submitted an amendment to the proposed REMS in response to receiving

the CRL on 03/20/2013.
® @

e 01/23/2014: The Agency facilitated a "kick-off" meeting between the Agency, Jazz and ANDA
applicants (Roxane, Amneal, ® @) to assist in the development of a SSS REMS for sodium
oxybate. ® @

®®@ |t was determined that Roxane would provide a draft Confidential Disclosure
Agreement (CDA) to the group for discussion shortly after the meeting.

e 03/05/2014: Teleconference with Amneal, Roxane, ®® to discuss recent information
identified in Jazz’'s Q4 2013 earnings call regarding Jazz entering into formal dispute resolution
with FDA. ANDAs inquired whether they should proceed with REMS negotiations without Jazz
until the dispute was resolved. The Agency responded that all parties should continue to work

together to form a SSS REMS unless otherwise notified by FDA.
® @

e 2/04/2015: Meeting between the Agency and ANDA sponsors to discuss the possibility of a
waiver of the SSS requirement and the ANDA sponsors' proposed distribution model for use in a
separate REMS.

e 02/27/2015: The Agency approved the Xyrem REMS, although it contained areas where the

Agency was not aligned with Jazz, including the use of the word “diversion” and restriction to a
7
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“single, central pharmacy.” The Agency noted that the action of approving the REMS submitted
by Jazz should not be construed or understood as agreement with Jazz that limiting the
dispensing to a single pharmacy is the only way to ensure that the benefits of Xyrem outweigh
the risks under section 505-1 of the FD&C Act.

e 06/09/2015: ANDAs met with the Agency and discussed the status of the single shared system
negotiations. The Agency and the ANDA applicants discussed the REMS requirements for ANDA
applicants if they were to seek a waiver of the SSS requirement and propose a separate REMS..

e (07/15/2015: The Agency approved a REMS Modification for Xyrem. The modification included
revisions to labeling including: “Xyrem Success Program” modified to “Xyrem REMS Program”
and references to a “centralized pharmacy” or a “central pharmacy” revised to “central
pharmacy that is specially certified” throughout the Xyrem labeling and Medication Guide to be
consistent with the approved REMS.

. ® @)

e 10/13/2015: The Agency met with the ANDAs and RLD to find out more about the status of the
negotiations and understand what the major issues are to accurately assess the status of the
development process.

e 1/20/2016: The Agency met with the ANDAs as a follow-up to the meetings on 06/09/2015 and
10/13/2015. The ANDA Sponsors provided a diagram of their proposed Sodium Oxybate REMS
Model. During the meeting, the draft diagram was reviewed and the sponsors provided
additional information.

e 03/23/2016: Teleconference between Jazz, the sodium oxybate ANDAs, and the Agency to
provide the Agency with a status of SSS negotiations. The Agency was made aware that the
sponsors still have not agreed on basic terms such as voting rights.

e 04/08/2016: The ANDAs submitted a draft shared sodium oxybate REMS Document, Appended
Materials, and Supporting Document developed jointed by the current Sodium Oxybate ANDA
Sponsors.

e 05/06/2016: Teleconference between the Agency and the ANDA sponsor group to clarify
components of the proposed sodium oxybate ANDA REMS submission. The ANDA sponsor
group clarified that a switch system would be used to check prescriptions within the separate,
distinct, REMS databases. The Agency communicated that an updated Supporting Document
was needed to provide details of the REMS functionality.

e 06/06/2016: A REMS amendment was submitted by the ANDAs to include proposed changes to
the Sodium Oxybate REMS Supporting Document.

e 06/16/2016: Teleconference between the Agency and the ANDA sponsor group to discuss
Agency proposed changes to the Sodium Oxybate REMS and discuss procedural timelines for
implementation of the REMS program. The Agency proposed to mitigate the risk of duplicate
dispensing by requiring the ANDA pharmacies to report all prescriptions received for sodium

8
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oxybate and report and verify disenrollment of prescribers/patients that is specifically related to
abuse, misuse, and diversion to the Xyrem REMS Program Central Database.

e 7/21/2016: Teleconference between the Agency and the ANDA sponsor group during which the
Agency provided feedback on its initial review of the proposed Sodium Oxybate REMS
Document, Supporting Document, and Appended Materials.

4 Results of the Review of the Applicant Holders Proposed REMS

The applicants for sodium oxybate submitted a proposed REMS, which, with the required edits
described in this review, will be comparable to the Xyrem REMS. If DRISK identifies additional necessary
changes in amended sponsor’s submissions; they will be addressed in subsequent DRISK reviews. The
operational differences in the proposed program are expected to achieve the same level of safety.

A summary of the proposed ANDA REMS and respective Reviewer Comments follows:

4.1 REMS GoALs
The proposed goals of the Sodium Oxybate REMS are the same as in the Xyrem REMS.

Reviewer Comment:
The proposed goals are acceptable to DRISK.

4.2 REMS ELEMENTS

4.2.1 Medication Guide (MG)
The Sodium Oxybate REMS website address and the telephone number for the REMS call center should

be included in the MG. The Office of Generic Drugs (OGD) Division of Labeling Review will review the
MG during their review of the label for 0@, 203631, 203351,
202090, and provide their comments under separate cover.

4.2.2 Elements to Assure Safe Use
1. Healthcare providers who prescribe sodium oxybate must be specially certified
a. Sodium Oxybate REMS Program Sponsors will ensure that healthcare providers who
prescribe sodium oxybate are certified in the Sodium Oxybate REMS Program. To become
certified to prescribe sodium oxybate, each prescriber must complete and submit to the
Sodium Oxybate REMS Program the Sodium Oxybate REMS Program Prescriber Enrollment
Form, which includes the prescriber agreeing to:
i. Review the sodium oxybate Prescribing Information (PI) and the Sodium Oxybate
REMS Program Prescriber Brochure.
ii.  Screen each patient for whom sodium oxybate is prescribed for:
1) History of alcohol or substance abuse
2) History of sleep-related breathing disorders
3) History of compromised respiratory function
4) Concomitant use of sedative hypnotics, other CNS depressants, or other
potentially interacting agents

9
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ANDA 202090

PRE-APPROVAL REMS NOTIFICATION

Roxane Laboratories Inc.
Attention: Gregory Hicks
1809 Wilson Road
Columbus, OH 43228

Dear Mr. Hicks:

Please refer to your pending Abbreviated New Drug Application (ANDA) submitted under
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FDCA) for sodium oxybate oral
solution, 500 mg/mL.

We refer to your risk evaluation and mitigation strategy (REMS) submission dated October 19,
2011 and your risk minimization action plan (RiskMAP) submission dated April 16, 2013.

We refer to our letter dated September 27, 2012, informing you that a REMS is necessary for
products containing sodium oxybate to ensure that the benefits of the drug outweigh the risk of
developing central nervous system and respiratory depression, and the potential for abuse,
misuse, and overdose associated with sodium oxybate. In addition, we informed you that Xyrem
(sodium oxybate) is deemed to have in effect an approved REMS under section 909(b)(1) of the
Food and Drug Administration Amendments Act (FDAAA) of 2007. Finally, we informed you
that a drug that is subject to an ANDA is required to have a REMS if the applicable listed drug
has an approved REMS and that the elements to assure safe use must be implemented through a
single shared system with the listed drug unless FDA waives that requirement.

To facilitate the development of a single shared system REMS with the listed drug, please submit
a REMS document based on the attached sodium oxybate REMS template document. The
REMS program will be required to include the following elements: Medication Guide, elements
to assure safe use including prescriber certification, pharmacy certification, and documentation
of safe use conditions, and an implementation system. Your REMS submission should include
two parts: a “proposed REMS” and a “REMS supporting document.” Additionally, all relevant
proposed REMS materials including enrollment forms, and educational or training materials
should be appended to the proposed REMS. The REMS supporting document should explain the
rationale for each of the elements included in the proposed REMS.

A multiple-sponsor meeting will be held with the Agency in January, 2014, to facilitate the
development of the single shared system REMS program.
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Use the following designator at the top of the first page of your proposed REMS submission in
bold, capital letters:

AMENDMENT FOR ANDA 202090 PROPOSED REMS

If you have any questions, call Tina Nhu, Regulatory Project Manager at (240) 276-8548.

Sincerely yours,

{See appended electronic signature page}

Kathleen Uhl, M.D.

Acting Director

Office of Generic Drugs

Center for Drug Evaluation and Research

Enclosures:
REMS document
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Food and Drug Administration Document No.: Version:
CDER / Office of Generic Drugs 4000-LPS-066 01
Document Status: Approved
Title: Approval Routing Summary Form Author: Heather Strandberg

This page to be completed by the RPM
ANDA APPROVAL ROUTING SUMMARY ENDORSEMENTS AND FINAL DECISION

1. Division of Legal and Regulatory Support Endorsement Date: 12/6/2016
' Name/Title: HS

Contains GDEA certification: Yes®m No O

(required if sub after 6/1/92) Pediatric Exclusivity System
RLD = Xyrem NDA# 21196
Patent/Exclusivity Certification: Yes®x NonoO Date Checked 12/6/2016
If Para. IV Certification- did applicant: Nothing Submitted O
Notify patent holder/NDA holder Yesx NonO Wiitten request issued O
Was applicant sued w/in 45 days: Yesx NonO Study Submitted O
Has case been settled: YesO Nox

Date settled:

Is applicant eligible for 180 day Yes
Is a forfeiture memo needed: Yesx NonO
If yes, has it been completed

Generic Drugs Exclusivity for each strength: Yes® No O

Date of latest Labeling Review/Approval Summary

Any filing status changes requiring addition Labeling Review Yes O No O[]

Type of Letter:
DJ APPROVAL [ ]| TENTATIVE APPROVAL [ | SUPPLEMENTAL APPROVAL (NEW STRENGTH)
[ | OTHER:

Comments:

ANDA submitted on 7/8/2010, BOS = Xyrem, NDA 21196. Provided PIV certification to the ‘889, ‘219, and ‘730
patents. Provided an exclusivity statement to address ODE listed in the OB at the time of submission. Roxane will not
market their product prior to expiration of the ODE on 11/18/2012. Patent amendment received prior to ANDA
acknowledgment on 8/3/2010 — revised patent certification to include PIV certification to the ‘106 and “107 patents. The
patents were received for listing in the OB under NDA 21196 on 7/27/2010. The patents were issued by the USPTO on
7/27/2010 and were timely filed for the NDA. They are considered later listed for this ANDA. ANDA ack for filing with
PIV certification on 7/8/2010 (LO date 9/27/2010).

Patent Amendment rec’d 12/3/2010 — provided documentation of receipt of notice sent via USPS for the “889, ‘219, ‘730,
‘106, and ‘107 patents. RR provided for notice sent to Bruce Cozzad, Jazz Pharmaceuticals (Palo Alto, CA) delivery
receipt is signed but not dated, Carol Gamble, Jazz Pharmaceuticals (Palo Alto, CA) delivered 10/20/2010, JPI
Commercial, LLC (Palo Alto, CA) delivered 10/25/2010, Schwegman, Lundberg & Woessner, P.A. (Minneapolis, MN)
X2 delivered 10/19/2010, General Counsel, Silicon Valley Bank (San Francisco, CA) delivered 10/22/2010, LBI Group
Inc. (New York, NY) delivery receipt not provided (it is noted that the 30 month stay expired on 4/25/2013, therefore a
copy of the delivery receipt will not be requested), and Twist Merger Sub, Inc. (Palo Alto, CA) notice was returned to
sender. Roxane provided a copy of complaint filed in the D of NJ within the statutory 45-day period on 11/22/2010 for
infringement of the ‘889, ‘219, 730, ‘106, and 107 patents (CA No. 10-6108). As suit was brought within 45 days of
notice, there is an automatic 30 month stay of approval wrt to the ‘889, ‘219, and “730 patents that expired on 4/25/2013.
The ‘106 and “107 patents are considered later listed and litigation wrt these patents does not create a statutory stay of
approval.

Patent Amendment rec’d 1/11/2011 —revised patent certification to include PIV certification to the newly listed 506
patent. The patent was received for listing in the OB under NDA 21196 on 12/16/2010. The patent was issued by the
USPTO on 12/14/2010 and is timely filed for the NDA. It is considered later listed for this ANDA.

Patent Amendment rec’d 11/16/2011 — amendment to acknowledge revised expiration date for the *730 patent and
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provided PIV certification to the newly listed ‘059 patent. The ‘059 patent was received for listing in the OB under NDA
21196 on 2/24/2011. The patent was issued by the USPTO on 2/22/2011 and is timely filed for the NDA. Tt is considered
later listed for this ANDA.

Patent Amendment rec’d 7/17/2012 - provided documentation of receipt of notice sent via USPS for the ‘506 and ‘059
patents. RR provided for notice sent to Bruce Cozzad, Jazz Pharmaceuticals (Palo Alto, CA) delivered 1/14/2011, General
Counsel Silicon Valley Bank (San Francisco, CA) delivered 1/14/2011, and Carol Gamble, Jazz Pharmaceuticals (Palo
Alto, CA) delivery receipt is signed but not dated. RR provided for notice sent to Bruce Cozzad, Jazz Pharmaceuticals
(Palo Alto, CA) delivered 4/4/2011, Carol Gamble, General Counsel, Jazz Pharmaceuticals (Palo Alto, CA) delivered
4/4/2011, and General Counsel, Silicon Valley Bank (San Francisco, CA) delivered 3/25/2011.

Patent Amendment rec’d 10/9/2012 —revised patent certification to include PTV certification to the newly listed ‘650
patent. The ‘650 patent was received for listing in the OB under NDA 21196 on 9/20/2012. The patent was issued by the
USPTO on 9/11/2012 and is timely filed for the NDA. It is considered later listed for this ANDA.

Patent Amendment rec’d 6/7/2013 - revised patent certification to include PIV certification to the newly listed “275 patent.
The 275 patent was received for listing in the OB under NDA 21196 on 12/5/2012. The patent was issued by the USPTO
on 12/4/2012 and is timely filed for the NDA. It is considered later listed for this ANDA.

Patent Amendment rec’d 6/20/2013 — provided documentation of receipt of notice sent via. ~ ®@ for the 275 patent. RR
provided for notice sent to General Counsel, Barclays Bank PL.C (New York, NY) delivered 6/10/2013 and Jazz
Pharmaceuticals (Palo Alto, CA) delivered 6/10/2013.

Patent Amendment rec’d 9/30/2013 —revised patent certification to include PIV certification to the newly listed ‘988
patent. The ‘988 patent was received for listing in the OB under NDA 21196 on 7/3/2013. The patent was issued by the
USPTO on 6/4/2013 and is timely filed for the NDA. It is considered later listed for this ANDA.

Patent Amendment rec’d 10/22/2013 — provided documentation of receipt of notice sent via USPS for the ‘988 patent. RR
provided for notice sent to Jazz Pharmaceuticals (Palo Alto, CA) X2. signed but not dated.

Patent Amendment rec’d 11/8/2013 — submitted a letter contesting forfeiture of Roxane’s 180 day exclusivity

Patent Amendment rec’d 4/1/2014 — revised patent certification to include PIV certification to the newly listed ‘182
patent. The ‘182 patent was received for listing in the OB under NDA 21196 on 12/19/2013. The patent was issued by the
USPTO on 11/19/2013 and is timely filed for the NDA. It is considered later listed for this ANDA.

Patent Amendment rec’d 5/9/2014 - provided documentation of receipt of notice sent via USPS for the ‘182 patent. RR
provided for notice sent to Jazz Pharmaceuticals (Palo Alto, CA) X2 delivered 4/4/2014.

Patent Amendment rec’d 1/15/2015 - revised patent certification to include PTV certifications to the newly listed ‘619,
“963. and ‘306 patents. The ‘619, “963. and ‘306 patents were received for listing in the OB under NDA 21196 on
10/28/2014. 5/30/2014, and 7/9/2014, respectively. The patents were issued by the USPTO on 10/14/2014, 5/20/2014. and
7/8/2014, respectively, and are considered timely filed for the NDA. The patents are considered later listed for this
ANDA.

Patent Amendment rec’d 2/12/2015 - provided documentation of receipt of notice sent via USPS for the ‘619, 963, and
‘306 patents. RR provided for notice sent to Jazz Pharmaceuticals (Palo Alto, CA) X2 delivered 1/23/2015.

Patent Amendment rec’d 4/15/2015 - revised patent certification to include PIV certifications to the newly listed 062
patent. The ‘062 patent was received for listing in the OB under NDA 21196 on 2/19/2015. The patent was issued by the
USPTO on 2/10/2015 and is considered timely filed for the NDA. The patent is considered later listed for this ANDA.
Patent Amendment rec’d 12/10/2015 - revised patent certification to include PIV certifications to the newly listed 302
patent. The ‘302 patent was received for listing in the OB under NDA 21196 on 7/8/2015. The patent was issued by the
USPTO on 6/9/2015 and is considered timely filed for the NDA. The patent is considered later listed for this ANDA.
Patent Amendment rec’d 6/10/2016 - provided documentation of receipt of notice sent via’ @@ for the “650, ‘062, and
‘302 patents. RR provided for notice sent wrt the ‘650 patent to Jazz Pharmaceuticals (Palo Alto, CA) X2 delivered
10/10/2012 and CT Lien Solutions (Columbus, OH) delivered 10/10/2012, and General Counsel Barclays Bank PLC
(New York, NY) delivered 10/18/2012. RR provided for notice sent wrt the ‘062 patent to Jazz Pharmaceuticals (Palo
Alto, CA) X2 delivered 12/14/2015. RR provided for notice sent wrt the ‘302 patent to Jazz Pharmaceuticals (Palo Alto,
CA) X2 delivered 4/16/2015. Roxane also provided copies of complaints filed in the D of NJ, including CA No. 12-6761
filed on 10/26/2012 for infringement of the 650 patent, CA No. 15-3684 filed on 6/1/2015 for infringement of the ‘062
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patent and CA No. 16-0469 filed on 1/27/2016 for infringement of the ‘302 patent. These patents are considered later
listed and litigation does not create a 30 month stay of approval. In the cover letter, Roxane also confirms that litigation
wrt CA No. 10-6108 remains ongoing.

Patent Amendment rec’d 11/16/2016 — submitted in response to requests from FDA sent 11/7/2016 and 11/10/2016,
requesting an update of litigation status for all listed patents. Roxane provided copies of the following complaints, not
previously submitted, filed in the D of NJ: CA No. 11-0660 filed on 2/4/2011 for infringement of the ‘431 patent (not
listed in the OB) and the ‘506 patent (CA No. confirmed via PACER), CA No. 11-2523 filed on 5/2/2011 for infringement
of the ‘059 patent, CA No.12-7459 filed on 12/5/2012 for infringement of the 275 patent, CA No. 16-4971 filed on
8/12/2016 for infringement of the “963 patent, CA No. 15-1360 filed on 2/20/2015 for infringement of the *306 and ‘619
patents. Roxane also provided a covenant not to sue for the ‘988 patent filed on 11/8/2013 under CA. No. 10-6108, and
notified the agency that they were not sued wrt the ‘182 patent. Roxane further stated in their cover letter that CA. No. 12-
6761 and all other actions filed between 2010 and 2012 have been consolidated with CA No. 10-6108 (e.g. CA Nos. 11-
0660, consolidation order filed 4/6/2011: 11-2523, consolidation order filed 6/15/2011; 12-6761 and 12-7459
consolidation order filed 4/12/2013. Copies of consolidation orders were not provided by Roxane. Consolidation orders
and filing dates were confirmed for each case via PACER). Roxane also confirmed that CA Nos. 15-3684 and 16-0469
were consolidated with CA No. 15-1360 (consolidation orders filed 11/23/2015 and 3/24/2016, respectively. Information
confirmed via PACER). Roxane further notified the agency that open CA Nos. 10-6108, 15-1360, and 16-4971 are
ongoing.

Patent Summary:
‘889 patent — PIV; sued, CA No. 10-6108, ongoing, 30 month stay expired 4/25/2013

219 patent — PIV: sued, CA No. 10-6108. ongoing. 30 month stay expired 4/25/2013

730 patent — PIV: sued, CA No. 10-6108, ongoing, 30 month stay expired 4/25/2013

106 patent — PIV (later listed): sued, CA No. 10-6108, ongoing

107 patent — PIV (later listed); sued, CA No. 10-6108, ongoing

‘506 patent — PIV (later listed); sued, CA No. 11-0660, consolidated with CA No. 10-6108, ongoing
059 patent — PIV (later listed); sued, CA No. 11-2523, consolidated with CA No. 10-6108, ongoing
‘650 patent — PIV (later listed); sued, CA No. 12-6761, consolidated with CA No. 10-6108, ongoing
275 patent — PIV (later listed); sued, CA No. 12-7459, consolidated with CA No. 10-6108, ongoing
‘088 patent — PTV (later listed); covenant not to sue filed on 11/8/2013 under CA No. 10-6108

“182 patent — PIV (later listed); not sued

‘963 patent — PIV (later listed); sued, CA No. 16-4971, ongoing

“306 patent - PIV (later listed); sued, CA No. 15-1360

‘619 patent - PIV (later listed); sued, CA No. 15-1360

062 patent — PIV (later listed); sued, CA No. 15-3684, consolidated with CA No. 15-1360, ongoing
302 patent — PIV (later listed); sued, CA No. 16-0469, consolidated with CA No. 15-1360, ongoing

Roxane was the first applicant to file a substantially complete application containing a PTV certification for this drug
product. In order to retain eligibility for 180 day exclusivity for these strengths this ANDA needed to secure TA within 40
months of the valid submission date of 7/8/2010. This 40 month date was 11/8/2013. The agency is drafting a forfeiture
memo to determine whether Roxane forfeited eligibility for 180 day exclusivity for this drug product. It is noted that this
ANDA fell into the cohort of submissions that were afforded extensions under Sec 1133 of FDASIA for the 30 month
period in which the applicant needed to secure TA or FA in order to keep their 180 day exclusivity. FDASIA extended
timeframes for ANDASs originally submitted between 1/9/2010 and 7/9/2012, with 7/9/2012 being the enactment date of
FDASIA. This ANDA was submitted 7/8/2010 and originally benefitted from a 40 month timeframe to secure TA/FA and
not potentially forfeit exclusivity. However, as the ANDA was not TA/FA’d within 40 months and FDA s first
opportunity to analyze 180 day exclusivity for this product fell after 9/30/2016, this period was reduced to 30 months (Sec

1133 (a)(1)(B)).
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Regardless of the agency’s decision related to 180 day exclusivity, this ANDA is eligible for immediate Full Approval.
Roxane has provided PIV certifications to all listed patents protecting the RLD. Roxane was sued on all patents except for
the ‘988 and ‘182 patents. Only the “889, ‘219, and *730 patents were listed at the time of ANDA submission. Litigation
wrt to these patents created an automatic 30 month stay which expired on 4/25/2013. The remaining patents were later
listed and litigation with respect to these patents does not create a stay of approval.

Pending CP referencing sodium oxybate, FDA-2016-P-2672: Requests that FDA refuse to approve any sodium oxybate
ANDA that does not include in its proposed labeling the portions of the Xyrem package insert and REMS related to
divalproex. It is noted that the proposed labeling and REMS submitted for ANDA 202090 retains information related to
divalproex. The agency will respond to the petition on the same date as approval.

Update 1/11/2017:

Per memorandum dated January 11, 2017, the Agency determined that there was a change in review of the requirements
for approval such that Roxane did not forfeit eligibility for 180 day exclusivity. This ANDA is eligible for immediate Full
Approval and should be granted 180 day exclusivity as the first applicant to provide PIV certification to the ‘889, ‘219,
and ‘730 patents.

Update 1/17/2017:
Patent amendment rec’d 1/13/2017 - revised patent certification to include PIV certification to the newly listed ‘426
patent. The ‘426 patent was originally submitted for listing in the OB under NDA 21196 on 12/6/2016. The patent was
resubmitted on 12/21/2016 and 1/10/2017 with additional or corrected information requested by the OB staff. The patent
was issued by the USPTO on 11/8/2016. The patent was resubmitted within 15 days of each OB request, therefore the
patent is considered timely filed for the NDA. It is considered later listed for this ANDA. The applicant included copies of
®® shipping receipts to document that notice was also sent on 1/13/2017.
Patent Amendment rec’d 1/17/2017 — provided documentation of receipt of notice sent via|  ®® RR provided for notice
sent to Bank of America (Dallas, TX) delivered 1/17/2017 and Jazz Pharmaceuticals (Palo Alto, CA) X2 delivered
1/17/2017. It is noted that Jazz Pharmaceuticals is identified as the NDA holder and the US Agent for the patent owner,
Jazz Pharmaceuticals Ireland Ltd, on the Form FDA 3542 submitted with the ‘426 patent.

This ANDA is still eligible for immediate Full Approval for the reasons set forth above, and should be granted 180-day
exclusivity as the first applicant to submit a substantially complete ANDA with paragraph IV certification to the ‘889,
‘219, and ‘730 patents.
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Paragraph IV Evaluation (for ANDAs with PIV certifications or other controversial regulatory issues)

Date: Name/Title: Comments:

Or see corresponding endorsement task under the ANDA project within the platform

Quality Endorsement by the Office of Pharmaceutical Science
Date: Name/Title: Comments:

Or see corresponding endorsement task under the ANDA project within the platform

Bioequivalence Endorsement
Date: Name/Title: Comments:

Or see corresponding endorsement task under the ANDA project within the platform

Labeling Endorsement
Date: Name/Title: Comments:

Or see corresponding endorsement task under the ANDA project within the platform

REMS Endorsement
Date: Name/Title: Comments:

Or see corresponding endorsement task under the ANDA project within the platform

RPM Team Leader Endorsement
Date: Name/Title: Comments:

Or see corresponding endorsement task under the ANDA project within the platform
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8. Final Decision Date: 1/17/2017

Name/Title: cah

Para. IV Patent Cert: Yes =[] No O
Pending Legal Action: Yes® No O
Petition: Yes ® No O

Entered to APTrack database =

GDUFA User Fee Obligation Status Met g Unmet O
Press Release Acceptable O

First Generic Approval O

PD or Clinical for BE O

Special Scientific or Reg. Issue O

Date PETS checked for first generic drug
Comments:

ANDA received on 7/8/2010. The BOS = Xyrem, NDA 021196, Jazz Pharmaceuticals Inc. The applicant provided PIV
certifications to all patents. ‘889, 219, *730, ‘106, ‘107, 506, ‘059, ‘650, ‘275, ‘988, “182, ‘963, ‘306, ‘619, 062, ‘302, and ‘426.
The applicant notified the RLD and was sued within 45 days. The 30 month stay pertaining to patents ‘219 and*730 expired on
4/25/13. The other patents were submitted after the application was submitted and therefore do not create a statutory stay of
approval if sued. There are no new patents/exclusivities listed in the OB for this NDA (1/17/17). There is a pending CP
referencing sodium oxybate, FDA-2016-P-2672. This petition requests that FDA refuse to approve any sodium oxybate ANDA
that does not include in its proposed labeling the portions of the Xyrem package insert and REMS related to divalproex. This
ANDA does not propose to carve out of this information. Thus, is unaffected by this CP. Additionally, the agency will respond to
the petition on the same date as approval. Bio — waiver of in-vivo bioequivalence studies requested. Bio adequate and waiver
granted based on 21 CFR 320.22(b)(3) per Chaurasia on 3/29/11. Bio endorsement completed by Li on 12/19/16. Drug Product is
adequate per Lin/Presto/Samaan/Smith on 8/21/13. DME — ®® is adequate 2/21/13. QE completed by Venkataram on 12/23/16.
This endorsement indicates OPQ reviews remain adequate including DMF and facilities. REMS is adequate per DRISK,
Zendel/Tavakoli/FItzerald/Parker/Lacivita, on 1/13/17. SSS Waiver memo signed by Sharp on 1/17/17. REMS endorsement
completed by Barley on 1/17/17. Labeling is adequate per Chua/Vezza on 7/26/16. Review confirms medication guide is
adequate. Labeling endorsement completed by Vezza on 1/6/17. The overall manufacturing inspection recommendation is approve
(see screen shots below — there are no visible alerts in the platform at the time of this action). Memo from Shimer dated 1/11/17

states Roxane has not forfeited cites eligibility for the 180 day exclusivity. Thus this ANDA is ready for full approval. -
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MEMORANDUM

DATE:

TO:

THROUGH

FROM:

SUBJECT:

January 17, 2017

Abbreviated New Drug Applications (ANDAS) for sodium oxybate oral
solution products
ANDA 202090 - Roxane Laboratories, Inc. (Roxane)
(b) 4)
ANDA 203351 - Ohm Laboratories, Inc. (Ohm)
ANDA 203631 - Amneal Pharmag%ticals (Amneal)

Senior Regulatory Counsel
Office of Regulatory Policy

Trueman W. Sharp, M.D., M.P.H.
Deputy Director

Office of Bioequivalence

Office of Generic Drugs

Decision to waive the requirement for a single, shared system REMS for
sodium oxybate oral solution

Executive Summary

This memorandum explains the Food and Drug Administration’s (FDA'’s or the
Agency’s) decision to waive the requirement for a single, shared system (SSS) risk
evaluation and mitigation strategy (REMS) for sodium oxybate oral solution drug
products (sodium oxybate). Each applicant listed above currently has pending an
abbreviated new drug application (ANDA) referencing Xyrem (sodium oxybate) Oral
Solution (Xyrem), a product marketed under a new drug application (NDA) held by Jazz



Pharmaceuticals (Jazz), as the reference listed drug (RLD). Xyrem is approved with a
REMS that includes elements to assure safe use (ETASU).!

Section 505-1(1)(1)(B) of the Federal Food, Drug, and Cosmetic Act (FD&C Act)
requires that a generic drug (e.g., sodium oxybate) and the applicable listed drug (e.g.,
Xyrem) must use an SSS if a REMS with ETASU is required for the listed drug. It also
gives FDA the authority to waive this requirement if the Agency determines that the
burden of creating an SSS outweighs its benefit, taking into account the impact on the
relevant stakeholders, or if an ANDA applicant certifies that it sought a license for use of
an aspect of the applicable listed drug’s ETASU claimed by a patent that has not expired
or a method or process that, as a trade secret, is entitled to protection, and was unable to
obtain one.” As explained in more detail below, although either ground would be
sufficient on its own, FDA finds that both prongs of this standard have been met for
sodium oxybate: the burden of creating an SSS for these products outweighs the benefit,
and ®% ANDA O certified that ®® sought a license for use of an aspect
of Jazz’s ETASU claimed by a patent and were unable to obtain one. Accordingly, the
Agency has determined to waive the SSS requirement.

The ANDA  “  proposed REMS® has the same ETASU as those in the Xyrem
REMS. Specifically, both the Xyrem REMS and the proposed sodium oxybate ANDA
REMS require that: (1) healthcare providers who prescribe the drug are specially
certified’; (2) the drug will be dispensed only by pharmacies that are specially certified’;
and (3) the drug will be dispensed and shipped only to patients who are enrolled in the
REMS program with documentation of safe use conditions.® Although aspects of these
requirements in the proposed sodium oxybate REMS vary because of differences in how
the ETASU will be operationalized (e.g., the use of multiple, certified pharmacies rather
than a single pharmacy), FDA has further determined that the different aspects of the

! See section 505-1 of the FD&C Act. The currently approved Xyrem REMS can be found on the FDA’s
Approved REMS website: http://www.accessdata.fda.gov/scripts/cder/rems/index.cfm. The single shared
system requirement applies if the REMS for the applicable listed drug includes elements to assure safe use.
For ease of reference in this memorandum. however, we refer to an SSS for the ETASU portion of a REMS
as a “single, shared system REMS” or simply “single, shared system[.]”

% See section 505-1(i)(1)(B) of the FD&C Act.

S he ANDA e submitted a REMS amendment for a proposed shared ANDA
REMS on April 8, 2016 or April 11, 2016, and ©) ) submitted a subsequent amendment on
December 2, 2016. The shared ANDA REMS discussed in this memorandum refers to the proposed shared
ANDA REMS submitted on December 2, 2016. Contemporaneous with this memo, FDA is approving the
ANDA submitted by Roxane (202090) with the ANDA REMS submitted on December 2, 2016. i)

See section 505-1(f)(3)(A) of the FD&C Act.
> See section 505-1()(3)(B) of the FD&C Act.
® See section 505-1(f)(3)(D) of the FD&C Act.


http://www.accessdata.fda.gov/scripts/cder/rems/index.cfm

ETASU in the REMS proposed by the ANDA|  ®®  described above are comparable
to those in the Xyrem REMS.

To help assure that this decision does not unduly burden health care providers, patients,
or the U S. healthcare system in general, FDA 1s attaching a condition to the waiver: that
the ANDA| ©® waiver-granted REMS system be open to all future applicants of
sodium oxybate products.

The remainder of this memorandum provides a summary of relevant background
information and explains in further detail the Agency’s rationale for waiving the
requirement for an SSS REMS for sodium oxybate and for determining that the
differences in the way the ETASU in the ANDA REMS are operationalized are
comparable to the corresponding aspects of the ETASU 1in the Xyrem REMS.

L The Statutory Standard

The Agency’s authority to waive the requirement for an SSS REMS is governed by
section 505-1(1)(1)(B) of the FD&C Act. In relevant part, section 505-1(1)(1)(B) states:

The Secretary may waive the [SSS REMS requirement] for a
drug that is the subject of an abbreviated new drug application,
and permit the applicant to use a different, comparable aspect
of the elements to assure safe use, if the Secretary determines
that—

(1) the burden of creating a single, shared system outweighs
the benefit of a single, system, taking into consideration the
impact on health care providers, patients, the applicant for
the abbreviated new drug application, and the holder of the
reference drug product; or

(11) an aspect of the elements to assure safe use for the
applicable listed drug is claimed by a patent that has not
expired or is a method or process that, as a trade secret, is
entitled to protection, and the applicant for the abbreviated
new drug application certifies that it has sought a license
for use of an aspect of the elements to assure safe use for
the applicable listed drug and that it was unable to obtain a
license.

Thus, FDA has explicit legal authority to waive the requirement that the RLD and an
ANDA that references the RLD use an SSS for the ETASU portion of a REMS, provided



the Agency determines either that the burden of creating an SSS REMS outweighs the
benefit of such an SSS REMS (taking into account the impact on the statutorily-identified
stakeholders) or that the ANDA applicant certifies that it sought a license for use of an
aspect of the ETASU claimed by a patent and was unable to obtain one.

1. Background
A. Xyrem (sodium oxybate) Oral Solution

On July 17, 2002, FDA approved NDA 21-196 for Xyrem for the treatment of cataplexy
in patients with narcolepsy, and on November 18, 2005, FDA approved a supplemental
new drug application (SNDA) for Xyrem for the treatment of excessive daytime
sleepiness in patients with narcolepsy.

The prescription drug Xyrem is the sodium salt of gamma-hydroxybutyrate (GHB).
GHB is a Schedule I controlled substance, while FDA-approved products containing
GHB (including its salts, isomers, and salts of isomers), including Xyrem (sodium
oxybate), are controlled under Schedule I11.” Risks associated with Xyrem at
recommended doses can include central nervous system (CNS) depression, respiratory
depression, confusion, and neuropsychiatric events (such as depression). Abuse of GHB
either alone or in combination with other CNS depressants is associated with adverse
reactions including seizure, respiratory depression, decreases in the level of
consciousness, coma, and death. The rapid onset of sedation, coupled with amnesia,
particularly when combined with alcohol, poses risks for voluntary and involuntary users
(e.g., assault victims).

B. The Xyrem REMS

The Xyrem REMS requires distribution of a Medication Guide in accordance with 21
CFR Part 208. The REMS also requires ETASU to mitigate the risks of serious adverse
outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of
Xyrem.? Prior to filling a Xyrem prescription, the pharmacy must screen for a patient’s
concomitant use of sedative-hypnotics and other potentially interacting agents, monitor
for inappropriate prescribing, misuse, abuse, and diversion, and notify prescribers when
patients are receiving concomitant contraindicated medications or there are signs of

721 CFR 1308.11(e)(1) and 1308.13(c)(6).

8 As explained in the 2015 Xyrem REMS approval letter, the goal of mitigating “diversion” in this REMS
refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate
the risks of central nervous system depression, respiratory depression, abuse, and misuse. Supplement 15
Approval Letter at 2 (Feb. 27, 2015).



potential abuse, misuse, or diversion. In addition, the REMS is designed to mitigate the
risks by informing prescribers, pharmacists, and patients of the risk of significant central
nervous system and respiratory depression associated with Xyrem, the contraindication of
use of Xyrem with sedative-hypnotics and alcohol, the potential for abuse, misuse, and
overdose associated with Xyrem, and the safe use, handling, and storage of Xyrem.

Finally, the Xyrem REMS also includes an implementation system through which the
sponsor evaluates and monitors compliance with the REMS requirements, as well as a
timetable for the submission of REMS assessments.

C. Relevant Regulatory History

The chronology of primary importance in FDA’s determination to grant a waiver in this
case is the history of discussions between Jazz and the ANDA|  ©®®  regarding the
development of an SSS. However, because the content and structure of the Xyrem
REMS inevitably affects the contours of an SSS or a separate, waived system, the history
of the establishment and evolution of the Xyrem REMS - including the roughly seven
years of discussions and disagreements between FDA and Jazz about the REMS - is also
described below. These two chronologies have proceeded in parallel from approximately
2012 to the present.

1. History of Xyrem REMS

Xyrem was originally approved in 2002 under the restricted distribution regulations
contained in 21 CFR 314.500 (Subpart H) with a risk management plan to assure safe use
of the product. The original risk management plan proposed by Jazz contained a
requirement that the drug be dispensed only from a single, central pharmacy. FDA
approved the plan with this limitation, believing it to be a good way to effectuate the
overall restrictions on distribution necessary for safe use of the drug.’

Under Section 909 of the FDA Amendments Act (FDAAA), which was enacted in 2007,
a drug that was approved before the effective date of FDAAA was deemed to have in
effect an approved REMS if there were in effect on the effective date of FDAAA
elements to assure safe use required under section 314.520 of FDA regulations. Sponsors
of these products, which included Xyrem, were required to submit a proposed REMS to
FDA by September 21, 2008 (FDAAA Section 909(b)(3)). Jazz submitted such a
proposal on August 29, 2008. That proposal was amended multiple times by Jazz.

% See REMS modification notification letter, December 20, 2013.



In August 2009, as part of its transition from a risk management plan to a REMS, Jazz
submitted a proposal to, among other things, remove the restriction to a single pharmacy
and instead allow certification of multiple pharmacies. Its rationale for this proposed
change was that it would “increase patient access without compromising patient safety.
Jazz also stated that the single pharmacy program in existence at that time “imposes
numerous impediments to patient access to Xyrem, possibly depriving narcolepsy
patients of an important medication to control their EDS and cataplexy and potentially
affect their lives dramatically.”™* Later that year Jazz also submitted a new NDA (22-
531) seeking approval for a new indication for fibromyalgia, and in that application
proposed a REMS with multiple certified pharmacies. FDA declined to approve the
application for fibromyalgia, but did so on grounds unrelated to the multiple pharmacy
certification.'?
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After FDA declined to approve the Xyrem fibromyalgia application, discussions between
FDA and Jazz regarding the REMS for Xyrem continued. In early 2011, Jazz changed its
position and abruptly dropped its proposal for certification of multiple pharmacies. By
that time, Jazz had listed several patents related to its REMS in FDA’s Approved Drug
Products with Therapeutic Equivalence Evaluations (the Orange Book).

In August 2012, FDA provided interim comments on the proposed REMS which stated
that, consistent with Jazz’s earlier request, the final REMS should not contain the single
pharmacy limitation, but should instead include the same stringent requirements as part
of the requirements for pharmacy certification.”> FDA, considered, among other things,
the statutory requirement under the FD&C Act that ETASU be imposed only if
“necessary to assure safe use of the drug,”** that ETASU be “commensurate with the
specific serious risk|[s] listed in the labeling” of the drug, that ETASU “not be unduly
burdensome on patient access to the drug,” and “to the extent practicable,” that ETASU
be structured “so as to minimize their burden on the health care delivery system.”” FDA
believed that the restriction to a single pharmacy was not necessary or appropriate to
ensure the safe use of Xyrem, and that any pharmacy that could meet the requirements for
certification could safely dispense Xyrem. FDA was also concerned that the restriction to
a single pharmacy in the REMS could unduly burden patient access and the health care
delivery system.*

12 Jazz REMS proposal, August 24, 2009.

Id.
12 See Complete Response Letter for NDA 022531, October 8, 2010.
3 FDA Interim Comments on proposed REMS, August 31, 2012.
“FD&C Act Section 505-1(f)(1)
5 FD&C Act Section 505-1(f)(2)(A), (C), and (D).
1¢ Dispute Appeal Denied Letter, February 27, 2015.
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In its 2013 SEC filings, Jazz noted that it expected FDA modifications to the Xyrem
REMS and stated that, “depending on the extent to which certain provisions of our
Xyrem deemed REMS which are currently protected by our method of use patents
covering the distribution of Xyrem are changed as part of updating our REMS
documents, the ability of our existing patents to protect our Xyrem distribution system
from generic competitors may be reduced.”*’

In December, 2013, in an effort to bring the protracted discussions over the Xyrem
REMS to a close, FDA informed Jazz that the Agency was requiring a modification to the
REMS under the Agency’s statutory authority*® which, among other things, would
remove the single pharmacy limitation. FDA also sent a draft template for the REMS to
the ANDA @@ to facilitate the development of an SSS for sodium oxybate.

On February 28, 2014, Jazz filed a formal dispute resolution request, appealing the
Division of Neurology Product’s REMS modification notification and claiming that the
Agency’s “assertion that the closed-loop distribution system for Xyrem is no longer
necessary is not only unsupported, it puts patients and others at risk.”*° Jazz also argued
that FDA did not have authority to modify the Xyrem REMS.%

FDA (through the Office of New Drug Evaluation I) denied Jazz’s dispute resolution
request on May 8, 2014,% and Jazz appealed this decision to the Director of the Office of
New Drugs on June 23, 2014.% At a meeting with FDA to discuss the ongoing dispute, a
Jazz representative acknowledged that it might be possible for a distribution system that
involves two, and perhaps more, specialty pharmacies to effectively prevent the abuse,
misuse, and diversion of sodium oxybate.?® Also at this meeting, FDA expressed two
primary public health goals: (1) to have a REMS that assures safe use of the drug, and (2)
to ensure that the REMS does not stand in the way of generic approval.

In light of the significant drain on Agency resources posed by the dispute, and the fact
that the outcome of Jazz’s challenge to the Agency's legal authority to require a

" Form 10-Q, September 30, 2013, at p.54.

18 See section 505-1(g)(4)(B) of the FD&C Act, which authorizes FDA to require a modification to an
approved REMS either to (1) ensure the benefits of the drug outweigh the risks of the drug; or (2) minimize
the burden on the health care delivery system of complying with the strategy.

19 Jazz Formal Dispute Resolution Request (FDRR), February 28, 2014.

% Jazz argued, among other things, that FDA lacked statutory authority to modify a REMS “deemed” to be
in effect by operation of FDAAA, and alternatively, even if FDA did have such authority, it could only be
exercised to add restrictions to a REMS, not to modify or remove elements. Jazz FDRR, February 28,
2014.

21 Appeal Denied Letter to Jazz from Office of Drug Evaluation |, May 8, 2014.

22 Appeal of Decision by the Office of Drug Evaluation I, June 23, 2014.

28 Minutes from meeting on August 13, 2014.
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modification to a “deemed REMS” had the potential to affect only a small number of
drug products,** the Agency decided to approve the REMS Jazz had proposed (i.e., with
the single, central pharmacy limitation), and deny the dispute as moot.”> However, the
letter from Dr. Jenkins, Director of the Office of New Drugs, denying Jazz’s appeal states
the following:

Our action approving the REMS submitted by Jazz should not be
construed or understood as agreement with Jazz that limiting dispensing to
a single pharmacy is the only way to ensure that the benefits of Xyrem
outweigh the risks under section 505-1 of the FD&C Act. We continue to
be concerned that limiting the distribution of Xyrem to one pharmacy
imposes burdens on patient access and the healthcare delivery system. No
other currently approved REMS requires a sponsor to limit dispensing to a
single pharmacy.

At this time, FDA finds that the REMS approved today meets the
applicable statutory standards. FDA intends to evaluate the Xyrem
REMS, including the burdens it imposes, on an ongoing basis and will
require modifications as appropriate.

2. History of SSS Development Efforts

The first ANDA to reference Xyrem, submitted by Roxane, was received by FDA on July
8, 2010. Roxane first contacted Jazz regarding the development of an SSS REMS on
October 12, 2012.%° @@

On January 23, 2014, FDA hosted a meeting between Jazz and the ANDA ©© {0
facilitate the development of an SSS REMS for sodium oxybate. At this meeting, the
ANDA @@ provided a proposed timeline to the meeting attendees with 30, 60, and
90 day milestones with deliverables. For example, the ANDA  ©®  committed to
providing Jazz a draft confidentiality and disclosure agreement (CDA)—typically a
prerequisite to substantive discussions about the formation of an SSS—shortly after the
meeting with the goal of having it fully executed within 30 days. FDA requested that the
parties submit bi-weekly updates to the Agency on the status of negotiations.”’

2+ At that time there were only three "“deemed” REMS remaining, including Xyrem.

% Dispute Appeal Denied Letter to Jazz from Office of New Drugs, February 27, 2015.

% See ANDA 202090, Sequence 0013 (Mar. 20, 2013).

" Minutes of meeting, January 23, 2014. As noted below, the negotiations are described very differently
by Jazz and the ANDA @@  and both Jazz and the ANDA @@ accuse the other of
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The ANDA % provided a draft CDA to Jazz on January 28, 2014. On February
14, 2014, Jazz provided a draft CDA that was substantially revised. Negotiations over
the CDA ensued, and the agreement was not fully executed until the end of August 2014,
more than seven months after the initial draft was shared.*®

In March, 2014, the ANDA @®  having learned of the dispute resolution request
by Jazz, expressed concern that “any dispute resolution process will be a protracted
matter which will further delay the implementation of a REMS.”* FDA responded by
stating that all parties should continue working together to develop an SSS for sodium
oxybate products.*

Over the Summer of 2015, communication between the parties showed a continued
inability to agree on threshold issues in the negotiations for an SSS. For example, Jazz’s
summary of a call between the parties on June 24, 2015, describes the parties’
disagreement on voting rights for the negotiations. It states:

Jazz’s proposal included provisions for consensus decision making during
development of shared REMS, with voting decision making after development,
after approval and after implementation changing in accordance with parties’

Al @9 proposal provides that all

approval and/or market share status. AND
decision making will be determined by majority vote of parties who have NDA or
ANDA (and who have paid any costs then due) regardless of such parties’

approval status or market share. !

On August 19, 2015, the ANDA| ®%  emailed the Agency to report a “lack of
progress with Jazz on key terms for an operating agreement.”” The ANDA| ©®
indicated that, as a result of the lack of progress, they intended to develop a proposal for a
separate REMS.

On October 13, 2015, FDA hosted a tele-conference with Jazz and the ANDA! @%@
to jointly discuss the status of their efforts to develop an SSS REMS. The ANDA

mischaracterizing events. See, e.g., September 9. 2015 email from M. Shumsky for Roxane: September
25, 2015 email from J. Gold for Jazz; December 28, 2016 letter from M. Shumsky for Roxane to K. Uhl,
FDA: Lt

See ANDA 202090, Sequence 0038 (Jan. 4, 2017).
* Email from Gregory Hicks to FDA. March 12, 2014.
¥ Email from FDA to Gregory Hicks, March 26, 2014,

> {Emajl from Jana Gold, Jazz to ANDA| ©@ dated July 20, 2015.
33
b -
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@@ explained that the parties were at an impasse on several major threshold issues.

The first was voting rights. The ANDA|  ®®  wanted a voting structure based on
“one company-one vote” as was the structure in other SSS REMS in which they had
participated, while Jazz wanted voting by consensus until after approval and
implementation of the REMS. The second threshold issue related to the process for
negotiating an SSS. Jazz maintained that the ANDA ©@®  were stalling the
negotiations by refusing to proceed with legal and operational discussions on a parallel
track, which would require integration of operational personnel into the legal
negotiations. The ANDA ©®  responded that the negotiations needed to be
sequential rather than parallel, because the CDA they signed precluded the ANDA

@@ from using any of the information from the negotiations for an SSS REMS in
the possible future development of a separate REMS for ANDA sponsors. Therefore, if
their operations staff were involved in discussions regarding the legal agreement with
Jazz for an SSS, those staff would be precluded from later working on a separate system.
The ANDA  ®®  stated that this put them in an untenable position, knowing that the
SSS negotiations were by no means guaranteed to be successful, and essentially would
have required the ANDA @@ to forfeit their right to obtain a waiver if necessary.®

On December 4, 2015, Jazz submitted a letter to the Agency expressing its opposition to
a potential waiver of the SSS requirement for sodium oxybate.** In it, Jazz argued,
among other things, that FDA cannot grant a waiver and approve a separate REMS for
generics that utilizes multiple pharmacies, instead of a single, central pharmacy. The
agency has carefully considered Jazz’s arguments and rejected them for the reasons
described in section 111 below.

FDA hosted another joint tele-conference with the parties on March 23, 2016, to
determine whether any progress had been made on these threshold issues. The parties did
not appear to be any further along in resolving these disagreements than they had been
five months before.*

In April, 2016, the ANDA @ submitted a REMS amendment &
proposing a joint separate REMS system for generic sodium oxybate.
On December 2, 2016, the ANDA @ submitted a

subsequent REMS amendment. @ , Roxane,

@ submitted requests that FDA waive the SSS requirement dated

% Minutes of t-con, October 13, 2015.

% Letter in opposition to potential waiver of the SSS requirement, December 4, 2015 (December 4
Submission).

% Minutes of t-con, March 23, 2016.
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December 28, 2016.% g Roxane) requested
a waiver pursuant to both statutory grounds described in section 505-1(1)(1)(B) of the
FD&C Act.

II1. Discussion

The Agency has determined that a waiver of the SSS requirement for sodium oxybate is
appropriate because the burden of creating an SSS outweighs the benefit of a single
system, taking into consideration the impact on health care providers, patients, the
ANDA  ®%  and the holder of the reference drug product.

Although an SSS for all sodium oxybate products, including Xyrem, would likely provide
the greatest efficiencies for stakeholders once implemented, the burden of negotiating an
SSS has been substantial. In the more than four years since the first ANDA applicant and
Jazz first began negotiating an SSS REMS?’ they have been unable to develop one. In
fact, during that time, the parties ®@
an impasse on governance issues without even broaching the substantive issues involved
in developing an SSS REMS.

have reached

4
(b) (4) and

The negotiations are described very differently by Jazz and by the ANDA
both Jazz and the ANDA| @ accuse the other of mischaracterizing events.>® For
example, Jazz claims that ANDA =~ ©@%

SSSR development by creating pretexts for waiver.””® The ANDA

are being “incentivized to hinder productive
@@ state that
Jazz has engaged n a strategy that “entails serial attempts to impose unreasonable
contractual terms and conditions on the ANDA ' ©® while concurrently issuing

self-serving statements to FDA and the ANDA
40

(b) (4) .
about Jazz’s commitment to

the process.”

We recognize that there are financial incentives and considerations on both sides that can
hinder, ©® efforts to establish an SSS REMS. Certain statements by Jazz,
including the concerns expressed in its SEC filings and its change in position regarding
the necessity of the single pharmacy requirement (from urging FDA to remove the

3% See ANDA 202090, Sequence 0038 (Jan. 4, 2017); b

*' Roxane’s ANDA was received on July 8, 2010. FDA sent Roxane a REMS Notification Letter on
September 27. 2012. Roxane first contacted Jazz regarding formation of an SSS REMS on October 12,
2012.

* See. e.g., September 9. 2015 email from M. Shumsky for Roxane and September 25, 2015 email from J.
Gold for Jazz. We note that not only are the parties prospective competitors, but patent infringement
litigation has been ongoing between Jazz and one or more of the ANDA sponsors during this time.

¥ December 4 Submission at p.4.

WANDA @@ reqponse to FDA questions, October 8, 2014.
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restriction to a single pharmacy in 2009 to insisting it is critical to safe use in 2011),
suggest Jazz’s awareness that the Xyrem REMS could have the effect of blocking or
delaying approval of generic versions of Xyrem.

Regardless of whose characterization of events is more accurate, the parties have been
attempting to negotiate an SSS REMS for sodium oxybate for a substantially longer
period of time than the applicants for alosetron or buprenorphine, the other drug products
for which an SSS waiver has been granted.** Further, there is little FDA can do to force
the two sides to agree to particular terms, because although the FD&C Act mandates that
the RLD holder and the generic applicant use an SSS REMS, the Agency has no effective
enforcement mechanism to compel the parties to participate in an SSS REMS, or to do so
on specific terms. The enforcement mechanisms under the FD&C Act generally are
designed to further FDA’s public health mission,* not to mediate or resolve corporate
disputes over governance issues or address behavior that one or more parties claim is
anticompetitive.*?

*I The first waiver of the SSS requirement was issued to the ANDAs referencing Subutex (buprenorphine)
or Suboxone (buprenorphine and naloxone). In that case, the ANDA products were approved with a waiver
of the SSS requirement approximately one year after SSS negotiations began (see Memorandum re:
decision to waive the requirement for a single, shared system REMS for buprenorphine-containing
transmucosal products (submitted to ANDA 090819, et al., February 22, 2013)). The waiver of the SSS
requirement for the ANDAS referencing Lotronex (alosetron) was the second and most recent occasion on
which the Agency has waived the SSS REMS requirement. In that case, the waiver of the SSS requirement
was granted and ANDA products were approved approximately three years after SSS negotiations began
(see Memorandum re: decision to waive the requirement for a single, shared system REMS for alosetron
products (submitted to ANDA 200652 on May 4, 2015)).

*2 The enforcement tools available to FDA under the REMS provisions include finding the drug is
misbranded (8§ 502) (21 U.S.C. 8 352(y)), seizure of a product deemed to be misbranded (§ 304(a)) (21
U.S.C. § 334(a)), withdrawal of approval of the product due to safety and efficacy concerns (§ 505(e)) (21
U.S.C. § 355(e)), seeking to enjoin violative behavior (e.g., enjoining distribution of a misbranded or
unapproved product (§ 302) (21 U.S.C. § 332), prohibiting the introduction or delivery for introduction into
interstate commerce of the product (8 505(p)) (21 U.S.C. § 355(p)), and imposing civil money penalties (§
303) (21 U.S.C. § 333(f)(4)).

%% Jazz has requested that FDA refer the parties to mediation under the Administrative Dispute Resolution
Act of 1996 (ADRA) to resolve their disagreement over business issues regarding the governance of any
SSS REMS. FDA has declined to do so, both because the ADRA does not appear to apply by its terms and
because the Agency has determined that it would not be an efficient use of limited government resources.
Jazz’s letter states that the ADRA gives FDA authority to refer the ongoing negotiations to mediation or
another form of alternative dispute resolution as a way of resolving the parties’ business issues, and that the
ADRA is applicable to facilitating negotiations between parties, because it defines an “issue in
controversy” as an “issue which is material to a decision concerning an administrative program of an
agency, and with which there is disagreement...(B) between persons who would be substantially affected
by the decision” (5 U.S.C. §571(8)(B)). While it may be true that an “issue in controversy” can apply to
two parties external to the Agency, we disagree that the business issues here are “material to a decision
concerning an administrative program” of the Agency. Rather, the governance issues on which the parties
disagree have little or no bearing on whether FDA can ultimately find that the standard for waiving the SSS
requirement is met or whether an ANDA for sodium oxybate meets the statutory standard for approval.
Moreover, under the ADRA, an “administrative program” is a federal function that involves protection of
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In the absence of a waiver of the SSS requirement, the ANDA @®  and Jazz’s

failure to agree to SSS terms is likely to further delay the approval of a generic version of
sodium oxybate. Given the extensive negotiations that have occurred, the inability of the
parties to agree to terms, and the Agency’s lack of an effective mechanism to require
them to do so, FDA concludes that, similar to the two previous instances where FDA
granted a waiver of the SSS requirement, the burden of creating an SSS REMS in this
instance appears to be insurmountably large.

A. The Burden of Creating a Single, Shared System Outweighs the Benefits

In accordance with section 505-1(i)(1)(B) of the FD&C Act, the Agency has considered
the impacts that granting a waiver and permitting a second, separate REMS for sodium
oxybate will have on health care providers, patients, the ANDA~ ©®  and the
reference drug sponsor (Jazz). The Agency concludes that, on balance, the impacts on
these stakeholders favor granting a waiver. While an SSS would provide benefits to
stakeholders by avoiding the potential confusion and inefficiency associated with the co-
existence of two REMS for sodium oxybate, these benefits do not outweigh the burdens
of (1) the time and resources expended by the parties to create an SSS REMS, and (2) a

the public interest and the “determination of rights, privileges, and obligations of private persons through
rule making, adjudication, licensing, or investigation” (Section 571(2)). The current negotiations for an
SSS REMS for sodium oxybate do not appear to fit this description. They are negotiations between private
parties regarding their business relationship, to which FDA is not a party. The FDA is not engaged in any
rulemaking, adjudication, licensing, or investigation with respect to the governance of a shared system
REMS. While FDA may facilitate communication and negotiation between the parties, we are not
determining any rights, privileges or obligations in doing so. Moreover, FDA is not aware of any
circumstances in which the Agency has utilized the provisions of the ADRA, or any other statutory
provisions, to refer private parties to mediation and Jazz has provided no such examples. Jazz refers in its
letter to the Department of Health and Human Services (HHS) Alternative Dispute Resolution Division
program. However, this program provides alternative dispute resolution services in appeals filed with the
Departmental Appeals Board’s other three Divisions (Appellate, Civil Remedies and Medicare Operations
Division) and is therefore inapplicable.

Jazz cited two examples where FDA purportedly “has established dispute resolution under the
ADRA” by referring to guidance documents from the Center for Veterinary Medicine and the Center for
Devices and Radiological Health. The guidance documents to which it refers apply to veterinary drugs and
medical devices, and are not binding on FDA or the public. Each of these guidance documents explicitly
applies to dispute resolution for “scientific controversies” between the Agency and a regulated party. Both
were issued to aid in implementation of the dispute resolution provision in the Food and Drug
Administration Modernization Act of 1997 (FDAMA), which was designed to ensure that FDA makes
appropriate use of independent scientific experts to advise the agency on “scientific controversies” between
FDA and a sponsor, applicant, or manufacturer (Section 562 of the FDCA). The current disagreement
between Jazz and the ANDA @@ regarding governance of an SSS REMS for sodium oxybate is
neither a scientific controversy nor a disagreement between the Agency and a regulated party.
Accordingly, we do not find these examples to be relevant.

Even assuming that the ADRA applies, its application is discretionary. It is our view that
invoking the ADRA to refer the parties to mediation regarding business issues that--however they are
decided--ultimately are not relevant to the statutory standard for approving a REMS, is not an efficient use
of limited governmental resources. We note that the parties were not prevented from pursuing mediation
on their own.
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delay in the approval of one or more equally safe generic sodium oxybate alternatives.
The Agency’s findings with respect to the impacts on each stakeholder group of having
two REMS are summarized below.

1. Health Care Providers

The creation of two REMS will create some inefficiencies for prescribers and
pharmacies/pharmacists. Specifically, health care providers who wish to have the ability
to prescribe Xyrem as well as a generic sodium oxybate product will have to enroll in two
REMS programs. That means that a prescriber must complete and submit a separate
prescriber enrollment form to the ANDA REMS. That step need only be completed once,
however, and the form is short—just one page. Further, the prescribing information and
prescriber brochure a prescriber must review as part of enrollment are nearly identical to
the Xyrem labeling and prescriber brochure, and the required attestations (e.g., prescriber
agreement to provide certain counseling, screening, and monitoring for each patient) on
the enrollment form are the same.

Once enrolled in the ANDA REMS, the burden on a prescriber in operating under the
REMS is the same as under the Xyrem REMS: he or she must enroll, assess, and counsel
each patient, and submit a prescription form to the certified pharmacy. Again, both forms
are just one page each and nearly identical to the Xyrem REMS materials. The prescriber
is also required to reassess the patient within the first 3 months of starting sodium
oxybate therapy, and it is recommended every 3 months thereafter. The prescriber is
required to report adverse events, including any cases of suspected abuse, misuse, or
diversion, to either the Xyrem or the ANDA REMS, as appropriate, but need not report to
both. As such, the creation of two REMS should not impose an additional burden with
respect to enrollment, counseling, assessment, or adverse event reporting.

A pharmacy that wishes to dispense generic sodium oxybate will need to have their
pharmacists and other staff complete a training program similar to the Xyrem REMS
pharmacy training program and complete a short form to become certified in the ANDA
REMS. This step need only be completed once. Because the Xyrem REMS currently
specifies use of only a single pharmacy, any pharmacy other than the Xyrem pharmacy
would be enrolling only in the sodium oxybate REMS program. Therefore, any
pharmacy dispensing sodium oxybate would need to take only one training program.

Certain communication between pharmacies will also be needed. First, a pharmacy
certified in the ANDA REMS must, for each prescription received, contact the Xyrem
REMS to request verification that: (1) the patient has no active overlapping
prescription(s) for Xyrem; and (2) the patient and prescriber have not been disenrolled for
suspected abuse, misuse, or diversion. Second, the ANDA REMS program also must
report to the Xyrem REMS pharmacy on an ongoing basis each prescription filled and
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any instances of patient/prescriber disenroliment in the ANDA REMS program. These
communications will be documented.

The Xyrem REMS pharmacy will receive these reports from pharmacies certified in the
ANDA REMS program and enter all relevant safety information into the Xyrem central
database, as it is required to do under its REMS.*

The reporting of prescription fills and disenrollment will be only a minimal additional
burden on the pharmacies in both programs. We do not expect the overall number of
patients or the total number of prescriptions dispensed to change substantially as a result
of the approval of generic products. The difference will be that some of the prescriptions
currently being filled by the Xyrem pharmacy likely will instead be filled by pharmacies
certified under the ANDA REMS program. Therefore, some of the time the Xyrem
REMS pharmacy previously spent on filling prescriptions for Xyrem presumably will
now be spent receiving information from the ANDA REMS program pharmacies and
entering it into the Xyrem REMS database. Although this shift likely will result in a
reallocation of resources, we do not expect that it will result in an overall increased
burden on the Xyrem pharmacy. Accordingly, FDA does not believe that the waiver of
the SSS requirement will impose a significant burden on health care providers.

2. Patients

The Agency finds that, while a waiver will result in some burdens on patients due to the
existence of two programs, these burdens will be minimal. As discussed further in
section 111(C) below, the Agency finds that the proposed sodium oxybate REMS will
afford patients the same level of safety as the Xyrem REMS.

While two REMS will mean that some patients * may need to enroll in two REMS
programs, the burden associated with enrollment (completing a form during a physician
visit and receiving counseling) is a modest, one-time obligation. Moreover, the REMS
materials required in both programs will contain the same safety messages about sodium

* See, e.g., Xyrem REMS section 11(B)(2)(a)(iv) (to become certified in the REMS program, the pharmacy
must agree to “Utilize the secure and validated XYREM REMS Program Central Database,”; section
11(B)(2)(d)(i) (the certified pharmacy “will document these events, including all requests for early refills, in
the XYREM REMS Program Central Database by completing an RMR [Risk Management Report],”); and
11(C)(2)(c) (“The XYREM REMS Program Central Database will contain patient and prescriber enrollment
status, all completed data forms, prescription and shipment data, as well as information related to dosing,
concomitant medications, and behavior that raises suspicion of abuse, misuse, or diversion, including
complete Risk Management Report histories.”).

** The Agency anticipates that most patients will use either generic sodium oxybate or Xyrem, but not both.
Existing patients wishing to use generic sodium oxybate will need to enroll in the new ANDA REMS
program. New patients presumably would enroll in either the ANDA REMS program or the Xyrem REMS
program, but not both. The Agency expects that only a very small number of patients would need to be
enrolled in both REMS programs at the same time.
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oxybate. As a result, FDA does not believe that the co-existence of the two REMS will
be a significant burden to patients or compromise the clarity of the safety messages
communicated to them.

Jazz has raised the concern that patients switching between the Xyrem REMS and the
ANDA REMS, which uses different databases, would mean loss of access to the patient’s
prior sodium oxybate history, negatively impacting patient care and security.* The
Agency does not agree.

If patients do switch between the REMS programs, the patient history data that are
relevant to identifying any abuse, misuse, or diversion will not be lost. The ANDA
REMS requires its certified pharmacies to contact the Xyrem central pharmacy to verify
that a patient has not been disenrolled from the Xyrem REMS and identify any
overlapping prescriptions prior to dispensing. The ANDA REMS further requires its
certified pharmacies to communicate the patient’s corresponding prescription information
to the Xyrem central pharmacy. The Xyrem central pharmacy is required to enter all
relevant safety information into is central database to use for prescription verifications.*’
This pharmacy-to-pharmacy communication will ensure that each REMS program can
access a patient’s relevant sodium oxybate history.*®

The inability of the ANDA  @®  and Jazz to create an SSS imposes a significant
burden on patients in that it bars access to one or more equally safe generic sodium
oxybate products. FDA has been waiting to approve any sodium oxybate ANDAS
pending development of an SSS REMS.*

Jazz has argued that patient access does not hinge on, and would not be realized by, a
decision to waive the SSS requirement for sodium oxybate, because comprehensive
resolution of intellectual property litigation between Jazz and ANDA| @@ s not
likely to occur for some time.>® Given the ongoing litigation, Jazz states that patient
access to generic sodium oxybate could conceivably be realized more quickly through

“® December 4 Submission at 31.

" See fn. 44 supra.

“® Both the Xyrem REMS and the ANDA REMS require that documentation of instances of potential
abuse, misuse, or diversion be maintained in their respective databases and reviewed prior to dispensing
(Xyrem REMS section 11(B)(2)(b)(iii)(b); ANDA REMS section I1(B)(2)(b)(ii)(2)(b). The Agency
considered whether additional reporting between the programs would be appropriate, such as reporting of
all Risk Management Reports (RMRs) generated, and concluded such information would not be useful.
Most RMRs do not report issues that indicate a patient should not receive the drug (e.g., early refill request
due to a prescribed dose increase), and those that do would lead to disenrollment, which is required to be
communicated between the REMS programs. FDA concluded that the reporting of every RMR between
the programs would potentially burden both systems without improving safety.

*° Delay may also impose a substantial cost to the U.S. healthcare system, as Xyrem remained, until now,
shielded from generic competition.

%0 December 4 Submission at 32.
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continued negotiation for an SSS rather than a waiver of the SSS requirement.”’ FDA is
not privy to the details of the litigation and cannot comment on the merits. However, as
explained above, after four years of unsuccessful negotiation for an SSS it seems unlikely
that continued discussions will yield results in the near term. Thus, even if the burden on
patients of the lack of access to potentially more affordable sodium oxybate alternative is
not immediately ameliorated by the granting of a waiver, that burden will be removed
once the first generic product comes to market. Moreover, by issuing a waiver and
approving an ANDA, FDA is taking one critical and fundamental step to alleviate that
burden on patients.

In short, the burden of creating an SSS here denies patients access to one or more
potentially more affordable sodium oxybate alternatives, while the potential benefit of an
SSS is that some patients will not have to enroll in two REMS programs and receive the
duplicative educational materials associated with having two REMS programs.

3. ANDA 9@

Absent a waiver, approval of pending ANDAs will be delayed until the parties reach an
agreement on an SSS REMS. There are obvious incentives for any innovator company,
including Jazz, to delay generic competition, including by failing to agree on SSS REMS
terms. Jazz asserts that it is the ANDA B
and seeking a waiver in order to avoid the time, money, and effort associated with
development of an SSS.”* This argument assumes that the expenditure of time, money,

hindering SSS development

and effort would be less significant to develop a separate REMS system. The Agency

notes, however, that the ANDA REMS is a shared system ey
, and therefore required its own time, money, and effort to develop. Given that
these factors did not prevent the ANDA o

. it does not appear
that an unwillingness to invest the time, money, and effort to develop a shared program is
the underlying barrier to development of an SSS in this case.

By granting a waiver, the Agency will remove a barrier to generic products coming to
market. The Agency’s decision to grant a waiver will benefit the ANDA = @® o the
extent it will allow ANDA applications that otherwise meet the statutory standard to be
approved, the result intended by the Hatch-Waxman amendments. The burden of SSS
development outweighs any potential benefit to ANDA applicants from such a system.

H Id.; see also, Letter from Jazz to FDA. December 5, 2016.

2 1d. at 29.

% The ANDA o began negotiations for a separate REMS in October, 2014 (see
ANDA @@ response to FDA questions, October 8, 2014) and ®® began contracting third party
vendors to build the system in August, 2015 (see i
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4. Jazz

Jazz argues that a waiver will affect its ability to continue using its approved REMS and
impact patient safety because “without access to all of the data, Jazz would lose the
ability to ensure that the pharmacy has all of the data necessary to monitor for
overlapping prescriptions, review for potentially interacting agents that are unknown to
the prescriber, and review of alerts and RMRs regarding potential misuse, abuse, or
diversion...”* However, Jazz will continue to have access to the data it needs to fulfill
all of the safe use requirements in its approved REMS. As explained in sections ITI(A)(1)
above and III(C) below, the ANDA REMS requires pharmacies certified in that REMS to
report to the Xyrem REMS each prescription filled as well as each instance of
patient/prescriber disenrollment in the ANDA REMS. This will provide the Xyrem
pharmacy the data necessary to monitor for overlapping prescriptions and disenrollments
for potential misuse, abuse, or diversion. Jazz will not lose data necessary to monitor
potentially interacting agents unknown to prescribers, because each REMS program
requires their certified pharmacies to screen for concomitant medications and document
them in their respective database(s).”> The Xyrem program will not need to check the
ANDA program databases for this information, because the Xyrem pharmacy will obtain
that information mmdependently from enrolled prescribers and patients and will add that
information to its own database. Therefore, Jazz will continue to have access to the data
it needs to fulfill all of the safe use requirements in its approved REMS.

Jazz also argues that any negative outcomes of a separate REMS for sodium oxybate
ANDAS (1.e., increased risk associated with distribution) would put Jazz at risk for
increased liability. As explained below, FDA has carefully reviewed and considered the
ANDA| @@ proposed REMS program and has determined that it describes a
secure and cohesive system and does not create an increased risk of abuse, misuse, or
diversion. Because FDA finds that the ANDA ~ ®®  proposed REMS program
would assure the same level of safety as the existing Xyrem REMS program, FDA does
not anticipate that Jazz will experience a meaningful increase in hability.

Approving sodium oxybate ANDAs would allow patients and the healthcare system

access to alternative versions of the drug and increase competition in the marketplace.

** December 4 submission at 33.

% Xyrem REMS document Section II(B)(2)(b)(i);: ANDA REMS document Section II(B)(2)(b)(i).

% In a letter to FDA dated December 5, 2016, Jazz requested that it be informed of any effort by the ANDA
B {6 form a separate REMS and that Jazz have the opportunity to review and evaluate the ANDA

REMS prior to approval. FDA denied a similar request made by Prometheus Laboratories, Inc. in a 2013

citizen petition (Docket No. FDA-2013-P-0572) regarding the REMS for Lotronex (alosetron), and

declines to do so here as well. As explained in that petition response, FDA welcomes input from RLD

sponsors at any point on whether a waiver of the SSS requirement should be granted. In this case, FDA has

considered such information submitted by Jazz as described in this memorandum.
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The benefit of an SSS is the potential for reducing the burden on stakeholders of having
separate REMS programs. However, as described above, those burdens in this case are
minimal and the potential benefit of alleviating them is far outweighed by the significant
burden of continued SSS negotiations and of denying patients access to generic versions
of the drug for an indefinite period of time.

B [T ANDA T anabe
to obtain a license for the aspect of the ETASU claimed by Jazz in an
unexpired patent and as a trade secret entitled to protection

In accordance with Section 505-1()()®)Gi), P9

and R_oxane“ ertified that “an aspect of the elements to assure safe use for the
applicable listed drug is claimed by a patent that has not expired or is a method or process
that, as a trade secret, 1s entitled to protection, and the [ANDA_] sought a
license for use of an aspect of the elements to assure safe use for the applicable listed
drugand ®®  unable to obtain a license.” This certification was made in waiver
request to FDA dated December 28, 2016, fro Roxane.”’

Consistent with the statutory requirement that such a certification include “a description
of the efforts made by the [ANDA] applicant to obtain a license,” Roxane’s letter states
that the company proposed license terms to Jazz between October 2012 and September
2013. The letter states that Jazz refused those terms and declined to offer a substantive
counterproposal. Additional discussions took place in 2016, but Roxane states that those
were again unsuccessful.

> December 28, 2016 waiver for Roxane to K. Uhl. FDA (ANDA 202090,

Sequence 0038 (Jan. 4, 2017)):|
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(b) (4)

In December 2015, Jazz acknowledged that ®® ANDA=  ®%  had “requested
licenses to some of Jazz’s REMS patents” but stated that ere

certify that it has made reasonable efforts to obtain a license to Xyrem’s intellectual
property.”” However, Jazz also indicated that it would be willing to discuss license
terms only “once the contours of the shared REMS come into focus” and “only in the
context of resolution of the [ongoing patent infringement] litigation, through settlement
or otherwise.”®

As with the shared REMS negotiations, the patent license negotiations seem to be
described differently by Jazz and the ANDA | ©% It would be difficult for FDA to
assess the merits of these respective positions, but the statute does not require us to do
50.5' Under section 505-1(i)(B)(ii) of the FD&C Act, the Agency may waive the SSS
requirement if: (1) an aspect of the ETASU for the applicable listed drug is claimed by a
patent that has not expired; and (2) an ANDA applicant certifies that it has sought a
license for use of an aspect of the ETASU and that it was unable to obtain a license. Both

e y 62
criteria are satisfied here.

C. The ANDA i proposed REMS is comparable to the
approved REMS for Xyrem

Section 505-1(1)(1)(B) of the FD&C Act provides that an ANDA is subject to the ETASU
for the RLD, but a separate REMS for ANDA applicants that 1s waived from the SSS
requirement can use a “different, comparable aspect of the [ETASU].” FDA interprets
this standard to mean that a waived system for ETASU must include the same general
elements as described in the statute. For example, if the RLD’s ETASU consist of
prescriber certification (under 505-1(f)(3)(A)) and dispensing of a drug only in certain

*1d.

% Jazz December 4, 2015 Submission at 35.

% 1d. (emphasis added).

®! Jazz argues that “the statute plainly gives FDA a role to play when it comes to issues concerning [REMS
patent] licensing” because it authorizes the Agency to seek to negotiate a voluntary agreement with the
patent owner if it receives a certification under 505-1(1)(B)(ii). Id. at 36. We agree that the statute provides
the Agency with that authority, but disagree with the implication that such authority obligates FDA to
second-guess the certifications made by ANDA applicants or to otherwise play a more prominent role in
patent license negotiations. The authority to negotiate a voluntary agreement with the patent owner is
discretionary, and given the longstanding disagreement between the parties over the SSS REMS and related
patent issues, FDA declines to invoke this discretionary authority here.

®2 Jazz further argues that even if this waiver criterion were met. it would be “inappropriate™ for FDA to
grant a waiver because doing so would “eliminat[e] key safety measures that are essential to ensuring that
sodium oxybate can be safely distributed.” Id. at 36-39. FDA disagrees with that conclusion for the
reasons described in this memorandum.
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healthcare settings (under 505-1(f)(3)(C)), the ANDA system must include those
elements as well. FDA further interprets “different, comparable aspect of the [ETASU]”
to allow a separate REMS for ANDA applicants to use different methods or operational
means to effectuate a REMS requirement, provided the program achieves the same level
of safety.

The ANDA| @€ proposed REMS has the same ETASU as those in the Xyrem
REMS. The proposed ANDA REMS operationalizes these elements differently, and
FDA has determined that those aspects of the ETASU are comparable to the Xyrem
REMS. Specifically, both the Xyrem REMS and the ANDA REMS requure that: (1)
healthcare providers who prescribe the drug are specially certified®; (2) the drug will be
dispensed only by pharmacies that are specially certified®; and (3) the drug will be
dispensed and shipped only to patients who are enrolled in the REMS program with
documentation of safe use conditions.®’ The following specific REMS requirements are
the same:

1. Prescriber Certification. Both REMS require healthcare providers who
prescribe sodium oxybate agree to perform the same functions, including patient
screening, counseling, evaluating, enrolling, and reporting adverse events.

2. Pharmacy Certification. Both REMS require that the drug will not be stocked
in retail pharmacies, and both require that their certified pharmacies® perform
the same functions:

a. Dispense only to patients that are enrolled in the REMS

b. Ensure that all pharmacy staff involved in the program are trained

c. Ensure that pharmacists involved in the program are trained

d. Utilize database(s) for tracking and documenting the relevant prescription
and enrollment information

e. Provide toll-free access to a REMS program pharmacist
f. Ship the drug directly to each patient or designee and track the shipment
g. Limit the first shipment to a one-month supply and subsequent shipments

to no more than a three-month supply

h. Document and report all potential adverse events to the sponsor(s)

1. Ensure completion of patient counseling checklist and its requirements
and the documentation of information received

® See section 505-1(£)(3)(A) of the FD&C Act.

% See section 505-1(f)(3)(B) of the FD&C Act.

% See section 505-1(£)(3)(D) of the FD&C Act.

% The Xyrem REMS specifies use of the single pharmacy, while the ANDA REMS contemplates multiple
certified pharmacies.
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J. Validate each prescription by
i. verifying that both prescriber and patient are enrolled and that the
patient has no other active prescription
ii. confirming all prescription information
k. Review the patient information, including concomitant or interacting
agents, and reports regarding potential abuse, misuse, or diversion
I.  Monitor, document, and report to sponsor(s) all instances of patient or
prescriber behavior that give rise to a reasonable suspicion of abuse,
misuse, or diversion.

3. Documentation of Safe Use Conditions. Both REMS require that the drug only
be shipped to patients who are enrolled in the REMS program with
documentation of the same safe use conditions:

a. The drug is dispensed only by a certified pharmacy, by direct shipment, to
patients enrolled in the program

b. Patients are enrolled in the program only if a prescriber completes the
patient enrollment form

c. The drug is dispensed and shipped only to patients who have signed the
prescriber-completed patient enrollment form and acknowledged that
he/she has been counseled and asked any questions

d. Patients remain in the program unless the pharmacy or prescriber
determine they should be disenrolled
Disenrolled patients may re-enroll under certain conditions

f. Patients may change prescribers provided that the new prescriber is also
enrolled in the program and that the new prescription does not overlap
with another active prescription.

The ANDA REMS requires that sodium oxybate can be prescribed only by certified
prescribers, and dispensed only to enrolled patients by certified pharmacies.®” Only a
mail order pharmacy that coordinates secure shipment to patients and is not open to the
public can be certified to dispense sodium oxybate. The ANDA REMS also contains the
same statement as the Xyrem REMS that sodium oxybate “will not be stocked in retail
pharmacy outlets.”®®

There are some differences in the operational aspects of the ETASU. Specifically, the
ANDA REMS does not include the same limitations on the number of pharmacies and
databases used. While the Xyrem REMS uses a single pharmacy and a single database,

% The Xyrem REMS states that “Xyrem will be dispensed only by the central pharmacy that is specially
certified.”
% ANDA REMS section 11(B)(2)(a) and 11(C)(1)(b).
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the ANDA REMS will use multiple certified pharmacies and multiple databases
connected via an electronic communication verification mechanism known as a switch
system. The switch system ensures coordination among prescribers and pharmacies such
that a drug is dispensed only after there is verification that all safe use conditions are met,
namely that: (1) the patient is enrolled in the REMS, meaning that, among other things,
the patient has been screened by a trained prescriber and educated about the safe use of
sodium oxybate; (2) the prescriber is certified in the REMS, meaning that, among other
things, the prescriber has reviewed the prescribing information regarding the safe use of
sodium oxybate and agreed to report adverse events promptly; and (3) a pharmacy trained
about the particular risks of sodium oxybate and the REMS program requirements has
validated the prescription and provided the required patient counseling.

A switch system has been used to verify safe use conditions in other approved REMS,
including the REMS for Transmucosal Immediate Release Fentanyl (TIRF) products.”
TIRF products are Schedule 11 controlled substances that are contraindicated in non-
opioid tolerant patients (among others) due to the risk of fatal respiratory depression, and
pose risks of misuse, abuse, addiction, overdose, and serious complications due to
medication errors. The switch system technology used in the TIRF REMS has been
successfully implemented to verify, prior to dispensing, that the pharmacy and prescriber
are enrolled and active and the patient has not been deactivated from the program.”™ The
switch system provides this information to pharmacists at the point-of-dispensing, and if
one or more of the required enrollments cannot be verified, then the switch system will
reject the prescription, and the pharmacy will receive a rejection notice.

The ANDA REMS will use a switch system similar to the TIRF REMS to perform the
necessary safety checks at the point of dispensing. Once a certified pharmacy receives
the prescription, it requests a pre-dispense authorization (PDA) from the ANDA REMS
via the switch system, which queries databases of patients, prescribers, dis-enrolled
prescribers, and pharmacies, to verify the necessary prescription information and patient
and prescriber enrollments before authorizing dispensing.

In addition to verifying this necessary safety information from its own databases, the
ANDA REMS will require a certified pharmacy to contact the Xyrem REMS program to
verify, prior to dispensing, that the patient has no other active prescriptions for Xyrem
that overlap with the prescription to be filled, and to identify any patient and prescriber

% The REMS for Addyi, Qsymia, and clozapine, among others, also utilize a switch system. See FDA
REMS website at http://www.accessdata fda.gov/scripts/cder/rems/index.cfm.

" TIRF REMS document is available at
http://www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=RemsDetails.page&REMS=60.

™ See e.g., TIRF REMS assessment review, September 28, 2016, at p.29.
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dis-enrollments. A certified pharmacy in the ANDA REMS also will provide
corresponding information (prescription mmformation and enrollment status) to the Xyrem
REMS program, so that the Xyrem pharmacy can include that information in its central
database and verify prescriptions and enrollment status against the ANDA system.”

Once all checks are completed, the medication is shipped directly to the patient just as it
1s under the RLD program. The drug product is never housed in a retail pharmacy.

FDA has concluded that this approach achieves the same level of safety as the RLD. We
have determined that the different aspects of the ETASU in the REMS proposed by the
ANDA 2% are comparable to those in the Xyrem REMS. In each case, the drug is
shipped directly to the patient and not stocked on retail pharmacy shelves, the same
patient counseling takes place prior to dispensing, and multiple checks are built in to
ensure that safe use conditions have been met and that there have been no attempts at
diversion, abuse or misuse. Accordingly, this conclusion is consistent with the Agency’s
stated position (described above) that limiting dispensing to a single pharmacy is not the
only way to meet the necessary requirements for pharmacy certification and ensure that
the benefits of Xyrem outweigh the risks.

Controls under the ANDA REMS

In its submission to the Agency dated December 4, 2015, Jazz states its opposition to a
waiver of the SSS REMS requirement for generic sodium oxybate products. This
submission predates the submission of the ANDA| % REMS, but Jazz refers to
the ANDA  ®¢ “Paragraph IV notices™” as evidence tha 9 intend to deviate
significantly from the approved Xyrem REMS.”"* Jazz describe ANDA @9
stated intent to use “multiple separate sodium oxybate databases and multiple additional
points of distribution” and quotes from the DA R

notices to characterize the use of multiple databases as disconnected and incomplete.”

Paragraph IV

Jazz’s description of the ANDA| @%@ system does not accurately characterize the
REMS being approved. The ANDA REMS does not permit the use of retail pharmacies,
which Jazz maintains would entail shipment to, and stocking of sodium oxybate at,

™ The Xyrem REMS requires that the certified pharmacy access the REMS program database to verify all
enrollments and prescription information prior to each dispense of the drug. See Section II(B)(2)(b)(ii).

™ Pursuant to section 505(j)(2)(B) of the FD&C Act, an ANDA applicant that makes a certification
described in subparagraph (A)(vii)(IV) shall give notice to certain recipients in accordance with this
section. Such a “Paragraph TV notice™ shall include a detailed statement of the factual and legal basis of
the applicant’s opinion that Jazz’s REMS patents will not be infringed. See section 505(j)(2)(B)(iv}(I) of
the FD&C Act.

™ Dec.4 Submission at 9.

P 1d. at 10.
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additional sites upstream in the pharmaceutical distribution chain. On the contrary, the
ANDA REMS requires that sodium oxybate only be distributed by
wholesalers/distributers that are certified in the REMS, and that they distribute the drug
only to certified pharmacies. As a result, sodium oxybate cannot be distributed to
secondary wholesalers, which Jazz describes as “the weakest point in the U.S.
pharmaceutical distribution chain.”’ In other words, the ANDA REMS maintains strict
controls on distribution and physical security of sodium oxybate.

While it is true that the ANDA REMS will use multiple pharmacies and multiple
databases, these pharmacies and databases are connected in a way that accomplishes the
same result as the Xyrem REMS. FDA therefore does not share Jazz’s view that the
ANDA REMS significantly deviates from the approved Xyrem REMS. The differences
between the programs do not reflect different ETASU, but rather are aspects of the
ETASU that are being operationalized differently. Based upon the Agency’s expertise
and experience with the use of switch technology in other REMS programs, we expect
that the ANDA REMS for sodium oxybate will provide the same level of safety as the
Xyrem REMS. Therefore, FDA has determined that these operational differences are
comparable within the meaning of section 505-1(i)(1)(B) of the FD&C Act.

Use of databases

Jazz states that “the central database is necessarily one of the elements to assure safe use
of Xyrem, because it is indispensable to the successful operation of the entire REMS.”"’
The Agency disagrees. From a safety perspective, the use of a central database is not
“indispensable to the successful operation of the entire REMS.” As explained above, the
ANDA REMS use of multiple databases connected by a switch system, together with
required communications verifying and reporting key information between the ANDA
REMS certified pharmacies and the Xyrem REMS certified pharmacy, assure a
comprehensive review of the data necessary to ensure safe use of sodium oxybate.
Consequently, FDA finds that the ANDA REMS program achieves the same level of
safety as the Xyrem REMS central pharmacy’s use of a central database.

Single pharmacy requirement

We note that of the approved REMS that include pharmacy certification as an element,
other than the Xyrem REMS, none requires use of a single pharmacy or even limits the
pharmacies to a certain number. Though many companies choose to limit the number of
pharmacies they utilize to implement their REMS, that is a business decision and not one

®1d. at 24.
1d. at 20.
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required by the REMS. Rather, the REMS with pharmacy certification provisions specify
the substantive criteria for certification that are necessary to assure safe use of the drug
without stipulating how many pharmacies can or will be permitted to be certified.

To the extent that Jazz asserts a single central pharmacy is essential to safe use of the
drug and no generic program can be safe without it, FDA notes that this was the primary
disagreement between Jazz and the Agency in the dispute resolution over the finalized
REMS for Xyrem, and the Agency has long maintained that use of a single central
pharmacy is not the only way to safely distribute the drug.”® FDA also notes the
inconsistent position Jazz has taken on this subject and the statement Jazz made”®
suggesting knowledge that this aspect of its REMS could have the effect of preventing
generic competition.

“REMS regulatory science” and evidence of comparability

Jazz further argues that FDA cannot grant a waiver of the SSS requirement because
“[c]urrently available REMS regulatory science cannot provide evidence adequate to
demonstrate comparability of differing aspects of sodium oxybate ANDA REMS to the
Xyrem REMS.”® |t goes on to state that “[t]he current state of evolution of REMS
regulatory science has not developed the standards of evidence, tools, and methodology
needed to reliably evaluate whether the level of risk mitigation associated with the
existing Xyrem REMS will be maintained if one or more separate, waived REMS are
introduced.”®"

We disagree with Jazz’s view for two reasons. First, FDA’s conclusions regarding
comparability here are based on experience with the successful use of switch systems to
verify safe use conditions in other REMS; they are neither theoretical nor without
support. Second, we find Jazz’s reading inconsistent with FDA’s statutory waiver
authority. Under Jazz’s narrow reading, the Agency must develop “standards of
evidence, tools, and methodology” to determine whether different aspects of the ETASU
are comparable to the Xyrem REMS. The statute does not establish such requirements,
and we decline to adopt them here. FDA has carefully reviewed the proposed REMS for
the ANDA  @®  and has concluded that the differences in the way the ETASU are
operationalized are comparable to the corresponding aspects of the ETASU in the Xyrem
REMS.

"8 See e.g., Meeting Minutes from August 14, 2013; dispute denial letter dated November 20, 2013.
™ See fn. 17 supra.

% Dec. 4 Submission at p.25.

8 |d. at p.26.
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Consistent with other REMS, periodic assessments of both of these programs will allow
the Agency to monitor compliance with each and make any modifications necessary to
ensure the benefits of the drug continue to outweigh its risks. The assessment plan for
the ANDA REMS requires the same metrics as the Xyrem REMS in order to determine
that the REMS is meeting its goals. Assessments will be submitted to FDA at 6 and 12
months following approval and annually thereafter. The assessment plan will evaluate
compliance with the sodium oxybate REMS Program requirements, including compliance
with and evaluations of safe use procedures, corrective and preventative actions taken to
address non-compliance with distribution and dispensing requirements, incidences of
overlapping prescriptions, as well as early refill requests and any reports of behavior
suspicious of abuse, misuse or diversion.®

IV. A Conditional Waiver is Appropriate

FDA is attaching the following condition to the waiver: the waiver-granted REMS shall

be open to all current and future applicants with sodium oxybate products. The primary
purpose of this condition is seek to minimize the number of ETASU systems with which
patients, prescribers, and other stakeholders would need to comply.®®

V. Conclusion

For the foregoing reasons, FDA has decided to waive the requirement that sodium
oxybate products use an SSS REMS. The waiver is conditioned on a requirement that the
ANDA' @9 make ®@ REMS open to all current and future applicants for sodium
oxybate products. The Agency has also determined that the ANDA REMS contains the
same ETASU as the Xyrem REMS and uses comparable aspects of those ETASU.

8 Details of the assessment plan will be included in the approval letter for any ANDA subject to the ANDA
REMS.

8 EDA has imposed the same condition in both other waivers of the SSS requirement: buprenorphine and
alosetron.
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: January 11, 2017

FROM: Martin Shimer
Deputy Director, Division of Legal and Regulatory Support
Office of Generic Drug Policy

TO: ANDA 202090

SUBJECT:  180-day Exclusivity for Sodium Oxybate Oral Solution, 500 mg/mL

I. STATUTORY BACKGROUND

The Medicare Prescription Drug, Improvement, and Modernization Act of 2003 (MMA)
describes, among other things, certain events that can result in the forfeiture of a first
applicant’s” 180-day generic drug exclusivity as described in section 505(j)(5)(B)(iv) of the
Federal Food, Drug, and Cosmetic Act (the FD&C Act).

The forfeiture provisions of the MMA appear at section 505(j)(5)(D) of the FD&C Act. Included
among these is section 505(j)(5)(D)(i)(1V), which states the following:

FAILURE TO OBTAIN TENTATIVE APPROVAL.--The first applicant fails to
obtain tentative approval of the application within 30 months? after the date on

1 A “first applicant” is eligible for 180-day exclusivity by virtue of filing a substantially complete ANDA with a
paragraph IV certification on the first day on which such an ANDA is received. Section 505(j)(5)(B)(iv)(I1)(bb). If
only one such ANDA is filed on the first day, there is only one first applicant; if two or more such ANDAs are filed
on the first day, first applicant status is shared.

2 For applications submitted between January 9, 2010, and July 9, 2012 containing a paragraph IV certification (or
amended to first contain a paragraph 1V certification during that period of time), and approved or tentatively
approved during the period of time beginning on July 9, 2012, and ending on September 30, 2015, section 1133 of
the Food and Drug Administration Safety and Innovation Act (FDASIA) (P.L. 112-144) extends this period to 40
months. For applications submitted between January 9, 2010, and July 9, 2012 containing a paragraph 1V
certification (or amended to first contain a paragraph IV certification during that period of time), and approved or
tentatively approved during the period of time beginning on October 1, 2015, and ending on September 30, 2016,
section 1133 of FDASIA extends this period to 36 months. In addition, if an application was submitted between
January 9, 2010, and July 9, 2012 containing a paragraph IV certification (or amended to first contain a paragraph
IV certification during that period of time), and FDA has not approved or tentatively approved the application but
must consider whether the applicant has forfeited exclusivity because a potentially blocked application is ready for
approval, FDA will apply the 36-month period if it makes the forfeiture determination between the period of time
beginning on October 1, 2015, and ending on September 30, 2016. For all other applications, the 30-month period
set forth in FD&C Act section 505(j)(5)(D)(i)(1V) applies.



which the application is filed, unless the failure is caused by a change in or a
review of the requirements for approval of the application imposed after the date
on which the application is filed.

The “failure to obtain tentative approval” forfeiture provision establishes a bright-line rule: If
within 30 months of submission, an abbreviated new drug application (ANDA) has been
determined by the Food and Drug Administration (FDA or the Agency) to meet the statutory
standards for approval and it is only patent and/or exclusivity protection that prevents full
approval, then an applicant will be given a tentative approval and will maintain eligibility for
180-day exclusivity. If tentative approval or approval® is not obtained within 30 months,
eligibility for 180-day exclusivity is generally forfeited unless “the failure [to obtain an
approval] is caused by a change in or a review of the requirements for approval of the application
imposed after the date on which the application is filed.” Under this provision, it is not sufficient
to show that FDA’s review of the ANDA (to determine that the ANDA has met the pre-existing
approval requirements), caused a failure to obtain a tentative approval or approval at 30 months.
Nor is it sufficient for an applicant to show that FDA changed or reviewed (i.e., considered
whether to change) the requirements for approval while the application was under review. The
applicant must also show that its failure to obtain a tentative approval at the 30 month date is
caused by this change in or review of approval requirements. FDA generally will presume that
the failure to obtain tentative approval or approval was caused by a change in or review of
approval requirements if, at the 30 month date, the evidence demonstrates that the sponsor was
actively addressing the change in or review of approval requirements (or FDA was considering
such efforts), and these activities precluded tentative approval (or approval) at that time. Where
the evidence fails to demonstrate that the sponsor was actively addressing the change in or
review of approval requirements, and these activities precluded tentative approval (or approval)
at the 30-month date, FDA generally does not presume that the failure was caused by a change in
or review of approval requirements. If FDA were to hold otherwise, an applicant that receives
one or more deficiencies resulting from a change in approval requirements could simply delay
addressing those deficiencies and avoid forfeiture.

In addition, FDA has determined that if one of the causes of failure to get tentative approval or
approval by the 30-month forfeiture date was a change in or review of the requirements for
approval imposed after the application was filed, an applicant will not forfeit eligibility
notwithstanding that there may have been other causes for failure to obtain tentative approval or
approval by the 30-month forfeiture date. Thus, to avoid forfeiture, an applicant must show that
acceptability of at least one aspect of the ANDA (e.g., chemistry) was delayed, and that this
delay was caused at least in part, by a change in or review of the requirements for approval
(which the sponsor or FDA is actively addressing), irrespective of what other elements may also
have been outstanding at the 30-month date. In other words, “but-for” causation is not required
in order to qualify for this exception. FDA has determined that this interpretation best
effectuates the policy embodied in the exception. It does not penalize applicants for reviews of

® As explained below in note 4, FDA interprets this provision to also encompass the failure to obtain final approval,
where applicable, within 30 months of filing.



or changes in approval requirements imposed on applicants after their ANDAs are filed that are a
cause of the failure to obtain approvals or tentative approvals within 30 months (and presumes
causation if, at the 30 month date, the sponsor was actively addressing those changes, and these
changes precluded approval), and continues to incentivize applicants to challenge patents by
preserving in many instances the opportunity to obtain 180-day exclusivity.

Under this provision, the 30-month timeframe is generally measured without regard to the length
of time the ANDA was under review by the Agency. However, subsection 505(q)(1)(G) of the
Act, enacted as part of the Food and Drug Administration Amendments Act of 2007 (Pub. Law
110-85) provides one exception. This subsection provides that:

If the filing of an application resulted in first-applicant status under subsection

() GB)D)(H(1V) and approval of the application was delayed because of a petition,
the 30-month period under such subsection is deemed to be extended by a period
of time equal to the period beginning on the date on which the Secretary received
the petition and ending on the date of final agency action on the petition (inclusive
of such beginning and ending dates), without regard to whether the Secretary
grants, in whole or in part, or denies, in whole or in part, the petition.

Thus, pursuant to this provision, if approval was delayed because of a 505(q) petition such that
the application was not ready to be approved at 30 months from the date of submission because
of the time it took the Agency to respond to the 505(q) petition, the 30-month-period-from-
initial-submission deadline for obtaining a tentative (or final) approval will be extended by the
amount of time that the 505(q) petition was under review.*

1. DISCUSSION
Roxane Laboratories, Inc. (Roxane) submitted ANDA 202090 for Sodium Oxybate Oral

Solution, 500 mg/mL, on July 8, 2010. Roxane qualified as a “first applicant” and therefore is
eligible for 180-day exclusivity for its generic Sodium Oxybate Oral Solution, 500 mg/mL,

* In addition to tolling the 30-month period described in 505(j)(5)(D)(i)(1V) in certain circumstances where a
petition is under review, section 505(q)(1)(G) clarified the scope of section 505(j)(5)(D)(i)(IV). If the phrase
“tentative approval” in section 505(j)(5)(D)(i)(1V) is viewed in isolation, it might be suggested that this section
applies only when an ANDA is eligible for a tentative approval due to a patent, 30-month stay or exclusivity
blocking final approval, and that this provision cannot serve as a basis for forfeiture when an ANDA would
have otherwise been eligible only for a final approval because there is no blocking patent, 30-month stay or
exclusivity. Although section 505(j)(5)(D)(i)(1V) refers to “tentative approvals,” the terms of section
505(q)(1)(G) clearly describe a broader scope. Section 505(q)(1)(G) expressly states that if “approval” of the
first applicant’s application was delayed because of a petition, the 30-month period described in section
505(j)(5)(D)(i)(1V) will be extended. Thus, Congress contemplated that section 505(j)(5)(D)(i)(1V) establishes
a 30-month period within which an ANDA generally must obtain either tentative approval or final approval.
This interpretation squares both with the statutory language and with not permitting the 180-day exclusivity for
a first applicant whose ANDA is deficient to delay approval of subsequent applications. Therefore, FDA
interprets section 505(j)(5)(D)(i)(1V) as requiring that, unless the period is extended for one of the reasons
described in the FD&C Act or section 1133 of FDASIA, a first applicant that fails to obtain either tentative
approval or approval for its ANDA within 30 months will forfeit eligibility for 180-day exclusivity.
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absent forfeiture. FDA will consider whether there was a change in or a review of the
requirements for approval that caused Roxane’s failure to obtain tentative approval within 30
months from the date the application was submitted. Although Roxane submitted its ANDA
within the time period identified in section 1133(a) of FDASIA, FDA did not approve or
tentatively approve the application on or before September 30, 2016, and FDA did not make the
forfeiture determination during the period of time beginning on October 1, 2015 and ending on
September 30, 2016. Therefore, under FDA’s interpretation of section 1133(a) of FDASIA, the
30-month period set forth in section 505(j)(5)(D)(i)(1V) of the FD&C Act applies.®

This memorandum addresses whether Roxane has forfeited its eligibility for 180-day exclusivity
due to its failure to obtain tentative approval by January 8, 2013.

On November 8, 2013, Roxane submitted correspondence regarding its eligibility for 180-day
exclusivity, in which it asserted that it did not forfeit exclusivity for two reasons: 1) approval of
ANDA 202090 was delayed because of two citizen petitions; and 2) failure to obtain tentative
approval was caused by a change in or a review of the requirements for approval.® Roxane did
not specify which requirements for approval may have changed or been under review. Roxane’s
correspondence also asserted that, under section 1133 of FDASIA, the forfeiture date was
November 8, 2013, i.e., 40 months from the date that ANDA 202090 was submitted. As
described above, under FDA’s interpretation of section 1133 of FDASIA, the applicable
forfeiture date is January 8, 2013, i.e., 30 months from the date that ANDA 202090 was
submitted.

We must base our forfeiture analysis on the record before the Agency. The following is a
timeline of certain key submissions and actions regarding ANDA 202090:

07/17/2002 | The reference listed drug (RLD), Xyrem, is approved under
the restricted distribution provisions of 21 CFR Part 314
Subpart H to assure safe use of the product, with a Risk
Management Program (RMP), which later became known as a
Risk Minimization Action Plan (RiskMAP)’

09/27/2007 | Food and Drug Administration Amendments Act of 2007
(FDAAA), Public Law 110-85 enacted

03/27/2008 | FDA publishes Federal Register notice identifying products
deemed to have in effect an approved REMS under FDAAA,
including the RLD

08/29/2008 | RLD proposed REMS submitted in accordance with FDAAA
(NDA 021196/S-015)

> See note 2, above.

® Letter to I. Margand, T. Nhu, and P. Rickman (OGD) fr. A. Amann (Roxane) re “ANDA 202090, Sodium Oxybate
Oral Solution, 500 mg/mL, GENERAL CORRESPONDENCE” (Nov. 8, 2013).

" Letter to D. Reardan (Orphan Medical) fr. R. Temple (Office of Drug Evaluation I, Center for Drug Evaluation and
Research (CDER)) re “NDA 21-196” (July 17, 2002).



11/13/2008 | RLD REMS amendment submitted

08/25/2009 | RLD REMS amendment submitted

08/31/2009 | RLD REMS amendment submitted

10/07/2009 | RLD REMS amendment submitted

07/08/2010 | ANDA 202090 submitted

02/03/2011 | RLD REMS amendment submitted

03/29/2011 | ANDA 202090 bioequivalence review (acceptable)

04/07/2011 | ANDA 202090 proposed “risk management program”
submitted

07/06/2011 | ANDA 202090 chemistry review (deficient); chemistry
deficiencies faxed

08/26/2011 | RLD REMS amendment submitted

09/02/2011 | ANDA 202090 chemistry amendment

09/09/2011 | ANDA 202090 chemistry amendment

10/19/2011 | ANDA 202090 proposed REMS submitted

11/04/2011 | ANDA 202090 chemistry review (deficient); chemistry
deficiencies faxed

11/30/2011 | ANDA 202090 teleconference re: chemistry

01/31/2012 | RLD REMS amendment submitted

03/12/2012 | ANDA 202090 REMS correspondence

04/13/2012 | RLD REMS amendment submitted

05/18/2012 | Citizen petition (FDA-2012-P-0499) received requesting,
among other things, in vivo bioequivalence testing for
ANDA s referencing Xyrem as the RLD

07/09/2012 | Food and Drug Administration Safety and Innovation Act
(FDASIA), Public Law 112-144 enacted

07/10/2012 | Citizen petition (FDA-2012-P-0733) received requesting,
among other things, that FDA rescind receipt of ANDASs
referencing Xyrem as the RLD that did not contain a
proposed risk management system at the time the ANDA was
accepted for review

09/27/2012 | FDA sent ANDA 202090 a REMS Notification Letter,
which requested that Roxane submit a proposed REMS
and noted that it should contact the NDA sponsor to
discuss development of a single, shared system (SSS)
REMS

11/13/2012 | Citizen petition (FDA-2012-P-0499) denied

11/21/2012 | RLD REMS amendment submitted

12/13/2012 | Citizen petition (FDA-2012-P-0733) denied

12/17/2012 | RLD labeling changes approved (S-013)

12/20/2012 | RLD REMS amendment submitted

01/08/2013 | 07/08/2010 plus 30 months

03/01/2013 | ANDA 202090 chemistry review (deficient)

03/18/2013 | ANDA 202090 labeling review (deficient)
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03/20/2013 | ANDA 202090 Complete Response letter issued (chemistry
and labeling deficiencies; notes that “Your submitted REMS
was consulted and remains under review. You are encouraged
to work towards a single-shared system REMS with the
innovator. You may also opt to develop and submit a
RiskMAP.”)

04/16/2013 | ANDA 202090 response to Complete Response letter, which
included a proposed RiskMAP

06/29/2013 | RLD REMS amendment submitted

07/16/2013 | ANDA 202090 labeling review (deficient)

07/17/2013 | RLD REMS amendment submitted

08/21/2013 | ANDA 202090 chemistry review (acceptable)

09/10/2013 | RLD REMS amendment submitted

09/19/2013 | ANDA 202090 Complete Response letter issued (labeling
deficiencies; acknowledges a proposed REMS was submitted)

09/30/2013 | ANDA 202090 response to Complete Response letter

10/08/2013 | RLD REMS amendment submitted

11/06/2013 | ANDA 202090 labeling review (acceptable)

11/08/2013 | ANDA 202090 correspondence received regarding the failure
to obtain tentative approval forfeiture provision

01/23/2014 | FDA REMS meeting with the RLD sponsor and ANDA
applicants referencing Xyrem as the RLD to initiate
development of a SSS REMS

04/02/2014 | ANDA 202090 REMS correspondence, which alleges that
FDA informed Roxane on March 7, 2013® that the previously
submitted proposed REMS could not be approved because the
RLD did not have an approved REMS® and suggested that
Roxane change its proposed REMS to a RiskMAP, which
Roxane did on April 16, 2013

04/11/2014 | RLD labeling changes approved (S-019) and RLD REMS
amendment submitted

04/22/2014 | RLD REMS amendment submitted

04/30/2014 | ANDA 202090 REMS status update email

05/30/2014 | ANDA 202090 REMS status update email

06/30/2014 | ANDA 202090 REMS status update email

08/02/2014 | ANDA 202090 REMS status update email

10/02/2014 | ANDA 202090 REMS status update email

11/04/2014 | ANDA 202090 REMS status update email and meeting
between FDA and ANDAs referencing Xyrem as the RLD
regarding status of SSS REMS negotiations

® Neither the Office of Regulatory Policy nor the Office of Surveillance and Epidemiology, Division of Risk
Management could locate a record of this communication.
® Under section 909(b) of FDAAA, Xyrem was deemed to have in effect an approved REMS.
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11/07/2014 | RLD REMS amendment submitted

12/01/2014 | ANDA 202090 REMS status update email

01/14/2015 | ANDA 202090 REMS status update email

02/04/2015 | ANDA 202090 REMS status update email and meeting
between FDA and ANDA applicants referencing Xyrem as
the RLD regarding REMS development

02/27/2015 | RLD REMS approved

Contrary to Roxane’s assertion in its November 8, 2013 correspondence, tentative approval of
Roxane’s ANDA was not delayed because of a citizen petition, such that the 30-month period
would be extended past January 8, 2013, under section 505(q)(1)(G) of the FD&C Act. While
two citizen petitions were submitted pertaining to ANDAs referencing Xyrem as the RLD, as
noted on the timeline above, both were answered before January 8, 2013, and there is no
evidence that FDA’s consideration of these petitions caused a delay in approval or tentative
approval. Furthermore, the citizen petitions pertained to receipt for review and bioequivalence
requirements, and these discipline reviews were both acceptable as of the forfeiture date.

FDA Review of ANDA 202090

As the above timeline indicates, at the forfeiture date of January 8, 2013, bioequivalence was
acceptable, chemistry and labeling were deficient, and REMS was pending.

REMS Review

Pursuant to section 505-1(i) of the FD&C Act, a drug that is the subject of an ANDA under
505(j) is subject to certain elements of the REMS required for the applicable RLD. If the REMS
for the RLD includes elements to assure safe use (ETASU), FDA cannot approve a REMS for an
ANDA unless either: 1) the generic drug and RLD use a single, shared system (SSS) for the
ETASU; or 2) FDA waives the requirement for a SSS, and permits the ANDA to use a separate,
comparable system for the ETASU.

At the 30-month forfeiture date of January 8, 2013, FDA was reviewing the REMS requirements
for approval or tentative approval of an ANDA referencing Xyrem as the RLD. In accordance
with section 909(b) of FDAAA, Xyrem was deemed to have in effect an approved REMS on
March 25, 2008. Section 909(b) further provides that holders of approved applications for which
a REMS is deemed to be in effect must submit a proposed REMS by September 21, 2008. The
proposed REMS for Xyrem was submitted on August 29, 2008 and was amended multiple times
in response to FDA comments both before and after the 30-month forfeiture date of January 8,
2013. This “post-FDAAA REMS” for Xyrem was not approved by FDA until February 27,
2015.

During FDA'’s ongoing review of the REMS requirements for Sodium Oxybate Oral Solution,

500 mg/mL, Roxane actively sought to address the Agency’s risk mitigation concerns. On April

7, 2011, Roxane submitted a “proposed risk management program,” and on October 19, 2011,

Roxane submitted a proposed REMS, while the post-FDAAA REMS for Xyrem was still under
7



review. FDA’s September 27, 2012 REMS Notification Letter stated that a REMS would be
required for sodium oxybate oral solution and directed Roxane to contact the RLD sponsor
regarding the development of a SSS.*° According to Roxane’s April 2, 2014 correspondence, ™
FDA then allegedly informed Roxane on March 7, 2013 that its ANDA could not be approved
with a REMS because the RLD did not have a post-FDAAA approved REMS and suggested that
it submit a RiskMAP. FDA’s March 20, 2013 Complete Response letter noted that: “Your
submitted REMS was consulted and remains under review. You are encouraged to work towards
a single-shared system REMS with the innovator. You may also opt to develop and submit a
RiskMAP.”** Roxane submitted a proposed RiskMAP on April 16, 2013. However, FDA’s
subsequent Complete Response letter, issued September 19, 2013, stated that a REMS would in
fact be necessary for approval. ™

The REMS approval letter noted that, “FDA has sought to finalize and approve the REMS for
Xyrem since 2008. In doing so, we have faced repeated, lengthy delays.” These delays and
FDA’s ongoing review of the REMS requirements for approval of ANDAs referencing Xyrem as
the RLD were a cause of Roxane’s failure to obtain tentative approval by the 30-month forfeiture
date. The record shows that FDA was considering whether Roxane’s application could be
approved with a REMS or RiskMAP as of the forfeiture date of January 8, 2013, and did not
resolve the question until after the 30-month forfeiture date. FDA’s ongoing review of the risk
mitigation requirements for approval was a cause of Roxane’s inability to obtain tentative
approval.

Therefore, based on these facts, we have determined that there was a review of the requirements
for approval, specifically with respect to the REMS requirements, which was a cause of
Roxane’s failure to obtain tentative approval by the 30-month forfeiture date.

Chemistry and Labeling Reviews

Because FDA has determined that there was a review of the approval requirements with respect
to REMS, which was a cause of Roxane’s failure to obtain tentative approval by January 8, 2013,
we need not determine whether there is a separate basis for non-forfeiture with respect to
chemistry or labeling.

111.CONCLUSION
Roxane’s ANDA 202090 for Sodium Oxybate Oral Solution, 500 mg/mL, was submitted on July

8, 2010. The 30-month forfeiture date was January 8, 2013. Roxane’s ANDA was not
tentatively approved within this time period. Roxane’s failure to obtain tentative approval within

19 etter to G. Hicks (Roxane) fr. G. Geba (OGD) re “ANDA 202090, INFORMATION REQUEST” (Sept. 27,
2012).

1| etter to Division of Documents Management fr. A. Amann (Roxane) re “ANDA 202090 - Sodium Oxybate Oral
Solution, 500mg/mL” (Apr. 2, 2014).

12 | etter to R. Wilson (Roxane) fr. K. Uhl (OGD) re “ANDA 202090, COMPLETE RESPONSE” (Mar. 20, 2013).
3 etter to A. Amann (Roxane) fr. K. Uhl (OGD) re “ANDA 202090, COMPLETE RESPONSE” (Sept. 19, 2013).
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30 months was caused by a change in or review of the requirements for approval, specifically
FDA’s review of the REMS requirements for approval. Therefore, Roxane has not forfeited its
eligibility for the 180-day exclusivity period described in section 505(j)(5)(B)(iv) of the FD&C
Act for Sodium Oxybate Oral Solution, 500 mg/mL.
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: January 17, 2017

FROM: Martin Shimer
Deputy Director, Division of Legal and Regulatory Support
Office of Generic Drug Policy

THROUGH: Kathleen Uhl
Director, Office of Generic Drugs (OGD)

TO: Abbreviated New Drug Application (ANDA) 202090, ANDA 203351,
ANDA 203631, 2
(b) (4)

SUBJECT: Patent Certification Requirements for Certain Risk Evaluation and Mitigation
Strategy (REMS) Amendments

This memorandum documents the Food and Drug Administration’s (FDA’s or the Agency’s)
decision that ANDA applicants for sodium oxybate oral solution referencing new drug
application (NDA) 022196, Xyrem, as the reference listed drug (RLD) must determine whether
to submit new or amended patent certifications in connection with REMS amendments to their
respective applications, submitted before December 5, 2016, that propose to use a separate
system for the elements to assure safe use (ETASU). FDA has not determined that REMS
amendments must always contain new or amended patent certifications.

I. FACTUAL BACKGROUND
Xyrem was approved on July 17, 2002. At the time of approval, no patents were listed in FDA’s
Approved Drug Products with Therapeutic Equivalence Evaluations (the Orange Book) for

Xyrem; however, multiple patents have since been listed.

A REMS for Xyrem was approved on February 27, 2015.% Several of the patents listed in the

1 On October 6, 2016, FDA issued a final rule on Abbreviated New Drug Applications and 505(b)(2) Applications,
which had an effective date of December 5, 2016 (see 81 FR 69580). The final rule revised, among other things,
certain patent certification requirements related to certain ANDA amendments (see 21 CFR 314.96(d)). However,
the substantive REMS amendments to the sodium oxybate ANDASs at issue here were all submitted prior to
December 5, 2016. In this case, the final rule does not apply to these substantive REMS amendments.

2 In accordance with section 909(b) of the Food and Drug Administration Amendments Act of 2007 (FDAAA),
Xyrem was deemed to have in effect an approved REMS on March 25, 2008. Section 909(b) further provided that
holders of approved applications for which a REMS is deemed to be in effect must submit a proposed REMS by
September 21, 2008. The proposed REMS for Xyrem was submitted on August 29, 2008 and was amended multiple
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Orange Book for Xyrem are method-of-use patents, which Jazz Pharmaceuticals (Jazz), the
holder of NDA 021196, claims protect aspects of its REMS program (“the Xyrem Success
Program”). The following listed patents are method-of-use patents that Jazz asserts cover the
Xyrem REMS program: 7,668,730; 7,765,106; 7,765,107; 7,895,059; 8,457,988; 8,589,182
8,731,963.

The first ANDA referencing Xyrem as the RLD was submitted on July 8, 2010 (ANDA 202090).
There are currently a total | " ANDAs pending;

ANDA # | Receipt Date
202090 07/08/10
203631 04/06/12

B@

| 203351 | 12/18/13 |
{b) (4)

(b)(4)

In a letter dated September 25, 2015, Jazz requested that “FDA confirm that new paragraph IV
certifications must be submitted when an applicant submits a new or amended proposed Risk
Evaluation and Mitigation Strategy (“REMS”) for an Abbreviated New Drug Application
(“ANDA”) referencing Xyrem®, and that notice of such certification be provided to the patent
holder Jazz Pharmaceuticals, Inc. (“Jazz”), as required by 21 USC 355()(2)(B)(ii).””

Jazz asserted that an amendment containing a proposal for a REMS for sodium oxybate would
require recertification because the proposal would “result in new ANDA products, with revised

times in response to FDA comments. This “post-FDAAA REMS” for Xyrem was approved by FDA on February
27 2015
L) @)

ANDA 202090, Sequence 0028 (Apr. 8, 2016); ANDA 203351, Sequence 0016 (Apr. 8, 2016): ANDA 203631,

Sequence 0028 (Apr. 8. 2016): &
(b) (4)

Subsequent REMS amendments regarding the substantive elements of the separate system for the ETASU were also
received before December 5. 2016.
5 - . A i - - - X

Letter to W. Dunn (Division of Neurology Products) fr. J. Ekelund (Jazz) re “NDA 21-196: Xyrem® (sodium
oxybate) oral solution 0.5 g/mL. Correspondence Regarding Paragraph IV Certifications™ (Sept. 25, 2015) (Jazz
Letter), at 1.
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labeling and conditions of use.”®

Il. DISCUSSION

Under the Federal Food, Drug, and Cosmetic Act (FD&C Act), an ANDA applicant must include
in its application one of four certifications with respect to each patent that claims the listed drug
the ANDA references.” If a new patent is timely listed while the ANDA is pending, an ANDA
applicant is required to submit a patent certification to the patent prior to ANDA approval. If an
ANDA applicant submits a paragraph 1V certification to a listed patent, the ANDA applicant
must notify the RLD holder and patent owner of the factual and legal basis for the applicant’s
opinion that the patent is not valid, is unenforceable, or will not be infringed.® If the NDA
holder or patent owner initiates a patent infringement action against the ANDA applicant within
45 days of receiving the required notice, approval of the ANDA generally will be stayed for 30
months from the date of the notice or such shorter or longer time as the court might order.® FDA
has long held the position that the agency plays only a ministerial role with respect to patent
Iisting,lgatent certification, and notice requirements, and this position has been upheld by the
courts.

The statute does not directly address patent certification requirements applicable to ANDA
amendments. FDA’s regulations in effect at the time the REMS amendments described in the
previous section were submitted provide that, with certain exceptions, an ANDA applicant must
“amend a submitted certification if, at any time before the effective date of approval of the
application, the applicant learns that the submitted certification is no longer accurate.”** FDA
has previously explained that “[a]n applicant that submits a 505(b)(2) application or ANDA
containing a paragraph IV certification to a listed patent must reevaluate whether the patent
certification continues to be accurate after a change to the proposed product submitted in an
amendment to the 505(b)(2) application or ANDA.”*

°1d., at 4.
" The four certifications are as follows:

() that such patent information has not been filed (a paragraph | certification),

(1) that such patent has expired (a paragraph 11 certification),

(111 of the date on which such patent will expire (a paragraph 11 certification), or

(IV) that such patent is invalid or will not be infringed by the manufacture, use, or sale of the new drug for

which the application is submitted (a paragraph IV certification).

Section 505(j)(2)(A)(vii) of the FD&C Act; see also 21 CFR 314.94(a)(12)(i)(A). The FD&C Act provides one
circumstance in which an applicant with a pending ANDA need not certify to a listed patent: “if with respect to the
listed drug referred to in clause (i) information was filed under subsection (b) or (c) of this section for a method of
use patent which does not claim a use for which the applicant is seeking approval under this subsection,” the
applicant can submit “a statement that the method of use patent does not claim such a use” (referred to as a “section
viii statement”) (section 505(j)(2)(A)(viii) of the FD&C Act; see also 21 CFR 314.94(a)(12)(iii)).
& Section 505(j)(2)(B) of the FD&C Act.
® Section 505(j)(5)(B)(iii) of the FD&C Act.
10 See, e.g., aaiPharma v. Thompson, 296 F.3d 227, 242-43 (4™ Cir. 2002); American Biosci., Inc. v. Thompson, 269
F.3d 1077, 1084 (D.C. Cir. 2001).
121 CFR 314.94(a)(12)(viii)(C)(1). See also 54 FR 28872, 28886 (July 10, 1989) (“A patent certification must also
be amended if the applicant learns that its previous certification is incorrect . . . .”).
12 Cittizen Petition Response to J. Dubeck and F. Stearns (Keller and Heckman LLP) fr. J. Woodcock (Center for
Drug Evaluation and Research (CDER)) re “Docket No. FDA-2003-P-0519” (Feb. 6, 2015).
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Under this regulatory framework, FDA has generally relied on ANDA applicants to determine
whether an amendment requires a new or amended patent certification. FDA has advised
applicants that recertification is necessary—and not left the determination solely to the ANDA
applicants—primarily in limited situations involving certain reformulations of the proposed drug
products. il

If an ANDA applicant determines
that a previous certification 1s no longer accurate, an amended certification and any
accompanying notice would be required. FDA cannot and does not evaluate the sufficiency of
such notice.

The substantive REMS amendments to the sodium oxybate ANDAs were all submitted before
December 5, 2016. On October 6, 2016, FDA published a final rule that implements portions of
Title XTI of the Medicare Prescription Drug, Improvement, and Modernization Act of 2003
(MMA) and clarifies and updates FDA’s regulations regarding ANDAs and 505(b)(2)
applications, and the rule had an effective date of December 5, 2016.'® The substantive REMS
amendments are subject to the regulations in effect at the time of their submission, as described
above.

Under the regulations in effect at the time the substantive REMS amendments to the sodium
oxybate ANDAs were submitted, ANDA applicants were required to determine whether to
recertify or to amend a previously submitted patent certification or statement in connection with
submitting an amendment containing a proposed REMS. Under 21 CFR
314.94(a)(12)(vu1)(C)(7), these ANDA applicants must submit amended patent certifications if
they determne their patent certifications are no longer accurate. It is therefore the ANDA
applicants’ responsibility to update their patent certifications if necessary. Consistent with the
regulations in effect at the time the substantive REMS amendments were submitted, FDA’s
ministerial role with respect to patent information, and past practice, the ANDA applicants must

5 See, e.g., Citizen Petition Response to G. Masoudi (Covington & Burling LLP) fr. J. Woodcock (CDER) re

“Docket No FDA-2010-P-0223” (Oct 19 2010) (b) {4}

> “Disputes involving the sufficiency of the notice must be resolved by the applicant, patent owner, and holder of
the approved application rather than by action on the part of FDA.” Abbreviated New Drug Application
Regulations, Patent and Exclusivity Provisions; Final Rule, 59 FR 50338, 50350 (Oct. 3, 1994); “The agency has
neither the resources nor the expertise to engage in patent disputes or questions regarding sufficiency of notice.” Id.,
at 50352; “The statute provides express and specific grounds for delaying an effective date of approval (see section
505(c)(3) of the act). These do not include any express authority to delay an effective date of approval based on an
inadequate notice, and the agency is not prepared to infer such authority.” Id.. at 50339.

18 Abbreviated New Drug Applications and 505(b)(2) Applications. 81 FR 69580, 69615-16 (Oct. 6, 2016).
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determine whether to submit new or amended patent certifications.

We note that our conclusion here is consistent with section 505-1(f)(8) of the FD&C Act, which
prohibits Jazz from using ETASU required by FDA to block or delay approval of an ANDA
referencing Xyrem.'’

We also note that ®® sodium oxybate ANDA applicants sent letters dated December 28, 2016 to
FDA requesting that the Agency exercise its statutory authority under section 505-1(1)(1)(B) of
the FD&C Act to waive the requirement to use a single, shared system for the ETASU and
permit the ANDA applicants to use a separate system.'® These ANDA applicants also submitted
the waiver request letters to their ANDAs."® These waiver request letters do not alter any of the
substantive elements of the ANDAs’ proposed separate system for the ETASU.?® Instead, the
waiver request letters describe the ANDA applicants’ analysis of why waiver of the single,
shared system requirement for the ETASU 1s appropriate under the statute and describes the
parties’ unsuccessful efforts to develop a single, shared system. Jazz had requested that “FDA
confirm that new paragraph IV certifications must be submitted when an applicant submits a new
or amended proposed [REMS].”*! These waiver request letters were not submissions seeking
approval of new or amended proposed REMS, so these letters were outside the scope of Jazz’s
request.

III. CONCLUSION

ANDA applicants for sodium oxybate referencing Xyrem as the RLD must determine whether to
submit new or amended patent certifications in connection with REMS amendments to their
respective applications, submitted before December 5, 2016, that propose to use a separate
system for the ETASU. If any such applicant were to determine that its previous certification
was no longer accurate, an amended certification and any accompanying notice would be
required.

Digitally signed by Martin H. Shimer li -S
. . . DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, ou=People,
M a rt| n H . S h | m e r I | - 0.9.2342.19200300.100.1.1=1300157630, cn=Martin H. Shimer
li-S
Date: 2017.01.17 11:36:58 -05'00'

7 Section 505-1(f)(8) of the FD&C Act (“No holder of an approved covered application shall use any element to
assure safe use required by the Secretary under this subsection to block or delay approval of an application under
section 505(b)(2) or (j)...").

1% Letter to K. Uhl (OGD) fr. M. Shumsky (Kirkland & Ellis LLP. counsel for Roxane Laboratories. Inc.) re “ANDA

No. 202090—Waiver Request Pursuant To 21 U.S.C. § 355-1(1)1)(B)” (Dec. 28, 2016); Letter to K. Uhl (OGD) fr.
' (D) (4)

(b) (4)
b))

_ _ : ® @ Sodium Oxybate Oral Solution, 500 mg/ml — Waiver
Request Pursuant to 21 U.S.C. § 355-1(1)(1)(B)” (Dec. 28. 2016): Letter to OGD fi. A. Patel (Amneal
Pharmaceuticals) re “Sodium Oxybate Oral Solution. 500 mg/mL, Single Shared REMS Waiver Request Pursuant to
21 U.S.C. § 355-1(1)(1)(B). ANDA # 203631(Sequence # 0036)” (Dec. 28, 2016).

1% See ANDA 202090, Sequence 0038 (Jan. 4. 2017): ®® ANDA
203631, Sequence 0036 (Dec. 28. 2016): .
' (b} (4)

As stated above, all substantive REMS amendments to the ANDASs regarding the proposed separate system were
submitted prior to December 5. 2016.
4 Jazz Letter, at 1.
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EASILY CORRECTABLE DEFICIENCY

ANDA 202090

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North VII
7620 Standish Place

Rockville, Maryland 20855

APPLICANT: Roxane Laboratories, Inc. TEL: (614) 241-4122

ATTN: Sarah Smith Email: sasmith@west-ward.com
FROM: Sunny Pyon

Dear Ms. Smith:

This communication is in reference to your abbreviated new drug application (ANDA) dated July 8, 2010,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Sodium Oxybate
Oral Solution, 500 mg/mL.

The deficiencies presented below represent EASILY CORRECTABLE DEFICIENCIES identified during
the review and the current review cycle will remain open. You should provide a complete response to
these deficiencies within ten (10) U.S. business days.

Prominently identify the submission with the following wording in bold capital letters at the top of the
first page of the submission:

EASILY CORRECTABLE DEFICIENCY

LABELING

REFERENCE # 8874340

If you do not submit a complete response within ten (10) U.S. business days, the review will be closed and
the listed deficiencies will be incorporated in the next COMPLETE RESPONSE. Please provide your
response after that complete response communication is received along with your response to any other
issued comments.

If you are unable to submit a complete response within ten (10) U.S. business days, please contact the
Labeling Project Manager immediately so a complete response may be issued if appropriate.

Please submit official archival copies of your response to the ANDA, facsimile or e-mail responses will not
be accepted. A partial response to this communication will not be processed as an amendment and will not start a
review.

We have completed our review and have the following comments:



ANDA 202090

LABELING:

1. GENERAL COMMENTS

Pursuant to 21 CFR 314.127(a)(7), your labeling must be the same as the labeling approved
for the RLD, except for changes required because of differences approved in a petition under
21 CFR 314.93 or because your drug product and the reference listed drug (RLD) are
produced or distributed by different manufacturers or because aspects of the listed drug’s
labeling are protected by patent or exclusivity, and such differences do not render the drug
product less safe or effective than the RLD for all remaining, non-protected conditions of use.
Your P IV certifications to Patent Nos. 8,772,306 (U-1532) and 9,050,302 (U-1532) indicate
that you are seeking approval of a use for the RLD that is claimed by those patents (U-1532).

21 CFR 314.94(a)(12)(1)(A).Your insert labeling submitted on June 16, 2016 contains
() (4)

LU 8]

, you must revise your labeling to
since the ANDA insert labeling needs to be the same as the RLD
labeling and additional or modified statements cannot be made. Please note that an applicant
for a drug product whose labeling does not include any indications that are covered by the
listed use patent may submit a section viii statement explaining that the method of use patent
does not claim any of the proposed indications in your labeling.

2. PRESCRIBING INFORMATION

a.

b.

Please confirm the name of the shared Sodium Oxybate REMS Program is “  *’ Sodium
Oxybate RiskMAP Program” and revise if necessary throughout the labeling.

WARNING box, third paragraph: Please revise to read “Because of the risks of CNS
depression, abuse, and misuse, sodium oxybate is available only through the ®® Sodium
Oxybate RiskMAP Program using certified pharmacies. Prescribers and patients must enroll
in the program (5.3).” [Add “using certified pharmacies™].

FULL PRESCRIBING INFORMATION, WARNINGS AND PRECAUTIONS, 5.3 5
Sodium Oxybate RiskMAP Program: Please include as the first bullet “Use of certified
pharmacies.”

FULL PRESCRIBING INFORMATION, DRUG ABUSE AND DEPENDENCE, 9.2 Abuse,
third paragraph: Please revise ®® to read “commonalities”.

3. MEDICATION GUIDE

Please refer to comment 2a above.

Submit your revised labeling electronically. The prescribing information and any patient labeling should
reflect the full content of the labeling as well as the planned ordering of the content of the labeling. The
container label and any outer packaging should reflect the content as well as an accurate representation of
the layout, color, text size, and style.

To facilitate review of your next submission, please provide a side-by-side comparison of your proposed
labeling with your last submitted labeling with all differences annotated and explained. We also advise
that you only address the deficiencies noted in this communication.


mailto:CFR314.94~@@@.Your

ANDA 202090

However, prior to the submission of your amendment, please check labeling resources, including
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any
necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of
new documents posted on the CDER web site at the following address —
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

If you have questions regarding these deficiencies or would like acknowledgement of receipt of your amendment
upon submission, please contact the Labeling Project Manager, Sunny Pyon, at sunny.pyon@fda.hhs.gov.

Sincerely yours,
Digitally signed by Sunny Pyon -S
DN: c=US, 0=U.S. Government, ou=HHS,

S u n n y Pyo n —S ou=FDA, ou=People, cn=Sunny Pyon -S,

0.9.2342.19200300.100.1.1=2001673604
Date: 2016.06.02 15:21:36 -04'00"

Sunny Pyon, Pharm.D.

Labeling Project Manager

Division of Labeling Review

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research
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b) (4
From: il

Sent: Wednesday, February 17, 2016 2:49 PM
To:  Zerislassie, Ermias
Subject: RE: Sodium Oxybate January Update to FDA by ANDA Applicants

Dear Ermias:

Pursuant to your request, and on behalf of the ANDA applicants, I am writing to provide
an

update on the status of our communications through January 2016 with Jazz
Pharmaceuticals

with regard to a possible single shared REMS for sodium oxybate.

On January 29, 2016, the ANDA applicants participated in a call with Jazz, as

represented by

P.J. Honerkamp and Jana Gold. Pursuant to an agreement under which Jazz agreed that it
would

not disclose any confidential information, Jazz provided a high-level overview of its
already

publicly-available, FDA-approved REMS document. The ANDA applicants expressed
their

appreciation to Jazz for sharing its insight and analysis of various operational issues, and
the call

concluded after approximately 30 minutes. During the call, governance and other MOU
issues

for a single shared REMS were not discussed, and the ANDA applicants believe their
December

23, 2015 report to the agency regarding such issues remains accurate.
Pursuant to our agreement with Jazz, we will forward a copy of this update to them.

Best Regards,
b) ()

(b) (4)

Reference ID: 3888502
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From: Zerislassie, Ermias [mailto:Ermias.Zerislassie@fda.hhs.gov]
Sent: Tuesday, December 29, 2015 3:38 PM

To: (b) (4)

Subject: RE: Sodium Oxybate December 2015 UPDATE TO THE FDA BY ANDA
APPLICANTS

Thank you for the update RE

From: Rh

Sent: Wednesday, December 23, 2015 7:11 PM

To: Zerislassie, Ermias

Subject: Sodium Oxybate December 2015 UPDATE TO THE FDA BY ANDA
APPLICANTS

(b) (4)

Dear Ermias:

Pursuant to your request, and on behalf of the ANDA applicants, I am writing to provide
an update on the status of our communications through November 2015 with Jazz
Pharmaceuticals with regards to a possible single shared REMS for sodium oxybate. On
November 12, 2015 the ANDA applicants communicated with Jazz to the effect that we
thought it better to communicate directly with the Agency, rather than through the
submission of a joint update, and thus we submit this separate update to you today.

As both the Agency and Jazz are aware, the ANDA applicants continue to have
fundamental disagreements with Jazz as to the governance procedures of a single
shared REMS, and we are unable to report any progress on the resolution of the
concerns we expressed during our call with you. More specifically and for example, the
continued rejection by Jazz of a “one-company/one-vote” principle is fundamentally at
odds with our concept of how a single shared REMS should govern itself, and thus that
disagreement remains a significant obstacle to a shared program.

In addition, and as previously reported to the Agency by Jazz, on November 4, 2015, Jazz
wrote to the ANDA applicants to suggest we may be “substantially underestimating” the
challenges of creating a separate REMS, and offered to give us the benefit of Jazz’s
insight and expertise on various operational issues. The ANDA applicants are amenable
to such a call, and to that end each company has now executed a separate CDA to cover

Reference ID: 3888502
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that call. Due to a miscommunication regarding the scheduling of the call, it has not yet
taken place and we are currently awaiting new suggested dates from Jazz. We

appreciate Jazz’s offer to share its opinions with the ANDA applicants as to their view of
operational issues created by a possible separate REMS. While interesting, this
discussion, unfortunately, will not affect the impasse we have reached on the material
issue of governance and other previously discussed disagreements with Jazz.

Pursuant to our agreement with Jazz, we will forward a copy of this update to them, and
will expect to receive from Jazz a copy of any update that they provide to you.

Reference ID: 3888502



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ERMIAS ZERISLASSIE
02/17/2016
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From: Jennifer Ekelund

To: Zerislassie, Ermias; Flowers, Louis; Jenkins, Darrell

Cc: (b) (4
Subject: July 2015 Update for the sodium oxybate SSS REMS

Date: Wednesday, August 12, 2015 3:20:50 PM

Attachments: FW REMS legal call.msg

Dear Ermias:

| am writing to provide an update for the sodium oxybate shared REMS group for the second half of

June and July. The information below is current as of August 6.

On June 24, the legal representatives of the parties held a teleconference to discuss proposed MOU
terms circulated by Jazz on April 6 and the response from the ANDA holders on June 12, 2015. A
summary of the discussion is attached. The parties were not able to reach agreement on all of the
issues in the ANDA parties’ markup but agreed that their discussion would continue and Jazz would
provide the next draft proposal as well as a summary of the call.

Because the legal representatives of the ANDA holders stated that they would not discuss the
substance of any single shared REMS without their operational colleagues, on July 7, Jazz's Single
Point of Contact (“SPOC”), wrote to the individuals the ANDA holders had identified as SPOCs to
request a teleconference to discuss the substance of a shared REMS. Jazz’s SPOC also requested
that the ANDA Holders provide a working draft of any shared REMS that the ANDA holders might be
considering, as suggested in the legal call.

OnJuly 20, Jazz’s legal representative sent a revised MOU proposal based on the parties’ June 24
discussion. On July 24, Par’s legal representative wrote on behalf of the ANDA and proposed a
follow up call on August 4.

OnJuly 27, Jazz’s SPOC wrote to the ANDA holders and asked for a response to her July 7 email.
Jaz7z’s legal representative wrote to the legal team and confirmed that the legal team was not
available August 4 but would provide alternative proposed dates as soon as possible.

On July 30, 2015, outside counsel for Roxane, writing on behalf of the ANDA applicants, wrote to
identify issues he had identified as having the parties “bogged down” and stated among other things
that the ANDA holders would not discuss the content of a shared REMS until there is agreement on
an MOU. Jazz notes that this position is contrary to the position taken by the ANDA holders in
October 2014, when the ANDA holders insisted that legal and operational discussions should
proceed in parallel.

On July 31, Jazz’s legal representative responded that Jazz disagrees with outside counsel’s

statements in the July 30 email suggesting that the parties are bogged down, and that Jazz would
provide dates for a follow up call as soon as possible. Jazz’s legal representative followed up on

Reference ID: 3805831



August 2, 2015, offering August 12, 13 or 14 as potential dates for a follow up call of the legal
representatives.

Thank you,
Jennifer

Jennifer Ekelund

Vice President, US Regulatory Affairs
Jazz Pharmaceuticals, Inc.

3180 Porter Drive

Palo Alto, CA 94304

650.496.2630

650.496.2641 (fax)

jennifer.ekelund@jazzpharma.com

** ATTENTION: CONFIDENTIAL **

This email message is for the sole use of the intended recipient(s) and may contain
confidential and/or privileged information. Any unauthorized review, use, disclosure or
distribution is prohibited. If you are not the intended recipient, please contact me by reply
email and destroy all copies of the origina message. Thank you.


mailto:jennifer.ekelund@jazzpharma.com

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ERMIAS ZERISLASSIE
08/13/2015
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COMPLETE RESPONSE
ANDA 202090

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North VII
7620 Standish Place

Rockville, Maryland 20855

TO: Roxane Laboratories Inc. TEL: 614-272-4785

ATTN: Anton (Tony) Amann, Ph.D. FAX: 614-276-2470

FROM: Tina Nhu FDA CONTACT PHONE: (240) 276-8548
Dear Sir:

This facsimile is in reference to your abbreviated new drug application, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act.

We have completed the review and have described below our reasons for this action and, where possible,
our recommendations to address these issues in the following attachments ( pages). This facsimile is
to be regarded as an official FDA communication and unless requested, a hard copy will not be mailed.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the
addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the
content of this communication is not authorized. If you have received this document in error, please
immediately notify us by telephone and return it to us by mail at the above address.

Reference ID: 3376039



DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

ANDA 202090
COMPLETE RESPONSE

Roxane Laboratories, Inc.
Attention: Anton (Tony) Amann
1809 Wilson Road

Columbus, OH 43228

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) dated July 8, 2010,
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (FDCA), for
Sodium Oxybate Oral Solution, 500 mg/mL.

Reference is also made to your amendment dated April 16, 2013.

We have completed our review of this application, as amended, and have determined that we
cannot approve this application in its present form. We have described our reasons for this

action below and, where possible, our recommendations to address these issues.

PRODUCT QUALITY

The Division of Chemistry has no further questions at this time.

BIOEQUIVALENCE

The Division of Bioequivalence has no further questions at this time.

LABELING

Labeling Deficiencies determined on 7-5-13 based on your submission dated 4-16-13:
PATENT

You have not addressed Patent # 8457988 which expires on December 17, 2022.
CARTON

How will the two 75 cc dosing cups accompany the drug product?

Reference ID: 3376039
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INSERT
1. HIGHLIGHTS OF PRESCRIBING INFORMATION
a. TITLE — Place the following text immediately above “Initial U.S. ...”
SODIUM OXYBATE Oral Solution, CIII
b. INDICATIONS AND USAGE
No further comments will be made on your @@ Sodium Oxybate Risk MAP
Program at this time.
2. FULL PRESCRIBING INFORMATION: CONTENTS*
a () (@)
b. WARNING STATEMENT
“... SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE”
c. 5.1 Central Nervous System Depression
Revise the title to read as shown above.
d. 5.3 - See comment under (1) (b) above.
.. (b) (4)
£ CIORY
3. FULL PRESCRIBING INFORMATION
a. GENERAL COMMENT - Format parenthetical statements referencing other
parts of the insert labeling as shown below:
[see WARNINGS AND PRECAUTIONS (5.3)].
1. Note there is no numerical designation before “WARNINGS”.
il. Note the blank space between “PRECAUTIONS” and the parenthesis.
b. 1.1 Cataplexy in Narcolepsy — [see CLINICAL STUDIES (14.1)]
c. 1.2 Excessive Daytime Sleepiness in Narcolepsy — [see CLINICAL

STUDIES  (14.2)]

Reference ID: 3376039



Page 3

d. 2 DOSAGE AND ADMINISTRATION
See comment under (1) (b) above.

e. 2.1 Dosing Information, Table 1 Title

“(g = grams)” [spacing]

f. 4 CONTRAINDICATIONS
® @
g. 5.1 Central Nervous System Depression
Revise the title to be as shown above.
h. 5.3 - See comment under (1) (b) above.
1. 5.8 Use in Patients Sensitive to High Sodium Intake, Table 2 Title
“(g = grams)” [spacing]
] 8.1 Pregnancy, last sentence — “postnatal” O
k. 10.1 Human Experience, first paragraph, last sentence — “was” rather
than“is”
1. 17 PATIENT COUNSELING INFORMATION
See comment under (1) (b) above.
m. Instructions for Use - Sodium Oxybate Oral Solution, CIIT
Revise the title to appear as shown above.
n. Medication Guide - Sodium Oxybate Oral Solution, CIII
1. Revise the title to appear as shown above.
1l. What is the most important ... - See comment under (1) (b) above.
1ii. How should I take ..., first bullet — “... Instructions for Use at the
end of this Medication Guide for ...”
1v. What are the possible ... - Bold the last two sentences [“Call your
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doctor ... side effects. You may ... at 1-800-FDA-1088.”’].
V. General information about ... - See comment under (1) (b) above.

0. Please note that the “Instructions for Use” should follow the “Medication
Guide”.

Revise your labeling, as instructed above, and submit electronically.

To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling [the reference listed drug’s labeling or your last submitted labeling] with all
differences annotated and explained.

Prior to the submission of your amendment, please check labeling resources, including
DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and

make any necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly
updates of new documents posted on the CDER web site at the following address -

http://service.govdelivery.com/service/subscribe.html?code=USFDA 17

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS

Under section 909(b)(1) of the Food and Drug Administration Amendments Act (FDAAA) of
2007, we identified sodium oxybate as a product deemed to have in effect an approved REMS
because there were in use on the effective date of FDAAA, March 25, 2008, elements to assure
safe use required under 21 CFR 314.520. A REMS will be necessary for Sodium Oxybate Oral
Solution, 500 mg/mL, if it is approved, to ensure that the benefits of the drug outweigh the
risk(s) of developing central nervous system and respiratory depression, and the potential for
abuse and misuse associated with sodium oxybate.

We acknowledge receipt of your proposed REMS, included in your submission dated October
19, 2011. We also refer to our letter dated September 27, 2012, in which the details of the
REMS requirements were outlined and you were notified of the need to work on a single shared
system with the innovator. Your proposed REMS contains a Medication Guide, elements to
assure safe use, an implementation system.

The REMS, should it be approved, will create enforceable obligations. We will continue

discussion of your proposed REMS after your complete response to this action letter has been
submitted.

FACILITY INSPECTIONS

Reference ID: 3376039
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Office of Compliance has no further questions at this time. The compliance status of each
facility named in the application may be re-evaluated upon re-submission.

A partial response to this letter will not be processed as a resubmission and will not start a new
review cycle. The resubmission to this will be considered to represent a MINOR
AMENDMENT. The designation as a RESUBMISSION/AFTER ACTION — MINOR
COMPLETE RESPONSE AMENDMENT should appear prominently in your cover letter. In
addition, please designate in bold on your cover letter each review discipline (Chemistry,
Labeling, Bioequivalence, Microbiology, Clinical) you are providing responses to.
Within one year after the date of this letter, you are required to resubmit or take other actions
available under 21 CFR 314.110. If you do not take one of these actions, we may consider your
lack of response a request to withdraw the application under 21 CFR 314.65. You may also
request an extension of time in which to resubmit the application. A resubmission must fully
address all the deficiencies listed. A partial response to this letter will not be processed as a
resubmission and will not start a new review cycle.

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III)
established certain provisions with respect to self-identification of facilities and payment of
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee. Self-identification must occur
by June 1 of each year for the next fiscal year. Facility fees must be paid each year by the date
specified in the Federal Register notice announcing facility fee amounts. All finished dose form
(FDFs) or active pharmaceutical ingredient (APIs) manufactured in a facility that has not met its
obligations to self-identify or to pay fees when they are due will be deemed misbranded. This
means that it will be a violation of federal law to ship these products in interstate commerce or to
import them into the United States. Such violations can result in prosecution of those
responsible, injunctions, or seizures of misbranded products. Products misbranded because of
failure to self-identify or pay facility fees are subject to being denied entry into the United States.
In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations
listed in generic drug submissions comply with the self-identification requirement. The failure of
any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees
when due may raise significant concerns about that site or organization and is a factor that may
increase the likelihood of a site inspection prior to approval. FDA does not expect to give
priority to completion of inspections that are required simply because facilities, sites, or
organizations fail to comply with the law requiring self-identification or fee payment.

Additionally, we note that the failure of any facility referenced in the application to self-identify
and pay applicable fees means that FDA will not consider the GDUFA application review goal
dates to apply to that application.

The drug product may not be legally marketed until you have been notified in writing that this

application is approved. If you have any questions, call Tina Nhu, Regulatory Project Manager,
at (240) 276-8548.
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Sincerely yours,
{See appended electronic signature page}

Kathleen Uhl, M.D.

Acting Director

Office of Generic Drugs

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

ROBERT L WEST
09/19/2013

Deputy Director, Office of Generic Drugs, for
Kathleen Uhl, M.D.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

ANDA 202090
COMPLETE RESPONSE

Roxane Laboratories, Inc.

Attention: Randall S. Wilson, Vice President
Scientific, Medical and Regulatory Affairs

1809 Wilson Road

Columbus, OH 43228

Dear Sir:

Thisisin reference to your abbreviated new drug application (ANDA) dated July 8, 2010,
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for
Sodium Oxybate Oral Solution, 500 mg/mL.

Reference is a'so made to your amendments dated September 13, 2010; April 6, September 2,
September 8, October 19, 2011; and March 12, 2012.

We have completed our review of this application, as amended, and have determined that we

cannot approve this application in its present form. We have described our reasons for this
action below and, where possible, our recommendations to address these issues.

PRODUCT QUALITY

The deficiencies presented bel ow represent MINOR deficiencies:
A. Chemistry Deficiencies:

(b) (4)
1.

BIOEQUIVALENCE

The Division of Bioequivalence (DBE) has completed its review and has no further questions at
thistime.

Reference ID: 3278859
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LABELING

L abeling Deficiencies determined on 3-14-13 based on your submissions dated 7-8-10 and
4-6 and 10-19-11:

CONTAINER 180 mL

1. Add the following statement to appear immediately above “For oral
administration only.”:

“MUST BE DILUTED BEFORE USE”

2. Add the following statement to appear immediately above the storage temperature
recommendations:

“WARNING: Keep Thisand All Other Medications Out of Reach of

Children”
3. “Each mL contains ...” statement —*“... purified water, USP [add comma]
4. (b) (4).
5. Add the following statement to appear immediately below “For oral

administration only.”:

“Use asinstructed”

CARTON
1 See comments (2) and (4) under CONTAINER above.
2. Add the following statement to appear immediately above “Rx only”:

“WARNING: Keep Thisand All Other Medications Out of Reach of

Children”

(b) (4

3.
4, How will the two 75 cc dosing cups accompany the drug product?

Reference ID: 3278859
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INSERT
1 GENERAL COMMENT
Revise your insert labeling to be the same as that of the reference listed drug,
Xyrem® (NDA 21-196/S-013); approved December 17, 2012.
2. DESCRIPTION
(b) (4
3. MEDICATION GUIDE
Revise your Medication Guide and associated Instructions for Use to be the same
asthat of the reference listed drug, Xyrem® (NDA 21-196/S-013); approved
December 17, 2012.
REMS

Y our submitted REM S was consulted and remains under review. Y ou are encouraged to work
towards a single-shared system REM S with the innovator. Y ou may also opt to develop and
submit a RiskMAP.

Revise your labeling, asinstructed above, and submit electronically.

To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling with [the reference listed drug’ s labeling or your last submitted labeling] with
all differences annotated and explained.

Prior to the submission of your amendment, please check labeling resources, including
DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and
make any necessary revisions to your labels and labeling.

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly
updates of new documents posted on the CDER web site at the following address -

http://service.govdelivery.com/service/subscribe.html ?code=USFDA 17

A partial response to this letter will not be processed as a resubmission and will not start a new
review cycle. The resubmission to thiswill be considered to represent aMINOR
AMENDMENT. The designation asa RESUBMISSION/AFTER ACTION —MINOR
COMPLETE RESPONSE AMENDMENT should appear prominently in your cover letter. In
addition, please designate in bold on your cover letter each review discipline (Chemistry,
Labeling, Bioequivalence, Microbiology, Clinical) you are providing responses to.
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Within one year after the date of thisletter, you are required to resubmit or take other actions
available under 21 CFR 314.110. If you do not take one of these actions, we may consider your
lack of response arequest to withdraw the application under 21 CFR 314.65. Y ou may also
request an extension of time in which to resubmit the application. A resubmission must fully
address all the deficiencies listed. A partial response to thisletter will not be processed as a
resubmission and will not start a new review cycle.

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, TitleI11)
established certain provisions with respect to self-identification of facilities and payment of
annual facility fees. Your ANDA identifies at least one facility that is subject to the self
identification requirement and payment of an annual facility fee. Self-identification must occur
by June 1 of each year for the next fiscal year. Facility fees must be paid each year by the date
specified in the Federal Register notice announcing facility fee amounts. All finished dose form
(FDFs) or active pharmaceutical ingredient (APIs) manufactured in afacility that has not met its
obligations to self-identify or to pay fees when they are due will be deemed misbranded. This
means that it will be aviolation of federal law to ship these products in interstate commerce or to
import them into the United States. Such violations can result in prosecution of those
responsible, injunctions, or seizures of misbranded products. Products misbranded because of
failure to self-identify or pay facility fees are subject to being denied entry into the United
States.

In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations
listed in generic drug submissions comply with the self-identification requirement. The failure of
any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees
when due may raise significant concerns about that site or organization and is a factor that may
increase the likelihood of a site inspection prior to approval. FDA does not expect to give
priority to completion of inspections that are required simply because facilities, sites, or
organizations fail to comply with the law requiring self identification or fee payment.

Additionally, we note that the failure of any facility referenced in the application to self-identify
and pay applicable fees means that FDA will not consider the GDUFA application review goal
dates to apply to that application.

The drug product may not be legally marketed until you have been notified in writing that this
application is approved. If you have any questions, call Sean Belouin, Regulatory Project
Manager, at (240) 276-8566.

Sincerely yours,

{See appended €electronic signature page}

Kathleen Uhl, M.D.

Acting Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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signature.

ROBERT L WEST
03/20/2013

Deputy Director, Office of Generic Drugs, for
Kathleen Uhl, M.D.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

ANDA 202090
INFORMATION REQUEST

Roxane Laboratories Inc.
Attention: Gregory Hicks
1809 Wilson Road
Columbus, OH 43228

Dear Mr. Hicks:

Please refer to your pending Abbreviated New Drug Application (ANDA) submitted under
section 505(j) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Sodium Oxybate Oral
Solution, 500 mg/mL.

In accordance with section 505-1 of the FDCA, we have determined that a risk evaluation and
mitigation strategy (REMS) is necessary for products containing sodium oxybate to ensure that
the benefits of the drug outweigh the risk of developing central nervous system and respiratory
depression, and the potential for abuse and misuse associated with sodium oxybate. Under
section 909(b)(1) of the Food and Drug Administration Amendments Act (FDAAA) of 2007, we
identified sodium oxybate as a product deemed to have in effect an approved REMS because
there were in use on the effective date of FDAAA, March 25, 2008, elements to assure safe use
required under 21 CFR 314.520.

In addition, in accordance with section 505-1(i) of the FDCA, an abbreviated new drug
application (ANDA) is required to have a REMS if the applicable listed drug has an approved
REMS. Pursuant to section 505-1(i) of the FDCA, a drug that is the subject of an ANDA and the
listed drug it references must use a single shared system for elements to assure safe use unless
FDA waives that requirement. The REMS for Xyrem (sodium oxybate) includes elements to
assure safe use. Therefore, a single shared system for the elements to assure safe use is required.
The sponsor for the NDA for Xyrem is Jazz Pharmaceuticals, who has identified Jennifer
Ekelund, as their contact for the development of the single shared system. Jennifer Ekelund can
be reached at (650) 496-2630.

This letter is to inform you that, at minimum, the single shared system REMS program will be
required to include the following elements:

Medication Guide: As one element of a REMS, FDA may require the development of a
Medication Guide, as provided for under 21 CFR 208. Pursuant to 21 CFR 208, FDA has
determined that sodium oxybate poses a serious and significant public health concern requiring
the distribution of a Medication Guide. The Medication Guide is necessary for patients’ safe and
effective use of sodium oxybate. FDA has determined that sodium oxybate is a product for
which patient labeling could help prevent serious adverse effects, and that has serious risks
(relative to benefits) of which patients should be made aware because information concerning the
risks could affect patients’ decisions to use, or continue to use sodium oxybate.

Reference ID: 3195422
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Elements to Assure Safe Use:

e A requirement that healthcare providers who prescribe sodium oxybate are specially
certified. To become certified, prescribers shall agree to complete the prescriber
requirements in the REMS and shall enroll in the sodium oxybate REMS program.

e A requirement that sodium oxybate will only be dispensed by pharmacies that are
specially certified. To become certified, pharmacies shall agree to the
pharmacy/pharmacist requirements in the sodium oxybate REMS program.

e A requirement that sodium oxybate will only be dispensed to patients with documentation
of safe-use conditions. Safe use conditions include confirming documentation that the
pharmacy, prescriber, and patient are enrolled in the sodium oxybate REMS program.

Implementation System: The REMS must include an implementation system to monitor and
evaluate the implementation of the elements to assure safe use. Include an intervention plan to
address any findings of non-compliance with the elements to assure safe use regarding pharmacy
certification and documentation of safe use conditions and to address any findings that suggest
an increase in risk and take reasonable steps to work to improve implementation of these
elements.

The Implementation System must include but is not limited to the following:

e A database of all enrolled entities.
e A plan to monitor compliance of the certified prescribers, patients, and pharmacies to
ensure that all requirements of the sodium oxybate REMS program are being met.

Your proposed REMS submission should include two parts: a “proposed REMS” and a “REMS
supporting document.” Attached is a template for the proposed REMS that you should complete
with concise, specific information (see Appendix A). Include information in the template that is
specific to your proposed REMS for your product. Additionally, all relevant proposed REMS
materials including enrollment forms, informed consents, and educational or training materials
should be appended to the proposed REMS. Once FDA finds the content acceptable, we will
include this document as an attachment to the approval letter that includes the REMS.

The REMS, once approved, will create enforceable obligations.

The REMS supporting document should be a document explaining the rationale for each of the
elements included in the proposed REMS (see Appendix A).

Use the following designator at the top of the first page of your proposed REMS submission in
bold, capital letters:

AMENDMENT FOR ANDA 202090 PROPOSED REMS

Reference ID: 3195422
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If you have any questions, call Carrie Lemley, Labeling Project Manager at (240) 276-8986.
Sincerely yours,
{See appended electronic signature page}
Gregory P. Geba, M.D., M.P.H.
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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ROBERT L WEST
09/27/2012

Deputy Director, Office of Generic Drugs, for
Gregory P. Geba, M.D., M.P.H.
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QUALITY DEFICIENCY - MINOR
ANDA 202090

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North VII
7620 Standish Place

Rockville, Maryland 20855

APPLICANT: Roxane Laboratories, Inc. TEL: (614) 272-4785

ATTN: Elizabeth Ernst FAX: (614) 276-2470

FROM: Tina Nhu FDA CONTACT PHONE: (240) 276-8548
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated July 8, 2010, submitted pursuant to Section 505(j)
of the Federal Food, Drug, and Cosmetic Act for Sodium Oxybate Solution, 500 mg/mL.

The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies
which are presented on the attached page. This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replieswill not be considered for
review, nor will the review clock be reactivated until all deficiencies have been addressed. The response to this facsimile will
be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures.
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT and should appear
prominently in your cover letter.

We also request that you include a copy of this communication with your response. Please direct any questions concerning this
communication to the project manager identified above.

SPECIAL INSTRUCTIONS:

Effective OI-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA)
Regulatory Documents will be:
Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North VIl
7620 Standish Place
Rockville, Maryland 20855

All ANDA documents will only be accepted at the new mailing address listed above. For further
information, please refer to the following websites prior to submitting your ANDA Regulatory
documents: Office of Generic Drugs (OGD): http./www.fda.gov/cder/ogd or Federal Register:
http.//www.gpoaccess.gov/ft/

THISDOCUMENT ISINTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT ISADDRESSED AND MAY
CONTAIN INFORMATION THAT ISPRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.
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ANDA: 202090 APPLICANT: Roxane Laboratories, Inc.
DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL
The deficiencies presented below represent MINOR deficiencies:

A.

Sincerely yours,

{See appended €electronic signature page}

Glen Smith

Acting Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

Reference ID: 3039777
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signature.

UBRANI V VENKATARAM
11/04/2011
For Glen Smith
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QUALITY DEFICIENCY - MINOR
ANDA 202090

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North VII
7620 Standish Place

Rockville, Maryland 20855

APPLICANT: Roxane Laboratories, Inc. TEL: (614) 272-4785

ATTN: Elizabeth Ernst FAX: (614) 276-2470

FROM: Tina Nhu FDA CONTACT PHONE: (240) 276-8548
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated July 8, 2010, submitted pursuant to Section 505(j)
of the Federal Food, Drug, and Cosmetic Act for Sodium Oxybate Solution, 500 mg/mL.

The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies
which are presented on the attached __ 3 pages. This facsimile is to be regarded as an official FDA communication and

unless requested, a hard copy will not be mailed.

Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replieswill not be considered for
review, nor will the review clock be reactivated until all deficiencies have been addressed. The response to this facsimile will
be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures.
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT and should appear
prominently in your cover letter.

We also request that you include a copy of this communication with your response. Please direct any questions concerning this
communication to the project manager identified above.

SPECIAL INSTRUCTIONS:

Effective OI-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA)
Regulatory Documents will be:
Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North VIl
7620 Standish Place
Rockville, Maryland 20855

All ANDA documents will only be accepted at the new mailing address listed above. For further
information, please refer to the following websites prior to submitting your ANDA Regulatory
documents: Office of Generic Drugs (OGD): http./www.fda.gov/cder/ogd or Federal Register:
http.//www.gpoaccess.gov/ft/

THISDOCUMENT ISINTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT ISADDRESSED AND MAY
CONTAIN INFORMATION THAT ISPRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.
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ANDA: 202090 APPLICANT: Roxane Laboratories, Inc.
DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL
The deficiencies presented below represent MINOR deficiencies:

A. Chemistry Deficiencies:
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Sincerely yours,

{See appended electronic signature page}

Glen Smith

Acting Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

UBRANI V VENKATARAM
07/06/2011
For Glen Smith (Acting Director)
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES

DATE :

TO

FROM

SUBJECT:

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

August 10, 2010

Director
Division of Bioequivaence (HFD-650)

Chief, Regulatory Support Branch
Office of Generic Drugs (HFD-615)

Examination of the bioequivalence study submitted with an ANDA 202090 for
Sodium Oxybate Oral Solution, 500 mg/mL to determine if the application is
substantially complete for filing and/or granting exclusivity pursuant to 21 USC

355()(B)(B)(iv).

Roxane Laboratories, Inc. has submitted ANDA 202090 for Sodium Oxybate Oral
Solution, 500 mg/mL. The ANDA contains a certification pursuant to 21 USC
355())(5)(B)(iv) stating that patent(s) for the reference listed drug will not be infringed

by the manufacturing or sale of the proposed product. Also itisafirst generic.

In order to accept an ANDA that contains afirst generic, the Agency must formally review
and make a determination that the application is substantially complete. Included in this
review is a determination that the bioequivalence study is complete, and could establish
that the product is bioequivalent.

Please evaluate whether the request for study submitted by Roxane Laboratories, Inc. on
July 8, 2010 for its Sodium Oxybate product satisfies the statutory requirements of
"completeness’ so that the ANDA may be filed.

A "complete" bioavailability or bioequivalence study is defined as one that conforms with
an appropriate FDA guidance or is reasonable in design and purports to demonstrate that
the proposed drug is bioequivalent to the "listed drug".



Application Submission

Type/Number Type/Number Submitter Name Product Name
ANDA-202090 ORIG-1 ROXANE Sodium Oxybate
LABORATORIES
INC

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

EDWARD WASHINGTON
08/25/2010
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	ANDA 202090
	 ANDA APPROVAL 
	Roxane Laboratories, Inc. 1809 Wilson Road Columbus, OH 43228 Attention: Sarah A. Smith
	  Director, Drug Regulatory Affairs and Labeling 
	Dear Madam:. 
	This is in reference to your abbreviated new drug application (ANDA) submitted pursuant to. section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) for Sodium Oxybate. Oral Solution, 500 mg/mL.. 
	Reference is also made to the complete response letter issued by this office on     .September 19, 2013; to your amendments dated September 30, 2013; April 2, 2014; April 8,. May 12, June 6, June 16, July 14, August 22, December 2, 2016; and to the correspondence. submitted to your ANDA dated December 28, 2016.. 
	We have completed the review of this ANDA and have concluded that adequate information has .been presented to demonstrate that the drug is safe and effective for use as recommended in the .submitted labeling. Accordingly, the ANDA is approve d, effective on the date of this letter.. The Office of Bioequivalence has determined your Sodium Oxybate Oral Solution , 500 mg/mL,. to be bioequiva lent and, therefore, therapeutically equivalent to the reference listed drug (RLD). Xyrem Oral Solution, 500 mg/mL, of J
	The RLD upon which you have based your ANDA, Jazz’s Xyrem Oral Solution, 500 mg/mL, is. subject to periods of patent protection. The following patents and expiration dates are currently. listed in the Agency’s publication titled (the “Orange Book”):. 
	Approved Drug P roducts with Therapeutic Equivalence. Evaluations 

	U.S. 
	U.S. 
	P atent Number Expiration Date 

	6,780,889 (the ‘889 patent) July 4, 2020. 7,262,219 (the ‘219 patent) July 4, 2020. 7,668,730 (the ‘730 patent) June 16, 2024. 7,765,106 (the ‘106 patent) June 16, 2024. 7,765,107 (the ‘107 patent) June 16, 2024. 7,851,506 (the ‘506 patent) December 22, 2019. 7,895,059 (the ‘059 patent) December 17, 2022. 8,263,650 (the ‘650 patent) December 22, 2019. 8,324,275 (the ‘275 patent) December 22, 2019. 8,457,988 (the ‘988 patent) December 17, 2022. 
	A NDA 202090 Pag e 2 
	8,589,182 (the ‘182 patent) December 17, 2022. 8,731,963 (the ‘963 patent) December 17, 2022. 8,772,306 (the ‘306 patent) March 15, 2033. 8,859,619 (the ‘619 patent) December 22, 2019. 8,952,062 (the ‘062 patent) December 22, 2019. 9,050,302 (the ‘302 patent) March 15, 2033. 9,486,426 (the ‘426 patent) March 15, 2033. 
	Your ANDA contains paragraph IV certifications to each of the patents under section 505(j)(2)(A)(vii)(IV) of the FD&C Act stating that the patents are invalid, unenforceable, or will not be infringed by your manufacture, use, or sale of Sodium Oxybate Oral Solution, 500 mg/mL, under this ANDA. You have notified the Agency that Roxane Laboratories, Inc. (Roxane) complied with the requirements of section 505(j)(2)(B) of the FD&C Act and that litigation was initiated against Roxane for infringement of the ‘889
	1 

	With respect to 180-day generic drug exclusivity , we note that Roxane was the first ANDA applicant to submit a substantially complete ANDA with a paragraph IV certification for Sodium Oxybate Oral Solution, 500 mg/mL. Therefore, with this approval, Roxane is eligible for 180 days of generic drug exclusivity for Sodium Oxybate Oral Solution, 500 mg/mL. It is noted that this ANDA was not tentatively approved within the 30 monthperiod described in section 505(j)(5)(D)(i)(IV) of the FD&C Act. Nevertheless, the
	2 

	07, ‘506, ‘059, ‘650, ‘275, ‘988, ‘182, ‘963, ‘306, ‘619, ‘062, ‘302, an d ‘426 p aten ts were s ubmitted to th e A gen cy after s u bmis sio n o f yo ur A NDA . Litig atio n, if any , with res pect to th ese patents would not create a s tatutory s tay of approval.This A NDA for Sodium Oxybate Oral Solution, 500 mg/mL, was s ubmitted on July 8, 2010. For applications s ubmitted between January 9, 2010, and July 9, 2012 containing a paragraph IV certification (or amended to firs t contain a paragraph IV cert
	1 
	Th e A g en cy n ot es t h at t h e ‘106, ‘1
	2 
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	not forfeited its eligib ilit y for 180-day generic drug exclusivity. This exclusivity, which is provided for under section 505(j)(5)(B)(iv) of the FD&C Act, will begin to run from the date of the commercial marketing identified in section 505(j)(5)(B)(iv). Please submit correspondence to this ANDA informing the Agency of the date of commercial marketing. 
	3 

	Under section 506A of FD&C Act, certain changes in the conditions described in this ANDA require an approved supplemental application before the change may be made. 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

	Section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk evaluation and mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure that the benefits of the drug outweigh the risks [section 505-1(a)]. In accordance with section 505-1(i) of the FD&C Act, a drug that is the subject of an ANDA under section 505(j) is subject to certain elements of the REMS required for the applicable listed drug. 
	The details of the REMS requirements were outlined in our REMS notification letter dated January 13, 2014. In that letter, you were also notified that pursuant to section 505-1(i) of the FD&C Act,a drug that is the subject of an ANDA and the listed drug it references must use a single, shared system for elements to assure safe use (ETASU), unless FDA waives that requirement. 
	Your REMS, known as the Sodium Oxybate REMS P rogram, is approved with a waiver of the single, shared system requirement as a separate REMS program from that of the reference listed drug, shared among holders of approved ANDAs for sodium oxybate products with the following condition : 
	Your waiver-granted REMS system shall be open to all future sponsors of ANDAs or 
	NDAs for sodium oxybate products. 
	Your final proposed REMS, submitted on December 2, 2016, and appended to this letter, is approved. The REMS consists of a Medication Guide, ETASU, and an implementation system. 
	Under section 505-1(g)(2)(C) of the FD&C Act, FDA can require the submission of a REMS assessment if FDA determines an assessment is needed to evaluate whether the REMS should be modified to ensure the benefits of the drug outweigh the risks or to minimize the burden on the healthcare delivery system of complying with the REMS. 
	Additionally, the details for what should be included in your REMS assessments and the dates of the REMS assessments are listed in Appendix 1. 
	A NDA 202090 Pag e 4 
	If the assessment instruments and methodolog y for your REMS assessments are not included in the REMS supporting document, or if you propose changes to the submitted assessment instruments or methodology , you should update the REMS supporting document to include specific assessment instrument and methodology information at least 90 days before the assessments will be conducted. Updates to the REMS supporting document may be included in a new document that references previous REMS supporting document submis
	ANDA 202090 REMS CORRESPONDENCE. (ins e rt concis e de scription of conte nt in bold capital le tte rs , e.g.,. UPDATE TO REMS SUPPORTING DOCUMENT -ASSESSMENT. METHODOLOGY. 
	We remind you that you must include an adequate rationale to support a proposed REMS modificatio n for the addition, modification, or removal of any goal or element of the REMS, as described in section 505-1(g)(4) of the FD&C Act. 
	We also remind you that section 505-1(f)(8) of the FD&C Act prohibits holders of an approved covered application from using any element to assure safe use to block or delay approval of an application under section 505(b)(2) or (j). A violation of this provision in 505-1(f) could result in enforcement action. 
	P rominently identify any submission containing the REMS assessments or proposed modificatio ns of the REMS with the following wording in bold capital letters at the top of the first page of the submission as appropriate: 
	ANDA 202090 REMS ASSESSMENT 
	NEW SUPPLEMENT FOR ANDA 202090/S-000. CHANGES BEING EFFECTED IN 30 DAYS. PROPOSED MINOR REMS MODIFICATION .
	or 
	NEW SUPPLEMENT FOR ANDA 202090/S-000. PRIOR APPROVAL SUPPLEMENT. PROPOSED MAJOR REMS MODIFICATION .
	or 
	NEW SUPPLEMENT FOR ANDA 202090/S-000. PRIOR APPROVAL SUPPLEMENT. 
	A NDA 202090 Pag e 5 
	PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABELING CHANGES SUB MITTED IN SUPPLEMENT XXX 
	Should you choose to submit a REMS revision, prominently identify the submission containing the REMS revisions with the following wording in bold capital letters at the top of the first page of the submission: 
	REMS REVISION FOR ANDA 202090 
	To facilitate review of your submission, we request that you submit your proposed modified REMS and other REMS-related materials in Microsoft Word format. If certain documents, such as enrollment forms, are only in PDF format, they may be submitted as such, but the preference is to include as many as possible in Word format. 
	If you do not submit electronically , please send 5 copies of REMS-related submissions. 
	REPORTING REQUIREMENTS 
	REPORTING REQUIREMENTS 

	Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and 
	314.98. The Office of Generic Drugs should be advised of any change in the marketing status of this drug. 
	PROMOTIONAL MATERIALS 
	PROMOTIONAL MATERIALS 

	You may request advisory comments on proposed introductory advertising and promotiona l labeling materials prior to publication or dissemination. P lease note that these submissions are voluntary. To do so, submit, in triplicate, a cover letter requesting advisory comments, the proposed materials in draft or mock-up form with annotated references, and the package insert, Medication Guide, and patient P I (as applicable) to: 
	OP DP Regulatory P roject Manager Food and Drug Administration Center for Drug Evaluation and Research Office of P rescription Drug P romotion 5901-B Ammendale Road Beltsville, MD 20705 
	Alternatively, you may submit a request for advisory comments electronically in eCTD format. For more information about submitting promotional materials in eCTD format, see the draft Guidance for Industry (available at: 
	). 
	CM443702.pdf
	http://www.fda.gov/down loads/Drugs/GuidanceComplianceRegulat oryI nfor mat io n/ Gu idances/U 


	You must also submit final promotiona l materials and package insert(s), accompanied by a Form FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)]. Form FDA 2253 is available at 
	­at least one facility that is subject to the self Your ANDA identifies annual facility fees. 
	A NDA 202090 Pag e 6 
	. Information and Instructions for completing the form can be found at .For more information about submission of promotional materials to the Office of P rescription Drug P romotion (OP DP ), see . 
	http://www.fda.gov/down loads/About FDA/ReportsMa nua lsF orms/ For ms/UCM 08 35 70.pdf
	http://www.fda.gov/down loads/About FDA/ReportsMa nua lsF orms/ For ms/UCM 08 35 70.pdf

	http://www.fda.gov/down loads/About FDA/ReportsMa nua lsF orms/ For ms/UCM 37 51 54.pdf
	http://www.fda.gov/down loads/About FDA/ReportsMa nua lsF orms/ For ms/UCM 37 51 54.pdf

	http://www.fda.gov/AboutFDA/CentersOff ices/CDER/ucm090142. htm
	http://www.fda.gov/AboutFDA/CentersOff ices/CDER/ucm090142. htm


	ANNUAL FACILITY FEES 
	ANNUAL FACILITY FEES 

	The Generic Drug User Fee Amendments of 2012 (GDUFA) (P ublic Law 112-144, Title III) established certain provisions with respect to self-identificat ion of facilities and payment of 
	identificatio n requirement and payment of an annual facility fee. Self-identificat ion must occur by June 1of each year for the next fiscal year. Facility fees must be paid each year by the date specified in the Federal Register notice announcing facility fee amounts. All finished dosage forms (FDFs) or active pharmaceutical ingredients (AP Is) manufactured in a facility that has not met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. This means that it will be 
	st 

	CONTENT OF LAB ELING 
	CONTENT OF LAB ELING 

	As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA automated drug registration and listing system (eLIST), the content of labeling [21 CFR 314.50(l)] in structured product labeling (SP L) format, as described at , that is identical in content to the approved labeling (including the package insert, and any patient package insert and/or Medication Guide that may be required). Information on submitting SP L files using eLIST may be found in the guidance for indus
	http://www.fda.gov/ForInd ustry /DataStandards/ Struct uredP rod uctLabe lin g/defau lt.ht m
	http://www.fda.gov/ForInd ustry /DataStandards/ Struct uredP rod uctLabe lin g/defau lt.ht m


	. The SP L will be accessible via publicly available labeling repositories. 
	CM072392.pdf
	http://www.fda.gov/down loads/DrugsGu ida nceComp lianceRegu lat oryI nfor mat io n/ Gu idances/U 
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	The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic regulatory submissions. Beginning May 5, 2017, ANDAs and Drug Master Files must be submitted in eCTD format.  Submissions that do not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. For more information please visit: 
	www.fda.gov/ectd. 

	Sincerely yours, 
	{See appended electronic signature page} 
	Carol A. Holquist, RP h Deputy Director Office of Regulatory Operations Office of Generic Drugs Center for Drug Evaluation and Research 
	ENCLOSURES:. Appendix 1 REMS 
	ENCLOSURES:. Appendix 1 REMS 
	Appendix 1 

	A NDA 202090 was receiv ed o n Ju ly 8, 2010. Th is A NDA was n o t g ranted t en tativ e ap p roval wit h in t h e 40-mo n th p erio d d es crib ed in s ectio n 505(j)(5)(D)(i)(IV) o f t h e FD&C A ct . Nev ert h eless, t h e A gency h as d etermin ed t h at t h e failure to obtain tentative approval within the 40-month period was caused by a change in or a review of the requirements for approval of the application imposed after the date on which the application was filed. 
	A NDA 202090 was receiv ed o n Ju ly 8, 2010. Th is A NDA was n o t g ranted t en tativ e ap p roval wit h in t h e 40-mo n th p erio d d es crib ed in s ectio n 505(j)(5)(D)(i)(IV) o f t h e FD&C A ct . Nev ert h eless, t h e A gency h as d etermin ed t h at t h e failure to obtain tentative approval within the 40-month period was caused by a change in or a review of the requirements for approval of the application imposed after the date on which the application was filed. 
	3 


	Dates for submission of waiver-granted REMS assessments 
	Dates for submission of waiver-granted REMS assessments 
	Dates for submission of waiver-granted REMS assessments 

	Roxane must submit REMS Assessments to FDA six (6) and 12 months following REMS approval, and annually thereafter. To facilitate inclusion of as much information as possible, while allowing reasonable time to prepare the submission, the reporting interval covered by each assessment should conclude no earlier than 60 days before the submission date for that assessment. Roxane must submit each assessment so that it will be received by the FDA on or before the due date. 

	REMS Assessment Plan 
	REMS Assessment Plan 
	The REMS Assessment Plan includes, but is not limited to, the following: 
	1.. Program Implementation 
	a.. 
	a.. 
	a.. 
	Product Launch Date 

	b.. 
	b.. 
	Date when REMS materials became available to healthcare providers (HCPs) on the website and via the contact center 

	c.. 
	c.. 
	c.. 
	The dates stakeholders could become specially certified and/or enrolled online, by mail, by fax, by email: 

	i.. Prescribers 
	ii.. Pharmacies 
	iii.. Patients 

	d.. 
	d.. 
	Date when the Sodium Oxybate REMS Program website went live 

	e.. 
	e.. 
	Sodium Oxybate REMS Program website utilization 


	i.. Number of unique site visits 
	2.. REMS Program Utilization 
	a.. 
	a.. 
	a.. 
	a.. 
	Prescribers 

	i.. Number of specially certified prescribers, status of certification, and method of certification 
	ii.. Summary of reasons certification is incomplete for prescribers (e.g. “Prescriber missing information on form”, etc.) 
	iii.. Number of specially certified prescribers by specialty 
	iv.. 
	iv.. 
	iv.. 
	Number of specially certified prescribers who were disenrolled during the reporting period and reasons for disenrollment 

	v.. 
	v.. 
	Number of patients by current specially certified prescriber 



	b.. 
	b.. 
	b.. 
	Pharmacies 

	i.. Number of specially certified pharmacies, status of certification, and method of certification 
	ii.. Summary of reasons certification is incomplete for pharmacies (e.g. “Pharmacy authorized representative changed, no replacement given”, etc.) 
	iii.. Number of specially certified pharmacy decertifications during the reporting period and reasons for decertification 

	c.. 
	c.. 
	Patient Status 


	i.. Number, age, and gender of enrolled patients 
	ii.. Number of disenrolled patients and reason(s) for disenrollment 
	iii.. Number of active patients (patients enrolled who received at least one shipment of sodium oxybate during the reporting period) 
	iv.. 
	iv.. 
	iv.. 
	Number of duplicate patients detected by the specially certified pharmacies 

	v.. 
	v.. 
	Number of patients associated with more than one prescriber during their therapy 


	vi.. Number of patients who have discontinued sodium oxybate after receiving at least one shipment of sodium oxybate 
	vii.. Number of discontinued patients who were associated with an adverse event, including death 
	3.. Contact Center Report 
	a.. 
	a.. 
	a.. 
	Number of Contacts 

	b.. 
	b.. 
	Summary of reason for call (i.e. “Enrollment question”, etc.) by reporter (i.e. pharmacy, prescriber, patient) 

	c.. 
	c.. 
	Summary of any REMS-related problems identified 

	d.. 
	d.. 
	Narrative of any corrective actions resulting from issues identified 


	4.. Sodium Oxybate REMS Program Compliance 
	a.. Prescriptions 
	i.. Total number of prescriptions dispensed; stratify by the number of new and the number of refills 
	ii.. Number of patients with overlapping prescriptions (more than one active prescription) 
	iii.. Number of patients prescribed a daily dose >9 g 
	iv.. 
	iv.. 
	iv.. 
	iv.. 
	Number of prescriptions requiring contact with Xyrem REMS program 

	1.. Status of these prescriptions (dispensed, not dispensed); report any delays in shipment of product related to inability to contact Xyrem REMS program 

	v.. 
	v.. 
	v.. 
	Number of sodium oxybate prescriptions that were written by non-certified or disenrolled prescribers (reported or detected through audit) 

	1.. 
	1.. 
	1.. 
	Actions taken (e.g. “Provision of sodium oxybate program materials”, “Prescriber certified”, etc.) 

	2.. 
	2.. 
	Outcome of actions taken 




	b.. 
	b.. 
	b.. 
	b.. 
	Shipments 

	i.. Total number of bottles and shipments sent 
	ii.. Number of shipments lost in delivery that were unrecovered and the number of corresponding DEA 106 forms and RMRs completed 
	iii.. Number of prescriptions dispensed by noncertified pharmacies and actions taken to prevent future occurrences (reported or detected through audit) 
	iv.. 
	iv.. 
	iv.. 
	Number of shipments sent to noncertified pharmacies, source of report, and actions taken to prevent future occurrences 

	v.. 
	v.. 
	Number of duplicate patients who were shipped Sodium Oxybate under more than one name or identifier 


	vi.. Number of patients who were shipped Sodium Oxybate after being disenrolled 
	vii.. Number of initial shipments sent to patients without completion of the Sodium Oxybate REMS Program Patient Counseling Checklist 

	c.. 
	c.. 
	c.. 
	Early refills 

	i.. Number of patients who requested an early refill and reason for the request 
	ii.. Number of requests approved 
	iii.. Number of requests denied by the prescriber 
	iv.. 
	iv.. 
	iv.. 
	Number of requests denied by the specially certified pharmacies 

	v.. 
	v.. 
	Number of patients with multiple requests for early refills 



	d.. 
	d.. 
	d.. 
	Concomitant medications -Summary table from Sodium Oxybate REMS Program Patient Counseling Checklists of the number of patients taking the following concomitant medications and who subsequently received at least one shipment of Sodium oxybate: 

	i. Sedative hypnotics 
	ii.. Alcohol 
	iii.. Other potentially interacting agents: 
	iv.. 
	iv.. 
	iv.. 
	Sedating antidepressants, antipsychotics, or anti-epileptics 

	v.. 
	v.. 
	General anesthetics 


	vi.. Muscle relaxants 
	vii.. Opioid analgesics 
	viii. Divalproex sodium or other valproate drug (e.g., valproic acid) 
	ix.. Illicit CNS depressants (e.g., heroin or gamma-hydroxybutyrate [GHB]) 

	e.. 
	e.. 
	e.. 
	Concomitant diagnoses -Summary table from Sodium oxybate REMS Program Patient Counseling Checklists of the number of patients who have been diagnosed with the following conditions and who subsequently received at least one shipment of Sodium Oxybate: 

	i. Sleep apnea 
	ii.. Asthma, COPD, or other conditions affecting the respiratory system 

	f.. 
	f.. 
	f.. 
	Number of notifications by pharmacists to prescribers for the following situations and the outcome of the notification (e.g., dispensed Sodium oxybate, counseled patient, or other actions) 

	i. Patient report of alcohol use 
	ii.. Patient report of diagnosis of sleep apnea 
	iii.. Patient report of diagnosis of asthma, COPD, or other conditions affecting the respiratory system 
	iv.. 
	iv.. 
	iv.. 
	Suspected abuse, misuse, or diversion 

	v.. 
	v.. 
	Alerts regarding potential abuse, misuse, or diversion on the patient profiles 



	g.. 
	g.. 
	g.. 
	Risk Management Reports submitted 

	i. Number of patients with an RMR 
	ii.. Number of patients with multiple RMRs 
	iii.. Number of alerts generated from RMRs 
	iv.. 
	iv.. 
	iv.. 
	Number of RMRs generated from early refill requests 

	v.. 
	v.. 
	Number of RMRs generated for other reasons (list reasons) 


	vi.. Number of prescriber-related RMRs 
	vii.. Early refill requests 

	h.. 
	h.. 
	Any other reports of non-compliance with the Sodium oxybate REMS program, source of report, and any corrective actions or resolution. 

	i.. 
	i.. 
	A summary report of audits of the specially certified pharmacies conducted during the assessment period including any actions taken to address findings 


	5.. Barriers or Delays in Patient Access 
	a.. 
	a.. 
	a.. 
	False negatives: i.e., all REMS and safe use requirements were met, but a PDA was not provided by the Sodium Oxybate REMS Program 

	b.. 
	b.. 
	Inadvertent disenrollments 

	c.. 
	c.. 
	Unintended system interruptions and resolutions 

	d.. 
	d.. 
	Total number of PDA rejections, the number of these that were subsequently approved and the duration of time from rejection to approval 


	6.. Inappropriate Patient Access 
	a.. False positives: e.g., all REMS and safe use requirements were not met, but a PDA was provided by the Sodium Oxybate REMS Program 
	7.. Evaluation of Safe Use Procedures 
	a.. 
	a.. 
	a.. 
	Provide reasons for prescription rejections/PDA rejected by the Sodium Oxybate REMS Program 

	b. 
	b. 
	Summary and count of RMR events and the corrective actions taken 


	8. 
	8. 
	8. 
	Evaluation of Knowledge/Surveys 

	9.. 
	9.. 
	9.. 
	Adverse Events 

	a.. 
	a.. 
	a.. 
	a.. 
	Total aggregate number of the following potential adverse event reports received by the Sodium Oxybate REMS Program and sent to the Sodium Oxybate sponsors during the reporting period, and cumulatively: 

	i.. Aggregate number of reports of abuse, misuse, diversion, overdose, accidental exposure, respiratory depression associated with sodium oxybate 
	ii.. Aggregate number of potential adverse events associated with dispensed and unused sodium oxybate 
	iii.. Aggregate number of potential adverse events associated with a non-certified pharmacy, disenrolled prescriber, disenrolled prescriber, or disenrolled patient 
	iv.. 
	iv.. 
	iv.. 
	Aggregate number of potential adverse events associated with a sodium oxybate medication error 

	v.. 
	v.. 
	Aggregate number of potential adverse events associated with use with concurrent sedative hypnotics and alcohol 



	b.. 
	b.. 
	Total aggregate number of potential adverse event reports in Section III.E.9.a. that were received by the Sodium Oxybate sponsors from all sources during the reporting period 

	c.. 
	c.. 
	Total aggregate number of potential adverse event reports in Section III.E.9.a. received by the Sodium Oxybate REMS Program and sent to the Sodium Oxybate sponsors that were subsequently reported as an adverse event by a Sodium Oxybate sponsor, during the reporting period and cumulatively 

	d.. 
	d.. 
	Total aggregate number of potential adverse event reports in Section III.E.9.a. received by the Sodium Oxybate sponsors from all sources that were subsequently reported as an adverse event by a Sodium Oxybate sponsor, during the reporting period and cumulatively 



	10. 
	10. 
	10. 
	A report on periodic assessments of the dispensing of the Medication Guide in accordance with 21 CFR 208.24 

	a.. Sodium Oxybate REMS Program will report to FDA on the dispensing of the Medication Guide as part of the REMS assessments 

	11.. 
	11.. 
	Surveillance and monitoring 


	a. 
	a. 
	a. 
	An evaluation of knowledge of specially certified prescribers of the risk of respiratory depression, 

	TR
	contraindication with sedative hypnotics and alcohol, and the potential for abuse, misuse, and 

	TR
	overdose associated with sodium oxybate 

	b. 
	b. 
	An evaluation of knowledge of specially certified pharmacy authorized representatives and 

	TR
	pharmacists of the risk of respiratory depression, contraindication with sedative hypnotics and 

	TR
	alcohol, and the potential for abuse, misuse, and overdose associated with sodium oxybate 

	c. 
	c. 
	An evaluation of knowledge of patients of the risk of respiratory depression, contraindication with 

	TR
	sedative hypnotics and alcohol, and the potential for abuse, misuse, and overdose associated with 

	TR
	sodium oxybate 


	a.. The Sodium Oxybate REMS program will periodically monitor available safety databases, such as those established by the American Association of Poison Control Centers (AAPCC) National Poison Data System (NPDS), The National Forensic Laboratory Information System, the National Drug Threat Assessment, and the Society for Forensic Toxicologists (SOFT) for any information regarding abuse, misuse, or diversion of sodium oxybate. Any relevant information will be included in the REMS assessments 
	Figure
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	DOSAGE AND ADMINISTRATION: .See accompanying Prescribing .Information and Medication Guide. .
	Each single unit carton contains one 180 ml .bottle (500 mg/ml) of Sodium Oxybate Oral .Solution, one press-in-bottle-adaptor and .one oral dispensing syringe. .
	Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature.] 
	...... 
	-;­
	= I 
	.

	I 
	.

	I 
	.

	I 
	.

	Figure
	HIGHLIGHTS OF PRESCRIBING INFORMATION 
	These highlights do not include all the information needed to use SODIUM OXYBATE ORAL SOLUTION safely and effectively.  See full prescribing information for SODIUM OXYBATE ORAL SOLUTION. SODIUM OXYBATE oral solution, CIII Initial U.S. Approval: 2002 
	WARNING: CENTRAL NERVOUS SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE 
	See full prescribing information for complete boxed warning. 
	•. 
	•. 
	•. 
	Respiratory depression can occur with sodium oxybate use (5.4). 

	•. 
	•. 
	Sodium Oxybate Oral Solution is a Schedule III controlled substance and is the sodium salt of gamma hydroxybutyrate (GHB), a Schedule I controlled substance. Abuse or misuse of illicit GHB is associated with CNS adverse reactions, including seizure, respiratory depression, decreased consciousness, coma and death (5.2, 9.2). 

	•. 
	•. 
	Because of the risks of CNS depression, abuse, and misuse, sodium oxybate is available only through the Sodium Oxybate REMS Program. Prescribers and patients must enroll in the program (5.3). 


	--------------------------RECENT MAJOR CHANGES -------------------------­
	Boxed Warning, Sodium Oxybate REMS Program 04/2015 Indications and Usage, Sodium Oxybate REMS Program (1) 04/2015 Dosage and Administration, Dose Adjustment with Co-administration of Divalproex Sodium (2.4) 04/2014 Warnings and Precautions, Sodium Oxybate REMS Program required components (5.3) 04/2015 
	---------------------------INDICATIONS AND USAGE -------------------------­
	Sodium Oxybate Oral Solution is a central nervous system depressant indicated for the treatment of: 
	•. 
	•. 
	•. 
	Cataplexy in narcolepsy (1.1). 

	• 
	• 
	Excessive daytime sleepiness (EDS) in narcolepsy (1.2). Sodium Oxybate Oral Solution may only be dispensed to patients enrolled in the Sodium Oxybate REMS Program (1). 


	----------------------DOSAGE AND ADMINISTRATION ---------------------­
	•. 
	•. 
	•. 
	Initiate dose at 4.5 grams (g) per night administered orally in two equal, divided doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (2.1). 

	•. 
	•. 
	Titrate to effect in increments of 1.5 g per night at weekly intervals 


	(0.75 g at bedtime and 0.75 g taken 2.5 to 4 hours later) (2.1). 
	• Recommended dose range: 6 g to 9 g per night orally (2.1). 
	Total Nightly Dose 
	Total Nightly Dose 
	Total Nightly Dose 
	Take at Bedtime 
	Take 2.5 to 4 Hours Later 

	4.5 g per night 
	4.5 g per night 
	2.25 g 
	2.25 g 

	6 g per night 
	6 g per night 
	3 g 
	3 g 

	7.5 g per night 
	7.5 g per night 
	3.75 g 
	3.75 g 


	9 g per night 4.5 g 4.5 g 
	•. 
	•. 
	•. 
	Take each dose while in bed and lie down after dosing (2.2). 

	•. 
	•. 
	Allow 2 hours after eating before dosing (2.2). 

	•. 
	•. 
	Prepare both doses prior to bedtime; dilute each dose with approximately 1/4 cup of water in the provided dosing cups (2.2). 

	•. 
	•. 
	•. 
	Patients with Hepatic Impairment: Starting dose is 2.25 g per night administered orally in two equal, divided doses of approximately 

	1.13 g at bedtime and approximately 1.13 g taken 2.5 to 4 hours later (2.3). 

	•. 
	•. 
	Concomitant use with divalproex sodium: an initial reduction in sodium oxybate dose of at least 20% is recommended (2.4, 7.2). 


	---------------------DOSAGE FORMS AND STRENGTHS -------------------­
	Oral solution, 0.5 g per mL (3) 
	------------------------------CONTRAINDICATIONS ----------------------------­
	•. 
	•. 
	•. 
	Succinic semialdehyde dehydrogenase deficiency (4). 

	•. 
	•. 
	In combination with sedative hypnotics or alcohol (4). 


	-----------------------WARNINGS AND PRECAUTIONS ---------------------­
	•. 
	•. 
	•. 
	CNS depression: Use caution when considering the concurrent use of sodium oxybate with other CNS depressants (5.1). 

	•. 
	•. 
	Caution patients against hazardous activities requiring complete mental alertness or motor coordination within the first 6 hours of dosing or after first initiating treatment until certain that sodium oxybate does not affect them adversely (5.1). 

	•. 
	•. 
	Depression and suicidality: Monitor patients for emergent or increased depression and suicidality (5.5). 

	•. 
	•. 
	Confusion/anxiety: Monitor for impaired motor/cognitive function (5.6). 

	•. 
	•. 
	Parasomnias: Evaluate episodes of sleepwalking (5.7). 

	•. 
	•. 
	High sodium content in sodium oxybate: Monitor patients with heart failure, hypertension, or impaired renal function (5.8). 


	------------------------------ADVERSE REACTIONS ----------------------------­
	Most common adverse reactions (≥5% and at least twice the incidence with 
	placebo) were nausea, dizziness, vomiting, somnolence, enuresis, and tremor (6.1). 
	To report SUSPECTED ADVERSE REACTIONS, contact West-Ward Pharmaceuticals Corp. at 1-800-962-8364 or FDA at 1-800-FDA-1088 or 
	. 
	. 
	www.fda.gov/medwatch


	-----------------------USE IN SPECIFIC POPULATIONS ---------------------­
	•. 
	•. 
	•. 
	Pregnancy: Based on animal data, may cause fetal harm (8.1). 

	•. 
	•. 
	Geriatric patients: Monitor for impaired motor and/or cognitive function when taking sodium oxybate (8.5). 
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	FULL PRESCRIBING INFORMATION. 
	FULL PRESCRIBING INFORMATION. 
	WARNING: CENTRAL NERVOUS SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE 
	Sodium oxybate is a CNS depressant. In clinical trials at recommended doses obtundation and clinically significant respiratory depression occurred in sodium oxybate-treated patients. Almost all of the patients who received sodium oxybate during clinical trials in narcolepsy were receiving central nervous system stimulants 
	[see Warnings and Precautions ()]. 
	5.1

	Sodium oxybate is the sodium salt of gamma hydroxybutyrate (GHB). Abuse of GHB, either alone or in combination with other CNS depressants, is associated with CNS adverse reactions, including seizure, respiratory depression, decreases in the level of consciousness, coma, and death [see Warnings and Precautions ()]. Because of the risks of CNS depression, abuse, and misuse, sodium oxybate is available only through the Sodium Oxybate REMS Program using certified pharmacies. Prescribers and patients must enroll
	5.2


	1 INDICATIONS AND USAGE 
	1 INDICATIONS AND USAGE 
	Limitations of Use 
	Sodium Oxybate Oral Solution may only be dispensed to patients enrolled in the Sodium Oxybate REMS Program [see Warnings and Precautions ()]. 
	5.3

	1.1 Cataplexy in Narcolepsy 
	1.1 Cataplexy in Narcolepsy 
	Sodium Oxybate Oral Solution is indicated for the treatment of cataplexy in narcolepsy. 

	1.2 Excessive Daytime Sleepiness in Narcolepsy 
	1.2 Excessive Daytime Sleepiness in Narcolepsy 
	Sodium Oxybate Oral Solution is indicated for the treatment of excessive daytime sleepiness (EDS) in narcolepsy.  


	2 DOSAGE AND ADMINISTRATION 
	2 DOSAGE AND ADMINISTRATION 
	Healthcare professionals who prescribe sodium oxybate must enroll in the Sodium Oxybate REMS Program and must comply with the requirements to ensure safe use of sodium oxybate [see Warnings and Precautions ()]. 
	5.3

	2.1 Dosing Information 
	2.1 Dosing Information 
	The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1). Increase the dose by 1.5 g per night at weekly intervals (additional 0.75 g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night orally. Doses higher than 9 g per night have not been studied and should not ordinarily be administered. 
	Table 1: Sodium Oxybate Dose Regimen (g = grams) 
	If A Patient's Total Nightly Dose is: 
	If A Patient's Total Nightly Dose is: 
	If A Patient's Total Nightly Dose is: 
	Take at Bedtime: 
	Take 2.5 to 4 Hours Later: 

	4.5 g per night 
	4.5 g per night 
	2.25 g 
	2.25 g 

	6 g per night 
	6 g per night 
	3 g 
	3 g 

	7.5 g per night 
	7.5 g per night 
	3.75 g 
	3.75 g 

	9 g per night 
	9 g per night 
	4.5 g 
	4.5 g 



	2.2 Important Administration Instructions 
	2.2 Important Administration Instructions 
	Take the first dose of sodium oxybate at least 2 hours after eating because food significantly reduces the bioavailability of sodium oxybate. 
	Prepare both doses of sodium oxybate prior to bedtime. Prior to ingestion, each dose of sodium oxybate should be diluted with approximately ¼ cup (approximately 60 mL) of water in the empty dosing cups provided with your prescription. Patients should take both doses of sodium oxybate while in bed and lie down immediately after dosing as sodium oxybate may cause them to fall asleep abruptly without first feeling drowsy. Patients will often fall asleep within 5 minutes of taking sodium oxybate, and will usual

	2.3 Dose Modification in Patients with Hepatic Impairment 
	2.3 Dose Modification in Patients with Hepatic Impairment 
	The recommended starting dose in patients with hepatic impairment is 2.25 g per night administered orally in two equal, divided doses: approximately 1.13 g at bedtime and approximately 1.13 g taken 2.5 to 4 hours later [see Use in Specific Populations (); Clinical Pharmacology ()]. 
	8.6
	12.3


	2.4 Dose Adjustment with Co-Administration of Divalproex Sodium 
	2.4 Dose Adjustment with Co-Administration of Divalproex Sodium 
	Pharmacokinetic and pharmacodynamic interactions have been observed when sodium oxybate is co-administered with divalproex sodium. For patients already stabilized on sodium oxybate, it is recommended that addition of divalproex sodium should be accompanied by an initial reduction in the nightly dose of sodium oxybate by at least 20%. For patients already taking divalproex sodium, it is recommended that prescribers use a lower starting sodium oxybate dose when introducing sodium oxybate oral solution. Prescr
	7.2
	12.3

	3 DOSAGE FORMS AND STRENGTHS 
	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution, in a concentration of 0.5 g per mL. 
	4 CONTRAINDICATIONS 
	Sodium Oxybate Oral Solution is contraindicated in patients being treated with sedative hypnotic agents. 
	Patients should not drink alcohol when using Sodium Oxybate Oral Solution. 
	Sodium Oxybate Oral Solution is contraindicated in patients with succinic semialdehyde dehydrogenase deficiency. This is a rare disorder of inborn error of metabolism variably characterized by mental retardation, hypotonia, and ataxia. 
	5 WARNINGS AND PRECAUTIONS 
	5 WARNINGS AND PRECAUTIONS 
	5.1 Central Nervous System Depression 
	5.1 Central Nervous System Depression 
	Sodium oxybate is a central nervous system (CNS) depressant. Alcohol and sedative hypnotics are contraindicated in patients who are using sodium oxybate. The concurrent use of sodium oxybate with other CNS depressants, including but not limited to opioid analgesics, benzodiazepines, sedating antidepressants or antipsychotics, sedating anti-epileptic drugs, general anesthetics, muscle relaxants, and/or illicit CNS depressants, may increase the risk of respiratory depression, hypotension, profound sedation, s
	Healthcare providers should caution patients about operating hazardous machinery, including automobiles or airplanes, until they are reasonably certain that sodium oxybate does not affect them adversely (e.g., impair judgment, thinking, or motor skills). Patients should not engage in hazardous occupations or activities requiring complete mental alertness or motor coordination, such as operating machinery or a motor vehicle or flying an airplane, for at least 6 hours after taking the second nightly dose of s
	5.3


	5.2 Abuse and Misuse 
	5.2 Abuse and Misuse 
	Sodium Oxybate Oral Solution is a Schedule III controlled substance. The active ingredient of Sodium Oxybate Oral Solution, sodium oxybate or gamma-hydroxybutyrate (GHB), is a Schedule I controlled substance. Abuse of illicit GHB, either alone or in combination with other CNS depressants, is associated with CNS adverse reactions, including seizure, respiratory depression, decreases in the level of consciousness, coma, and death. The rapid onset of sedation, coupled with the amnestic features of sodium oxyba
	5.3
	9.2


	5.3 Sodium Oxybate REMS Program 
	5.3 Sodium Oxybate REMS Program 
	Because of the risks of central nervous system depression and abuse/misuse, sodium oxybate is available only through the Sodium Oxybate REMS Program. 
	Required components of the Sodium Oxybate REMS Program are: 
	•. 
	•. 
	•. 
	Use of certified pharmacies. 

	•. 
	•. 
	Healthcare providers who prescribe sodium oxybate must complete the enrollment forms and comply with the requirements. 

	•. 
	•. 
	Pharmacists, wholesalers and distributors must complete the enrollment forms and comply with the requirements. 

	•. 
	•. 
	To receive Sodium Oxybate Oral Solution, patients must understand the risks and benefits of sodium oxybate.  


	Further information is available by calling 1-800-XXX-XXXX. 

	5.4 Respiratory Depression and Sleep-Disordered Breathing 
	5.4 Respiratory Depression and Sleep-Disordered Breathing 
	Sodium oxybate may impair respiratory drive, especially in patients with compromised respiratory function. In overdoses, life-threatening respiratory depression has been reported [see Overdosage ()]. 
	10

	In a study assessing the respiratory-depressant effects of sodium oxybate at doses up to 9 g per night in 21 patients with narcolepsy, no dose-related changes in oxygen saturation were demonstrated in the group as a whole. One of the four 
	In a study assessing the respiratory-depressant effects of sodium oxybate at doses up to 9 g per night in 21 patients with narcolepsy, no dose-related changes in oxygen saturation were demonstrated in the group as a whole. One of the four 
	patients with preexisting, moderate-to-severe sleep apnea had significant worsening of the apnea/hypopnea index during treatment. 

	In a study assessing the effects of sodium oxybate 9 g per night in 50 patients with obstructive sleep apnea, sodium oxybate did not increase the severity of sleep-disordered breathing and did not adversely affect the average duration and severity of oxygen desaturation overall. However, there was a significant increase in the number of central apneas in 
	patients taking sodium oxybate, and clinically significant oxygen desaturation (≤55%) was measured in three patients 
	(6%) after sodium oxybate administration, with one patient withdrawing from the study and two continuing after single brief instances of desaturation. Prescribers should be aware that increased central apneas and clinically relevant desaturation events have been observed with sodium oxybate administration. 
	In clinical trials in 128 patients with narcolepsy, two subjects had profound CNS depression, which resolved after supportive respiratory intervention. Two other patients discontinued sodium oxybate because of severe difficulty breathing and an increase in obstructive sleep apnea. In two controlled trials assessing polysomnographic (PSG) measures in patients with narcolepsy, 40 of 477 patients were included with a baseline apnea/hypopnea index of 16 to 67 events per hour, indicative of mild to severe sleep-
	Prescribers should be aware that sleep-related breathing disorders tend to be more prevalent in obese patients and in postmenopausal women not on hormone replacement therapy as well as among patients with narcolepsy. 

	5.5 Depression and Suicidality 
	5.5 Depression and Suicidality 
	In clinical trials in patients with narcolepsy (n=781), there were two suicides and two attempted suicides in sodium oxybate-treated patients, including three patients with a previous history of depressive psychiatric disorder. Of the two suicides, one patient used sodium oxybate in conjunction with other drugs. Sodium oxybate was not involved in the second suicide. Adverse reactions of depression were reported by 7% of 781 sodium oxybate-treated patients, with four patients (<1%) discontinuing because of d
	In a controlled trial, with patients randomized to fixed doses of 3 g, 6 g, or 9 g per night sodium oxybate or placebo, there was a single event of depression at the 3 g per night dose. In another controlled trial, with patients titrated from an initial 
	4.5 g per night starting dose, the incidences of depression were 1 (1.7%), 1 (1.5%), 2 (3.2%), and 2 (3.6%) for the placebo, 4.5 g, 6 g, and 9 g per night doses, respectively. 
	The emergence of depression in patients treated with sodium oxybate requires careful and immediate evaluation. Patients with a previous history of a depressive illness and/or suicide attempt should be monitored carefully for the emergence of depressive symptoms while taking sodium oxybate. 

	5.6 Other Behavioral or Psychiatric Adverse Reactions 
	5.6 Other Behavioral or Psychiatric Adverse Reactions 
	During clinical trials in narcolepsy, 3% of 781 patients treated with sodium oxybate experienced confusion, with incidence generally increasing with dose. 
	Less than 1% of patients discontinued the drug because of confusion. Confusion was reported at all recommended doses from 6 g to 9 g per night. In a controlled trial where patients were randomized to fixed total daily doses of 3 g, 6 g, or 9 g per night or placebo, a dose-response relationship for confusion was demonstrated, with 17% of patients at 9 g per night experiencing confusion. In all cases in that controlled trial, the confusion resolved soon after termination of treatment. In Trial 3 where sodium 
	Anxiety occurred in 5.8% of the 874 patients receiving sodium oxybate in clinical trials in another population. The emergence of or increase in anxiety in patients taking sodium oxybate should be carefully monitored. 
	Other neuropsychiatric reactions reported in sodium oxybate clinical trials included hallucinations, paranoia, psychosis, and agitation. The emergence of thought disorders and/or behavior abnormalities requires careful and immediate evaluation. 

	5.7 Parasomnias 
	5.7 Parasomnias 
	Sleepwalking, defined as confused behavior occurring at night and at times associated with wandering, was reported in 6% of 781 patients with narcolepsy treated with sodium oxybate in controlled and long-term open-label studies, with <1% of patients discontinuing due to sleepwalking. Rates of sleepwalking were similar for patients taking placebo and patients taking sodium oxybate in controlled trials. It is unclear if some or all of the reported sleepwalking episodes correspond to true somnambulism, which i
	Parasomnias including sleepwalking have been reported in postmarketing experience with sodium oxybate. Therefore, episodes of sleepwalking should be fully evaluated and appropriate interventions considered. 

	5.8 Use in Patients Sensitive to High Sodium Intake 
	5.8 Use in Patients Sensitive to High Sodium Intake 
	Sodium oxybate has a high salt content. In patients sensitive to salt intake (e.g., those with heart failure, hypertension, or renal impairment) consider the amount of daily sodium intake in each dose of sodium oxybate. Table 2 provides the approximate sodium content per sodium oxybate oral solution dose. 
	Table 2: Approximate Sodium Content per Total Nightly Dose of Sodium Oxybate (g = grams) 
	Sodium Oxybate Dose 
	Sodium Oxybate Dose 
	Sodium Oxybate Dose 
	Sodium Content/Total Nightly Exposure 

	3 g per night 
	3 g per night 
	550 mg 

	4.5 g per night 
	4.5 g per night 
	820 mg 

	6 g per night 
	6 g per night 
	1100 mg 

	7.5 g per night 
	7.5 g per night 
	1400 mg 

	9 g per night 
	9 g per night 
	1640 mg 




	6 ADVERSE REACTIONS 
	6 ADVERSE REACTIONS 
	The following adverse reactions appear in other sections of the labeling: 
	• 
	• 
	• 
	CNS depression [see Warnings and Precautions ()] 
	5.1


	• 
	• 
	Abuse and Misuse [see Warnings and Precautions ()] 
	5.2


	• 
	• 
	Respiratory Depression and Sleep-Disordered Breathing [see Warnings and Precautions ()] 
	5.4


	• 
	• 
	Depression and Suicidality [see Warnings and Precautions ()] 
	5.5


	• 
	• 
	Other Behavioral or Psychiatric Adverse Reactions [see Warnings and Precautions ()] 
	5.6


	• 
	• 
	Parasomnias [see Warnings and Precautions ()] 
	5.7


	• 
	• 
	Use in Patients Sensitive to High Sodium Intake [see Warnings and Precautions ()] 
	5.8



	6.1 Clinical Trials Experience 
	6.1 Clinical Trials Experience 
	Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in clinical practice. 
	Sodium oxybate was studied in three placebo-controlled clinical trials (Trials N1, N3, and N4, described in Sections 14.1 and 14.2) in 611 patients with narcolepsy (398 subjects treated with sodium oxybate, and 213 with placebo). A total of 781 patients with narcolepsy were treated with sodium oxybate in controlled and uncontrolled clinical trials. 
	Section 6.1 and Table 3 presents adverse reactions from three pooled, controlled trials (N1, N3, N4,) in patients with narcolepsy. 
	Adverse Reactions Leading to Treatment Discontinuation 
	Of the 398 sodium oxybate-treated patients with narcolepsy, 10.3% of patients discontinued because of adverse reactions compared with 2.8% of patients receiving placebo. The most common adverse reaction leading to discontinuation was nausea (2.8%). The majority of adverse reactions leading to discontinuation began during the first few weeks of treatment. 
	Commonly Observed Adverse Reactions in Controlled Clinical Trials 
	The most common adverse reactions (incidence ≥5% and twice the rate seen with placebo) in sodium oxybate-treated patients were nausea, dizziness, vomiting, somnolence, enuresis, and tremor. 
	Adverse Reactions Occurring at an Incidence of 2% or Greater 
	Table 3 lists adverse reactions that occurred at a frequency of 2% or more in any treatment group for three controlled trials and were more frequent in any sodium oxybate treatment group than with placebo. Adverse reactions are summarized by dose at onset. Nearly all patients in these studies initiated treatment at 4.5 g per night. In patients who remained on treatment, adverse reactions tended to occur early and to diminish over time. 
	Table 3: Adverse Reactions Occurring in ≥2% of Patients and More Frequently with Sodium Oxybate 
	than Placebo in Three Controlled Trials (N1, N3, N4) by Body System and Dose at Onset 
	System Organ Class/MedDRA Preferred Term 
	System Organ Class/MedDRA Preferred Term 
	System Organ Class/MedDRA Preferred Term 
	Placebo (n=213) % 
	Sodium Oxybate 4.5 g (n=185) % 
	Sodium Oxybate 6 g (n=258) % 
	Sodium Oxybate 9 g (n=178) % 

	ANY ADVERSE REACTION 
	ANY ADVERSE REACTION 
	62 
	45 
	55 
	70 

	Gastrointestinal Disorders 
	Gastrointestinal Disorders 

	Nausea 
	Nausea 
	3 
	8 
	13 
	20 

	Vomiting 
	Vomiting 
	1 
	2 
	4 
	11 

	Diarrhea 
	Diarrhea 
	2 
	4 
	3 
	4 

	Abdominal Pain Upper 
	Abdominal Pain Upper 
	2 
	3 
	1 
	2 

	Dry Mouth 
	Dry Mouth 
	2 
	1 
	2 
	1 

	General Disorders and Administrative Site Conditions 
	General Disorders and Administrative Site Conditions 

	Pain 
	Pain 
	1 
	1 
	<1 
	3 

	Feeling Drunk 
	Feeling Drunk 
	1 
	0 
	<1 
	3 

	Edema Peripheral 
	Edema Peripheral 
	1 
	3 
	0 
	0 

	Musculoskeletal and Connective Tissue Disorders 
	Musculoskeletal and Connective Tissue Disorders 

	Pain in Extremity 
	Pain in Extremity 
	1 
	3 
	1 
	1 

	Cataplexy 
	Cataplexy 
	1 
	1 
	1 
	2 

	Muscle Spasms 
	Muscle Spasms 
	2 
	2 
	<1 
	2 

	Nervous System Disorders 
	Nervous System Disorders 

	Dizziness 
	Dizziness 
	4 
	9 
	11 
	15 

	Somnolence 
	Somnolence 
	4 
	1 
	3 
	8 

	Tremor 
	Tremor 
	0 
	0 
	2 
	5 

	Paresthesia 
	Paresthesia 
	1 
	2 
	1 
	3 

	Disturbance in Attention 
	Disturbance in Attention 
	0 
	1 
	0 
	4 

	Sleep Paralysis 
	Sleep Paralysis 
	1 
	0 
	1 
	3 

	Psychiatric Disorders 
	Psychiatric Disorders 

	Disorientation 
	Disorientation 
	1 
	1 
	2 
	3 


	Anxiety 
	Anxiety 
	Anxiety 
	1 
	1 
	1 
	2 

	Irritability 
	Irritability 
	1 
	0 
	<1 
	3 

	Sleep Walking 
	Sleep Walking 
	0 
	0 
	0 
	3 

	Renal and Urinary Disorders 
	Renal and Urinary Disorders 

	Enuresis 
	Enuresis 
	1 
	3 
	3 
	7 

	Skin and Subcutaneous Tissue Disorders 
	Skin and Subcutaneous Tissue Disorders 

	Hyperhidrosis 
	Hyperhidrosis 
	0 
	1 
	1 
	3 


	Dose-Response Information 
	In clinical trials in narcolepsy, a dose-response relationship was observed for nausea, vomiting, paresthesia, disorientation, irritability, disturbance in attention, feeling drunk, sleepwalking, and enuresis. The incidence of all these reactions was notably higher at 9 g per night.  
	In controlled trials in narcolepsy, discontinuations of treatment due to adverse reactions were greater at higher doses of sodium oxybate. 

	6.2 Postmarketing Experience 
	6.2 Postmarketing Experience 
	The following additional adverse reactions that have a likely causal relationship to sodium oxybate exposure have been identified during postmarketing use of sodium oxybate. These adverse reactions include: arthralgia, decreased appetite, fall, fluid retention, hangover, headache, hypersensitivity, hypertension, memory impairment, panic attack, vision blurred, and weight decreased. Because these reactions are reported voluntarily, it is not always possible to reliably estimate their frequency. 


	7 DRUG INTERACTIONS 
	7 DRUG INTERACTIONS 
	7.1 Alcohol, Sedative Hypnotics, and CNS Depressants 
	7.1 Alcohol, Sedative Hypnotics, and CNS Depressants 
	Sodium oxybate should not be used in combination with alcohol or sedative hypnotics. Use of other CNS depressants may potentiate the CNS-depressant effects of sodium oxybate. 

	7.2 Divalproex Sodium 
	7.2 Divalproex Sodium 
	Concomitant use of sodium oxybate with divalproex sodium resulted in a 25% mean increase in systemic exposure to sodium oxybate (AUC ratio range of 0.8 to 1.7) and in a greater impairment on some tests of attention and working memory. An initial sodium oxybate dose reduction of at least 20% is recommended if divalproex sodium is prescribed to patients already taking sodium oxybate [see Dosage and Administration (); Clinical Pharmacology ()]. Prescribers are advised to monitor patient response closely and ad
	2.4
	12.3

	8 USE IN SPECIFIC POPULATIONS 
	8.1 Pregnancy 
	8.1 Pregnancy 
	Pregnancy Category C 
	There are no adequate and well-controlled studies in pregnant women. Sodium oxybate should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Oral administration of sodium oxybate to pregnant rats (150, 350, or 1,000 mg/kg/day) or rabbits (300, 600, or 1,200 mg/kg/day) throughout organogenesis produced no clear evidence of developmental toxicity. The highest doses tested in rats and rabbits were approximately 1 and 3 times, respectively, the maximum recommended
	2

	Oral administration of sodium oxybate (150, 350, or 1,000 mg/kg/day) to rats throughout pregnancy and lactation resulted in increased stillbirths and decreased offspring postnatal viability and body weight gain at the highest dose tested. The no-effect dose for pre- and postnatal developmental toxicity in rats is less than the MRHD on a mg/mbasis. 
	2 


	8.2 Labor and Delivery 
	8.2 Labor and Delivery 
	Sodium oxybate has not been studied in labor or delivery. In obstetric anesthesia using an injectable formulation of sodium oxybate, newborns had stable cardiovascular and respiratory measures but were very sleepy, causing a slight decrease in Apgar scores. There was a fall in the rate of uterine contractions 20 minutes after injection. Placental transfer is rapid, but umbilical vein levels of sodium oxybate were no more than 25% of the maternal concentration. No sodium oxybate was detected in the infant’s 

	8.3 Nursing Mothers 
	8.3 Nursing Mothers 
	It is not known whether sodium oxybate is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when sodium oxybate is administered to a nursing woman. 

	8.4 Pediatric Use 
	8.4 Pediatric Use 
	Safety and effectiveness in pediatric patients have not been established. 

	8.5 Geriatric Use 
	8.5 Geriatric Use 
	Clinical studies of sodium oxybate in patients with narcolepsy did not include sufficient numbers of subjects age 65 years and older to determine whether they respond differently from younger subjects. In controlled trials in another population, 39 (5%) of 874 patients were 65 years or older. Discontinuations of treatment due to adverse reactions were increased in the elderly compared to younger adults (20.5% v. 18.9%). Frequency of headaches was markedly increased in the elderly (38.5% v. 18.9%). The most 

	8.6 Hepatic Impairment 
	8.6 Hepatic Impairment 
	The starting dose of sodium oxybate should be reduced by one-half in patients with liver impairment [see Dosage and Administration (; Clinical Pharmacology ()]. 
	2.3)
	12.3

	9 DRUG ABUSE AND DEPENDENCE 
	9 DRUG ABUSE AND DEPENDENCE 
	9.1 Controlled Substance 
	9.1 Controlled Substance 
	Sodium Oxybate Oral Solution is a Schedule III controlled substance under the Federal Controlled Substances Act. Non-medical use of sodium oxybate could lead to penalties assessed under the higher Schedule I controls. 

	9.2 Abuse 
	9.2 Abuse 
	Sodium oxybate, the sodium salt of GHB, produces dose-dependent central nervous system effects, including hypnotic and positive subjective reinforcing effects. The onset of effect is rapid, enhancing its potential for abuse or misuse. 
	The rapid onset of sedation, coupled with the amnestic features of sodium oxybate, particularly when combined with alcohol, has proven to be dangerous for the voluntary and involuntary user (e.g., assault victim).  
	Illicit GHB is abused in social settings primarily by young adults. Some of the doses estimated to be abused are in a similar dosage range to that used for treatment of patients with cataplexy. GHB has some commonalities with ethanol over a limited dose range, and some cross tolerance with ethanol has been reported as well. Cases of severe dependence and 
	Illicit GHB is abused in social settings primarily by young adults. Some of the doses estimated to be abused are in a similar dosage range to that used for treatment of patients with cataplexy. GHB has some commonalities with ethanol over a limited dose range, and some cross tolerance with ethanol has been reported as well. Cases of severe dependence and 
	craving for GHB have been reported when the drug is taken around the clock. Patterns of abuse indicative of dependence include: 1) the use of increasingly large doses, 2) increased frequency of use, and 3) continued use despite adverse consequences. 

	Because illicit use and abuse of GHB have been reported, physicians should carefully evaluate patients for a history of drug abuse and follow such patients closely, observing them for signs of misuse or abuse of GHB (e.g. increase in size or frequency of dosing, drug-seeking behavior, feigned cataplexy). Dispose of sodium oxybate according to state and federal regulations. It is safe to dispose of sodium oxybate down the sanitary sewer. 
	9.3 Dependence 
	There have been case reports of withdrawal, ranging from mild to severe, following discontinuation of illicit use of GHB at frequent repeated doses (18 g to 250 g per day) in excess of the therapeutic dose range. Signs and symptoms of GHB withdrawal following abrupt discontinuation included insomnia, restlessness, anxiety, psychosis, lethargy, nausea, tremor, sweating, muscle cramps, tachycardia, headache, dizziness, rebound fatigue and sleepiness, confusion, and, particularly in the case of severe withdraw
	Tolerance 
	Tolerance to sodium oxybate has not been systematically studied in controlled clinical trials. There have been some case reports of symptoms of tolerance developing after illicit use at dosages far in excess of the recommended sodium oxybate dosage regimen. Clinical studies of sodium oxybate in the treatment of alcohol withdrawal suggest a potential cross-tolerance with alcohol. The safety and effectiveness of sodium oxybate in the treatment of alcohol withdrawal have not been established. 
	10 OVERDOSAGE 
	10.1 Human Experience 
	Information regarding overdose with sodium oxybate is derived largely from reports in the medical literature that describe symptoms and signs in individuals who have ingested GHB illicitly. In these circumstances the co-ingestion of other drugs and alcohol was common, and may have influenced the presentation and severity of clinical manifestations of overdose. 
	In clinical trials two cases of overdose with sodium oxybate were reported. In the first case, an estimated dose of 150 g, more than 15 times the maximum recommended dose, caused a patient to be unresponsive with brief periods of apnea and to be incontinent of urine and feces. This individual recovered without sequelae. In the second case, death was reported following a multiple drug overdose consisting of sodium oxybate and numerous other drugs. 
	10.2 Signs and Symptoms 
	Information about signs and symptoms associated with overdosage with sodium oxybate derives from reports of its illicit use. Patient presentation following overdose is influenced by the dose ingested, the time since ingestion, the co-ingestion of other drugs and alcohol, and the fed or fasted state. Patients have exhibited varying degrees of depressed consciousness that may fluctuate rapidly between a confusional, agitated combative state with ataxia and coma. Emesis (even when obtunded), diaphoresis, heada
	Respiration may be unaffected or compromised in rate and depth. Cheyne-Stokes respiration and apnea have been observed. Bradycardia and hypothermia may accompany unconsciousness, as well as muscular hypotonia, but tendon reflexes remain intact. 
	10.3 Recommended Treatment of Overdose 
	General symptomatic and supportive care should be instituted immediately, and gastric decontamination may be considered if co-ingestants are suspected. Because emesis may occur in the presence of obtundation, appropriate posture (left lateral recumbent position) and protection of the airway by intubation may be warranted. Although the gag reflex may be absent in deeply comatose patients, even unconscious patients may become combative to intubation, and rapid-sequence induction (without the use of sedative) 
	10.4 Poison Control Center 
	As with the management of all cases of drug overdosage, the possibility of multiple drug ingestion should be considered. The healthcare provider is encouraged to collect urine and blood samples for routine toxicologic screening, and to consult with a regional poison control center (1–800–222–1222) for current treatment recommendations. 
	11 DESCRIPTION 
	Sodium oxybate, a CNS depressant, is the active ingredient in Sodium Oxybate Oral Solution. The chemical name for 4H7NaO3, and the molecular weight is 126.09 g/mole. The chemical structure is: 
	sodium oxybate is sodium 4-hydroxybutyrate. The molecular formula is C

	Figure
	Sodium oxybate is a white to off-white, crystalline powder that is very soluble in aqueous solutions. Each mL of Sodium Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP. 
	12 CLINICAL PHARMACOLOGY 
	12.1 Mechanism of Action 
	Sodium oxybate is a CNS depressant. The mechanism of action of sodium oxybate in the treatment of narcolepsy is unknown. Sodium oxybate is the sodium salt of gamma hydroxybutyrate, an endogenous compound and metabolite of the neurotransmitter GABA. It is hypothesized that the therapeutic effects of sodium oxybate on cataplexy and excessive B actions at noradrenergic and dopaminergic neurons, as well as at thalamocortical neurons. 
	daytime sleepiness are mediated through GABA

	12.3 Pharmacokinetics 
	12.3 Pharmacokinetics 
	Pharmacokinetics of sodium oxybate are nonlinear and are similar following single or repeat dosing. 
	Absorption 
	Following oral administration, sodium oxybate is absorbed rapidly across the clinical dose range, with an absolute max) following administration of each of the two 
	bioavailability of about 88%. The average peak plasma concentrations (C

	2.25 g doses given under fasting conditions 4 hours apart were similar. The average time to peak plasma concentration 
	2.25 g doses given under fasting conditions 4 hours apart were similar. The average time to peak plasma concentration 
	2.25 g doses given under fasting conditions 4 hours apart were similar. The average time to peak plasma concentration 
	max) ranged from 0.5 to 1.25 hours. Following oral administration, the plasma levels of sodium oxybate increased more than dose-proportionally, with blood levels increasing 3.7-fold as total daily dose is doubled from 4.5 g to 9 g. Single doses greater than 4.5 g have not been studied. Administration of sodium oxybate immediately after a high-fat meal max increased from 0.75 hr to 2 hr) and a reduction in Cmax by a mean of 59% and of systemic exposure (AUC) by 37%. 
	(T
	resulted in delayed absorption (average T


	Distribution 
	Sodium oxybate is a hydrophilic compound with an apparent volume of distribution averaging 190 mL/kg to 384 mL/kg. At sodium oxybate concentrations ranging from 3 mcg/mL to 300 mcg/mL, less than 1% is bound to plasma proteins. 
	Metabolism 
	Animal studies indicate that metabolism is the major elimination pathway for sodium oxybate, producing carbon dioxide and water via the tricarboxylic acid (Krebs) cycle and secondarily by beta-oxidation. The primary pathway involves a cytosolic NADP-linked enzyme, GHB dehydrogenase, that catalyzes the conversion of sodium oxybate to succinic semialdehyde, which is then biotransformed to succinic acid by the enzyme succinic semialdehyde dehydrogenase. Succinic acid enters the Krebs cycle where it is metaboli
	+

	Elimination 
	The clearance of sodium oxybate is almost entirely by biotransformation to carbon dioxide, which is then eliminated by expiration. On average, less than 5% of unchanged drug appears in human urine within 6 to 8 hours after dosing. Fecal excretion is negligible. Sodium oxybate has an elimination half-life of 0.5 to 1 hour. 
	Specific Populations 

	Geriatric 
	Geriatric 
	There is limited experience with sodium oxybate in the elderly. Results from a pharmacokinetic study (n=20) in another studied population indicate that the pharmacokinetic characteristics of sodium oxybate are consistent among younger (age 48 to 64 years) and older (age 65 to 75 years) adults. 
	Pediatric 
	The pharmacokinetics of sodium oxybate in patients younger than 18 years of age have not been studied. 

	Gender 
	Gender 
	In a study of 18 female and 18 male healthy adult volunteers, no gender differences were detected in the pharmacokinetics of sodium oxybate oral solution following a single oral dose of 4.5 g. 
	Race 
	There are insufficient data to evaluate any pharmacokinetic differences among races. 
	Renal Impairment 
	No pharmacokinetic study in patients with renal impairment has been conducted. 

	Hepatic Impairment 
	Hepatic Impairment 
	The pharmacokinetics of sodium oxybate in 16 cirrhotic patients, half without ascites (Child’s Class A) and half with ascites (Child’s Class C), were compared to the kinetics in 8 subjects with normal hepatic function after a single oral dose 
	The pharmacokinetics of sodium oxybate in 16 cirrhotic patients, half without ascites (Child’s Class A) and half with ascites (Child’s Class C), were compared to the kinetics in 8 subjects with normal hepatic function after a single oral dose 
	of 25 mg/kg. AUC values were double in the cirrhotic patients, with apparent oral clearance reduced from 9.1 mL/min/kg in healthy adults to 4.5 and 4.1 mL/min/kg in Class A and Class C patients, respectively. Elimination half-life was 1/2 of 59 and 32 minutes, respectively, versus 22 minutes). The starting dose of sodium oxybate should be reduced by one-half in patients with liver impairment 
	significantly longer in Class C and Class A patients than in control patients (mean t


	[see Dosage and Administration (); Use in Specific Populations ()]. 
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	Drug Interactions Studies 
	Drug Interactions Studies 
	Drug Interactions Studies 
	Studies in vitro with pooled human liver microsomes indicate that sodium oxybate does not significantly inhibit the activities of the human isoenzymes CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2E1, or CYP3A up to the concentration of 3 mM (378 mcg/mL), a level considerably higher than levels achieved with therapeutic doses. 
	Drug interaction studies in healthy adults (age 18 to 50 years) were conducted with sodium oxybate and divalproex sodium, diclofenac, and ibuprofen: 
	•. 
	•. 
	•. 
	Divalproex sodium: Co-administration of sodium oxybate (6 g per day as two equal doses of 3 grams dosed four hours apart) with divalproex sodium (valproic acid, 1250 mg per day) increased mean systemic exposure to max was comparable. Co-administration did not appear to affect the pharmacokinetics of valproic acid. A greater impairment on some tests of attention and working memory was observed with co-administration of both drugs than with either drug alone [see Drug Interactions (); Dosage and Administratio
	sodium oxybate as shown by AUC by approximately 25%, while C
	7.2
	2.4


	•. 
	•. 
	Diclofenac: Co-administration of sodium oxybate (6 g per day as two equal doses of 3 grams dosed four hours apart) with diclofenac (50 mg/dose twice per day) showed no significant differences in systemic exposure to sodium oxybate. Co-administration did not appear to affect the pharmacokinetics of diclofenac. 

	•. 
	•. 
	Ibuprofen: Co-administration of sodium oxybate (6 g per day as two equal doses of 3 grams dosed four hours apart) with ibuprofen (800 mg/dose four times per day also dosed four hours apart) resulted in comparable max and AUC values. Co-administration did not affect the pharmacokinetics of ibuprofen. 
	systemic exposure to sodium oxybate as shown by plasma C



	Drug interaction studies in healthy adults demonstrated no pharmacokinetic interactions between sodium oxybate and protriptyline hydrochloride, zolpidem tartrate, and modafinil. Also, there were no pharmacokinetic interactions with the alcohol dehydrogenase inhibitor fomepizole. However, pharmacodynamic interactions with these drugs cannot be ruled out. Alteration of gastric pH with omeprazole produced no significant change in the oxybate kinetics. In addition, drug interaction studies in healthy adults dem
	13 NONCLINICAL TOXICOLOGY 
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
	Carcinogenesis 
	Administration of sodium oxybate to rats at oral doses of up to 1,000 mg/kg/day for 83 (males) or 104 (females) weeks resulted in no increase in tumors. Plasma exposure (AUC) at the highest dose tested was 2 times that in humans at the maximum recommend human dose (MRHD) of 9 g per night. 
	The results of 2-year carcinogenicity studies in mouse and rat with gamma-butyrolactone, a compound that is metabolized to sodium oxybate in vivo, showed no clear evidence of carcinogenic activity. The plasma AUCs of sodium oxybate achieved at the highest doses tested in these studies were less than that in humans at the MRHD. 
	Mutagenesis 
	Sodium oxybate was negative in the in vitro bacterial gene mutation assay, an in vitro chromosomal aberration assay in mammalian cells, and in an in vivo rat micronucleus assay. 
	Impairment of Fertility 
	Oral administration of sodium oxybate (150, 350, or 1,000 mg/kg/day) to male and female rats prior to and throughout mating and continuing in females through early gestation resulted in no adverse effects on fertility. The highest dose tested is approximately equal to the MRHD on a mg/mbasis. 
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	14 CLINICAL STUDIES 
	14.1 Cataplexy in Narcolepsy 
	The effectiveness of sodium oxybate in the treatment of cataplexy was established in two randomized, double-blind, placebo-controlled, multicenter, parallel-group trials (Trials N1 and N2) in patients with narcolepsy (see Table 4). In Trials N1 and N2, 85% and 80% of patients, respectively, were also being treated with CNS stimulants. The high percentages of concomitant stimulant use make it impossible to assess the efficacy and safety of sodium oxybate independent of stimulant use. In each trial, the treat
	Trial N1 enrolled 136 narcoleptic patients with moderate to severe cataplexy (median of 21 cataplexy attacks per week) at baseline. Prior to randomization, medications with possible effects on cataplexy were withdrawn, but stimulants were continued at stable doses. Patients were randomized to receive placebo, sodium oxybate 3 g per night, sodium oxybate 6 g per night, or sodium oxybate 9 g per night. 
	Trial N2 was a randomized withdrawal trial with 55 narcoleptic patients who had been taking open-label sodium oxybate for 7 to 44 months prior to study entry. To be included, patients were required to have a history of at least 5 cataplexy attacks per week prior to any treatment for cataplexy. Patients were randomized to continued treatment with sodium oxybate at their stable dose (ranging from 3 g to 9 g per night) or to placebo for 2 weeks. Trial N2 was designed specifically to evaluate the continued effi
	The primary efficacy measure in Trials N1 and N2 was the frequency of cataplexy attacks. 
	Table 4: Median Number of Cataplexy Attacks in Trials N1 and N2 
	Trial/Dosage Group 
	Trial/Dosage Group 
	Trial/Dosage Group 
	Baseline 
	Median Change From Baseline 
	Comparison to Placebo (p-value) 

	Trial N1 (Prospective, Randomized, Parallel Group Trial) 
	Trial N1 (Prospective, Randomized, Parallel Group Trial) 

	TR
	(median attacks/week) 

	Placebo (n=33) 
	Placebo (n=33) 
	20.5 
	-4 
	-

	Sodium oxybate 6 g per night (n=31) 
	Sodium oxybate 6 g per night (n=31) 
	23.0 
	-10 
	0.0451 

	Sodium oxybate 9 g per night (n=33) 
	Sodium oxybate 9 g per night (n=33) 
	23.5 
	-16 
	0.0016 

	Trial N2 (Randomized Withdrawal Trial) 
	Trial N2 (Randomized Withdrawal Trial) 

	TR
	(median attacks/2 weeks) 

	Placebo (n=29) 
	Placebo (n=29) 
	4.0 
	21 
	-

	Sodium oxybate (n=26) 
	Sodium oxybate (n=26) 
	1.9 
	0 
	<0.001 


	In Trial N1, both the 6 g and 9 g per night sodium oxybate doses resulted in statistically significant reductions in the frequency of cataplexy attacks. The 3 g per night dose had little effect. In Trial N2, patients randomized to placebo after discontinuing long-term open-label sodium oxybate therapy experienced a significant increase in cataplexy attacks (p<0.001), providing evidence of long-term efficacy of sodium oxybate. In Trial N2, the response was numerically similar for patients treated with doses 
	14.2 Excessive Daytime Sleepiness in Narcolepsy 
	The effectiveness of sodium oxybate in the treatment of excessive daytime sleepiness in patients with narcolepsy was established in two randomized, double-blind, placebo-controlled trials (Trials N3 and N4) (see Tables 5 to 7). Seventy-eight percent of patients in Trial N3 were also being treated with CNS stimulants. 
	Trial N3 was a multicenter randomized, double-blind, placebo-controlled, parallel-group trial that evaluated 228 patients with moderate to severe symptoms at entry into the study including a median Epworth Sleepiness Scale (see below) score of 18, and a Maintenance of Wakefulness Test (see below) score of 8.3 minutes. Patients were randomized to one of 4 treatment groups: placebo, sodium oxybate 4.5 g per night, sodium oxybate 6 g per night, or sodium oxybate 9 g per night. The period of double-blind treatm
	The primary efficacy measures in Trial N3 were the Epworth Sleepiness Scale and the Clinical Global Impression of Change. The Epworth Sleepiness Scale is intended to evaluate the extent of sleepiness in everyday situations by asking the patient a series of questions. In these questions, patients were asked to rate their chances of dozing during each of 8 activities on a scale from 0-3 (0=never; 1=slight; 2=moderate; 3=high). Higher total scores indicate a greater tendency to sleepiness. The Clinical Global 
	In Trial N3, statistically significant improvements were seen on the Epworth Sleepiness Scale score at Week 8 and on the Clinical Global Impression of Change score at Week 8 with the 6 g and 9 g per night doses of sodium oxybate compared to the placebo group. 
	Table 5: Change From Baseline in Daytime Sleepiness Score (Epworth Sleepiness Scale) at Week 8 inTrial N3 (Range 0 to 24) 
	Treatment Group 
	Treatment Group 
	Treatment Group 
	Baseline 
	Week 8 
	Median Change From Baseline at Week 8 
	p-value 

	Placebo (n=59) 
	Placebo (n=59) 
	17.5 
	17.0 
	-0.5 
	-

	Sodium oxybate 6 g per night (n=58) 
	Sodium oxybate 6 g per night (n=58) 
	19.0 
	16.0 
	-2.0 
	<0.001 

	Sodium oxybate 9 g per night (n=47) 
	Sodium oxybate 9 g per night (n=47) 
	19.0 
	12.0 
	-5.0 
	<0.001 


	Table 6: Proportion of Patients with a Very Much or Much Improved Clinical Global Impression ofChange in Daytime and Nighttime Symptoms in Trial N3 
	Treatment Group 
	Treatment Group 
	Treatment Group 
	Percentages of Responders (Very Much Improved or Much Improved) 
	Change From Baseline Significance Compared to Placebo (p-value) 

	Placebo (n=59) 
	Placebo (n=59) 
	22% 
	-

	Sodium oxybate 6 g per night (n=58) 
	Sodium oxybate 6 g per night (n=58) 
	52% 
	<0.001 

	Sodium oxybate 9 g per night (n=47) 
	Sodium oxybate 9 g per night (n=47) 
	64% 
	<0.001 


	Trial N4 was a multicenter randomized, double-blind, placebo-controlled, parallel-group trial that evaluated 222 patients with moderate to severe symptoms at entry into the study including a median Epworth Sleepiness Scale score of 15, and a Maintenance of Wakefulness Test (see below) score of 10.3 minutes. At entry, patients had to be taking modafinil at stable doses of 200 mg, 400 mg, or 600 mg daily for at least 1 month prior to randomization. The patients enrolled in the study were randomized to one of 
	The primary efficacy measure in Trial N4 was the Maintenance of Wakefulness Test. The Maintenance of Wakefulness Test measures latency to sleep onset (in minutes) averaged over 4 sessions at 2-hour intervals following nocturnal polysomnography. For each test session, the subject was asked to remain awake without using extraordinary measures. Each test session is terminated after 20 minutes if no sleep occurs, or after 10 minutes, if sleep occurs. The overall score is the mean sleep latency for the 4 session
	In Trial N4, a statistically significant improvement in the change in the Maintenance of Wakefulness Test score from baseline at Week 8 was seen in the sodium oxybate and sodium oxybate plus modafinil groups compared to the placebo group. 
	This trial was not designed to compare the effects of sodium oxybate to modafinil, because patients receiving modafinil were not titrated to a maximally effective dose. 
	Table 7: Change in Baseline in the Maintenance of Wakefulness Test Score (in minutes) at Week 8 in Trial N4 
	Treatment Group 
	Treatment Group 
	Treatment Group 
	Baseline 
	Week 8 
	Mean Change From Baseline at Week 8 
	p-value 

	Placebo (modafinil withdrawn) (n=55) 
	Placebo (modafinil withdrawn) (n=55) 
	9.7 
	6.9 
	-2.7 
	-

	Sodium oxybate (modafinil withdrawn) (n=50) 
	Sodium oxybate (modafinil withdrawn) (n=50) 
	11.3 
	12.0 
	0.6 
	<0.001 

	Sodium oxybate plus modafinil (n=54) 
	Sodium oxybate plus modafinil (n=54) 
	10.4 
	13.2 
	2.7 
	<0.001 


	16 HOW SUPPLIED/STORAGE AND HANDLING 
	16.1 How Supplied 
	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-bottle adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional insert. Two 75 mL dosing cups with child-resistant caps are included with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed 
	NDC 0054-0314-57: Each tamper evident single unit carton contains one 180 mL bottle (500 mg/mL) of Sodium Oxybate Oral Solution, one press-in-bottle adaptor and one oral dispensing syringe 
	16.2 Storage. Keep out of reach of children.. 
	Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP Controlled Room Temperature. 
	Solutions prepared following dilution should be consumed within 24 hours. 
	16.3 Handling and Disposal 
	Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances Act. Sodium oxybate should be handled according to state and federal regulations. It is safe to dispose of sodium oxybate down the sanitary sewer. 
	17 PATIENT COUNSELING INFORMATION 
	See FDA-approved patient labeling (Medication Guide). 
	Sodium Oxybate REMS Program 
	•. 
	•. 
	•. 
	Inform patients that sodium oxybate is available only through the Sodium Oxybate REMS Program. 

	•. 
	•. 
	The contents of the sodium oxybate Medication Guide and educational materials are reviewed with every patient before initiating treatment with sodium oxybate. 

	•. 
	•. 
	Patients must read and understand the materials in the Sodium Oxybate REMS Program prior to initiating. treatment. Inform the patient that they should be seen by the prescriber frequently to review dose titration, .symptom response, and adverse reactions; a follow-up of every three months is recommended.. 

	•. 
	•. 
	Discuss safe and proper use of sodium oxybate and dosing information with patients prior to the initiation of treatment. Instruct patients to store sodium oxybate bottles and sodium oxybate doses in a secure place, out of the reach of children and pets. 


	Alcohol or Sedative Hypnotics 
	Advise patients not to drink alcohol or take other sedative hypnotics if they are taking sodium oxybate. 
	Sedation 
	Inform patients that after taking sodium oxybate they are likely to fall asleep quickly (often within 5 and usually within 15 minutes), but the time it takes to fall asleep can vary from night to night. The sudden onset of sleep, including in a standing position or while rising from bed, has led to falls complicated by injuries, in some cases requiring hospitalization. Instruct patients to remain in bed following ingestion of their first and second doses. Instruct patients not to take their second dose unti
	Food Effects on Sodium Oxybate 
	Inform patients to take the first dose at least 2 hours after eating. 
	Respiratory Depression 
	Inform patients that sodium oxybate can be associated with respiratory depression. 
	Operating Hazardous Machinery 
	Inform patients that until they are reasonably certain that sodium oxybate does not affect them adversely (e.g., impair judgment, thinking, or motor skills) they should not operate hazardous machinery, including automobiles or airplanes. 
	Suicidality 
	Instruct patients or families to contact a healthcare provider immediately if the patient develops depressed mood, markedly diminished interest or pleasure in usual activities, significant change in weight and/or appetite, psychomotor agitation or retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, or suicidal ideation. 
	Sleepwalking 
	Instruct patients and their families that sodium oxybate has been associated with sleepwalking and to contact their healthcare provider if this occurs. 
	Sodium Intake 
	Instruct patients who are sensitive to salt intake (e.g., those with heart failure, hypertension, or renal impairment) that sodium oxybate contains a significant amount of sodium and they should limit their sodium intake. 
	Medication Guide -Sodium Oxybate (soe’ dee um ox’ i bate) Oral Solution, CIII 
	Read this Medication Guide carefully before you start taking sodium oxybate and each time you get a refill. There may be new information. This information does not take the place of talking to your doctor about your medical condition or your treatment. 
	What is the most important information I should know about sodium oxybate? 
	Sodium oxybate can cause serious side effects including slow breathing or changes in your alertness. Do not drink alcohol or take medicines intended to make you fall asleep while you are taking sodium oxybate because they can make these side effects worse. Call your doctor right away if you have any of these serious side effects. 
	•. 
	•. 
	•. 
	•. 
	The active ingredient of Sodium Oxybate Oral Solution is a form of gamma-hydroxybutyrate (GHB). GHB is a chemical that has been abused and misused. Abuse and misuse of sodium oxybate can cause serious medical problems, including: 

	•. 
	•. 
	•. 
	seizures 

	•. 
	•. 
	trouble breathing 

	•. 
	•. 
	changes in alertness 

	•. 
	•. 
	coma 

	•. 
	•. 
	death 



	•. 
	•. 
	Do not drive a car, use heavy machinery, fly an airplane, or do anything that is dangerous or that requires you to be fully awake for at least 6 hours after you take sodium oxybate. You should not do those activities until you know how sodium oxybate affects you. 

	•. 
	•. 
	Sodium oxybate is available only by prescription and filled through the Sodium Oxybate REMS Program. Before you receive sodium oxybate, your doctor or pharmacist will make sure that you understand how to use sodium oxybate safely and effectively. If you have any questions about sodium oxybate, ask your doctor or call the Sodium Oxybate REMS Program at 1-800-XXX-XXXX. 


	What is sodium oxybate? 
	Sodium oxybate is a prescription medicine used to treat the following symptoms in people who fall asleep frequently during the day, often at unexpected times (narcolepsy): 
	•. 
	•. 
	•. 
	suddenly weak or paralyzed muscles when they feel strong emotions (cataplexy) 

	•. 
	•. 
	excessive daytime sleepiness (EDS) in people who have narcolepsy 


	It is not known if sodium oxybate is safe and effective in children. 
	Sodium Oxybate Oral Solution is a controlled substance (CIII) because it contains sodium oxybate that can be a target for people who abuse prescription medicines or street drugs. Keep your sodium oxybate in a safe place to protect it from theft. Never give your sodium oxybate to anyone else because it may cause death or harm them. Selling or giving away this medicine is against the law. 
	Who should not take sodium oxybate? 
	Do not take sodium oxybate if you: 
	•. 
	•. 
	•. 
	take other sleep medicines or sedatives (medicines that cause sleepiness) 

	•. 
	•. 
	drink alcohol 

	•. 
	•. 
	have a rare problem called succinic semialdehyde dehydrogenase deficiency 


	Before you take sodium oxybate, tell your doctor if you: 
	•. 
	•. 
	•. 
	have short periods of not breathing while you sleep (sleep apnea). 

	•. 
	•. 
	snore, have trouble breathing, or have lung problems. You may have a higher chance of having serious breathing problems when you take sodium oxybate. 

	•. 
	•. 
	have or had depression or have tried to harm yourself. You should be watched carefully for new symptoms of depression. 

	•. 
	•. 
	have liver problems. 

	•. 
	•. 
	are on a salt-restricted diet. Sodium oxybate contains a lot of sodium (salt) and may not be right for you. 

	•. 
	•. 
	have high blood pressure. 

	•. 
	•. 
	have heart failure. 

	•. 
	•. 
	have kidney problems. 

	•. 
	•. 
	are pregnant or plan to become pregnant. It is not known if sodium oxybate can harm your unborn baby. 

	•. 
	•. 
	are breastfeeding or plan to breastfeed. It is not known if sodium oxybate passes into your breast milk. You and your doctor should decide if you will take sodium oxybate or breastfeed. 


	Tell your doctor about all the medicines you take, including prescription and non-prescription medicines, vitamins, and herbal supplements. 
	Especially, tell your doctor if you take other medicines to help you sleep (sedatives). Do not take medicines that make you sleepy with sodium oxybate. 
	Know the medicines you take. Keep a list of them to show your doctor and pharmacist when you get a new medicine. 
	How should I take sodium oxybate? 
	•. 
	•. 
	•. 
	Read the Instructions for Use at the end of this Medication Guide for detailed instructions on how to take sodium oxybate. 

	•. 
	•. 
	Take sodium oxybate exactly as your doctor tells you to take it. 

	•. 
	•. 
	Never change your sodium oxybate dose without talking to your doctor. 

	•. 
	•. 
	Sodium oxybate can cause sleep very quickly. You should fall asleep soon. Some patients fall asleep within 5 minutes and most fall asleep within 15 minutes. Some patients take less time to fall asleep and some take more time. The time it takes you to fall asleep might be different from night to night. 

	•. 
	•. 
	Take your first sodium oxybate dose at bedtime while you are in bed. Take your second sodium oxybate dose 2.5 to 4 hours after you take your first sodium oxybate dose. You may want to set an alarm clock to make sure you wake up to take your second sodium oxybate dose. You should remain in bed after taking the first and second doses of sodium oxybate. 

	•. 
	•. 
	If you miss your second sodium oxybate dose, skip that dose and do not take sodium oxybate again until the next night. Never take 2 sodium oxybate doses at 1 time. 

	•. 
	•. 
	Wait at least 2 hours after eating before you take sodium oxybate. 

	•. 
	•. 
	You should see your doctor every 3 months for a check-up while taking sodium oxybate. Your doctor should check to see if sodium oxybate is helping to lessen your symptoms and if you feel any side effects while you take sodium oxybate. 


	• If you take too much sodium oxybate, call your doctor or go to the nearest hospital emergency room right away. .What are the possible side effects of sodium oxybate?. Sodium oxybate can cause serious side effects, including:. 
	•. 
	•. 
	•. 
	See “What is the most important information I should know about sodium oxybate?” 

	•. 
	•. 
	•. 
	Breathing problems, including: 

	•. 
	•. 
	•. 
	slower breathing 

	•. 
	•. 
	trouble breathing 

	•. 
	•. 
	short periods of not breathing while sleeping (sleep apnea). People who already have breathing or lung problems have a higher chance of having breathing problems when they use sodium oxybate. 



	•. 
	•. 
	•. 
	Mental health problems, including: 

	•. 
	•. 
	•. 
	confusion 

	•. 
	•. 
	seeing or hearing things that are not real (hallucinations) 

	•. 
	•. 
	unusual or disturbing thoughts (abnormal thinking) 

	•. 
	•. 
	feeling anxious or upset 

	•. 
	•. 
	depression 

	•. 
	•. 
	thoughts of killing yourself or trying to kill yourself 




	Call your doctor right away if you have symptoms of mental health problems. 
	•. Sleepwalking. Sleepwalking can cause injuries. Call your doctor if you start sleepwalking. Your doctor should check you. 
	The most common side effects of sodium oxybate include: 
	•. 
	•. 
	•. 
	nausea 

	•. 
	•. 
	dizziness 

	•. 
	•. 
	vomiting 

	•. 
	•. 
	bedwetting 

	•. 
	•. 
	diarrhea 


	Your side effects may increase when you take higher doses of sodium oxybate. Sodium oxybate can cause physical dependence and craving for the medicine when it is not taken as directed. 
	These are not all the possible side effects of sodium oxybate. For more information, ask your doctor or pharmacist. 
	Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088. 
	How should I store sodium oxybate? 
	•. 
	•. 
	•. 
	Always store sodium oxybate in the original bottle or in the dosing cups with child-resistant caps provided with your prescription. 

	•. 
	•. 
	Keep sodium oxybate in a safe place out of the reach of children and pets. 

	•. 
	•. 
	Get emergency medical help right away if a child drinks your sodium oxybate. 

	•. 
	•. 
	•. 
	Store sodium oxybate between 68°F to 77°F (20°C to 24°C). When you have finished using a sodium oxybate bottle: 

	•. 
	•. 
	•. 
	empty any unused sodium oxybate down the sink drain 

	•. 
	•. 
	cross out the label on the sodium oxybate bottle with a marker 

	•. 
	•. 
	place the empty sodium oxybate bottle in the trash 




	General information about the safe and effective use of sodium oxybate 
	Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use sodium oxybate for a condition for which it was not prescribed. Do not give sodium oxybate to other people, even if they have the same symptoms that you have. It may harm them. 
	This Medication Guide summarizes the most important information about sodium oxybate. If you would like more information, talk with your doctor. You can ask your pharmacist or doctor for information about sodium oxybate that is written for health professionals. 
	For more information, call the Sodium Oxybate REMS Program at 1-800-XXX-XXXX. 
	What are the ingredients in Sodium Oxybate Oral Solution? 
	Active Ingredients: sodium oxybate 
	Inactive Ingredients: purified water, USP 
	This Medication Guide has been approved by the U.S. Food and Drug Administration. 
	Instructions for Use -Sodium Oxybate (soe’ dee um ox’ i bate) Oral Solution, CIII 
	Read these Instructions for Use carefully before you start taking sodium oxybate and each time you get a refill. There may be new information. This information does not take the place of talking to your doctor about your medical condition or your treatment. 
	Note: 
	•. 
	•. 
	•. 
	You will need to split your prescribed sodium oxybate dose into 2 separate dosing cups for mixing. (provided with your prescription).. 

	•. 
	•. 
	You will need to mix sodium oxybate with water before you take your dose. 

	•. 
	•. 
	Take your dose within 24 hours after mixing sodium oxybate with water. If you do not take your dose within this time, you will need to throw the mixture away. 


	Supplies you will need for mixing and taking sodium oxybate: See Figure A. 
	•. 
	•. 
	•. 
	bottle of your sodium oxybate medicine 

	•. 
	•. 
	press-in-bottle adaptor with straw attached 

	•. 
	•. 
	syringe for drawing up your sodium oxybate dose 

	•. 
	•. 
	a measuring cup containing about 1/4 cup of water (not provided with your sodium oxybate prescription) 

	•. 
	•. 
	2 empty dosing cups with child-resistant caps 

	•. 
	•. 
	alarm clock by your bedside (not provided with your sodium oxybate prescription) 


	Figure
	Figure A Step 1. Take the sodium oxybate bottle, press-in-bottle adaptor, and syringe out of the box. Step 2. Remove the bottle cap from the sodium oxybate bottle by pushing down while turning the cap counterclockwise 
	(to the left). See Figure B. 
	Figure
	Figure B 
	Step 3. 
	•. 
	•. 
	•. 
	The press-in-bottle adaptor may already be put in place by the pharmacy. If it is not already in place, you will have to do it yourself. After removing the cap from the sodium oxybate bottle, set the bottle upright on a tabletop. 

	•. 
	•. 
	While holding the sodium oxybate bottle in its upright position, insert the press-in-bottle adaptor into the neck of the sodium oxybate bottle. See Figure C. 


	Figure
	Figure C 
	•. Tilt the straw toward the edge of the bottom of the bottle to be sure you can draw out your dose of the medicine. You only need to do this the first time you open the bottle. See Figure D. 
	Figure
	Figure D 
	•. 
	•. 
	•. 
	After you draw out your dose of the medicine, leave the adaptor in the bottle for all your future uses. See Figure 

	E. 
	E. 


	Figure
	Figure E Step 4. 
	•. 
	•. 
	•. 
	Take the syringe out of the plastic wrapper. Use only the syringe provided with your sodium oxybate prescription. 

	•. 
	•. 
	While holding the sodium oxybate bottle upright on the tabletop, insert the tip of the syringe into the opening on top of the sodium oxybate bottle and press down firmly. See Figure F. 


	Figure
	Figure F Step 5. 
	•. 
	•. 
	•. 
	Hold the bottle and syringe down with one hand, and draw up one-half (1/2) of your total prescribed nightly dose with the other hand by pulling up on the plunger. For example, if your total nightly dose of sodium oxybate is 4.5 grams a night, you will need to draw up 2 separate doses of 2.25 grams each, one for each dosing cup. See Figure 

	Note: The sodium oxybate medicine will not flow into the syringe unless you keep the bottle upright. 
	G. 


	Figure
	Figure G Step 6. 
	•. 
	•. 
	•. 
	After you draw up each separate sodium oxybate dose, remove the syringe from the opening of the sodium oxybate bottle. Put the tip into 1 of the empty dosing cups with child-resistant caps. 

	•. 
	•. 
	•. 
	Make sure the dosing cup is empty and does not contain any medicine from your previous night’s dose. 

	• Empty each separate sodium oxybate dose into 1 of the empty dosing cups by pushing down on the plunger. (See Figure H). 

	•. 
	•. 
	Using a measuring cup, pour about 1/4 cup of water into each dosing cup. Be careful to add only water to each dosing cup and not more sodium oxybate. All shipped bottles of sodium oxybate contain the concentrated medicine. Water for mixing the medicine is not provided in the shipment. 


	Figure
	Figure H Step 7. 
	•. Place the child-resistant caps provided on the filled dosing cups and turn each cap clockwise (to the right) until it clicks and locks into its child-resistant position. See Figure I. 
	Figure
	Figure I 
	•. 
	•. 
	•. 
	Put the cap back on the sodium oxybate bottle and store it in a safe and secure place. Store in a locked place if needed. Keep sodium oxybate out of the reach of children and pets. 

	•. 
	•. 
	Rinse the syringe out with water and squirt the liquid into the sink drain. 


	Step 8. 
	•. 
	•. 
	•. 
	At bedtime, and before you take your first sodium oxybate dose, put your second sodium oxybate dose in a safe place near your bed. 

	•. 
	•. 
	You may want to set an alarm clock to make sure you wake up to take the second dose. 

	•. 
	•. 
	When it is time to take your first sodium oxybate dose, remove the cap from the dosing cup by pressing down on the child-resistant locking tab and turning the cap counterclockwise (to the left). 

	•. 
	•. 
	Drink all of your first sodium oxybate dose at bedtime. Put the cap back on the first dosing cup before lying down to sleep. 

	•. 
	•. 
	You should fall asleep soon. Some patients fall asleep within 5 minutes and most fall asleep within 15 minutes. Some patients take less time to fall asleep, and some take more time. The time it takes you to fall asleep might be different from night to night. 


	Step 9. 
	•. 
	•. 
	•. 
	When you wake up 2.5 to 4 hours later, take the cap off the second dosing cup. 

	•. 
	•. 
	If you wake up before the alarm and it has been at least 2.5 hours since your first sodium oxybate dose, turn off your alarm and take your second sodium oxybate dose. 

	•. 
	•. 
	While sitting in bed, drink all of the second sodium oxybate dose and put the cap back on the second dosing cup before lying down to continue sleeping. 


	These Instructions for Use have been approved by the U.S. Food and Drug Administration. 
	Distr. By: 
	West-Ward Pharmaceuticals Corp. 
	Eatontown, NJ 07724 
	10006869/01 
	Revised July 2016 
	CENTER FOR DRUG EVALUATION AND .
	RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA202090. 
	REMS. 

	,QLWLDO 5(06 DSSURYDO. ....... 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) 
	Shared System REMS Program for Sodium Oxybate Oral Solution 
	I. GOAL: 
	7KH JRDO RI WKH 6RGLXP 2[\EDWH 5(06 3URJUDP LV WR PLWLJDWH WKH ULVNV RI VHULRXV DGYHUVH RXWFRPHV UHVXOWLQJ IURP LQDSSURSULDWH SUHVFULELQJ. PLVXVH. DEXVH. DQG GLYHUVLRQ RI VRGLXP R[\EDWH E\. 
	A. Informing prescribers, pharmacists, and patients of. .. 7KH ULVN RI VLJQLILFDQW &16 DQG UHVSLUDWRU\ GHSUHVVLRQ DVVRFLDWHG ZLWK VRGLXP 
	R[\EDWH .. 7KH FRQWUDLQGLFDWLRQ RI XVH RI VRGLXP R[\EDWH ZLWK VHGDWLYH K\SQRWLFV DQG DOFRKRO .. 7KH SRWHQWLDO IRU DEXVH. PLVXVH. DQG RYHUGRVH DVVRFLDWHG ZLWK VRGLXP R[\EDWH .. 7KH VDIH XVH. KDQGOLQJ. DQG VWRUDJH RI VRGLXP R[\EDWH 
	B. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium oxybate that. 
	... 6FUHHQ IRU FRQFRPLWDQW XVH RI VHGDWLYH K\SQRWLFV DQG RWKHU SRWHQWLDOO\ LQWHUDFWLQJ DJHQWV 
	... 0RQLWRU IRU LQDSSURSULDWH SUHVFULELQJ. PLVXVH. DEXVH. DQG GLYHUVLRQ RI VRGLXP R[\EDWH 
	... 1RWLI\ SUHVFULEHUV ZKHQ SDWLHQWV DUH UHFHLYLQJ FRQFRPLWDQW FRQWUDLQGLFDWHG PHGLFDWLRQV RU WKHUH DUH VLJQV RI SRWHQWLDO DEXVH. PLVXVH. RU GLYHUVLRQ 
	'HFHPEHU ..... .. 
	II. REMS ELEMENTS: 
	A. Medication Guide 
	$ 0HGLFDWLRQ *XLGH ZLOO EH GLVSHQVHG ZLWK HDFK VRGLXP R[\EDWH SUHVFULSWLRQ LQ DFFRUGDQFH ZLWK .. &)5 ...... 
	7KH VRGLXP R[\EDWH 0HGLFDWLRQ *XLGHV DUH SDUW RI WKH 5(06 DQG DUH DYDLODEOH RQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP ZHEVLWH 
	B. Elements to Assure Safe Use 
	1.. Healthcare Providers who prescribe sodium oxybate products are specially certified 
	D.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW KHDOWKFDUH SURYLGHUV ZKR SUHVFULEH VRGLXP R[\EDWH DUH VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. 
	E.. 7R EHFRPH VSHFLDOO\ FHUWLILHG WR SUHVFULEH VRGLXP R[\EDWH. HDFK SUHVFULEHU PXVW FRPSOHWH DQG VXEPLW WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP WKH Sodium Oxybate REMS Program Prescriber Enrollment Form. ZKLFK LQFOXGHV WKH SUHVFULEHU DJUHHLQJ WR. 
	L.. 5HYLHZ WKH 3UHVFULELQJ ,QIRUPDWLRQ .3,. DQG WKH Sodium Oxybate REMS Program Prescriber Brochure 
	LL.. 6FUHHQ HDFK SDWLHQW IRU ZKRP VRGLXP R[\EDWH LV SUHVFULEHG IRU. .. +LVWRU\ RI DOFRKRO RU VXEVWDQFH DEXVH .. +LVWRU\ RI VOHHS.UHODWHG EUHDWKLQJ GLVRUGHUV .. +LVWRU\ RI FRPSURPLVHG UHVSLUDWRU\ IXQFWLRQ .. &RQFRPLWDQW XVH RI VHGDWLYH K\SQRWLFV. RWKHU &16 GHSUHVVDQWV. RU 
	RWKHU SRWHQWLDOO\ LQWHUDFWLQJ DJHQWV .. +LVWRU\ RI GHSUHVVLRQ RU VXLFLGDOLW\ LLL. &RXQVHO HDFK SDWLHQW SULRU WR LQLWLDWLQJ WKHUDS\ UHJDUGLQJ WKH VHULRXV ULVNV DQG VDIH XVH. KDQGOLQJ. DQG VWRUDJH RI VRGLXP R[\EDWH 
	'HFHPEHU ..... .. 
	LY. (QUROO HDFK SDWLHQW LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP E\ FRPSOHWLQJ DQG VXEPLWWLQJ WKH Sodium Oxybate REMS Program Patient Enrollment Form WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	Y.. (YDOXDWH HDFK SDWLHQW ZLWKLQ WKH ILUVW . PRQWKV RI VWDUWLQJ VRGLXP R[\EDWH WKHUDS\. LQFOXGLQJ DQ HYDOXDWLRQ RI WKH IROORZLQJ. ,W LV UHFRPPHQGHG WKDW SDWLHQWV EH UH.HYDOXDWHG HYHU\ . PRQWKV WKHUHDIWHU ZKLOH RQ VRGLXP R[\EDWH WKHUDS\. 
	.. &RQFRPLWDQW XVH RI VHGDWLYH K\SQRWLFV. RWKHU &16 GHSUHVVDQWV. RU RWKHU SRWHQWLDOO\ LQWHUDFWLQJ DJHQWV .. 6HULRXV DGYHUVH HYHQWV .. 6LJQV RI DEXVH DQG PLVXVH. LQFOXGLQJ. D. $Q LQFUHDVH LQ GRVH RU IUHTXHQF\ RI GRVLQJ E. 5HSRUWV RI ORVW. VWROHQ. RU VSLOOHG PHGLFDWLRQ F. 'UXJ.VHHNLQJ EHKDYLRU 
	YL. 5HSRUW DOO SRWHQWLDO VHULRXV DGYHUVH HYHQWV. LQFOXGLQJ &16 GHSUHVVLRQ. UHVSLUDWRU\ GHSUHVVLRQ. ORVV RI FRQVFLRXVQHVV. FRPD. GHDWK. DQG DQ\ FDVHV RI DEXVH. PLVXVH. RU GLYHUVLRQ E\ FDOOLQJ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	E.. 7KH SUHVFULEHU ZLOO FRPSOHWH WKH Sodium Oxybate REMS Program Prescription Form IRU HDFK QHZ SUHVFULSWLRQ DQG VXEPLW WKH IRUP WR RQH RI WKH VSHFLDOO\ FHUWLILHG SKDUPDFLHV. %\ FRPSOHWLQJ DQG VLJQLQJ WKLV IRUP. WKH SUHVFULEHU DFNQRZOHGJHV. 
	L.. +DYLQJ DQ XQGHUVWDQGLQJ RI. 
	... 7KH DSSURYHG LQGLFDWLRQV RI VRGLXP R[\EDWH. D. 7UHDWPHQW RI FDWDSOH[\ LQ QDUFROHSV\ E. 7UHDWPHQW RI H[FHVVLYH GD\WLPH VOHHSLQHVV LQ QDUFROHSV\ 
	.. 7KH VHULRXV ULVNV DVVRFLDWHG ZLWK VRGLXP R[\EDWH .. 7KH 3UHVFULELQJ ,QIRUPDWLRQ .3,. DQG WKH Sodium Oxybate REMS Program Prescriber Brochure 
	'HFHPEHU ..... . 
	LL.. +DYLQJ VFUHHQHG WKH SDWLHQW IRU WKH IROORZLQJ. .. +LVWRU\ RI DOFRKRO RU VXEVWDQFH DEXVH .. +LVWRU\ RI VOHHS.UHODWHG EUHDWKLQJ GLVRUGHUV .. +LVWRU\ RI FRPSURPLVHG UHVSLUDWRU\ IXQFWLRQ .. &RQFRPLWDQW XVH RI VHGDWLYH K\SQRWLFV. RWKHU &16 GHSUHVVDQWV. RU 
	RWKHU SRWHQWLDOO\ LQWHUDFWLQJ DJHQWV. .. +LVWRU\ RI GHSUHVVLRQ RU VXLFLGDOLW\. 
	LLL. +DYLQJ FRXQVHOHG WKH SDWLHQW RQ. .. 7KH VHULRXV ULVNV DVVRFLDWHG ZLWK VRGLXP R[\EDWH .. &RQWUDLQGLFDWLRQV .DOFRKRO DQG VHGDWLYH K\SQRWLFV. DQG LPSOLFDWLRQV RI 
	
	L.. (QVXUH WKDW WKH Sodium Oxybate REMS Program Prescriber Enrollment Form FDQ EH FRPSOHWHG YLD ID[. PDLO. RU WKH 6RGLXP 2[\EDWH 5(06 3URJUDP ZHEVLWH .. 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP

	LL.. (QVXUH WKDW WKH Sodium Oxybate REMS Program Patient Enrollment Form FDQ EH FRPSOHWHG YLD ID[. PDLO. RU WKH 6RGLXP 2[\EDWH 5(06 3URJUDP ZHEVLWH .. 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP

	'HFHPEHU ..... .. 
	LLL. (QVXUH WKDW WKH Sodium Oxybate REMS Program Prescription Form FDQ EH FRPSOHWHG YLD ID[ 
	LY. (QVXUH WKDW PDWHULDOV DSSHQGHG WR WKH 6RGLXP 2[\EDWH 5(06 GRFXPHQW ZLOO EH PDGH DYDLODEOH WKURXJK WKH 6RGLXP 2[\EDWH 5(06 3URJUDP ZHEVLWH .. RU E\ FDOOLQJ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP DW ............ 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP

	Y.. (QVXUH WKDW D SUHVFULEHU LV VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP RQO\ DIWHU YHULILFDWLRQ WKDW WKH Sodium Oxybate REMS Program Prescriber Enrollment Form LV FRPSOHWH DQG DOO FHUWLILFDWLRQ UHTXLUHPHQWV DUH PHW 
	YL. (QVXUH WKDW SUHVFULEHUV DUH QRWLILHG ZKHQ WKH\ DUH VXFFHVVIXOO\ VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP DQG DUH HOLJLEOH WR SUHVFULEH VRGLXP R[\EDWH 
	YLL. (QVXUH WKDW VHFXUH. YDOLGDWHG. VHSDUDWH. DQG GLVWLQFW 6RGLXP 2[\EDWH 5(06 3URJUDP GDWDEDVHV .SDWLHQW GDWDEDVH. VSHFLDOO\ FHUWLILHG SUHVFULEHU GDWDEDVH. VSHFLDOO\ FHUWLILHG SKDUPDF\ GDWDEDVH DQG GLVHQUROOHG SUHVFULEHU GDWDEDVH. DUH PDLQWDLQHG DQG ZLOO RQO\ EH TXHULHG LQGHSHQGHQWO\ WKURXJK HOHFWURQLF WHOHFRPPXQLFDWLRQ YHULILFDWLRQ .VHH .. 
	6HFWLRQ ,,.&...G

	YLLL.. (QVXUH WKDW VSHFLDOO\ FHUWLILHG SUHVFULEHUV FRQWLQXH WR PHHW WKH UHTXLUHPHQWV RI WKH 6RGLXP 2[\EDWH 5(06 3URJUDP DQG FDQ GLVHQUROO QRQFRPSOLDQW SUHVFULEHUV LI WKH UHTXLUHPHQWV DUH QRW PHW 
	G.. 7KH IROORZLQJ DUH SDUW RI WKH 6RGLXP 2[\EDWH 5(06 3URJUDP DQG DUH DSSHQGHG. 
	L.. Sodium Oxybate REMS Program Prescriber Enrollment Form 
	LL.. Sodium Oxybate REMS Program Prescriber Brochure 
	LLL.. Sodium Oxybate REMS Program Patient Enrollment Form 
	LY.. Sodium Oxybate REMS Program Prescription Form 
	Y.. Sodium Oxybate REMS Program Patient Quick Start Guide 
	YL. 6RGLXP 2[\EDWH 5(06 3URJUDP ZHEVLWH. ... 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP

	'HFHPEHU ..... .. 
	2.. Sodium oxybate will be dispensed only by pharmacies that are specially certified 
	D.. 7KH 6RGLXP 2[\EDWH 5(06 3URJUDP ZLOO FHUWLI\ SKDUPDFLHV WKDW GLVSHQVH VRGLXP R[\EDWH. 6RGLXP R[\EDWH ZLOO QRW EH VWRFNHG LQ UHWDLO SKDUPDF\ RXWOHWV. 7R EHFRPH VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. SKDUPDFLHV PXVW DJUHH WR. 
	L.. 'HVLJQDWH DQ DXWKRUL]HG UHSUHVHQWDWLYH WR FRPSOHWH DQG VXEPLW WKH Sodium Oxybate REMS Pharmacy Enrollment Form RQ EHKDOI RI WKH SKDUPDF\ 
	LL.. (QVXUH WKDW WKH DXWKRUL]HG UHSUHVHQWDWLYH RYHUVHHV LPSOHPHQWDWLRQ DQG FRPSOLDQFH ZLWK WKH 6RGLXP 2[\EDWH 5(06 3URJUDP E\ WKH IROORZLQJ. 
	... (QVXUH WKDW DOO SKDUPDF\ VWDII LQYROYHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP FRPSOHWH WKH Sodium Oxybate REMS Program Certified Pharmacy Training Program 0RGXOH $ 
	... (QVXUH WKDW DOO SKDUPDFLVWV ZKR GLVSHQVH VRGLXP R[\EDWH FRPSOHWH WKH 
	Sodium Oxybate REMS Program Certified Pharmacy Training 
	Program 0RGXOHV $ DQG % 
	LLL. 'LVSHQVH VRGLXP R[\EDWH RQO\ WR SDWLHQWV HQUROOHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP SXUVXDQW WR D YDOLG SUHVFULSWLRQ ZULWWHQ E\ D SUHVFULEHU VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP .VHH . 
	6HFWLRQ ,,.%...D.

	
	... 3KDUPDF\ LV VSHFLDOO\ FHUWLILHG 
	... 3UHVFULEHU LV VSHFLDOO\ FHUWLILHG 
	... 3DWLHQW LV HQUROOHG 
	... 3DWLHQW KDV QR RWKHU NQRZQ DFWLYH. RYHUODSSLQJ SUHVFULSWLRQV IRU VRGLXP R[\EDWH 
	'HFHPEHU ..... . 
	Y.. 5HFHUWLI\ LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP LI WKH SKDUPDF\ GHVLJQDWHV D QHZ DXWKRUL]HG UHSUHVHQWDWLYH 
	YL. 3URYLGH .... WROO.IUHH DFFHVV WR D SKDUPDFLVW DW D 6RGLXP 2[\EDWH 5(06 3URJUDP VSHFLDOO\ FHUWLILHG SKDUPDF\ 
	YLL. 6KLS VRGLXP R[\EDWH GLUHFWO\ WR HDFK SDWLHQW RU D SDWLHQW.DXWKRUL]HG DGXOW GHVLJQHH. DQG WUDFN DQG YHULI\ UHFHLSW RI HDFK VKLSPHQW RI VRGLXP R[\EDWH 
	YLLL. /LPLW WKH ILUVW VKLSPHQW IRU HDFK SDWLHQW WR D RQH.PRQWK VXSSO\ RI VRGLXP R[\EDWH. DQG VXEVHTXHQW VKLSPHQWV WR QR PRUH WKDQ D WKUHH.PRQWK VXSSO\ RI VRGLXP R[\EDWH 
	L[.. 5HSRUW DOO SRWHQWLDO DGYHUVH HYHQWV UHSRUWHG E\ DOO VRXUFHV. LQFOXGLQJ DQ\ &16 GHSUHVVLRQ. UHVSLUDWRU\ GHSUHVVLRQ. ORVV RI FRQVFLRXVQHVV. FRPD. DQG GHDWK. DQG DQ\ FDVHV RI VXVSHFWHG DEXVH. PLVXVH. RU GLYHUVLRQ WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP IRU GRFXPHQWDWLRQ 
	E. 3ULRU WR GLVSHQVLQJ VRGLXP R[\EDWH. WKH VSHFLDOO\ FHUWLILHG SKDUPDFLHV ZLOO. 
	L.. :LWK HYHU\ VRGLXP R[\EDWH SUHVFULSWLRQ. HQVXUH WKDW D SKDUPDFLVW FRPSOHWHV WKH Sodium Oxybate REMS Program Patient Counseling Checklist DQG VXEPLWV WKH FKHFNOLVW WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	LL.. 9DOLGDWH HDFK 6RGLXP 2[\EDWH 5(06 3URJUDP SUHVFULSWLRQ E\. 
	... 9HULI\LQJ WKDW WKH SUHVFULEHU LV VSHFLDOO\ FHUWLILHG. WKH SDWLHQW LV HQUROOHG DQG WKH SDWLHQW KDV QR RWKHU DFWLYH VRGLXP R[\EDWH SUHVFULSWLRQ E\ HQWHULQJ DOO SUHVFULSWLRQV LQ WKH SKDUPDF\ PDQDJHPHQW V\VWHP. LQFOXGLQJ FDVK SD\PHQWV E\ REWDLQLQJ D SUH.GLVSHQVH DXWKRUL]DWLRQ .3'$. YLD HOHFWURQLF WHOHFRPPXQLFDWLRQ YHULILFDWLRQ 
	... 5HYLHZ SDWLHQW LQIRUPDWLRQ REWDLQHG IURP WKH 6RGLXP 2[\EDWH 5(06 3URJUDP ZHEVLWH .. DQG WKH Sodium Oxybate REMS Program Prescription Form. LQFOXGLQJ. 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP

	D.. &RQFRPLWDQW XVH RI VHGDWLYH K\SQRWLFV. RWKHU &16 GHSUHVVDQWV. RU RWKHU SRWHQWLDOO\ LQWHUDFWLQJ DJHQWV WKDW HLWKHU DUH XQNQRZQ WR WKH SUHVFULEHU RU SRVH D KLJK ULVN RI VHULRXV LQWHUDFWLRQ ZLWK VRGLXP R[\EDWH 
	E.. $OHUWV DQG Sodium Oxybate REMS Program Risk Management 
	'HFHPEHU ..... . 
	Report (RMR. Forms UHJDUGLQJ SRWHQWLDO DEXVH. PLVXVH. RU 
	GLYHUVLRQ 
	... &RQILUPLQJ DOO SUHVFULSWLRQ LQIRUPDWLRQ. LQFOXGLQJ SDWLHQW QDPH DQG WZR DGGLWLRQDO LGHQWLILHUV. SUHVFULEHU QDPH DQG LQIRUPDWLRQ. GRVH. WLWUDWLRQ LQIRUPDWLRQ .LI DSSOLFDEOH.. QXPEHU RI UHILOOV. GRVLQJ GLUHFWLRQV. WRWDO TXDQWLW\ .GD\V¶ VXSSO\.. DQG FRQFRPLWDQW PHGLFDWLRQV 
	... &RQWDFWLQJ WKH ;\UHP 5(06 3URJUDP E\ SKRQH WR. 
	D.. 9HULI\ WKDW WKH SDWLHQW KDV QR RWKHU DFWLYH SUHVFULSWLRQV IRU VRGLXP R[\EDWH WKDW RYHUODS ZLWK WKH FXUUHQW SUHVFULSWLRQ 
	E.. 9HULI\ WKDW WKH SDWLHQW.SUHVFULEHU KDV QRW EHHQ GLVHQUROOHG LQ WKH ;\UHP 5(06 3URJUDP IRU VXVSHFWHG DEXVH. PLVXVH. RU GLYHUVLRQ 
	F.. 5HSRUW HDFK SUHVFULSWLRQ ILOOHG IRU VRGLXP R[\EDWH 
	... 'RFXPHQWLQJ WKDW WKH FDOO WR WKH ;\UHP 5(06 3URJUDP ZDV FRPSOHWHG XVLQJ WKH Sodium Oxybate REMS Program Prescription Form 
	F.. 6RGLXP 2[\EDWH 5(06 3URJUDP VSHFLDOO\ FHUWLILHG SKDUPDFLHV ZLOO VKLS VRGLXP R[\EDWH GLUHFWO\ WR HDFK SDWLHQW XVLQJ DQ RYHUQLJKW VHUYLFH. ,Q DGGLWLRQ. HDFK 6RGLXP 2[\EDWH 5(06 3URJUDP VSHFLDOO\ FHUWLILHG SKDUPDF\ ZLOO YHULI\ WKDW. 
	L.. 7KH VKLSPHQW ZLOO EH VHQW WR D SDWLHQW¶V FRQILUPHG VKLSSLQJ DGGUHVV 
	LL.. 7KH SDWLHQW RU SDWLHQW.DXWKRUL]HG DGXOW GHVLJQHH ZLOO EH DYDLODEOH WR UHFHLYH WKH VKLSPHQW 
	LLL. 7KH VRGLXP R[\EDWH 0HGLFDWLRQ *XLGH LV LQFOXGHG ZLWK HDFK VKLSPHQW. DQG D FRS\ RI WKH Sodium Oxybate REMS Program Patient Quick Start Guide LV SURYLGHG WR D QHZ SDWLHQW ZKR KDV QRW DOUHDG\ UHFHLYHG LW IURP WKH SUHVFULEHU 
	LY. 5HFHLSW RI HDFK VKLSPHQW LV FRQILUPHG DQG VKLSPHQW DQG UHFHLSW GDWHV DUH SURYLGHG WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP WR EH PDLQWDLQHG LQ WKH SDWLHQW GDWDEDVH 
	'HFHPEHU ..... .. 
	G.. 7KH 6RGLXP 2[\EDWH 5(06 3URJUDP VSHFLDOO\ FHUWLILHG SKDUPDFLHV ZLOO PRQLWRU DQG UHSRUW WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP DOO LQVWDQFHV RI SDWLHQW RU SUHVFULEHU EHKDYLRU WKDW JLYH ULVH WR D UHDVRQDEOH VXVSLFLRQ RI DEXVH. PLVXVH. RU GLYHUVLRQ RI VRGLXP R[\EDWH 
	L.. 3KDUPDFLHV ZLOO GRFXPHQW WKHVH HYHQWV. LQFOXGLQJ DOO UHTXHVWV IRU HDUO\ UHILOOV E\ FRPSOHWLQJ DQG VXEPLWWLQJ D Sodium Oxybate REMS Program RMR Form WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	LL.. 3ULRU WR JUDQWLQJ DQ HDUO\ UHILOO UHTXHVW RU LI DEXVH. PLVXVH. RU GLYHUVLRQ LV VXVSHFWHG. WKH SKDUPDFLVW ZLOO UHYLHZ WKH SDWLHQW¶V 505 KLVWRU\ DQG DQ\ DOHUWV REWDLQHG IURP WKH 6RGLXP 2[\EDWH 5(06 3URJUDP ZHEVLWH ... DQG HQVXUH WKH UHTXHVW RU FRQFHUQ KDV EHHQ GLVFXVVHG ZLWK WKH SUHVFULEHU SULRU WR VKLSSLQJ VRGLXP R[\EDWH 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP

	LLL. $OO UHSRUWV RI ORVW. VWROHQ. GHVWUR\HG. RU VSLOOHG GUXJ ZLOO EH GRFXPHQWHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP SDWLHQW GDWDEDVH ZKHQ D VSHFLDOO\ FHUWLILHG SKDUPDF\ FRPSOHWHV DQG VXEPLWV D Sodium Oxybate REMS Program RMR Form WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	LY. 5HSHDWHG UHSRUWV RI ORVW. VWROHQ. GHVWUR\HG. RU VSLOOHG GUXJ PD\ EH GRFXPHQWHG DV DQ DOHUW WR WKH SDWLHQW SURILOH VWRUHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP SDWLHQW GDWDEDVH 
	Y.. 3KDUPDFLHV DQG.RU SUHVFULEHUV WKDW DUH VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP PD\ GLUHFW WKDW D SDWLHQW EH GLVHQUROOHG IURP WKH 6RGLXP 2[\EDWH 5(06 3URJUDP DIWHU UHYLHZLQJ RU UHFHLYLQJ UHSRUWV RI LQFLGHQWV VXJJHVWLYH RI DEXVH. PLVXVH. RU GLYHUVLRQ E\ FRPSOHWLQJ DQG VXEPLWWLQJ DQ Sodium Oxybate REMS Program RMR Form WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	YL. 3KDUPDFLHV PD\ UHFRPPHQG WKDW D SUHVFULEHU EH GLVHQUROOHG E\ VXEPLWWLQJ D Sodium Oxybate REMS Program RMR Form WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. 6RGLXP 2[\EDWH VSRQVRUV ZLOO UHYLHZ WKH LQIRUPDWLRQ DQG GHWHUPLQH LI WKH SUHVFULEHU VKRXOG EH GLVHQUROOHG 
	H.. 6RGLXP 2[\EDWH 6SRQVRUV ZLOO. 
	L.. (QVXUH WKDW WKH Sodium Oxybate REMS Program Pharmacy Enrollment Form FDQ EH FRPSOHWHG YLD ID[. RU RQOLQH DW 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP 
	ZZZ.6RGLXP2[\EDWH5(063URJUDP.FRP 

	'HFHPEHU ..... .. 
	LL.. (QVXUH WKH SKDUPDF\ LV VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP RQO\ DIWHU YHULILFDWLRQ WKDW WKH Sodium Oxybate REMS Program Pharmacy Enrollment Form LV FRPSOHWH DQG DOO FHUWLILFDWLRQ UHTXLUHPHQWV DUH PHW 
	LLL. (QVXUH WKDW SKDUPDFLHV DUH QRWLILHG ZKHQ WKH\ DUH VXFFHVVIXOO\ VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	LY. (QVXUH WKDW WKH VHFXUH. YDOLGDWHG. VHSDUDWH. DQG GLVWLQFW 6RGLXP 2[\EDWH 5(06 3URJUDP GDWDEDVHV .SDWLHQW GDWDEDVH. VSHFLDOO\ FHUWLILHG SUHVFULEHU GDWDEDVH. VSHFLDOO\ FHUWLILHG SKDUPDF\ GDWDEDVH. DQG GLVHQUROOHG SUHVFULEHU GDWDEDVH. DUH PDLQWDLQHG DQG ZLOO RQO\ EH TXHULHG LQGHSHQGHQWO\ WKURXJK HOHFWURQLF WHOHFRPPXQLFDWLRQ YHULILFDWLRQ .VHH 6HFWLRQ ,,.&...G. 
	Y.. (QVXUH WKDW VSHFLDOO\ FHUWLILHG SKDUPDFLHV FRQWLQXH WR PHHW WKH UHTXLUHPHQWV RI WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. 1RQ.FRPSOLDQW SKDUPDFLHV FDQ EH GLVHQUROOHG LI WKH UHTXLUHPHQWV DUH QRW PHW 
	I.. 7KH IROORZLQJ PDWHULDOV DUH SDUW RI WKH 5(06 DQG DUH DSSHQGHG. 
	L.. Sodium Oxybate REMS Program Certified Pharmacy Training Program 
	LL.. Sodium Oxybate REMS Program Pharmacy Enrollment Form 
	LLL.. Sodium Oxybate REMS Program Patient Counseling Checklist 
	LY.. Sodium Oxybate REMS Program Risk Management Report Form 
	3.. Sodium oxybate will be dispensed and shipped only to patients who are enrolled in the Sodium Oxybate REMS Program with documentation of safe use conditions 
	D.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW VRGLXP R[\EDWH LV GLVSHQVHG RQO\ E\ SKDUPDFLHV WKDW DUH VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. E\ GLUHFW VKLSPHQW. WR SDWLHQWV RU SDWLHQW.DXWKRUL]HG DGXOW GHVLJQHHV HQUROOHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	E.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW SDWLHQWV DUH HQUROOHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP RQO\ LI D SUHVFULEHU VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP FRPSOHWHV WKH Sodium Oxybate REMS Program Patient Enrollment Form DQG VXEPLWV WKH IRUP WR WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	'HFHPEHU ..... .. 
	F.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW VRGLXP R[\EDWH LV GLVSHQVHG DQG VKLSSHG RQO\ WR SDWLHQWV ZKR KDYH VLJQHG WKH Sodium Oxybate REMS Program Patient Enrollment Form DQG DFNQRZOHGJHG WKDW. 
	L.. +H.VKH KDV EHHQ FRXQVHOHG RQ WKH VHULRXV ULVNV DQG VDIH XVH RI VRGLXP R[\EDWH 
	LL.. +H.VKH KDV DVNHG WKH SUHVFULEHU DQ\ TXHVWLRQV WKH\ PD\ KDYH DERXW VRGLXP R[\EDWH 
	
	H.. )ROORZLQJ GLVHQUROOPHQW. WKH 6RGLXP 2[\EDWH 5(06 3URJUDP ZLOO FRQWDFW WKH ;\UHP 5(06 3URJUDP WR UHSRUW LQVWDQFHV RI SDWLHQW.SUHVFULEHU GLVHQUROOPHQW LQ 6RGLXP 2[\EDWH 5(06 3URJUDP GXH WR VXVSHFWHG DEXVH. PLVXVH. RU GLYHUVLRQ DQG GRFXPHQW WKDW WKH FDOO ZDV FRPSOHWHG LQ WKH DSSURSULDWH GDWDEDVH. 
	
	J.. $ SDWLHQW PD\ FKDQJH SUHVFULEHUV LI WKH QHZ SUHVFULEHU LV DOVR VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. DQG WKH QHZ SUHVFULSWLRQ GRHV QRW RYHUODS ZLWK DQRWKHU DFWLYH SUHVFULSWLRQ IRU VRGLXP R[\EDWH 
	C. Implementation System 
	1.. The Implementation System for the Sodium Oxybate REMS Program includes the following: 
	D.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW VRGLXP R[\EDWH LV GLVWULEXWHG RQO\ E\ ZKROHVDOHUV.GLVWULEXWRUV WKDW KDYH UHJLVWHUHG ZLWK WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. 5HJLVWHUHG ZKROHVDOHUV.GLVWULEXWRUV ZLOO RQO\ VHOO.GLVWULEXWH WR 
	'HFHPEHU ..... ... 
	SKDUPDFLHV VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP 
	E.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW VRGLXP R[\EDWH LV GLVSHQVHG RQO\ E\ SKDUPDFLHV WKDW DUH VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. 6RGLXP R[\EDWH ZLOO QRW EH VWRFNHG LQ UHWDLO SKDUPDF\ RXWOHWV 
	F.. 6RGLXP R[\EDWH ZLOO EH VKLSSHG RQO\ WR SDWLHQWV HQUROOHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP SXUVXDQW WR D YDOLG SUHVFULSWLRQ ZULWWHQ E\ D SUHVFULEHU VSHFLDOO\ FHUWLILHG LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP WKDW GRHV QRW RYHUODS ZLWK DQRWKHU DFWLYH SUHVFULSWLRQ IRU VRGLXP R[\EDWH 
	G.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW WKH VHFXUH. YDOLGDWHG. VHSDUDWH. DQG GLVWLQFW 6RGLXP 2[\EDWH 5(06 3URJUDP GDWDEDVHV .SDWLHQW GDWDEDVH. VSHFLDOO\ FHUWLILHG SUHVFULEHU GDWDEDVH. VSHFLDOO\ FHUWLILHG SKDUPDF\ GDWDEDVH. DQG GLVHQUROOHG SUHVFULEHU GDWDEDVH. DUH PDLQWDLQHG DQG ZLOO RQO\ EH TXHULHG LQGHSHQGHQWO\ WKURXJK HOHFWURQLF WHOHFRPPXQLFDWLRQ YHULILFDWLRQ. 
	H.. &RPSOHWHG GDWD IRUPV. SUHVFULSWLRQ DQG GLVWULEXWLRQ GDWD. DV ZHOO DV LQIRUPDWLRQ UHODWHG WR GRVLQJ. FRQFRPLWDQW PHGLFDWLRQV. DQG EHKDYLRU WKDW UDLVHV VXVSLFLRQ RI DEXVH. PLVXVH. RU GLYHUVLRQ. LQFOXGLQJ FRPSOHWH 505 KLVWRULHV. ZLOO EH FRQWDLQHG RQO\ LQ WKH DSSURSULDWH GDWDEDVH. 7KH 6RGLXP 2[\EDWH 5(06 3URJUDP ZLOO XWLOL]H WKH VHFXUH. YDOLGDWHG. VHSDUDWH. DQG GLVWLQFW GDWDEDVHV WKDW ZLOO RQO\ EH TXHULHG LQGHSHQGHQWO\ WKURXJK HOHFWURQLF WHOHFRPPXQLFDWLRQ YHULILFDWLRQ. OLVWHG EHORZ. 
	L.. (QUROOHG SDWLHQW GDWDEDVH 
	LL.. 6SHFLDOO\ FHUWLILHG SUHVFULEHU GDWDEDVH 
	LLL. 'LVHQUROOHG SUHVFULEHU GDWDEDVH 
	LY. 6SHFLDOO\ FHUWLILHG SKDUPDF\ GDWDEDVH 
	Y.. :KROHVDOHU.'LVWULEXWRU GDWDEDVH 
	I.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW D VRGLXP R[\EDWH 0HGLFDWLRQ *XLGH LV LQFOXGHG ZLWK HDFK VKLSPHQW RI VRGLXP R[\EDWH 
	J.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO PRQLWRU WKH 6RGLXP 2[\EDWH 5(06 3URJUDP GDWDEDVHV IRU WLPHO\ UHSRUWLQJ WR VSHFLDOO\ FHUWLILHG SUHVFULEHUV DQG SKDUPDFLHV RI DQ\ EHKDYLRU E\ HQUROOHG SDWLHQWV RU VSHFLDOO\ FHUWLILHG SUHVFULEHUV LQ WKH 6RGLXP 2[\EDWH 5(06 3URJUDP WKDW UDLVHV VXVSLFLRQ RI DEXVH. PLVXVH. RU GLYHUVLRQ 
	'HFHPEHU ..... .. 
	K.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO PRQLWRU WKH 6RGLXP 2[\EDWH 5(06 3URJUDP GDWDEDVHV WR HQVXUH FRPSOLDQFH ZLWK WKH 6RGLXP 2[\EDWH 5(06 3URJUDP DQG WR HYDOXDWH WKH LPSOHPHQWDWLRQ RI WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. 6RGLXP 2[\EDWH VSRQVRUV ZLOO HQVXUH WKDW DSSURSULDWH FRUUHFWLYH DFWLRQV DUH LPSOHPHQWHG WR DGGUHVV FRPSOLDQFH FRQFHUQV 
	L.. 6RGLXP 2[\EDWH VSRQVRUV PXVW DXGLW WKH ZKROHVDOHUV.GLVWULEXWRUV ZLWKLQ .. FDOHQGDU GD\V DIWHU WKH ZKROHVDOHU.GLVWULEXWHU LV DXWKRUL]HG WR HQVXUH WKDW DOO SURFHVVHV DQG SURFHGXUHV DUH LQ SODFH DQG IXQFWLRQLQJ WR VXSSRUW WKH UHTXLUHPHQWV RI WKH 6RGLXP 2[\EDWH 5(06 3URJUDP. &RUUHFWLYH DFWLRQ PXVW EH LQVWLWXWHG E\ 6RGLXP 2[\EDWH VSRQVRUV LI QRQFRPSOLDQFH LV LGHQWLILHG 
	
	N.. 7KH 6RGLXP 2[\EDWH VSRQVRUV ZLOO PRQLWRU WKH 6RGLXP 2[\EDWH 5(06 3URJUDP IRU WLPHO\ UHSRUWLQJ RI DOO SRWHQWLDO DGYHUVH HYHQWV 
	O.. 6RGLXP 2[\EDWH VSRQVRUV ZLOO PRQLWRU DQG HYDOXDWH WKH LPSOHPHQWDWLRQ RI WKH (OHPHQWV WR $VVXUH 6DIH 8VH DQG WDNH UHDVRQDEOH VWHSV WR ZRUN WR LPSURYH LPSOHPHQWDWLRQ RI WKHVH HOHPHQWV 
	'HFHPEHU ..... ... 
	soo1uMoxveAreReMsPRoGRAM .I Sod·1um Oxybate
	PRESCRIBER ENROLLMENT FORM Sodium oxybate oral solution 500 mg/mL R E M 5 P r g r a m 
	0 

	Complete this form through OR fax the completed form to the Sodium Oxybate REMS Program at 800-353-0987 (toll free), .OR mail to: Sodium Oxybate REMS Program. PO Box XXXXX, City, ST XXXXX-XXXX. .For further information, please call he Sodium Oxybate REMS Program at 855-705-2424. .
	www.SodiumOxybateREMSProoram.com .

	STEP 1: ALL BOXES BELOW MUST BE CHECKED IN ORDER FOR THE ENROLLMENT PROCESS TO BE COMPLETE AND BEFORE YOU CAN ENROLL PATIENTS AND PRESCRIBE SODIUM OXYBATE 
	I understand that sodium oxybate is approved for he treatment of: 
	0 .

	-Cataplexy in narcolepsy 
	• Excessive daytime sleepiness (EDS) in narcolepsy 
	I have read the Prescribing Information (Pl) and the Sodium Oxybate REMS Program Prescriber Brochure and understand that: 
	O .

	• 
	• 
	• 
	Sodium oxybate is a Schedule Ill CNS depressant and can cause obtundation and clinically significant respiratOI)' depression at recommended doses 

	• 
	• 
	Alcohol and sedative hypnotics are contraindicated in patients Who are using sodium oxybate 

	• 
	• 
	Concurrent use ofsodium oxybate with o her CNS depressants, indUding bUt not limited to opioid analgesics, benzodiazepines. sedating an idepressants or antipsychotics, sedating an i-epileptics, general anesthetics, muscle relaxants, and/or illicit CNS depressants, may increase the risk of respiratory depression, hypotension, profound sedation. syncope, and death 

	• 
	• 
	Patients Who have sleep apnea or compromised respiratory function (e.g., asthma, COPD, etc.) may be at higher risk of devetoping respiratory depression, loss of consciousness, coma. and dea h wi h sodium oxybate use 


	I agree to: 
	Enron each patient in the Sodium Oxybate REMS Program 
	D .

	Screen each patient for history of alcohol or substance abUse. sleep-related brea hing disorders, compromised respiratory function, depression, suicidality, and concomitant use of seda ive hypnotics, other CNS depressants, or other potentially interacting agents 
	D .

	Counsel each patient prior to initiating therapy on he serious risks and safe use, handling, and storage of sodium oxyllate 
	D .

	Evaluate patients within the first 3 months ofstarting sodium oxybate. It is recommended that patients be re-evaluated every 3 months thereafter while .taking sodium oxyllate .
	O .

	Report all poten ial adverse events, including CNS depression, respiratory depression, loss ofconsciousness, coma, and death. and any cases of .suspected abUse. misuse, or diversion to the Sodium Oxybate REMS Program .
	0 .

	STEP 2: TO HELP EXPEDITE THE ENROLLMENT PROCESS, PLEASE PRINT CLEARLY ("denotes required field) 
	· DEA No.: 
	· DEA No.: 
	· DEA No.: 
	· s TATE LICEN
	SE No.: 

	FACILITY/PRACTICE NAME: 
	FACILITY/PRACTICE NAME: 
	NPINo.: 

	"STREET ADDRESS: 
	"STREET ADDRESS: 

	"CITY: 
	"CITY: 
	"STATE: 
	•ZJp CODE: 

	•PHONE: 
	•PHONE: 
	•FAX: 
	EMAIL: 

	"PREFERRED METHOD OF CONTACT: 
	"PREFERRED METHOD OF CONTACT: 
	D EMAIL 
	0 FAX 

	OFFICE CONTACT: 
	OFFICE CONTACT: 
	OFFICE CONTACT PHONE: 


	STEP 3: PRESCRIBER SIGNATURE IS REQUIRED BELOW FOR ENROLLMENT IN THE SODIUM OXYBATE REMS PROGRAM By signing below, I acknowledge the above attestations, and I understand that my personally identifiable infonnation provided above will be shared with the Sodium Oxybate REMS Program, its agents, contractors, and affiliates and entered into a prescr ber database for the Sodium Oxybate REMS Program. I agree that I may be contacted in the future by mail, email, fax, and/or telephone concerning sodium oxybate, the
	•prescriber Signature: ___________________·oate:______...._____,________ 
	Report adverse events by contacting the Sodium Oxybate REMS Program at 855-705-2424. 
	December 2016 
	Sodium Oxybate REMS. Program Prescriber Brochure. 
	Figure
	Dear Prescriber, 
	Welcome to the Sodium Oxybate REMS Program, which was developed in collaboration with the Food and Drug Administration (FDA) as a Risk Evaluation and Mitigation Strategy (REMS). A REMS is a strategy to manage known or potential serious risks associated with a drug product and is required by the FDA to ensure that the benefits of the drug outweigh its risks. 
	This brochure provides valuable information about the Sodium Oxybate REMS Program that includes important prescribing information, educational and counseling requirements, and materials necessary for program certification and prescribing sodium oxybate oral solution, including: 
	• 
	• 
	• 
	Sodium Oxybate REMS Program Prescriber Enrollment Form – a one-time certification is required for all prescribers of sodium oxybate. 

	• 
	• 
	Sodium Oxybate REMS Program Patient Enrollment Form – a one-time patient enrollment in the Sodium Oxybate REMS Program is required for each new patient for whom sodium oxybate will be prescribed. 

	• 
	• 
	Sodium Oxybate REMS Program Prescription Form – required for prescribing sodium oxybate. This form must be used for new prescriptions and may also be used for refills and renewals of sodium oxybate prescriptions. 

	• 
	• 
	Sodium Oxybate REMS Program Patient Quick Start Guide – answers important questions for patients about how to get sodium oxybate, how to use sodium oxybate properly, and how to store it safely. It also gives important information about the risks associated with sodium oxybate. 


	The Sodium Oxybate REMS Program Prescriber Enrollment Form and Sodium Oxybate REMS Program Patient Enrollment Form must be completed in full and sent to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program Prescription Form must be completed in full and sent to one of the certified pharmacies. For your convenience, the Sodium Oxybate REMS Program Prescriber Enrollment Form and the Sodium Oxybate REMS Program Patient Enrollment Form are available online at and all three forms can be requested by 
	www.SodiumOxybateREMSProgram.com 

	Continue reading this brochure to learn more about the Sodium Oxybate REMS Program and your responsibilities as a prescriber of sodium oxybate. Please review the Prescribing Information (PI) for sodium oxybate. 
	Sodium oxybate may be dispensed only to patients enrolled in the Sodium Oxybate REMS Program. 
	Sodium oxybate is approved for: 
	• 
	• 
	• 
	Treatment of cataplexy in narcolepsy 

	• 
	• 
	Treatment of excessive daytime sleepiness (EDS) in narcolepsy 


	If you require any additional assistance or information, please call the Sodium Oxybate REMS Program at 855-705-2424 or visit . 
	www.SodiumOxybateREMSProgram.com

	Figure
	Sincerely, 
	Sodium Oxybate sponsors 
	December 2016 
	IMPORTANT SAFETY INFORMATION 
	Figure
	CONTRAINDICATIONS 
	• 
	• 
	• 
	Sodium oxybate is contraindicated in patients being treated with sedative hypnotics. 

	• 
	• 
	Patients should not drink alcohol when using sodium oxybate. 

	• 
	• 
	Sodium oxybate is contraindicated in patients with succinic semialdehyde dehydrogenase deficiency. 


	WARNINGS AND PRECAUTIONS 
	CNS Depression 
	• Sodium oxybate is a CNS depressant. Concurrent use of sodium oxybate with other CNS depressants, including but not limited to opioid analgesics; benzodiazepines; sedating antidepressants, antipsychotics, or anti-epileptics; general anesthetics; muscle relaxants; and/or illicit CNS depressants, may increase the risk of respiratory depression, hypotension, profound sedation, syncope, and death. 
	o. If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one or more CNS depressants (including sodium oxybate) should be considered. 
	o. If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one or more CNS depressants (including sodium oxybate) should be considered. 
	o. If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one or more CNS depressants (including sodium oxybate) should be considered. 

	o. If short-term use of an opioid (e.g., post-or perioperative) is required, interruption of treatment with sodium oxybate should be considered. 
	o. If short-term use of an opioid (e.g., post-or perioperative) is required, interruption of treatment with sodium oxybate should be considered. 


	• Patients who have sleep apnea or compromised respiratory function may be at a higher risk of developing respiratory depression, loss of consciousness, coma, and death with sodium oxybate use. 
	Healthcare providers should caution patients about operating hazardous machinery for the first 6 hours after taking a dose of sodium oxybate. 
	Abuse and Misuse 
	• 
	• 
	• 
	Sodium oxybate is a Schedule Ill controlled substance. 

	• 
	• 
	Sodium oxybate, is the sodium salt of gamma-hydroxybutyrate (GHB), a Schedule I controlled substance. Abuse of illicit GHB, either alone or in combination with other CNS depressants, is associated with CNS adverse events, including seizure, respiratory depression, decreases in the level of consciousness, coma, and death. Illicit GHB has also been associated with drug-facilitated sexual assault. 

	• 
	• 
	The rapid onset of sedation, coupled with the amnestic features of sodium oxybate, particularly when combined with alcohol, has proven to be dangerous for the voluntary and involuntary user (e.g. assault victim). 

	• 
	• 
	You should carefully evaluate patients for a history of drug abuse and follow such patients closely, observing them for signs of misuse or abuse of sodium oxybate (e.g. increase in size or frequency of dosing; reports of lost, stolen, or spilled medication; drug-seeking behavior; feigned cataplexy). 


	Sodium Oxybate REMS Program 
	• Sodium oxybate is to be prescribed only to patients enrolled in the Sodium Oxybate REMS Program. Sodium oxybate is available only through a restricted distribution program called the Sodium Oxybate REMS Program. Required components of the Sodium Oxybate REMS Program are: 
	o. Healthcare providers who prescribe sodium oxybate must be certified. To be certified, prescribers must complete the Sodium Oxybate REMS Program Prescriber Enrollment Form and comply with the Sodium Oxybate REMS Program requirements. 
	o. Healthcare providers who prescribe sodium oxybate must be certified. To be certified, prescribers must complete the Sodium Oxybate REMS Program Prescriber Enrollment Form and comply with the Sodium Oxybate REMS Program requirements. 
	o. Healthcare providers who prescribe sodium oxybate must be certified. To be certified, prescribers must complete the Sodium Oxybate REMS Program Prescriber Enrollment Form and comply with the Sodium Oxybate REMS Program requirements. 

	o Sodium oxybate will be dispensed only by pharmacies that are certified. 
	o Sodium oxybate will be dispensed only by pharmacies that are certified. 

	o. Sodium oxybate will be shipped only to enrolled patients with documentation of safe use conditions. To be enrolled, patients must sign the Sodium Oxybate REMS Program Patient Enrollment Form and acknowledge that they have been counseled on the serious risks and safe use of sodium oxybate. 
	o. Sodium oxybate will be shipped only to enrolled patients with documentation of safe use conditions. To be enrolled, patients must sign the Sodium Oxybate REMS Program Patient Enrollment Form and acknowledge that they have been counseled on the serious risks and safe use of sodium oxybate. 


	Further information is available at or 855-705-2424. 
	www.SodiumOxybateREMSProgram.com 
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	Depression, Suicidality, and Other Behavioral/Neuropsychiatric Adverse Events 
	• 
	• 
	• 
	The emergence of depression in patients treated with sodium oxybate was seen in clinical trials and requires careful and immediate attention. Patients with a previous history of a depressive illness and/or suicide attempt should be monitored especially carefully for the emergence of depressive symptoms while taking sodium oxybate. Sodium oxybate can cause the emergence of neuropsychiatric adverse events (psychosis, paranoia, hallucination, and agitation), loss of consciousness, and sleepwalking. Patients sh

	• 
	• 
	Anxiety can also occur in patients treated with sodium oxybate. 


	Use in Patients Sensitive to High Sodium Intake 
	• 
	• 
	• 
	Sodium oxybate has a high sodium content. 

	• 
	• 
	Daily sodium intake should be considered in patients on salt-restricted diets or with heart failure, hypertension, or compromised renal function. 


	Most Common Adverse Events 
	• 
	• 
	• 
	In three controlled clinical trials, the most common adverse reactions (incidence 25% and twice the rate seen with placebo) in sodium oxybate -treated patients were nausea (20%), dizziness (15%), vomiting (11%), somnolence (8%), enuresis (7%), and tremor (5%). 

	• 
	• 
	Of the 398 sodium oxybate treated patients with narcolepsy, 10.3% of patients discontinued because of adverse reactions compared with 2.8% of patients receiving placebo. The most common adverse reaction leading to discontinuation was nausea (2.8%).The majority of adverse reactions leading to discontinuation began during the first few weeks of treatment. 

	• 
	• 
	Please see PI for sodium oxybate. 


	December 2016 
	7$%/( 2) &217(176 
	Prescribing Sodium Oxybate - A Brief Guide
	Prescribing Sodium Oxybate - A Brief Guide
	Prescribing Sodium Oxybate - A Brief Guide
	................................................................................................................... 
	6. 

	Responsibilities of the Sodium Oxybate REMS Program Certified Pharmacies 
	Responsibilities of the Sodium Oxybate REMS Program Certified Pharmacies 
	............................................................. 
	9. 

	Guidelines for Dosing and Titrating Sodium Oxybate
	Guidelines for Dosing and Titrating Sodium Oxybate
	..................................................................................................... 
	10. 

	Additional Information about Sodium Oxybate 
	Additional Information about Sodium Oxybate 
	...............................................................................................................
	11. 

	Use in Specific Populations 
	Use in Specific Populations 
	............................................................................................................................................ 
	12. 

	Patient Counseling Information
	Patient Counseling Information
	...................................................................................................................................... 
	13. 

	Prescribing Information and a Medication Guide are also included. 
	December 2016 
	The procedure for writing and dispensing prescriptions for sodium oxybate is outlined below. 
	PRESCRIBERS OF SODIUM OXYBATE 
	Prescribing sodium oxybate requires a one-time certification. 
	• 
	• 
	• 
	If you are prescribing sodium oxybate for the first time, complete the Sodium Oxybate REMS Program Prescriber Enrollment Form, found either in this Sodium Oxybate REMS Program Prescriber Brochure or online at . If you choose not to complete the Sodium Oxybate REMS Program Prescriber Enrollment Form online, please fax it to the Sodium Oxybate REMS Program at 800-353-0987 or mail to Sodium Oxybate REMS Program, PO Box XXXXX, City, ST XXXXX-XXXX. 
	www.SodiumOxybateREMSProgram.com


	• 
	• 
	On the Sodium Oxybate REMS Program Prescriber Enrollment Form, please confirm that: 


	o. You understand that sodium oxybate is approved for:. -Treatment of cataplexy in patients with narcolepsy. -Treatment of excessive daytime sleepiness (EDS) in patients with narcolepsy. 
	o. You understand that sodium oxybate is approved for:. -Treatment of cataplexy in patients with narcolepsy. -Treatment of excessive daytime sleepiness (EDS) in patients with narcolepsy. 
	o. You understand that sodium oxybate is approved for:. -Treatment of cataplexy in patients with narcolepsy. -Treatment of excessive daytime sleepiness (EDS) in patients with narcolepsy. 

	o You have read and understand the PI and this Sodium Oxybate REMS Program Prescriber Brochure 
	o You have read and understand the PI and this Sodium Oxybate REMS Program Prescriber Brochure 

	o. You agree to screen each patient for: -History of alcohol or substance abuse -History of sleep-related breathing disorders -History of compromised respiratory function -Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents -History of depression or suicidality 
	o. You agree to screen each patient for: -History of alcohol or substance abuse -History of sleep-related breathing disorders -History of compromised respiratory function -Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents -History of depression or suicidality 

	o. You agree to counsel your patients on: -The serious risks associated with sodium oxybate -Contraindications (alcohol and sedative hypnotics) -Risks of concomitant use of sodium oxybate with alcohol and/or other CNS depressants -Risk of operating hazardous machinery, including automobiles or airplanes, for the first 6 hours after taking a 
	o. You agree to counsel your patients on: -The serious risks associated with sodium oxybate -Contraindications (alcohol and sedative hypnotics) -Risks of concomitant use of sodium oxybate with alcohol and/or other CNS depressants -Risk of operating hazardous machinery, including automobiles or airplanes, for the first 6 hours after taking a 
	o. You agree to counsel your patients on: -The serious risks associated with sodium oxybate -Contraindications (alcohol and sedative hypnotics) -Risks of concomitant use of sodium oxybate with alcohol and/or other CNS depressants -Risk of operating hazardous machinery, including automobiles or airplanes, for the first 6 hours after taking a 

	dose of sodium oxybate. -Preparation and dosing instructions for sodium oxybate. -Risk of abuse and misuse associated with use of sodium oxybate. -Safe use, handling, and storage of sodium oxybate. 

	o. You will enroll each patient in the Sodium Oxybate REMS Program by completing the one-time Sodium Oxybate REMS Program Patient Enrollment Form and submitting the form to the Sodium Oxybate REMS Program 
	o. You will enroll each patient in the Sodium Oxybate REMS Program by completing the one-time Sodium Oxybate REMS Program Patient Enrollment Form and submitting the form to the Sodium Oxybate REMS Program 

	o. You will evaluate each patient within the first 3 months of starting sodium oxybate, including an evaluation of the following. t is recommended that patients be re-evaluated every 3 months thereafter while on sodium oxybate therapy: -Patient's concomitant medications -Serious adverse events 
	o. You will evaluate each patient within the first 3 months of starting sodium oxybate, including an evaluation of the following. t is recommended that patients be re-evaluated every 3 months thereafter while on sodium oxybate therapy: -Patient's concomitant medications -Serious adverse events 


	-Signs of abuse and misuse such as an increase in dose or frequency of dosing; reports of lost, stolen, or spilled medication; and/or drug seeking behavior 
	o You will report all potential serious adverse events including CNS depression, respiratory depression, loss of consciousness, coma, and death, and any cases of suspected abuse, misuse, or diversion to the Sodium Oxybate REMS Program 
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	• On the Sodium Oxybate REMS Program Patient Enrollment Form: 
	o. Verify that you have provided counseling to each patient about the serious risks associated with the use of sodium oxybate and the safe use conditions as described in the Sodium Oxybate REMS Program Patient Quick Start Guide 
	o. Verify that you have provided counseling to each patient about the serious risks associated with the use of sodium oxybate and the safe use conditions as described in the Sodium Oxybate REMS Program Patient Quick Start Guide 
	o. Verify that you have provided counseling to each patient about the serious risks associated with the use of sodium oxybate and the safe use conditions as described in the Sodium Oxybate REMS Program Patient Quick Start Guide 

	o. Obtain mandatory patient signature acknowledging that he/she has been counseled on the serious risks and safe use conditions of sodium oxybate and has had the opportunity to ask you any questions he/she may have about sodium oxybate, and the patient grants you the authority to release personal information to the Sodium Oxybate REMS Program, other Sodium Oxybate REMS Programs and its business partners and agents, including the certified pharmacy that will fill the prescription 
	o. Obtain mandatory patient signature acknowledging that he/she has been counseled on the serious risks and safe use conditions of sodium oxybate and has had the opportunity to ask you any questions he/she may have about sodium oxybate, and the patient grants you the authority to release personal information to the Sodium Oxybate REMS Program, other Sodium Oxybate REMS Programs and its business partners and agents, including the certified pharmacy that will fill the prescription 

	o. Fax the completed Sodium Oxybate REMS Program Patient Enrollment Form to the Sodium Oxybate REMS Program at 855-705-2424, complete online at , or mail to Sodium Oxybate REMS Program, PO Box XXXXX, City, ST XXXXX-XXXX 
	o. Fax the completed Sodium Oxybate REMS Program Patient Enrollment Form to the Sodium Oxybate REMS Program at 855-705-2424, complete online at , or mail to Sodium Oxybate REMS Program, PO Box XXXXX, City, ST XXXXX-XXXX 
	www.SodiumOxybateREMSProgram.com



	PRESCRIBING REQUIREMENTS 
	• Write prescriptions for both new and existing patients using the Sodium Oxybate REMS Program Prescription Form.If the patient has a lapse in therapy for 6 months or more, a new prescription will be required. 
	o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription 
	o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription 
	o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription 

	o. Verify that you have screened your patient for: -History of alcohol or substance abuse -History of sleep-related breathing disorders -History of compromised respiratory function -Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents -History of depression or suicidality 
	o. Verify that you have screened your patient for: -History of alcohol or substance abuse -History of sleep-related breathing disorders -History of compromised respiratory function -Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents -History of depression or suicidality 

	o. Verify that you have counseled the patient regarding:. -The serious risks associated with sodium oxybate. -Contraindications (alcohol and sedative hypnotics). -The risks of concomitant use of alcohol or other CNS depressants, including sedating. 
	o. Verify that you have counseled the patient regarding:. -The serious risks associated with sodium oxybate. -Contraindications (alcohol and sedative hypnotics). -The risks of concomitant use of alcohol or other CNS depressants, including sedating. 
	o. Verify that you have counseled the patient regarding:. -The serious risks associated with sodium oxybate. -Contraindications (alcohol and sedative hypnotics). -The risks of concomitant use of alcohol or other CNS depressants, including sedating. 

	antidepressants. antipsychotics, or anti-epileptics; opioids; benzodiazepines; muscle relaxants; and general anesthetics -The risks of operating hazardous machinery, including automobiles or airplanes. for the first 6 hours after taking a dose of sodium oxybate -Preparation and dosing instructions for sodium oxybate -The risk of abuse and misuse associated with sodium oxybate -Safe use, handling, and storage of sodium oxybate (refer to pages 13 & 14 of this brochure for Patient Counseling Information) 

	o. Provide a list of all current prescription and non-prescription medications and dosages that the patient is currently taking, to the best of your knowledge. This can be done by completing the Medications field on the Sodium Oxybate REMS Program Prescription Form or by faxing a separate page from the patient's medical history 
	o. Provide a list of all current prescription and non-prescription medications and dosages that the patient is currently taking, to the best of your knowledge. This can be done by completing the Medications field on the Sodium Oxybate REMS Program Prescription Form or by faxing a separate page from the patient's medical history 


	NOTE: Prior to dispensing each sodium oxybate prescription (including refills), the certified pharmacy responsible to dispense sodium oxybate to the patient will complete a Drug Utilization Review (DUR) and, during the patient counseling process, will ask the patient about the use of other medicines. If the patient’s certified pharmacy learns that the patient is taking a previously undisclosed contraindicated medication (sedative hypnotics), an opioid, or more than one CNS depressant, and the prescriber has
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	o. Verify that you have informed the patient that his or her certified pharmacy will send him/her a copy of the sodium oxybate Medication Guide with each prescription fill and a Sodium Oxybate REMS Program Patient Quick Start Guide prior to his/her first prescription fill, if you haven't provided one previously. These materials are available through the Sodium Oxybate REMS Program at 
	o. Verify that you have informed the patient that his or her certified pharmacy will send him/her a copy of the sodium oxybate Medication Guide with each prescription fill and a Sodium Oxybate REMS Program Patient Quick Start Guide prior to his/her first prescription fill, if you haven't provided one previously. These materials are available through the Sodium Oxybate REMS Program at 
	o. Verify that you have informed the patient that his or her certified pharmacy will send him/her a copy of the sodium oxybate Medication Guide with each prescription fill and a Sodium Oxybate REMS Program Patient Quick Start Guide prior to his/her first prescription fill, if you haven't provided one previously. These materials are available through the Sodium Oxybate REMS Program at 
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 



	o Access to look up the certified pharmacies 
	o Access to look up the certified pharmacies 
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 



	o. Fax the completed Sodium Oxybate REMS Program Prescription Form and all renewal/refill prescriptions to one of the certified pharmacies 
	o. Fax the completed Sodium Oxybate REMS Program Prescription Form and all renewal/refill prescriptions to one of the certified pharmacies 


	Patient Evaluation 
	• Evaluate each patient within the first 3 months of starting sodium oxybate therapy, including an evaluation of the following. It is recommended that patients be re-evaluated every 3 months thereafter while they are taking sodium oxybate. 
	o Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents 
	o Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents 
	o Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents 

	o Serious adverse events 
	o Serious adverse events 

	o. Signs of abuse and misuse, such as an increase in dose or frequency of dosing; reports of lost, stolen, or. spilled medication; and/or drug-seeking behavior. 
	o. Signs of abuse and misuse, such as an increase in dose or frequency of dosing; reports of lost, stolen, or. spilled medication; and/or drug-seeking behavior. 


	Refill Prescriptions 
	• One of the certified pharmacies will send you a Sodium Oxybate REMS Program Prescription Form in advance of a patient's prescription expiring or running out of refills. Prescription refills and renewals may also be conveyed by phone or fax to the patient’s certified pharmacy, and must be documented in the Sodium Oxybate REMS Program. 
	o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription 
	o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription 
	o Fill out the form completely and clearly to ensure timely fulfillment of your patient's prescription 

	o Access to look up the certified pharmacies 
	o Access to look up the certified pharmacies 
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 



	o. Fax the completed Sodium Oxybate REMS Program Prescription Form and all subsequent prescriptions to one of the certified pharmacies 
	o. Fax the completed Sodium Oxybate REMS Program Prescription Form and all subsequent prescriptions to one of the certified pharmacies 
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	FOLLOWING RECEIPT OF A PATIENT’S PRESCRIPTION, A CERTIFIED PHARMACY WILL: 
	• 
	• 
	• 
	Provide you with confirmation of each new Sodium Oxybate REMS Program Prescription Form received from your office 

	• 
	• 
	Contact the patient's insurance provider to verify sodium oxybate prescription benefits 

	• 
	• 
	Prior to the first shipment, contact the patient to: 


	o. Confirm whether he or she has received a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide. The patient’s certified pharmacy will send a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide to any patient not previously receiving one from his or her prescriber 
	o. Confirm whether he or she has received a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide. The patient’s certified pharmacy will send a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide to any patient not previously receiving one from his or her prescriber 
	o. Confirm whether he or she has received a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide. The patient’s certified pharmacy will send a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide to any patient not previously receiving one from his or her prescriber 

	o. Counsel the patient using the Sodium Oxybate REMS Program Patient Counseling Checklist on expectations from sodium oxybate therapy and how to prepare and take sodium oxybate doses safely and effectively 
	o. Counsel the patient using the Sodium Oxybate REMS Program Patient Counseling Checklist on expectations from sodium oxybate therapy and how to prepare and take sodium oxybate doses safely and effectively 

	o Review important sodium oxybate safety information and precautions for sodium oxybate use 
	o Review important sodium oxybate safety information and precautions for sodium oxybate use 

	o Review sodium oxybate safe handling and storage procedures 
	o Review sodium oxybate safe handling and storage procedures 

	o Review the adverse events associated with sodium oxybate 
	o Review the adverse events associated with sodium oxybate 

	o. Review the patient's use of concomitant medications. -You will be notified of any potential for drug interactions based on patient counseling. 
	o. Review the patient's use of concomitant medications. -You will be notified of any potential for drug interactions based on patient counseling. 

	o. Ask if the patient has any questions about sodium oxybate and answer the questions and/or refer the patient back to the prescriber, as appropriate 
	o. Ask if the patient has any questions about sodium oxybate and answer the questions and/or refer the patient back to the prescriber, as appropriate 


	•. 
	•. 
	•. 
	Provide 24/7 toll-free telephone access to pharmacist support for prescribers, office staff, and patients by answering. questions about safety, dosing, and patient care. 

	•. 
	•. 
	Dispense and ship sodium oxybate by overnight service to the patient or his or her authorized adult designee 

	•. 
	•. 
	Remind patients about monthly refills 

	•. 
	•. 
	Contact the prescriber if a prescription refill or renewal is required 


	For your convenience, materials and information regarding the Sodium Oxybate REMS Program are available online at . 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com


	Please be sure to review the Prescribing Information prior to prescribing sodium oxybate for your patients. 
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	DOSING SODIUM OXYBATE 
	Sodium oxybate is a liquid medication taken orally at bedtime. Due to its short half-life, sodium oxybate is taken in 2 equal doses at night, with the first dose taken at bedtime and the second dose taken 2.5 to 4 hours later. 
	• 
	• 
	• 
	The recommended starting dose is 4.5 g/night divided into 2 equal doses of 2.25 g each 

	• 
	• 
	The effective dose range is 6 g to 9 g/night 

	• 
	• 
	Doses higher than 9 g/night have not been studied and should not ordinarily be administered 

	• 
	• 
	The dose of sodium oxybate should be titrated to effect 


	o Sodium oxybate should be titrated in increments of 1.5 g/night at weekly intervals 
	• 
	• 
	• 
	An initial sodium oxybate dose reduction of at least 20% is recommended if divalproex sodium is prescribed to patients already taking sodium oxybate. For patients already taking divalproex sodium, it is recommended that prescribers use a lower starting sodium oxybate dose when introducing sodium oxybate. Prescribers are advised to monitor patient response closely and adjust dose accordingly if concomitant use of sodium oxybate and divalproex sodium is warranted 

	• 
	• 
	Improvement may occur during the first weeks of therapy; however, titration to an optimal dose may take longer 

	• 
	• 
	Once a stable dose is established, patients should be evaluated periodically 


	Note: the patient's first shipment of sodium oxybate will be limited to a 1-month (30-day) supply, and future shipments 
	cannot exceed a 3-month (90-day) supply. 
	Please see PI for sodium oxybate for additional guidelines for dosing and titration. 
	PATIENT DOSING INFORMATION: 
	• 
	• 
	• 
	Inform patients that all bottles contain concentrated medication ONLY and that water for dilution is not contained in the box. Advise patients to keep sodium oxybate in the provided bottle(s) 

	• 
	• 
	Patients should prepare both nighttime doses at bedtime 


	o Instruct patients to make sure that pharmacy vials are empty prior to preparing each dose 
	o Instruct patients to make sure that pharmacy vials are empty prior to preparing each dose 
	o Instruct patients to make sure that pharmacy vials are empty prior to preparing each dose 

	o Each dose of sodium oxybate should be diluted with about 1/4 cup of water 
	o Each dose of sodium oxybate should be diluted with about 1/4 cup of water 

	o. Patients should be instructed to store sodium oxybate bottles and prepared nightly doses in a secure place out of the reach of children and pets 
	o. Patients should be instructed to store sodium oxybate bottles and prepared nightly doses in a secure place out of the reach of children and pets 


	• 
	• 
	• 
	Food significantly reduces the bioavailability of sodium oxybate; therefore, doses should be taken at least 2 hours after eating 

	• 
	• 
	Both doses should be taken while in bed 

	• 
	• 
	The first dose should be taken at bedtime and the second dose 2.5 to 4 hours later 
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	Sodium oxybate has been placed in a bifurcated federal schedule. Sodium oxybate is a Schedule Ill controlled substance when used for legitimate medical purposes, as prescribed. The active ingredient, sodium oxybate, or gamma-hydroxybutyrate (GHB), is classified as a Schedule I controlled substance when used for any other reason or by anyone other than for whom it was prescribed. Your patients should be informed that federal law prohibits the transfer of sodium oxybate to any persons other than the patient f
	Illicit use and abuse of GHB have been reported, including drug-facilitated sexual assault. Prescribers should carefully evaluate patients for a history of drug abuse and follow patients closely, observing them for signs of misuse or abuse of GHB (e.g., increase in dose or frequency of dosing, reports of lost, stolen, or spilled medication, drug-seeking behavior). 
	WHEN PRESCRIBING A CONTROLLED SUBSTANCE: 
	• 
	• 
	• 
	Be judicious when deciding to increase a dose. Make sure the appropriate medical indicators for increasing or altering a dose are present 

	• 
	• 
	Be suspicious of a pattern of excuses for additional refills or repeated requests for additional refills on an emergency basis 

	• 
	• 
	Be vigilant. Recognize that there is potential to abuse sodium oxybate 


	It is important you know that the Sodium Oxybate REMS Program maintains records about who is prescribing sodium oxybate. These records will be made available to any state or federal agency that requests them. 
	DEPENDENCE AND TOLERANCE 
	Dependence 
	• 
	• 
	• 
	Cases of severe dependence and cravings for GHB have been reported 

	• 
	• 
	There have been case reports of dependence after illicit use of GHB at frequent repeated doses 


	o Doses (18 g/day to 250 g/day) were in excess of therapeutic dose range 
	• Abstinence syndrome has not been reported in clinical trials 
	Tolerance 
	• 
	• 
	• 
	Open-label, long-WHUP .•. PRQWKV. FOLQLFDO WULDOV GLG QRW GHPRnstrate development of tolerance 

	• 
	• 
	There have been some case reports of symptoms of tolerance developing after illicit use at doses far in excess of the recommended sodium oxybate dosage regimen 


	Discontinuation effects and tolerance of sodium oxybate have not been systematically evaluated in controlled clinical trials. 
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	PREGNANCY 
	Teratogenic Effects: Pregnancy Category C.. Nonteratogenic Effects: Because animal reproduction studies are not always predictive of human response, this drug should .
	be used during pregnancy only if clearly needed.. 
	LABOR AND DELIVERY 
	Sodium oxybate has not been studied in labor or delivery. In obstetric anesthesia using an injectable formulation of sodium oxybate, newborns had stable cardiovascular and respiratory measures but were very sleepy, causing a slight decrease in Apgar scores. There was a fall in the rate of uterine contractions 20 minutes after injection. Placental transfer is rapid, but umbilical vein levels of sodium oxybate were no more than 25% of the maternal concentration. No sodium oxybate was detected in the infant's 
	NURSING MOTHERS 
	It is not known whether sodium oxybate is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when sodium oxybate is administered to a nursing woman. 
	PEDIATRIC USE 
	Safety and effectiveness in pediatric patients have not been established. 
	GERIATRIC USE 
	There is limited experience with sodium oxybate in subjects 65 years and older. In general, dose selection for an elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease and other drug therapy. 
	RACE AND GENDER EFFECTS 
	There were too few non-Caucasian patients in the narcolepsy clinical trials to permit evaluation of racial effects on safety or. 
	efficacy. More than 90% of the subjects in the clinical trials were Caucasian.. In the narcolepsy clinical trials, with a database that was 58% female, no important differences in safety or efficacy of sodium .oxybate were noted between men and women.. 
	Please read accompanying Prescribing Information. The Sodium Oxybate REMS Program is here to support you, your staff, and your patients. For assistance, call 855-705-2424 (toll-free). 
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	Prior to initiating therapy, counsel each patient regarding the serious risks and safe use, handling and storage of sodium oxybate using the Sodium Oxybate REMS Program Patient Quick Start Guide and encourage all patients to read the sodium oxybate Medication Guide. 
	• 
	• 
	• 
	Inform patients that sodium oxybate is available only through certified pharmacies under a restricted distribution program called the Sodium Oxybate REMS Program and provide them with the telephone number and website for more information about sodium oxybate and the Sodium Oxybate REMS Program 

	• 
	• 
	Confirm that patients understand the serious risks and safe use conditions of sodium oxybate and that you have answered any questions the patient has about sodium oxybate by having the patient sign and date the Sodium Oxybate REMS Program Patient Enrollment Form. Inform the patient that regular follow-up is recommended 


	As a component of the Sodium Oxybate REMS Program, the contents of the sodium oxybate Medication Guide are reviewed with every patient by a Sodium Oxybate REMS Program certified pharmacy before initiating treatment with sodium oxybate. 
	To ensure safe and effective use of sodium oxybate, you should provide your patient with the following guidance: 
	ALCOHOL OR SEDATIVE HYPNOTICS 
	Advise patients not to drink alcohol or take other sedative hypnotics if they are taking sodium oxybate. 
	SEDATION 
	Inform patients that after taking sodium oxybate they are likely to fall asleep quickly (often within 5 minutes and usually within 15 minutes), but the time it takes to fall asleep can vary from night to night. The sudden onset of sleep, including in a standing position or while rising from bed, has led to falls resulting in injuries, in some cases requiring hospitalization. Instruct patients to remain in bed following ingestion of their first dose, and not to take their second dose until 2.5 to 4 hours lat
	FOOD EFFECTS ON SODIUM OXYBATE 
	Food significantly decreases the bioavailability of sodium oxybate. Inform patients to take the first dose at least 2 hours after eating. 
	RESPIRATORY DEPRESSION 
	Inform patients that sodium oxybate can be associated with respiratory depression even at recommended doses and with concurrent use of sodium oxybate with other CNS depressants. 
	OPERATING HAZARDOUS MACHINERY 
	Inform patients that until they are reasonably certain that sodium oxybate does not affect them adversely (e.g., impair judgment, thinking, or motor skills) they should not operate hazardous machinery, including automobiles or airplanes. 
	SUICIDALITY 
	Instruct patients or families to contact a healthcare provider immediately if the patient develops depressed mood, markedly diminished interest or pleasure in usual activities, significant change in weight and/or appetite, psychomotor agitation or retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, or suicidal ideation. 
	SLEEPWALKING 
	Instruct patients and their families that sodium oxybate has been associated with sleepwalking and to contact their healthcare provider if this occurs. 
	SODIUM INTAKE 
	Instruct patients who are sensitive to sodium intake (e.g. those with heart failure, hypertension, or renal impairment) that sodium oxybate contains a significant amount of sodium and they should limit their sodium intake. 
	SAFE USE, HANDLING, STORAGE, AND DISPOSAL 
	• 
	• 
	• 
	Discuss safe and proper use of sodium oxybate and dosing information with patients prior to the initiation of treatment 

	• 
	• 
	Instruct patients to store sodium oxybate bottles and sodium oxybate doses in a secure place, out of reach of children and pets 

	• 
	• 
	Patients should be instructed to divide their total nightly dose into 2 separate doses. They should not further divide each of the 2 separate doses 

	• 
	• 
	Patients should be informed that they should be seen by their healthcare provider frequently to review dose titration, symptom response, and adverse reactions 

	• 
	• 
	Instruct patients to store sodium oxybate at room temperature, between 59°F and 86°F. Inform patients that they may safely dispose of sodium oxybate down the sink or toilet drain 

	• 
	• 
	Inform patients that they must report all instances of lost or stolen sodium oxybate to the local police and to the Sodium Oxybate REMS Program 
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	soo1uM oxvsATE REMs PROGRAM I Sodium Oxybate
	PATIENT ENROLLMENT FORM 
	Sodium oxybate oral solution 500 mg/ml R E M 5 P r o g r a m 
	*DATE OF BIRTH (MM/DDNYYY): OF CELLPHONE: *ADDRESS: WORK PHONE: *CITY: *STATE: *ZIP CODE: EMAIL: ' MEDICATIONS: (list all known current prescription and non-prescription medications and dosages or submit as a separate page) O Check box if separate page attached 
	*DATE OF BIRTH (MM/DDNYYY): OF CELLPHONE: *ADDRESS: WORK PHONE: *CITY: *STATE: *ZIP CODE: EMAIL: ' MEDICATIONS: (list all known current prescription and non-prescription medications and dosages or submit as a separate page) O Check box if separate page attached 
	Complete this form through www.SodiumOxvbateREMSProqram.com, .OR fax completed form to the Sodium Oxybate REMS Program at 800-353-0987 (toll free), .OR mail to: Sodium Oxybate REMS Program, PO Box XXXXX, City, ST XXXXX-XXXX. .For more information, please call the Sodium Oxybate REMS Program at 855-705-2424. .
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	• I have counseled the patient about the serious risks associated with the use of sodium oxybate and the safe use conditions as 
	described in the Sodium Oxybate REMS Program Patient Quick Stan Guide .LI I have provided the patient with the Sodium Oxybate REMS Program Patient Quick Stan Guide (optional) .
	*Prescriber Signature: ____________________*Date:__________________ 
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	Fax the completed Sodium Oxybate REMS Program Prescription Form to one of the certified pharmacies for the patient. .You can look up certified pharmacies on , .or call the Sodium Oxybate REMS Program at 855-705-2424. .For more information, please call the Sodium Oxybate REMS Program at 855-705-2424. .
	www.SodiumOxybateREMSProgram.com
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	Dispensing Instructions 
	Prescriber Verification -My signature below signifies that: I understand the statements and agree to the Sodium Oxybate REMS Program requirements which are found on he back of this form; sodium oxybate is medically appropriate for this patient: and, I have informed the patient hat the Sodium Oxybate REMS Program Will send him or her a copy of the sodium oxybate Medication Guide with each prescription fill and a Sodium Oxybate REMS Program Patient Quick Start 
	December 2016 
	Pharmacy Use Only – My signature below signifies that: I have contacted the Xyrem REMS Program to: -Verify that the patient has no other active prescriptions for sodium oxybate that overlap with the current prescription -Verify the patient/prescriber has not been disenrolled in the Xyrem REMS Program for suspected abuse, misuse, or diversion -Report this prescription filled for sodium oxybate 
	*Pharmacist Name (please print): *Phone: 
	*Pharmacist Signature: *Date: 
	December 2016 
	Read this Quick Start Guide and the sodium oxybate Medication Guide carefully before you start taking sodium oxybate. 
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	SODIUM OXYBATE ORAL SOLUTION 
	Frequently asked questions about the safe use and handling of sodium oxybate 
	1 .
	Dear Patient, 
	Welcome to the Sodium Oxybate REMS Program. You are receiving these materials because your healthcare provider has prescribed sodium oxybate oral solution for you. Sodium oxybate is a medicine used to treat excessive daytime sleepiness and/or cataplexy in patients with narcolepsy. 
	Because of the serious risks associated with sodium oxybate, the Food and Drug Administration (FDA) has required a special program called a Risk Evaluation and Mitigation Strategy (REMS) for sodium oxybate. The purpose of the Sodium Oxybate REMS Program is to make sure the benefits of sodium oxybate outweigh the risks. All patients must be enrolled in the Sodium Oxybate REMS Program to receive sodium oxybate. This Quick Start Guide and the sodium oxybate Medication Guide contain information you need to know
	2 
	After your healthcare provider sends your enrollment form to the Sodium Oxybate REMS Program and first prescription for sodium oxybate to your certified pharmacy, you will receive a call from your certified pharmacy of the Sodium Oxybate REMS Program to tell you how the Sodium Oxybate REMS Program helps you get started with taking sodium oxybate and to answer any questions you may have about sodium oxybate. 
	You will also speak with appropriate staff at a certified pharmacy, who will go over your insurance information with you. Before you can receive your first shipment of sodium oxybate, a pharmacist at a certified pharmacy must confirm whether you have read and understood this Quick Start Guide, ask you about your medical history and other medications you may be taking, and give you advice on how to prepare and take your sodium oxybate and how to store it safely. 
	You must take this call before you can get your sodium oxybate. 

	Please call your healthcare provider if you have questions about sodium oxybate, or you can contact the Sodium Oxybate REMS Program toll free at 855-705-2424. You can reach your certified pharmacy through this number 24 hours a day, 7 days a week with any questions. 
	We hope you find this information and the Sodium Oxybate REMS Program services helpful. 
	Sincerely, 
	Sodium Oxybate sponsors 
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	WARNING: Sodium oxybate can cause. serious side effects.. Do not drink alcohol or take other medicines that make you sleepy.. 
	WARNING: Sodium oxybate can cause. serious side effects.. Do not drink alcohol or take other medicines that make you sleepy.. 

	Sodium oxybate is a prescription medicine used to treat patients with narcolepsy to reduce too much daytime sleepiness and to reduce cataplexy (suddenly weak or paralyzed muscles). 
	Important information about sodium oxybate includes the following: 
	(continued on next page) 
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	x. Patients usually fall asleep in about 5 to 15 minutes, although some patients have reported falling asleep more quickly (without first feeling drowsy) and others take more time. The time that it takes to fall asleep might be different from night to night. You should take each dose of sodium oxybate while in bed. Take the first dose at bedtime and the second 2 ½ to 4 hours later. You may need to set an alarm to awaken for the second dose 
	x. Do not drive a car, use heavy machinery, fly an airplane, or do anything that is dangerous or that requires you to be alert for the first 6 hours after taking sodium oxybate. When you first start taking sodium oxybate, be careful until you know how sodium oxybate affects you 
	x. Keep sodium oxybate out of the reach of children and pets. Get emergency medical help right away if a child drinks your sodium oxybate 
	x. Report all side effects to your healthcare provider 
	Any questions? Please call the Sodium Oxybate REMSProgram at 855-705-2424. 
	Please see the Medication Guide for more detailed information about sodium oxybate. 
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	This booklet answers important questions about how to get your sodium oxybate, how to use sodium oxybate properly, and how to store it safely. It also gives you important information about sodium oxybate. 
	What is the Sodium Oxybate REMS Program? 
	Because of the serious risks associated with sodium oxybate, the FDA has required a special program called REMS for sodium oxybate. Enrollment in the Sodium Oxybate REMS Program by prescribers, pharmacies, and patients is required by the FDA to ensure the benefits of sodium oxybate outweigh the risks associated with sodium oxybate. You are enrolled in the program when your healthcare provider sends the enrollment form you signed in his or her office to the Sodium Oxybate REMS Program. At that time, your hea
	Certified pharmacy staff will review important information about sodium oxybate with you. They will also answer any questions you may have about sodium oxybate. 
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	Any questions? Please call the Sodium Oxybate REMS Program at 855-705-2424. 
	Please see the Medication Guide for more detailed information about sodium oxybate. 
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	ENROLLING IN THE SODIUM OXYBATE REMS PROGRAM 
	What am I required to do in this program? 
	As a patient, your responsibility is to discuss the safe use of sodium oxybate with your healthcare provider and to read this Sodium Oxybate REMS Program Patient Quick Start Guide before receiving your first sodium oxybate prescription. Be sure to let your healthcare provider know if you are taking other medications or if you have any conditions that might affect your breathing. 
	You must also read the sodium oxybate Medication Guide that you will receive with each prescription from your certified pharmacy. 
	Do I have to enroll in this program? 
	You will be required to sign an enrollment form at your healthcare provider's office in order to receive sodium oxybate. You must verify that you have been counseled by your healthcare provider on the serious risks and safe use of sodium oxybate and that you were able to ask your healthcare provider any questions you have about sodium oxybate. 
	FILLING YOUR SODIUM OXYBATE PRESCRIPTION 
	How is my prescription filled? 
	All sodium oxybate prescriptions are filled only by pharmacies certified in the Sodium Oxybate REMS Program. 
	10 
	What does a certified pharmacy do? 
	Your healthcare provider sends your sodium oxybate prescription directly to a certified pharmacy. 
	After your healthcare provider sends in your first prescription of sodium oxybate, you will receive a call from your certified pharmacy to tell you how the Sodium Oxybate REMS Program helps you get started with taking sodium oxybate and to answer any questions you may have about sodium oxybate. A staff member from your certified pharmacy will call you to complete a Patient Counseling Checklist. The Patient Counseling Checklist will include information about other medications that you are taking and other me
	Your certified pharmacy will always ask you where and when you would like your sodium oxybate delivered and who will sign for the shipment. Sodium oxybate will be shipped by an overnight service. When the courier arrives, you or an adult you name must sign for your sodium oxybate. 
	Any questions? Please call the Sodium Oxybate REMSProgram at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
	11 
	FILLING YOUR SODIUM OXYBATE PRESCRIPTION (cont'd) 
	What will I get with my sodium oxybate prescription? 
	With each prescription, you will get 1 or more bottles of sodium oxybate (each bottle, whether full or partial, has the concentrated medicine), a sodium oxybate­specific dosing syringe for drawing up your sodium oxybate dose, 2 empty pharmacy containers with child-resistant caps, and a printed Medication Guide. 
	How do I get my sodium oxybate refills? 
	Your certified pharmacy will contact you when it is close to your refill time. You may also call your certified pharmacy to schedule your refills. 
	Can my local pharmacy provide sodium oxybate? 
	No. You can get your sodium oxybate only from a Sodium Oxybate REMS Program certified pharmacy. You may be able to have your sodium oxybate shipped to your place of work or to a local overnight carrier hub for pickup. Saturday deliveries may also be an option for you. Your certified pharmacy will work with you on the best options available. 
	12 
	INSURANCE COVERAGE 
	Will insurance pay for my sodium oxybate? 
	In most cases, YES. A staff member from your certified pharmacy will call and work with your insurance company to help you get coverage for sodium oxybate. 
	What is the pharmacy's role with my insurance? 
	An experienced staff member will: x Go over your prescription benefits and coverage x Tell you what your co-pay is, if applicable x Work with your healthcare provider on prior authorizations, if required by your 
	insurance company 
	Your certified pharmacy's attempt to get coverage from a third-party payer does not guarantee that you will get coverage. 
	13 
	HOW DO I TAKE MY SODIUM OXYBATE? 
	Take sodium oxybate only as your healthcare provider tells you to take it. 
	Figure
	*For illustration purposes only. Your product may look different. 
	How do I prepare my doses? 
	Before going to bed, draw up each of your sodium oxybate doses with the syringe that comes in your shipment. Add each sodium oxybate dose into 1 of the 2 empty pharmacy containers by pushing down on the plunger. Be sure each pharmacy container is empty before adding sodium oxybate into it. 
	HOW DO I TAKE MY SODIUM OXYBATE? (cont'd) 
	How do I prepare my doses? (cont'd) 
	Any questions? Please call the Sodium Oxybate REMS Program at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
	14 
	14 
	Add about ¼ cup of water to each dose of sodium oxybate. Then place the child- resistant caps onto the pharmacy containers and turn each cap clockwise (to the right) until it clicks and locks in its child-resistant position. 

	Then put the 2 prepared doses in a safe place by your bed, out of the reach of children and pets. 
	Place the cap back on the sodium oxybate bottle and store it in a safe and secure place (locked up if needed), out of the reach of children and pets. 
	Sodium oxybate should always be stored in the bottle provided. Rinse out the syringe and pharmacy containers with water after each use. 
	15 
	How do I take my doses? 
	Food will lower the amount of sodium oxybate that passes into your body. You should allow at least 2 hours after a meal before taking your first dose of sodium oxybate. 
	Sodium oxybate is a medicine that can make you sleepy quickly; therefore, take your doses while you are in bed. Take the first dose at bedtime and the second dose 2 ½ to 4 hours later. As with any medicine that causes sleepiness, if you continue evening activities after taking your dose, such as watching television or walking around, you may experience light-headedness, dizziness, nausea, confusion, or other unpleasant feelings. 
	Any questions? Please call the Sodium Oxybate REMS Program at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
	16 
	HOW DO I TAKE MY SODIUM OXYBATE? (cont'd) 
	What should I do if I miss a sodium oxybate dose? 
	x. It is very important to take both doses of sodium oxybate each night, as prescribed. If you miss the second dose, skip that dose 
	ņ Do not take sodium oxybate again until the next night 
	ņ Never take both sodium oxybate doses at once 
	x. Any unused sodium oxybate doses that you prepared but didn't take must be thrown away within 24 hours from the time you first prepared your doses 
	How soon will I see a change in my symptoms? 
	After starting sodium oxybate, it may take a few weeks or longer to see your symptoms improve. It may also take time to find the right dose that works for you. It is important that you talk with your healthcare provider often when you first start taking sodium oxybate. 
	Tell your healthcare provider if you don't feel any improvements while taking sodium oxybate. Sodium oxybate may not be right for you. 
	17 
	What are the side effects of sodium oxybate? 
	Sodium oxybate can cause serious side effects, including breathing problems (slower breathing, trouble breathing, and short periods of no breathing while asleep), mental health problems (confusion, seeing or hearing things that are not real, unusual or disturbing thoughts, feeling anxious or upset, depression, thoughts of suicide),and sleepwalking. If you have any of these side effects, call your healthcare provider right away. 
	The most common side effects with sodium oxybate are nausea, dizziness, throwing up, bedwetting, and diarrhea. Side effects may increase with higher doses. 
	These are not the only possible side effects with sodium oxybate. If you are worried about any possible side effects with sodium oxybate, talk with your healthcare provider or the pharmacist at one of the certified pharmacies. You should report all side effects by contacting your healthcare provider, the Sodium Oxybate REMS Program at 855-705-2424, or the FDA at 1-800-FDA­1088. 
	Any questions? Please call the Sodium Oxybate REMSProgram at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
	18 
	HOW DO I TAKE MY SODIUM OXYBATE? (cont'd) 
	Are there any precautions I should take while on sodium oxybate? 
	x. While taking sodium oxybate, do not drink alcohol or take medicines that cause sleepiness 
	x. Do not drive a car, use heavy machinery, or do anything that is dangerous or requires you to be alert, for the first 6 hours after taking sodium oxybate. When you first start taking sodium oxybate, be careful until you know how it will affect you 
	x. Before starting sodium oxybate, tell your healthcare provider if you are pregnant, or plan to become pregnant, or if you are breastfeeding. It is not known whether sodium oxybate can pass through your breast milk 
	x. Keep your sodium oxybate in a safe place, out of the reach of children 
	x. Take sodium oxybate while in bed 
	Tell your healthcare provider and pharmacist about any other medicines you are taking, including prescription and non-prescription medicines, vitamins, and supplements. 
	It is also important to tell other healthcare providers, including pharmacists, that you are taking sodium oxybate before you start or change any medications. 
	19 
	How often should my healthcare provider check my progress with sodium oxybate? 
	When you first start taking sodium oxybate, you may need to talk to your healthcare provider often until he or she has determined the best dose for you. You can expect that your dose may need to be adjusted. After your dose has been established, your healthcare provider should check on you every 3 months while you are taking sodium oxybate. 
	Any questions? Please call the Sodium Oxybate REMS Program at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
	20 
	STORAGE AND SAFETY TIPS AT HOME 
	How do I store sodium oxybate? 
	x. Always store sodium oxybate in its original bottle 
	x. Store sodium oxybate at room temperature. Do not refrigerate sodium oxybate 
	x. Keep sodium oxybate in a safe place, out of the reach of children and pets. Get emergency medical help (call 911) right away if a child drinks your sodium oxybate 
	How do I properly dispose of sodium oxybate? 
	When you have finished a bottle, pour any unused sodium oxybate down the sink or toilet drain. Mark out over the prescription label with a marker to protect your confidentiality before putting the empty bottle in the trash. 
	If you misplace, lose, or damage your sodium oxybate dosing syringe, contact your certified pharmacy to have it replaced. Do not use a different syringe or try to guess the correct dose. 
	21 
	What if I have concerns about having sodium oxybate in my home? 
	x 
	x 
	x 
	If your sodium oxybate is lost or stolen, report the incident right away to the local police and to your certified pharmacy 

	x 
	x 
	Use sodium oxybate only as your healthcare provider tells you. Remember that use of your sodium oxybate by others is illegal 

	x 
	x 
	If you have any questions or concerns, or if you need advice about sodium oxybate, call your healthcare provider or your certified pharmacy 


	Any questions? Please call the Sodium Oxybate REMSProgram at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
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	Where can I get more information about sodium oxybate? 
	For more information about sodium oxybate, contact the Sodium Oxybate REMS Program 
	x Phone: 855-705-2424 
	x Fax: 800-353-0987 (toll free) 
	x Outside the US: +1-855-705-2424 
	x Website: 
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 
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	NOTES. 
	Any questions? Please call the Sodium Oxybate REMSProgram at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
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	-----Keep this booklet as a helpful reminder ----­
	If you have questions or need information, contact the Sodium Oxybate REMS Program 
	Any questions? Please call the Sodium Oxybate REMSProgram at 855-705-2424. 
	Figure
	Please see the Medication Guide for more detailed information about sodium oxybate. 
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	PHARMACY ENROLLMENT FORM 

	For immediate enrollment, please go to . 
	www.SodiumOxybateREMSprogram.com

	To submit this fonn via fax, please complete all required fields below and fax to 800-353-0987. You will receive a confirmation via the contact preference you list below. 
	Pharmacies must be specially certified in the Sodium Oxybate REMS Program to dispense sodium oxybate. Sodium oxybate will not be stocked in retail pharmacy outlets. To become certified, every pharmacy must designate an authorized representative to: 
	1. .
	1. .
	1. .
	Complete certification using this Sodium Oxybate REMS Pharmacy Enrollment Form and submit the completed fonn to the Sodium Oxybate REMS Program. 

	2. .
	2. .
	Provide relevant training to the phannacy staff and pharmacists in each pharmacy and maintain a record of the training. 

	3. .
	3. .
	Ensure the phannacy enables its Pharmacy Management System (PMS) to support electronic communication with the Sodium Oxybate REMS Program system using established telecommunication standards. 


	Authorized Representative Responsibilities 
	By signing this form, I attest that my pharmacy has put processes and procedures in place to: 
	1. .
	1. .
	1. .
	Dispense sodium oxybate only to patients enrolled in the Sodium Oxybate REMS Program pursuant to a valid prescription written by a prescr ber certified in the Sodium Oxybate REMS Program. 

	2. .
	2. .
	Ensure that all pharmacy staff involved in the Sodium Oxybate REMS Program complete the Sodium Oxybate REMS Program Certified Pharmacy Training Program and maintain a record of the training. 

	3. .
	3. .
	Ensure that all pharmacists that dispense sodium oxybate complete the phannacist training in the Sodium Oxybate REMS Program Certified Pharmacy Training Program and maintain a record of the training. 

	4. .
	4. .
	Obtain a Pre-Dispense Authorization (PDA) for each sodium oxybate prescription by entering all prescriptions in the pharmacy management system, including cash payments. 

	5. .
	5. .
	Provide 24-7 toll-free access to a phannacist at a Sodium Oxybate REMS Program specially certified phannacy. 

	6. .
	6. .
	Recertify in the Sodium Oxybate REMS Program if the phannacy designates a new authorized representative. 

	7. .
	7. .
	Ship sodium oxybate directly to each patient or a patient-authorized adult designee using an overnight service, track and verify receipt of each shipment of sodium oxybate, and provide shipment and receipt dates to the Sodium Oxybate REMS program for documentation. 

	8. .
	8. .
	Limit the first shipment for each patient to a one-month supply of sodium oxybate, and subsequent shipments to no more than a three­month supply of sodium oxybate. 

	9. .
	9. .
	Include a sodium oxybate Medication Guide with each shipment and provide a copy of the Sodium Oxybate REMS Program Patient Quick Start Guide to each new patient. 

	10. 
	10. 
	Document and report all potential serious adverse events reported by all sources, including any CNS depression, respiratory depression, loss of consciousness, coma, and death, and any instances of patient or prescriber behavior that give rise to a reasonable suspicion of abuse, misuse, or diversion to the Sodium Oxybate REMS Program. 

	11. 
	11. 
	Report all potential adverse events related to suspected abuse, misuse, or diversion, by completing and submitting the Sodium Oxybate REMS Program Risk Management Report (RMR) to the Sodium Oxybate REMS Program. 

	12. 
	12. 
	Maintain documentation that all processes and procedures are in place and are being followed for the Sodium Oxybate REMS Program and provide upon request to the Sodium Oxybate Sponsors, FDA, or a third party acting on behalf of the Sodium Oxybate Sponsors or FDA. 

	13. 
	13. 
	Comply with audits by the Sodium Oxybate Sponsors, FDA, or a third party acting on behalf of the Sodium Oxybate Sponsors or FDA to ensure that all processes and procedures are in place and are being followed for the Sodium Oxybate REMS Program. 

	14. 
	14. 
	Prohibit the sale, loan, or transfer of any sodium oxybate inventory to any other pharmacy institution, distr butor, or prescr ber. 


	Prior to dispensing sodium oxybate, my pharmacy will: 
	15. 
	15. 
	15. 
	Complete the Sodium Oxybate REMS Program Patient Counseling Checklist and its requirements each time sodium oxybate is dispensed and submit the completed checklist to the Sodium Oxybate REMS Program. 

	16. 
	16. 
	16. 
	Validate each sodium oxybate prescription by: 

	a. .
	a. .
	a. .
	Verifying that the prescriber is certified, the patient is enrolled and the patient has no other active sodium oxybate prescription by entering all prescriptions in the phannacy management system, including cash payments by obtaining a PDA via electronic telecommunication verification. 

	b. 
	b. 
	Confirming all prescription infonnation, including patient name and two additional identifiers, prescriber name and infonnation, dose, titration information (if applicable). number of refills, dosing directions, totally quantity (days' supply), and concomitant medications. 

	c. 
	c. 
	Contacting the Xyrem REMS Program by phone to verify that the patient has no other active prescriptions for sodium oxybate, the patienVprescr ber has not been disenrolled in the Xyrem REMS program for suspected abuse, misuse, or diversion, and to report all prescriptions filled for sodium oxybate. 

	d. 
	d. 
	Documenting that the call to the Xyrem REMS Program was completed using the Sodium Oxybate REMS Program Prescription Form. 



	17. 
	17. 
	17. 
	Review the relevant patient infonnation obtained from the Sodium Oxybate REMS Program website () and the Sodium Oxybate REMS Program Prescription Form, including: 
	www.SodiumOxvbateREMSProgram.com


	a. 
	a. 
	a. 
	Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents that either are unknown to the prescriber or pose a high risk of serious interaction with sodium oxybate. 

	b. 
	b. 
	Alerts and Sodium Oxybate REMS Program RMR regarding potential abuse, misuse, or diversion. 
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	Pharmacy Information (All fields required) 
	Pharmacy Information (All fields required) 
	Pharmacy Information (All fields required) 

	Pharmacy Name: 
	Pharmacy Name: 

	Address: 
	Address: 
	City: 
	State: 
	Zip Code: 

	NCPDP: 
	NCPDP: 
	NPI: 
	DEA: 

	Authorized Representative Information (All fields required) 
	Authorized Representative Information (All fields required) 

	First Name: 
	First Name: 
	Last Name: 

	Phone: 
	Phone: 
	Fax: 
	Email: 

	Preferred Contact Method: •Phone •Fax •Email 
	Preferred Contact Method: •Phone •Fax •Email 

	By signing below, I acknowledge that I will comply with the Authorized Representative Responsibilities outlined on this form. 
	By signing below, I acknowledge that I will comply with the Authorized Representative Responsibilities outlined on this form. 

	Authorized Representative Signature: 
	Authorized Representative Signature: 
	Date: 

	Next Steps 
	Next Steps 

	1. After completing and signing this form, please fax to 800-353-0987. 2. Once this form is processed, you will receive instructions on submitting test transaction to the Sodium Oxybate REMS Program to ensure that your pharmacy management system has been successfully configured/updated to communicate with the Sodium Oxybate REMS Program. 3. After successful completion of the test transactions, you will receive a pharmacy certification confirmation. Upon receipt, your pharmacy is certified and your pharmacy 
	1. After completing and signing this form, please fax to 800-353-0987. 2. Once this form is processed, you will receive instructions on submitting test transaction to the Sodium Oxybate REMS Program to ensure that your pharmacy management system has been successfully configured/updated to communicate with the Sodium Oxybate REMS Program. 3. After successful completion of the test transactions, you will receive a pharmacy certification confirmation. Upon receipt, your pharmacy is certified and your pharmacy 
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	Sodium Oxybate REMS Program 
	Certified Pharmacy Training Modules A and B 
	All Sodium Oxybate REMS Program Certified Pharmacy staff and pharmacists must complete Module A and the Module A .Knowledge Assessment. Pharmacists must also complete Module B and the Module B Knowledge Assessment.. 
	December 2016 
	Dear Sodium Oxybate REMS Program Certified Pharmacy Staff, 
	Welcome to the Sodium Oxybate REMS Program, which has been approved by the Food and Drug Administration (FDA) as a Risk Evaluation and Mitigation Strategy (REMS). 
	The Sodium Oxybate REMS Program 
	The FDA has determined that a REMS is necessary to ensure that the benefits of sodium oxybate oral solution outweigh the risks of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate by: 
	1. Informing prescribers, pharmacists, and patients of: 
	x The risk of significant central nervous system (CNS) and respiratory depression associated with sodium oxybate 
	x The contraindication of use of sodium oxybate with sedative hypnotics and alcohol 
	x The potential for abuse, misuse, and overdose associated with sodium oxybate 
	x The safe use, handling, and storage of sodium oxybate 
	2. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium oxybate that: 
	x Screen for concomitant use of sedative hypnotics and other potential interacting agents 
	x Monitor for inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate 
	x Notify prescribers when patients are receiving concomitant contraindicated medications or when there are signs of 
	potential abuse, misuse, or diversion. 
	This training provides information about the Sodium Oxybate REMS Program that includes important information about sodium oxybate and the responsibilities of certified pharmacy staff involved in the dispensing of sodium oxybate. 
	Sodium oxybate is approved for: 
	x Treatment of cataplexy in narcolepsy 
	x Treatment of excessive daytime sleepiness (EDS) in narcolepsy 
	Sodium oxybate may be prescribed only by prescribers certified in the Sodium Oxybate REMS Program and dispensed only to patients enrolled in the Sodium Oxybate REMS Program and dispensed by pharmacies certified in the Sodium Oxybate REMS Program. 
	Sincerely, 
	Sodium Oxybate sponsors 
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	Table of Contents 
	December 2016 
	Sodium Oxybate REMS Program. 
	Certified Pharmacy Training Module A. Training for Pharmacy Staff Involved in the Sodium Oxybate REMS Program. 
	All pharmacy staff within a Sodium Oxybate REMS Program certified pharmacy must complete training on Module A and successfully complete the Module A Knowledge Assessment. Training must be completed annually. 
	December 2016 
	MODULE A: SODIUM OXYBATE REMS PROGRAM 
	Important Safety Information 
	Indications and Usage 
	Sodium oxybate oral solution is a central nervous system (CNS) depressant that is indicated for the following: 
	x. Treatment of cataplexy in narcolepsy 
	x Treatment of excessive daytime sleepiness (EDS) in narcolepsy Sodium oxybate may be prescribed only by prescribers certified in the Sodium Oxybate REMS Program and dispensed only to patients enrolled in the Sodium Oxybate REMS Program. 
	How Supplied 
	Sodium oxybate is shipped from a Sodium Oxybate REMS Program certified pharmacy directly to patients. Each shipment to a patient will contain: 
	x. The prescribed amount of medication, contained in one or more bottles of sodium oxybate 
	x. A press-in-bottle adaptor (PIBA) inserted into the bottle at the certified pharmacies 
	x. A sodium oxybate-specific grams-based oral measuring device (plastic syringe) to measure out each nightly dose 
	x. Two empty pharmacy vials with child-resistant caps for preparation of both nightly doses (sodium oxybate dose mixed 
	with water). x A sodium oxybate Medication Guide. 
	Controlled Substance Scheduling 
	The active ingredient in sodium oxybate is sodium oxybate or gamma-hydroxybutyrate (GHB, a known drug of abuse). GHB has been used to facilitate sexual assaults. Because of its rapid sedative effects (particularly when mixed with alcohol) and its colorless and odorless appearance, GHB has been used to "spike" the drinks of unsuspecting victims. Because of its abuse potential, GHB is designated a controlled substance by the Drug Enforcement Administration (DEA) and has been placed in a bifurcated federal sch
	x. GHB products approved by the FDA, such as sodium oxybate, and used as prescribed for therapeutic purposes are. Schedule Ill drugs. 
	The active ingredient of sodium oxybate is classified as a Schedule I controlled substance when used for any other reason or by anyone other than for whom it was prescribed. Federal law prohibits the transfer of sodium oxybate to any persons other than the patient for whom it was prescribed. 
	December 2016 
	Boxed Warning 
	WARNING: CENTRAL NERVOUS SYSTEM DEPRESSION and MISUSE AND ABUSE 
	Sodium oxybate is a CNS depressant. In clinical trials at recommended doses obtundation and clinically significant respiratory depression occurred in sodium oxybate-treated patients. Almost all of the patients who received sodium oxybate during clinical trials in narcolepsy were receiving central nervous system stimulants. 
	Sodium oxybate is the sodium salt of gamma hydroxybutyrate (GHB). Abuse of GHB, either alone or in combination with other CNS depressants, is associated with CNS adverse reactions, including seizure, respiratory depression, decreases in the level of consciousness, coma, and death. 
	Because of the risks of CNS depression, abuse and misuse, sodium oxybate is available only through a restricted distribution program called the Sodium Oxybate REMS Program, using certified pharmacies. Prescribers must certify and patients must enroll in the Sodium Oxybate REMS Program. For further information go to or call 855-705-2424. 
	www.SodiumOxybateREMSProgram.com 

	Contraindications 
	x. Sodium oxybate is contraindicated in: 
	o. Patients who take sedative hypnotic agents. 
	o. Patients who take sedative hypnotic agents. 
	o. Patients who take sedative hypnotic agents. 

	o. Patients who drink alcohol while using sodium oxybate. 
	o. Patients who drink alcohol while using sodium oxybate. 

	o. Patients with succinic semi aldehyde dehydrogenase deficiency, a rare disorder of inborn error of metabolism variably characterized by mental retardation, hypotonia, and ataxia. 
	o. Patients with succinic semi aldehyde dehydrogenase deficiency, a rare disorder of inborn error of metabolism variably characterized by mental retardation, hypotonia, and ataxia. 


	Warnings and Precautions 
	CNS Depression 
	x. Sodium oxybate is a CNS depressant. 
	x. Concurrent use of sodium oxybate with other CNS depressants, including but not limited to opioid analgesics, benzodiazepines, sedating antidepressants or antipsychotics, sedating anti-epileptic drugs, general anesthetics, muscle relaxants, and/or illicit CNS depressants, may increase the risk of respiratory depression, hypotension, profound sedation, syncope, and death. 
	o. If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one or more CNS depressants (including sodium oxybate) should be considered. 
	o. If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one or more CNS depressants (including sodium oxybate) should be considered. 
	o. If use of these CNS depressants in combination with sodium oxybate is required, dose reduction or discontinuation of one or more CNS depressants (including sodium oxybate) should be considered. 

	o. If short-term use of an opioid (e.g., post-or perioperative) is required, interruption of treatment with sodium oxybate should be considered. 
	o. If short-term use of an opioid (e.g., post-or perioperative) is required, interruption of treatment with sodium oxybate should be considered. 


	x. Patients who have sleep apnea or compromised respiratory function may be at a higher risk of developing. respiratory depression, loss of consciousness, coma, and death with sodium oxybate use.. 
	x. Healthcare providers should caution patients about operating hazardous machinery for the first 6 hours after taking a dose of sodium oxybate. 
	Abuse, Misuse, and Diversion 
	x. Sodium oxybate or GHB, is a Schedule I controlled substance. Abuse of illicit GHB, either alone or in combination with other CNS depressants, is associated with CNS adverse events, including seizure, respiratory depression, decreases in the level of consciousness, coma, and death. 
	x. The rapid onset of sedation, coupled with the amnestic features of sodium oxybate, particularly when combined with alcohol, has proven to be dangerous for the voluntary and involuntary user (e.g. assault victim). 
	x. Patients should be carefully evaluated for a history of substance abuse. Patients with a history of drug abuse should be closely monitored for signs of misuse or abuse of GHB (e.g. increase in dose or frequency of dosing, drug-seeking behavior, feigned cataplexy). 
	For complete safety information, please see the Prescribing Information for sodium oxybate. 
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	Sodium Oxybate REMS Program Requirements 
	Sodium oxybate may be prescribed only by prescribers certified in the Sodium Oxybate REMS Program and dispensed only to patients enrolled in the Sodium Oxybate REMS Program. Because of the risks of central nervous system depression, abuse, misuse, and diversion, sodium oxybate is available only through a restricted distribution program called the Sodium Oxybate REMS Program. 
	Required components of this program include: 
	x. Use of a certified pharmacy. 
	x. Healthcare Providers who prescribe sodium oxybate must have completed the Sodium Oxybate REMS Program Prescriber Enrollment Form and must comply with the requirements of the Sodium Oxybate REMS Program. 
	x. To receive sodium oxybate, patients must be enrolled in the Sodium Oxybate REMS Program and be counseled on the serious risks and safe use of sodium oxybate treatment. Patients are enrolled by certified prescribers who must fill out and submit the Sodium Oxybate REMS Program Patient Enrollment Form. Prescribers must also complete and submit the Sodium Oxybate REMS Program Prescription Form to one of the certified pharmacies for all new sodium oxybate prescriptions and for sodium oxybate prescriptions for
	x. Further information is available at . 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com


	Overview of Certified Pharmacy Responsibilities 
	Enrollment Verification 
	x. The Sodium Oxybate REMS Program Prescriber Enrollment Form and the Sodium Oxybate REMS Program Patient Enrollment Form are sent to the Sodium Oxybate REMS Program by the prescriber. 
	x. Information from the enrollment forms is maintained in the appropriate Sodium Oxybate REMS Program database by the Sodium Oxybate REMS Program. 
	x. No duplicate patients may be enrolled. 
	x. Patients must confirm that they have been counseled on the serious risks and safe use of sodium oxybate; their certified .pharmacy will provide counseling with every sodium oxybate prescription dispensed.. 
	x. The Sodium Oxybate REMS Program will notify the prescriber of successful certification in the Sodium Oxybate REMS. Program, and that he or she is eligible to prescribe sodium oxybate.. 
	o. If there is a delay in shipping while a question about the prescriber's credentials is being resolved, the patient will be notified by their certified pharmacy. 
	o. If there is a delay in shipping while a question about the prescriber's credentials is being resolved, the patient will be notified by their certified pharmacy. 
	o. If there is a delay in shipping while a question about the prescriber's credentials is being resolved, the patient will be notified by their certified pharmacy. 

	o. If the prescription cannot be filled because a question about the prescriber's credentials could not be resolved, the patient will be notified by their certified pharmacy. 
	o. If the prescription cannot be filled because a question about the prescriber's credentials could not be resolved, the patient will be notified by their certified pharmacy. 

	o. The prescriber will be notified by the Sodium Oxybate REMS Program that he/she cannot be certified due to .credential verification failure.. 
	o. The prescriber will be notified by the Sodium Oxybate REMS Program that he/she cannot be certified due to .credential verification failure.. 


	x. The Sodium Oxybate REMS Program will notify the prescriber of successful patient enrollment in the Sodium Oxybate .REMS Program.. 
	x. Enrollment status is maintained in the Sodium Oxybate REMS Program. 
	o. The Sodium Oxybate REMS Program will confirm that the prescriber's DEA and state license numbers are active and that the prescriber has provided all REMS-required attestations. 
	o. The Sodium Oxybate REMS Program will confirm that the prescriber's DEA and state license numbers are active and that the prescriber has provided all REMS-required attestations. 
	o. The Sodium Oxybate REMS Program will confirm that the prescriber's DEA and state license numbers are active and that the prescriber has provided all REMS-required attestations. 

	o. A prescriber may be disenrolled from the program for expired DEA or state licensures or for non-compliance with the Sodium Oxybate REMS Program. 
	o. A prescriber may be disenrolled from the program for expired DEA or state licensures or for non-compliance with the Sodium Oxybate REMS Program. 

	o. Following enrollment, the patient remains in the Sodium Oxybate REMS Program unless their certified pharmacy, and/or certified prescriber determine that the patient should be disenrolled. 
	o. Following enrollment, the patient remains in the Sodium Oxybate REMS Program unless their certified pharmacy, and/or certified prescriber determine that the patient should be disenrolled. 


	x. A certified prescriber and/or a certified pharmacy can direct that a patient be disenrolled from the Sodium Oxybate REMS. Program.. 
	o. A patient may be disenrolled from the program for non-compliance with the Sodium Oxybate REMS Program, including for multiple suspicious early refill requests, or other information that indicates abuse, misuse, or diversion. 
	o. A patient may be disenrolled from the program for non-compliance with the Sodium Oxybate REMS Program, including for multiple suspicious early refill requests, or other information that indicates abuse, misuse, or diversion. 
	o. A patient may be disenrolled from the program for non-compliance with the Sodium Oxybate REMS Program, including for multiple suspicious early refill requests, or other information that indicates abuse, misuse, or diversion. 

	o. The Sodium Oxybate REMS Program will contact a prescriber if an enrollment form is received for a patient previously disenrolled from the program, or for suspicions of abuse, misuse, or diversion, and will provide the prescriber with all relevant patient history. 
	o. The Sodium Oxybate REMS Program will contact a prescriber if an enrollment form is received for a patient previously disenrolled from the program, or for suspicions of abuse, misuse, or diversion, and will provide the prescriber with all relevant patient history. 
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	Prescription Processing 
	x. A certified pharmacy must validate all prescriptions prior to dispensing sodium oxybate. This includes obtaining a Pre-Dispense Authorization (PDA) from the Sodium Oxybate REMS Program for each prescription upon receipt of a Sodium Oxybate REMS Program Prescription Form. The issuance of PDA informs the pharmacy that the prescriber is certified and patient is enrolled in the Sodium Oxybate REMS Program and the patient has no other active sodium oxybate prescriptions. 
	o. The certified pharmacy will process all sodium oxybate prescriptions, including cash payments, through the pharmacy management system (PMS) and obtain a PDA via electronic telecommunication verification to verify the prescriber is certified, the patient is enrolled in the Sodium Oxybate REMS Program and the patient has no other active sodium oxybate prescriptions. 
	o. The certified pharmacy will process all sodium oxybate prescriptions, including cash payments, through the pharmacy management system (PMS) and obtain a PDA via electronic telecommunication verification to verify the prescriber is certified, the patient is enrolled in the Sodium Oxybate REMS Program and the patient has no other active sodium oxybate prescriptions. 
	o. The certified pharmacy will process all sodium oxybate prescriptions, including cash payments, through the pharmacy management system (PMS) and obtain a PDA via electronic telecommunication verification to verify the prescriber is certified, the patient is enrolled in the Sodium Oxybate REMS Program and the patient has no other active sodium oxybate prescriptions. 

	o. To verify the safe use conditions electronically through the PMS, the following prescription information, at a minimum, is required to be submitted upon processing every sodium oxybate prescriptions: 
	o. To verify the safe use conditions electronically through the PMS, the following prescription information, at a minimum, is required to be submitted upon processing every sodium oxybate prescriptions: 
	o. To verify the safe use conditions electronically through the PMS, the following prescription information, at a minimum, is required to be submitted upon processing every sodium oxybate prescriptions: 

	•
	•
	•
	•

	Patient First Name 

	•
	•
	•

	Patient Last Name 

	•
	•
	•

	Patient Date of Birth 

	•
	•
	•

	Patient Zip Code 

	•
	•
	•

	Prescriber Identifier on prescription (NPI or DEA) 

	•
	•
	•

	Date of Fill 

	•
	•
	•

	Days’ Supply 

	•
	•
	•

	Quantity 

	•
	•
	•

	Product/NDC 



	o. If all safe use conditions are met, a PDA will be generated by the Sodium Oxybate REMS Program. The PDA will be maintained in the Sodium Oxybate REMS Program patient database, and does not need to be recorded by the pharmacy. The pharmacy is authorized to dispense sodium oxybate upon receiving a PDA. 
	o. If all safe use conditions are met, a PDA will be generated by the Sodium Oxybate REMS Program. The PDA will be maintained in the Sodium Oxybate REMS Program patient database, and does not need to be recorded by the pharmacy. The pharmacy is authorized to dispense sodium oxybate upon receiving a PDA. 

	o. If the safe use conditions are not met, a PDA will not be issued and the pharmacy will be notified of the reason why: 
	o. If the safe use conditions are not met, a PDA will not be issued and the pharmacy will be notified of the reason why: 
	o. If the safe use conditions are not met, a PDA will not be issued and the pharmacy will be notified of the reason why: 

	•
	•
	•
	•

	Pharmacy is not certified 

	•
	•
	•

	Prescriber is not certified 

	•
	•
	•

	Patient is not enrolled 

	•
	•
	•

	Patient has a known active, overlapping prescription for sodium oxybate 




	x. Before ordering sodium oxybate from your distributor/wholesaler, you must obtain a PDA from the Sodium Oxybate REMS Program. Distributors/wholesalers are required to verify with the Sodium Oxybate REMS Program that you have a PDA before sending sodium oxybate to your pharmacy. Each bottle of Sodium Oxybate is to be ordered on a per-patient basis only. 
	x. Before a prescription for sodium oxybate can be shipped to a patient, the pharmacy must: 
	o. Verify that the Sodium Oxybate REMS Program Prescription Form is complete and signed by the prescriber. 
	o. Verify that the Sodium Oxybate REMS Program Prescription Form is complete and signed by the prescriber. 
	o. Verify that the Sodium Oxybate REMS Program Prescription Form is complete and signed by the prescriber. 

	o. Verify the Sodium Oxybate REMS Program Prescription Form was received from the prescriber's office. 
	o. Verify the Sodium Oxybate REMS Program Prescription Form was received from the prescriber's office. 

	o. Verify the prescription is dated according to state controlled prescription regulations. 
	o. Verify the prescription is dated according to state controlled prescription regulations. 

	o. Verify the prescription is for only a one-month supply on a patient's first sodium oxybate fill and no more than a 3-month supply on subsequent fills. 
	o. Verify the prescription is for only a one-month supply on a patient's first sodium oxybate fill and no more than a 3-month supply on subsequent fills. 

	o. Verify there are no discrepancies or concerns with the dosing and titration. 
	o. Verify there are no discrepancies or concerns with the dosing and titration. 


	If there are discrepancies or concerns, the certified pharmacy must contact the prescriber to revise and resubmit the 
	•

	Sodium Oxybate REMS Program Prescription Form. 
	o. Review the patient information contained in the Sodium Oxybate REMS Program patient database using the secure web viewing portal and the Sodium Oxybate REMS Program Prescription Form including: 
	o. Review the patient information contained in the Sodium Oxybate REMS Program patient database using the secure web viewing portal and the Sodium Oxybate REMS Program Prescription Form including: 
	o. Review the patient information contained in the Sodium Oxybate REMS Program patient database using the secure web viewing portal and the Sodium Oxybate REMS Program Prescription Form including: 
	o. Review the patient information contained in the Sodium Oxybate REMS Program patient database using the secure web viewing portal and the Sodium Oxybate REMS Program Prescription Form including: 

	•
	•
	•
	•
	•

	Concomitant use of sedative hypnotics, other CNS depressants, or other potentially interacting agents that either are unknown to the prescriber or pose a high risk of serious interaction with sodium oxybate. 

	.. If patient use of a contraindicated medication or other potentially interacting agent is confirmed and if the prescriber has not indicated prior knowledge, then the pharmacist will notify and consult the prescriber about the risks of concomitant medication use and document the call and the prescriber’s treatment rationale on the Sodium Oxybate Patient Counseling Checklist. 

	•
	•
	•

	Alerts and Sodium Oxybate REMS Program RMRs regarding potential abuse, misuse, or diversion. 



	o. Contact the Xyrem REMS Program by phone to: 
	o. Contact the Xyrem REMS Program by phone to: 
	o. Contact the Xyrem REMS Program by phone to: 

	•
	•
	•
	•

	Verify that the patient has no other active prescriptions for sodium oxybate that overlap with the current prescription. 

	•
	•
	•

	Verify that the patient/prescriber has not been disenrolled in the Xyrem REMS Program for suspected abuse, misuse, or diversion. 

	•
	•
	•

	Report all prescriptions filled for sodium oxybate. 



	o. Document that the call to the Xyrem REMS Program was completed using the Sodium Oxybate REMS Program Prescription Form. 
	o. Document that the call to the Xyrem REMS Program was completed using the Sodium Oxybate REMS Program Prescription Form. 


	x. If a certified pharmacy receives overlapping prescriptions for sodium oxybate for a patient, the certified pharmacy responsible for dispensing the current prescription will notify and consult each prescriber. 
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	o. Prescriptions are considered overlapping when more than one prescription for sodium oxybate is received for a patient from multiple prescribers within an overlapping timeframe. 
	•
	•
	•
	•

	If a certified pharmacy suspects abuse, misuse, or diversion, the prescription should not be filled, the certified pharmacy must complete and submit a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program, and the prescriber will be notified. 

	•
	•
	•

	There are valid reasons why a patient may have overlapping prescriptions, including if the patient moves or changes prescribers, or if the prescriber sends in a new prescription prior to the completion of all refills. 

	•
	•
	•

	A certified pharmacy responsible for dispensing sodium oxybate to a patient must ensure that under these situations a patient does not receive multiple overlapping shipments of sodium oxybate. 


	x. Once a PDA is obtained from the Sodium Oxybate REMS Program, review of the patient information in the patient database using the secure web viewing portal has been performed, and the Xyrem REMS Program has been contacted, the certified pharmacy will contact the patient to schedule shipment and complete the required counseling. 
	o. For a new patient, the certified pharmacy provides the Sodium Oxybate REMS Program Patient Quick Start Guide. 
	o. For a new patient, the certified pharmacy provides the Sodium Oxybate REMS Program Patient Quick Start Guide. 
	o. For a new patient, the certified pharmacy provides the Sodium Oxybate REMS Program Patient Quick Start Guide. 

	o. A pharmacist must counsel the patient by completing the Sodium Oxybate REMS Program Patient Counseling Checklist prior to every dispense of sodium oxybate. 
	o. A pharmacist must counsel the patient by completing the Sodium Oxybate REMS Program Patient Counseling Checklist prior to every dispense of sodium oxybate. 


	The certified pharmacy must submit the Sodium Oxybate REMS Program Patient Counseling Checklist to the Sodium Oxybate REMS Program online at or complete a print version and fax to the Sodium Oxybate REMS Program at 800-353-0987. 
	•
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 


	Shipping 
	All sodium oxybate is shipped to patients (or their adult designee) by an overnight service with receipt signature required. Certified pharmacies must provide confirmation of receipt of each prescription of sodium oxybate to the Sodium Oxybate REMS Program by accessing the Sodium Oxybate REMS Program website (), or calling the Sodium Oxybate REMS Program (855-705-2424). 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com


	x. The patient may request an alternate shipping address, which is subject to approval by a pharmacist. 
	x. See for details of the contents of each sodium oxybate shipment. 
	How Supplied 

	x. Daily tracking reports are generated to confirm the receipt of each order shipped. 
	x. Lost shipments are investigated. 
	Monitoring for Inappropriate Prescribing, Abuse, Misuse, and Diversion 
	Certified pharmacies must conduct detailed monitoring on an ongoing basis of patients and prescribers for signs of inappropriate prescribing, abuse, misuse and diversion. Each certified pharmacy will: 
	x. Document early refill requests and instances of patient and prescriber behavior that suggest potential abuse, misuse, or. diversion by completing and submitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS .Program online at or complete a print version and fax to the Sodium Oxybate. REMS Program at 800-353-0987. This information is maintained in the prescriber and/or patient databases in the .Sodium Oxybate REMS Program.. 
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 


	o. Direct the Sodium Oxybate REMS Program to disenroll a patient that has demonstrated behavior that suggests potential abuse, misuse, or diversion by completing and submitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program will notify the Xyrem REMS Program that the patient has been disenrolled. 
	o. Direct the Sodium Oxybate REMS Program to disenroll a patient that has demonstrated behavior that suggests potential abuse, misuse, or diversion by completing and submitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program will notify the Xyrem REMS Program that the patient has been disenrolled. 
	o. Direct the Sodium Oxybate REMS Program to disenroll a patient that has demonstrated behavior that suggests potential abuse, misuse, or diversion by completing and submitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program will notify the Xyrem REMS Program that the patient has been disenrolled. 

	o. Recommend that a prescriber whohas demonstrated behavior that suggests potential abuse, misuse, or diversion be disenrolled bysubmitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program will notify the Xyrem REMS Program that the prescriber has been disenrolled if disenrollment is determined to be the appropriate corrective action. 
	o. Recommend that a prescriber whohas demonstrated behavior that suggests potential abuse, misuse, or diversion be disenrolled bysubmitting a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program. The Sodium Oxybate REMS Program will notify the Xyrem REMS Program that the prescriber has been disenrolled if disenrollment is determined to be the appropriate corrective action. 


	x. Review the patient's Sodium Oxybate REMS Program RMR history and alerts in the Sodium Oxybate REMS Program using the secure pharmacy web viewing portal for the patient database prior to granting an early refill request or if abuse, misuse, or diversion is suspected. 
	x. Discuss early refill requests or other patient incidents with the prescriber so that the prescriber can make a decision to allow or deny the early refill, or to take some other action based on the patient's behavior and history. 
	x. Report all Sodium Oxybate REMS Program RMRs to the Sodium Oxybate REMS Program by completing and submitting the Sodium Oxybate REMS Program RMR. 
	x. Determine whether an alert should be placed in the patient's profile in the patient database within the Sodium Oxybate REMS Program for repeated reports of lost, stolen, destroyed, or spilled drug for review prior to shipping sodium oxybate. 
	x. Inform a pharmacist immediately if certified pharmacy staff suspects patients or prescribers of abuse, misuse, or diversion. 
	Adverse Event Reporting 
	x. Everyone on staff in each certified pharmacy has an essential role to play in the process of collecting information on potential adverse events for reporting to the Sodium Oxybate REMS Program. 
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	o. Report all potential adverse events reported by all sources, including any CNS depression, respiratory depression, loss of consciousness, coma, and death, and any cases of suspected abuse, misuse, or diversion by calling the Sodium Oxybate REMS Program at 855-705-2424. 
	o. Report all potential adverse events reported by all sources, including any CNS depression, respiratory depression, loss of consciousness, coma, and death, and any cases of suspected abuse, misuse, or diversion by calling the Sodium Oxybate REMS Program at 855-705-2424. 
	o. Report all potential adverse events reported by all sources, including any CNS depression, respiratory depression, loss of consciousness, coma, and death, and any cases of suspected abuse, misuse, or diversion by calling the Sodium Oxybate REMS Program at 855-705-2424. 

	o. Report all potential adverse events related to suspected abuse, misuse, or diversion, by completing and submitting the Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program online at or by fax to 800-353-0987. 
	o. Report all potential adverse events related to suspected abuse, misuse, or diversion, by completing and submitting the Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program online at or by fax to 800-353-0987. 
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 




	Ongoing Patient Education 
	Patients in the Sodium Oxybate REMS Program have access to ongoing education while taking sodium oxybate through: 
	x 24-hour toll-free telephone help line staffed by a pharmacist trained in the Sodium Oxybate REMS Program.. x Continued contact with the certified pharmacy for every refill.. x Sodium Oxybate REMS Program website ().. 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com
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	Sodium Oxybate REMS Program. 
	Certified Pharmacy Training Module B. Sodium Oxybate REMS Program Training for Pharmacists Involved in the Dispensing of Sodium Oxybate. 
	All Sodium Oxybate REMS Program certified pharmacy pharmacists must complete training on Module B (in addition to Module A) and successfully complete the associated Knowledge Assessment. For all pharmacists who dispense sodium oxybate, training must be completed annually. 
	December 2016 
	MODULE B: SODIUM OXYBATE REMS PROGRAM TRAINING FOR PHARMACISTS 
	All pharmacists involved in dispensing sodium oxybate must complete the following additional training at least annually. The. Sodium Oxybate REMS Program requires that pharmacists within a certified pharmacy are thoroughly trained on the .requirements of the Sodium Oxybate REMS Program. Training will be conducted by reviewing the Sodium Oxybate REMS .Program materials and successfully completing a Knowledge Assessment with 100% accuracy on the requirements of certified .pharmacies and pharmacists working wi
	x. Review of PI 
	x. Review of certified pharmacy’s internal processes and procedures established to support the Sodium Oxybate REMS Program with an experienced pharmacist 
	x. Execution of the Sodium Oxybate REMS Program Patient Counseling Checklist 
	x. Detailed monitoring including completion of a Sodium Oxybate REMS Program RMR, as needed 
	x. Follow-up interactions with patients and prescribers 
	x. Sodium Oxybate REMS Program documentation and processes 
	Sodium Oxybate REMS Program Requirements 
	Sodium oxybate may be prescribed and dispensed only to patients enrolled in the Sodium Oxybate REMS Program. Because of. the risks of CNS depression, abuse, misuse, and diversion, sodium oxybate is available only through a restricted distribution .program called the Sodium Oxybate REMS Program.. 
	Required components of this program include: 
	x. Use of a certified pharmacy. 
	x. Healthcare providers who prescribe sodium oxybate must complete and submit the following to the Sodium Oxybate. REMS Program:. 
	o. The Sodium Oxybate REMS Program Prescriber Enrollment Form 
	o. The Sodium Oxybate REMS Program Prescriber Enrollment Form 
	o. The Sodium Oxybate REMS Program Prescriber Enrollment Form 

	o. The Sodium Oxybate REMS Program Patient Enrollment Form 
	o. The Sodium Oxybate REMS Program Patient Enrollment Form 


	x. Healthcare providers who prescribe sodium oxybate must complete prescriptions for sodium oxybate on the Sodium. Oxybate REMS Program Prescription Form and submit the completed form to one of the certified pharmacies.. 
	o. After completion of prescription processing, the pharmacy will fax the prescription form to the Sodium Oxybate REMS Program and retain the original. 
	o. After completion of prescription processing, the pharmacy will fax the prescription form to the Sodium Oxybate REMS Program and retain the original. 
	o. After completion of prescription processing, the pharmacy will fax the prescription form to the Sodium Oxybate REMS Program and retain the original. 

	o. Prescription refills and renewals may be conveyed by phone or fax and must be documented in the Sodium Oxybate REMS Program. 
	o. Prescription refills and renewals may be conveyed by phone or fax and must be documented in the Sodium Oxybate REMS Program. 


	x. To receive sodium oxybate, patients must be: 
	o. Enrolled in the Sodium Oxybate REMS Program. 
	o. Enrolled in the Sodium Oxybate REMS Program. 
	o. Enrolled in the Sodium Oxybate REMS Program. 

	o. Prescribed sodium oxybate by a prescriber certified in the Sodium Oxybate REMS Program. 
	o. Prescribed sodium oxybate by a prescriber certified in the Sodium Oxybate REMS Program. 

	o. Counseled on the serious risks and safe use of sodium oxybate. 
	o. Counseled on the serious risks and safe use of sodium oxybate. 

	o. Have only one active sodium oxybate prescription. 
	o. Have only one active sodium oxybate prescription. 


	Certified Pharmacy Responsibilities 
	Certified pharmacies will: 
	x. Limit the first prescription fill to a one-month supply of sodium oxybate and no more than a 3-month supply for. subsequent prescription fills.. 
	x. Report potential adverse events to the Sodium Oxybate REMS Program. 
	x. Notify prescribers when there are signs of potential abuse or misuse or when patients are taking sedative hypnotics, other CNS depressants, or other potentially interacting agents of which the prescriber is not already aware. 
	x. Certified pharmacies must complete and submit a Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program for all instances of potential abuse, misuse, or diversion. 
	x. Utilize the Sodium Oxybate REMS Program, which has access to the secure, validated, separate and distinct Sodium. Oxybate REMS Program databases (patient database, certified prescriber database, certified pharmacy database, and. disenrolled prescriber database) that will only be queried independently through electronic verification, to verify the. following:. 
	o. Complete patient enrollment information 
	o. Complete patient enrollment information 
	o. Complete patient enrollment information 

	o. Complete prescriber certification information 
	o. Complete prescriber certification information 

	o. Patient information including: 
	o. Patient information including: 
	o. Patient information including: 

	•
	•
	•
	•

	Name and two additional identifiers (date of birth, phone number, address, gender) 

	•
	•
	•

	Current and previous prescribers 

	•
	•
	•

	Comorbid conditions and concomitant medications reported by the patient 
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	Prescription history 
	•

	o. Prescription information including: 
	o. Prescription information including: 
	o. Prescription information including: 
	o. Prescription information including: 

	•
	•
	•
	•

	Date 

	•
	•
	•

	Dose 

	•
	•
	•

	Titration instructions 

	•
	•
	•

	Number of refills 

	•
	•
	•

	Directions 

	•
	•
	•

	Total quantity (volume and number of days' supply) 

	•
	•
	•

	Concomitant medications 



	o. Sodium Oxybate REMS Program Risk Management Reports (RMRs) 
	o. Sodium Oxybate REMS Program Risk Management Reports (RMRs) 

	o. Shipment information, including: 
	o. Shipment information, including: 
	o. Shipment information, including: 

	•
	•
	•
	•

	Dates of shipments 

	•
	•
	•

	Dates of shipment receipts 

	•
	•
	•

	Patient addresses 

	•
	•
	•

	Designee information 

	•
	•
	•

	Number of shipments sent daily 

	•
	•
	•

	Quantity of sodium oxybate dispensed daily 



	o. Documentation of interactions with prescribers, patients, and other parties. 
	o. Documentation of interactions with prescribers, patients, and other parties. 


	These data must be available to the Sodium Oxybate REMS Program for review on an ongoing basis to ensure that sodium oxybate is dispensed to enrolled patients only after completion and documentation of safe use conditions. In certain cases, a pharmacist must access a patient's or prescriber's historical data in the Sodium Oxybate REMS Program using the certified pharmacy secure web viewing portal for the patient database and review it prior to dispensing sodium oxybate. 
	Patient Counseling and Screening 
	x. Certified pharmacies must complete the Sodium Oxybate REMS Program Patient Counseling Checklist and submit to the Sodium Oxybate REMS Program for each patient prior to every shipment of sodium oxybate. 
	x. Each time a pharmacist completes the Sodium Oxybate REMS Program Patient Counseling Checklist, the pharmacist must: 
	o. Verify that early refill requests have been thoroughly questioned and approved through the Sodium Oxybate REMS Program RMR procedure (see below). 
	o. Verify that early refill requests have been thoroughly questioned and approved through the Sodium Oxybate REMS Program RMR procedure (see below). 
	o. Verify that early refill requests have been thoroughly questioned and approved through the Sodium Oxybate REMS Program RMR procedure (see below). 

	o. Screen the patient for concomitant use of contraindicated medications (sedative hypnotics), alcohol, other CNS depressants, and other potentially interacting agents. 
	o. Screen the patient for concomitant use of contraindicated medications (sedative hypnotics), alcohol, other CNS depressants, and other potentially interacting agents. 
	o. Screen the patient for concomitant use of contraindicated medications (sedative hypnotics), alcohol, other CNS depressants, and other potentially interacting agents. 

	•
	•
	•
	•

	The pharmacist asks the patient if he or she is taking any other medications and can consult external pharmacy databases to identify drug interactions or prescriptions for other drug products that might have been filled at different pharmacies before filling the prescription. 

	•
	•
	•

	If patient use of a contraindicated medication or other potentially interacting agent is confirmed, and if the prescriber has not indicated prior knowledge, then the pharmacist will notify and consult the prescriber about the risks of concomitant medication use prior to shipping sodium oxybate. 



	o. Screen the patient for other medical conditions. 
	o. Screen the patient for other medical conditions. 
	o. Screen the patient for other medical conditions. 

	•
	•
	•
	•

	The pharmacist asks the patient what other medical conditions he or she has. 

	•
	•
	•

	If the patient indicates that he or she has a certain medical condition listed on the Sodium Oxybate REMS Program Patient Counseling Checklist, the pharmacist counsels the patient, and notifies the prescriber about the medical condition prior to shipping sodium oxybate. 



	o. Document the results of the patient screening, all reported concomitant medications and comorbid medical conditions, the action(s) taken, and the date the Sodium Oxybate REMS Program Patient Counseling Checklist is completed in the Sodium Oxybate REMS Program. 
	o. Document the results of the patient screening, all reported concomitant medications and comorbid medical conditions, the action(s) taken, and the date the Sodium Oxybate REMS Program Patient Counseling Checklist is completed in the Sodium Oxybate REMS Program. 

	o. Submit the Sodium Oxybate REMS Program Patient Counseling Checklist to the Sodium Oxybate REMS Program online at or complete a print version and fax to the Sodium Oxybate REMS Program at 800-353-0987. 
	o. Submit the Sodium Oxybate REMS Program Patient Counseling Checklist to the Sodium Oxybate REMS Program online at or complete a print version and fax to the Sodium Oxybate REMS Program at 800-353-0987. 
	www.SodiumOxybateREMSProgram.com 
	www.SodiumOxybateREMSProgram.com 




	x. Certified pharmacies must provide patients with 24/7 access to a pharmacist. 
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	Clinical Usage Clarifications 
	The pharmacist must: 
	x Review the information on each Sodium Oxybate REMS Program Prescription Form.. x Notify and consult the prescriber if there are any clinical usage clarifications required, such as:. 
	o. Dose over maximum recommended dose (9 g/night) 
	o. Dose over maximum recommended dose (9 g/night) 
	o. Dose over maximum recommended dose (9 g/night) 

	o. Non-standard doses or instructions 
	o. Non-standard doses or instructions 

	o. Possible errors in dosing or titration amounts or directions 
	o. Possible errors in dosing or titration amounts or directions 


	If the issue is not resolved with the prescriber, the pharmacist may consult with the Pharmacist in Charge at their certified pharmacy and with the Sodium Oxybate REMS Program. 
	Prescription Refills 
	x. Up to 5 refills are allowed on a sodium oxybate prescription (per DEA regulations for Clll controlled substances). 
	x. Refills may be conveyed by phone or fax from the prescriber or patient and communicated to the Sodium Oxybate REMS .Program by obtaining a PDA.. 
	x. For information on the prescription processing requirements see Module A – 
	Prescription Processing 

	x. Changes in dose require a new prescription. 
	x. Refill orders should be opened at a patient’s certified pharmacy when the patient has approximately 10 days of .therapy remaining from the previous shipment.. 
	o. A certified pharmacy technician will contact the patient and schedule a shipment. The technician will ask the patient if there has been any change in his or her medications or medical history. 
	o. A certified pharmacy technician will contact the patient and schedule a shipment. The technician will ask the patient if there has been any change in his or her medications or medical history. 
	o. A certified pharmacy technician will contact the patient and schedule a shipment. The technician will ask the patient if there has been any change in his or her medications or medical history. 

	o. The technician will transfer him or her to a pharmacist who must complete the Sodium Oxybate REMS Program Patient Counseling Checklist. The patient should be counseled on the use or diagnosis of: 
	o. The technician will transfer him or her to a pharmacist who must complete the Sodium Oxybate REMS Program Patient Counseling Checklist. The patient should be counseled on the use or diagnosis of: 
	o. The technician will transfer him or her to a pharmacist who must complete the Sodium Oxybate REMS Program Patient Counseling Checklist. The patient should be counseled on the use or diagnosis of: 

	•
	•
	•
	•

	Sedative hypnotics {for example, diazepam, phenobarbital, or zolpidem) 

	•
	•
	•

	CNS depressants: including but not limited to opioid analgesics, benzodiazepines, sedating antidepressants or antipsychotics, sedating anti-epileptic drugs, general anesthetics, and muscle relaxants 

	•
	•
	•

	Alcohol 

	•
	•
	•

	Sleep apnea 

	•
	•
	•

	Asthma, COPD, or other conditions affecting his or her breathing 

	•
	•
	•

	Other current medical conditions 



	o. The pharmacist must complete refill counseling and confirmation of prescriber consultation or notification by completing and submitting the Sodium Oxybate REMS Program Patient Counseling Checklist to the Sodium Oxybate REMS Program online () or by fax (800-353-0987). 
	o. The pharmacist must complete refill counseling and confirmation of prescriber consultation or notification by completing and submitting the Sodium Oxybate REMS Program Patient Counseling Checklist to the Sodium Oxybate REMS Program online () or by fax (800-353-0987). 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com




	x. All patient requests for early refills are to be questioned and documented by the pharmacist. 
	o. An early refill request is a request for sodium oxybate shipment prior to the date of the next shipment. 
	o. An early refill request is a request for sodium oxybate shipment prior to the date of the next shipment. 
	o. An early refill request is a request for sodium oxybate shipment prior to the date of the next shipment. 

	o. Requests to accommodate shipment logistics (scheduled delivery date falls on a Sunday, holidays, and vacations) are not considered early refills. 
	o. Requests to accommodate shipment logistics (scheduled delivery date falls on a Sunday, holidays, and vacations) are not considered early refills. 

	o. If the early refill is required due to a dosage increase, a pharmacist must: 
	o. If the early refill is required due to a dosage increase, a pharmacist must: 
	o. If the early refill is required due to a dosage increase, a pharmacist must: 

	Confirm the new dosage with the prescriber prior to processing the prescription. 
	•


	o. If an early refill is requested for any other reason, a pharmacist must: 
	o. If an early refill is requested for any other reason, a pharmacist must: 
	o. If an early refill is requested for any other reason, a pharmacist must: 

	•
	•
	•
	•

	Discuss the request with the patient to evaluate his/her compliance with therapy, assessing for misuse, abuse, and diversion. 

	•
	•
	•

	Evaluate the patient's record in the Sodium Oxybate REMS Program using the certified pharmacy secure web viewing portal for the patient database and review the patient's prior Sodium Oxybate REMS Program RMR history to identify previous reports of early refills or other incidents suggestive of abuse, misuse, and diversion. 

	•
	•
	•

	Contact the prescriber to discuss the request and any prior early refill requests or incidents suggestive of abuse, misuse, and diversion. 

	•
	•
	•

	Send new shipments of sodium oxybate to the patient only if approved by the prescriber. 

	•
	•
	•

	Send new shipments to replace sodium oxybate reported stolen by a patient only after obtaining a copy of the police report filed by the patient. 

	•
	•
	•

	Document the discussion and outcome by completing and submitting the Sodium Oxybate REMS Program RMR to the Sodium Oxybate REMS Program online () or by fax (800-353-0987). 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com






	December 2016 
	Monitoring and Assessing for Signs of Abuse, Misuse, and Diversion 
	Risk management events must be documented in the Sodium Oxybate REMS Program. 
	o. Risk management events are reported or discovered events outside the norm that give rise to a reasonable suspicion of abuse, misuse, or diversion 
	o. Risk management events are reported or discovered events outside the norm that give rise to a reasonable suspicion of abuse, misuse, or diversion 
	o. Risk management events are reported or discovered events outside the norm that give rise to a reasonable suspicion of abuse, misuse, or diversion 

	o. Examples of events that should generate a Sodium Oxybate REMS Program RMR include but are not limited to: 
	o. Examples of events that should generate a Sodium Oxybate REMS Program RMR include but are not limited to: 
	o. Examples of events that should generate a Sodium Oxybate REMS Program RMR include but are not limited to: 

	•
	•
	•
	•

	Requests for early refills 

	•
	•
	•

	Patient's misuse or abuse of product 

	•
	•
	•

	Lost, stolen, destroyed, or spilled drug 

	•
	•
	•

	Delivery to incorrect address and not returned 

	•
	•
	•

	Patient claims that product was not delivered while carrier shows receipt of delivery 

	•
	•
	•

	Product tampering 

	•
	•
	•

	Counterfeit product 

	•
	•
	•

	Contaminated product 

	•
	•
	•

	Inquiries and/or arrests by law or regulatory enforcement agencies associated with the misuse, abuse, or diversion of the product 

	•
	•
	•

	Crimes related to the product 



	o. Sodium Oxybate REMS Program RMRs must document: 
	o. Sodium Oxybate REMS Program RMRs must document: 
	o. Sodium Oxybate REMS Program RMRs must document: 

	•
	•
	•
	•

	Patient and/or prescriber identifying information (patient names to be concealed) 

	•
	•
	•

	Reason for report 

	•
	•
	•

	Certified Pharmacy actions 

	•
	•
	•

	Prescriber contact 

	•
	•
	•

	Supporting documentation (if applicable, such as a police report, fire report, DEA Form 106,or shipper investigation report) 



	o. Pharmacies can request that a patient is monitored by the Sodium Oxybate REMS Program if serious or repeated events give rise to reasonable suspicion of misuse, abuse or diversion. 
	o. Pharmacies can request that a patient is monitored by the Sodium Oxybate REMS Program if serious or repeated events give rise to reasonable suspicion of misuse, abuse or diversion. 

	o. If abuse, misuse, or diversion is suspected, the pharmacist must review the patient's Sodium Oxybate REMS Program RMR history and discuss the incident with the prescriber prior to shipping sodium oxybate. 
	o. If abuse, misuse, or diversion is suspected, the pharmacist must review the patient's Sodium Oxybate REMS Program RMR history and discuss the incident with the prescriber prior to shipping sodium oxybate. 

	o. Repeated reports of lost, stolen, destroyed, or spilled drug will be documented as an alert to the patient record stored in the patient database of the Sodium Oxybate REMS Program and will be accessible to the dispensing pharmacist using the secure web viewing portal for the patient database for review prior to shipping drug. 
	o. Repeated reports of lost, stolen, destroyed, or spilled drug will be documented as an alert to the patient record stored in the patient database of the Sodium Oxybate REMS Program and will be accessible to the dispensing pharmacist using the secure web viewing portal for the patient database for review prior to shipping drug. 

	o. Certified pharmacies and/or prescribers may direct the Sodium Oxybate REMS Program to disenroll a patient after review and discussion of incidents suggestive of abuse and misuse, ordiversion by completing and submitting a Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate REMS Program.. All requests from prescribers to disenroll a patient will be submitted to a certified pharmacy. The certified pharmacy is required to intake the request, then complete and submit the Sodium Oxybate REMS Program RM
	o. Certified pharmacies and/or prescribers may direct the Sodium Oxybate REMS Program to disenroll a patient after review and discussion of incidents suggestive of abuse and misuse, ordiversion by completing and submitting a Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate REMS Program.. All requests from prescribers to disenroll a patient will be submitted to a certified pharmacy. The certified pharmacy is required to intake the request, then complete and submit the Sodium Oxybate REMS Program RM

	o. Pharmacies may recommend that a prescriber be disenrolled by submitting a Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate REMS Program. Sodium Oxybate sponsors will review the information and determine if the prescriber should be disenrolled. 
	o. Pharmacies may recommend that a prescriber be disenrolled by submitting a Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate REMS Program. Sodium Oxybate sponsors will review the information and determine if the prescriber should be disenrolled. 

	o. All Sodium Oxybate REMS Program RMRs must be reported to the Sodium Oxybate REMS Program online () or by fax (800-353-0987). 
	o. All Sodium Oxybate REMS Program RMRs must be reported to the Sodium Oxybate REMS Program online () or by fax (800-353-0987). 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com




	Shipping Procedures 
	x. Sodium oxybate must be shipped via an overnight service with receipt signature required. 
	o. Sodium oxybate is shipped directly to the patient or adult designee (18 years, or 21 years if required by carrier) if the patient is not available to receive the order. 
	x. The patient may request an alternate shipping address, which is then subject to approval by a pharmacist. 
	x. If the patient requests Saturday delivery, his or her certified pharmacy will verify with the overnight shipping service that. it is available for the shipping address.. 
	x. Each sodium oxybate shipment must include: 
	o. The prescribed amount of medication, contained in one or more bottles of sodium oxybate 
	o. The prescribed amount of medication, contained in one or more bottles of sodium oxybate 
	o. The prescribed amount of medication, contained in one or more bottles of sodium oxybate 

	o. A press-in-bottle adaptor (PIBA) inserted into the bottle at the certified pharmacies 
	o. A press-in-bottle adaptor (PIBA) inserted into the bottle at the certified pharmacies 

	o. A sodium oxybate-specific grams-based oral measuring device (plastic syringe) to measure out each nightly dose 
	o. A sodium oxybate-specific grams-based oral measuring device (plastic syringe) to measure out each nightly dose 

	o. Two empty pharmacy vials with child-resistant caps for preparation of both nightly doses (sodium oxybate dose mixed with water) 
	o. Two empty pharmacy vials with child-resistant caps for preparation of both nightly doses (sodium oxybate dose mixed with water) 

	o. A sodium oxybate Medication Guide 
	o. A sodium oxybate Medication Guide 


	x. Daily tracking reports must be generated by each certified pharmacy to confirm the receipt of each order shipped during. the previous 48 hours. Saturday deliveries are confirmed the following Monday.. 
	o A patient will be contacted if there is no proof of patient or designee signature, if the patient or designee on file did not 
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	sign for the shipment, or if there is a potential incomplete delivery. 
	o. If a shipment is reported lost, an investigation will be launched to find it. 
	o. If a shipment is reported lost, an investigation will be launched to find it. 
	o. If a shipment is reported lost, an investigation will be launched to find it. 

	o. Receipt of each shipment of sodium oxybate by a patient must be reported to the Sodium Oxybate REMS Program through the website () or by calling (855-705-2424) by the patient’s certified pharmacy. 
	o. Receipt of each shipment of sodium oxybate by a patient must be reported to the Sodium Oxybate REMS Program through the website () or by calling (855-705-2424) by the patient’s certified pharmacy. 
	www.SodiumOxybateREMSProgram.com
	www.SodiumOxybateREMSProgram.com




	Inventory Control 
	The sodium oxybate inventory must be reconciled at the start and end of each business day and recorded in the pharmacy management system. A physical count must match the count in the pharmacy management system). If the sodium oxybate inventory cannot be reconciled for any reason, no other patient orders can be processed until an investigation is completed by the Pharmacist in Charge and approved by the Sodium Oxybate REMS Program. Internal procedures for reconciling the sodium oxybate inventory are 
	subject to audit. 
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	Figure
	(To be completed by the pharmacist online at orcomplete a print version and fax to the Sodium Oxybate REMS Program at 800-353-0987 prior to dispensing ~sodium oxybate shipment. Include additional requirements (if any) per federal or state requirements that need to be collected as part of the patient counseling process.) 
	www.SodiumOxybateREMSProgram.com 

	Step 1: Patient Information 
	o New/restart 
	o New/restart 
	o New/restart 

	o Scheduled refill 
	o Scheduled refill 

	o Early refill approved through Risk Management Report (RMR) process 
	o Early refill approved through Risk Management Report (RMR) process 


	Patient Name: Patient ID Number: 
	----------------~ -------­
	Include Pharmacist Name and Date Time Stamp for each section completed 
	Step 2: Counseling 
	o Verify that the patient will receive the Sodium Oxybate REMS Program Patient Quick Start Guide (if not already received) and that the drug shipment to the patient will include the sodium oxybate Medication Guide. 
	________________(Pharmacist Name) __/__/____(Date Time) 
	o Verify that patient has been counseled on Therapy Expectations below: 
	During clinical trials with sodium oxybate, many patients with narcolepsy saw some improvement with excessive daytime sleepiness and/or cataplexy in the first weeks after beginning sodium oxybate therapy. However, the response to sodium oxybate varies from patient to patient. It may also take time to find the right dose that works for you. Your doctor will determine the dose that is appropriate for you. 
	Be sure to talk to your doctor about any troubling side effects or if you don't feel any benefits while taking sodium oxybate. 
	For any changes to your prescription, have your doctor call or fax the new prescription change to the pharmacy and NEVER attempt to change the dose yourself. 
	________________(Pharmacist Name) __!___!____(Date Time) 
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	Ƒ 9HULI\ WKDW SDtient has been counseled on information below: 
	Preparation and Administration 

	•. 
	•. 
	•. 
	•. 
	Sodium oxybate should be taken as directed by your doctor (review prescriber's. instructions with patient).. 

	o. Prepare each of your doses by placing grams of sodium oxybate in one of the provided pharmacy containers and place ____grams in the second container. Add 1/4 cup of water to each pharmacy container. The water does not come with sodium oxybate. You can use either tap or bottled water. The solution should remain clear and it will taste salty. Place the child-resistant cap onto the containers and put them in a safe place, out of the reach of children or pets, by your bed. 

	•. 
	•. 
	Feel free to call your certified pharmacy if you have any questions regarding preparation or how to take your sodium oxybate doses. The Sodium Oxybate REMS Program is also available Monday through Friday, from 8 am to 8 pm Eastern Time, at 855-705-2424, and a pharmacist is always available 24 hours a day, 7 days a week at your certified pharmacy, if needed. 


	Refer to the Medication Guide for additional information on preparation of your sodium oxybate doses. 
	•. 
	•. 
	•. 
	Set alarm to go off 2.5 to 4 hours after you take your first dose. 

	•. 
	•. 
	•. 
	When you are ready to go to sleep, sit at your bedside and drink one dose of sodium. oxybate and then lie down.. 

	o. Your first dose of sodium oxybate should be taken at least 2 hours after eating as food will decrease the amount of sodium oxybate that your body absorbs. 
	o. Your first dose of sodium oxybate should be taken at least 2 hours after eating as food will decrease the amount of sodium oxybate that your body absorbs. 
	o. Your first dose of sodium oxybate should be taken at least 2 hours after eating as food will decrease the amount of sodium oxybate that your body absorbs. 

	o. Patients usually fall asleep in about 5 to 15 minutes, although some patients have reported falling asleep more quickly (without first feeling drowsy) and others may take longer to fall asleep. The time that it takes to fall asleep might be different from night to night. 
	o. Patients usually fall asleep in about 5 to 15 minutes, although some patients have reported falling asleep more quickly (without first feeling drowsy) and others may take longer to fall asleep. The time that it takes to fall asleep might be different from night to night. 

	o. Upon waking up, take the second dose of medication as prescribed by your physician. 
	o. Upon waking up, take the second dose of medication as prescribed by your physician. 

	o. A minimum of 2.5 hours must separate each dose. 
	o. A minimum of 2.5 hours must separate each dose. 

	o. If you happen to miss a dose, NEVER take two doses of sodium oxybate at once. 
	o. If you happen to miss a dose, NEVER take two doses of sodium oxybate at once. 



	•. 
	•. 
	The diluted medication MUST be used within 24 hours of preparation. Discard any unused medication down the sink drain or toilet. 

	•. 
	•. 
	When you can no longer draw medication out of the bottle with the dispensing device,. dispose of your bottle. Use a marker or pen to deface the bottle to protect your. confidentiality.. 

	•. 
	•. 
	Be sure to store sodium oxybate in the original bottle in a safe and secure place out of the reach of children and pets. Get emergency help (call 911) right away if a child drinks your sodium oxybate. 

	•. 
	•. 
	Sodium oxybate should be stored at room temperature. 


	(Pharmacist Name) / / (Date Time) 
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	Ƒ 9HULI\ WKDW SDWLHQW KDV EHHQ FRXQVHOHG RQ : 
	Precautions needed for sodium oxybate use

	•. 
	•. 
	•. 
	Sodium oxybate is classified as a controlled substance medication. Sodium oxybate must be used only by the person for whom it is prescribed and as directed by the physician. All lost or stolen medication must be reported. 

	•. 
	•. 
	Federal law prohibits the transfer of this drug to any person other than the patient for whom it was prescribed. 

	•. 
	•. 
	The active ingredient is sodium oxybate. Sodium oxybate is converted to gamma-hydroxybutyrate (GHB) in the body. GHB has been used as a substance of abuse and has been associated with drug-facilitated sexual assault (date rape). 

	•. 
	•. 
	Abuse of GHB can lead to dependence (a physical need to take the drug), craving for the medicine, and severe withdrawal symptoms (symptoms that start when the drug is stopped, especially when it is stopped suddenly). Abuse of GHB, with or without other CNS depressants (for example, nortriptyline, oxycodone, or heroin) including alcohol can lead to seizure, trouble breathing, decreases in the level of consciousness, coma, and death. 

	•. 
	•. 
	•. 
	Tell your doctor if you: 

	o. Are pregnant or plan to become pregnant. It is not known if sodium oxybate can affect your unborn baby. 
	o. Are pregnant or plan to become pregnant. It is not known if sodium oxybate can affect your unborn baby. 
	o. Are pregnant or plan to become pregnant. It is not known if sodium oxybate can affect your unborn baby. 

	o. Are breastfeeding. It is not known whether sodium oxybate can pass through the breast milk. Talk to your doctor about the best way to feed your baby if you take sodium oxybate. 
	o. Are breastfeeding. It is not known whether sodium oxybate can pass through the breast milk. Talk to your doctor about the best way to feed your baby if you take sodium oxybate. 

	o. Have or had depression or tried to harm yourself. You should be watched for new signs of depression. 
	o. Have or had depression or tried to harm yourself. You should be watched for new signs of depression. 

	o. Have liver problems. Your dose may need to be adjusted. 
	o. Have liver problems. Your dose may need to be adjusted. 

	o. Have sleep apnea (short periods of not breathing while you sleep), snoring, or breathing or lung problems. You may have a higher chance of serious breathing problems with sodium oxybate. 
	o. Have sleep apnea (short periods of not breathing while you sleep), snoring, or breathing or lung problems. You may have a higher chance of serious breathing problems with sodium oxybate. 

	o. Have mental health problems. 
	o. Have mental health problems. 

	o. Walk in your sleep. 
	o. Walk in your sleep. 

	o. Are on a salt-restricted diet, have high blood pressure, heart failure, or kidney problems. Sodium oxybate contains sodium (salt) and may not be right for you. 
	o. Are on a salt-restricted diet, have high blood pressure, heart failure, or kidney problems. Sodium oxybate contains sodium (salt) and may not be right for you. 




	(Pharmacist Name) / / (Date Time) 
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	Ƒ 9HULI\ WKDW SDWLHQW KDV EHHQ FRXQVHOHG RQ : 
	Side Effects

	•. 
	•. 
	•. 
	In clinical trials, the most commonly observed side effects associated with the use of sodium oxybate included: headache, nausea, dizziness, sleepiness, vomiting, urinary incontinence, and inflammation of the area around the nostrils and the back of the mouth. Some side effects may be more likely to be observed with higher doses of sodium oxybate. 

	•. 
	•. 
	Sodium oxybate can cause serious side effects, including trouble breathing while asleep, confusion, unusual or disturbing thoughts, depression, and passing out, even at recommended doses. Tell your doctor if you have any of these problems while taking sodium oxybate. 

	•. 
	•. 
	Remember that you must not drive a car, operate heavy machinery, or perform any activity that is dangerous or that requires mental alertness or motor coordination for the first 6 hours after taking a dose of sodium oxybate. 

	•. 
	•. 
	When taking sodium oxybate, do not drink alcohol or take medicines that make you sleepy, including antidepressants, antipsychotics, anti-epileptics, opioids, general anesthetics, muscle relaxants and/or illicit CNS depressants (for example, heroin or GHB). 

	•. 
	•. 
	These are not all of the side effects that you might experience. Contact your doctor if you are concerned about any possible side effects. Refer to the Medication Guide for additional information on possible side effects. 


	(Pharmacist Name) / / (Date Time) 
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	Step 3: Screening 
	1.. Is the patient taking sedative hypnotics (for example, diazepam, phenobarbital, or zolpidem)? 
	Ƒ <HV Ƒ &RXQVHOHG 3DWLHQW. Ƒ1R. 
	Please list the drug(s) and dose of each: 
	2.. Is the patient taking sedating antidepressants, antipsychotics, or anti-epileptics such as divalproex sodium (Depakote); general anesthetics; muscle relaxants; opioid analgesics; or illicit CNS depressants (for example, heroin or GHB)? 
	Ƒ <HV Ƒ &RXQVHOHG 3DWLHQW. Ƒ1R. 
	Please list the drug(s) and dose of each: 
	3. 
	3. 
	3. 
	What other prescription and non-prescription medications is the patient taking? Please list the drug(s) and dose of each: 

	4.. 
	4.. 
	Does the patient drink alcohol? Ƒ<HV Ƒ Counseled Patient Ƒ1R 


	5. Has the patient been diagnosed with sleep apnea (short periods of not breathing while asleep)? Ƒ <HV Ƒ &RXQVHOHG 3DWLHQW Ƒ1R 
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	6. Does the patient have a diagnosis of or suffer from asthma, COPD, or other conditions affecting his/her breathing (slower breathing, trouble breathing)? Ƒ <HV Ƒ &RXQVHOHG 3DWLHQW Ƒ1R 
	Please list the drug(s) used to treat and dose of each, if known: 
	7. Does the patient have any other current medical conditions for which the patient is under a healthcare provider's care? Ƒ <HV Ƒ &RXQVHOHG 3DWLHQW Ƒ1R 
	Please list the condition(s), if known: 
	8. Does the patient have any clinical questions about sodium oxybate? 
	Ƒ <HV Ƒ &RXQVHOHG 3DWLHQW Ƒ 1R Ƒ 5HIHUUHG Patient to Prescriber 
	Please list the question(s): 
	(Pharmacist Name) / / (Date Time) 
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	Step 4: Concomitant Medication & Comorbidity Summary 
	: 
	Medication Type

	Ƒ 6HGDWLYH K\SQRWLFV. Ƒ Alcohol. Ƒ 2WKHU SRWHQWLDOO\ LQWHUDFWLQJ DJHQWV.. 
	Ƒ 6HGDWLQJ DQWLGHSUHVVDQWV. DQWLSV\FKRWLFV. RU DQWL-epileptics. Ƒ *HQHUDO DQHVWKHWLFV. Ƒ 0XVFOH UHOD[DQWV. Ƒ 2SLRLG DQDOJHVLFV. Ƒ 'LYDOSURH[ VRGLXP RU RWKHU YDOSURDWH GUXJ .H.J.. YDOSURLF DFLG.. Ƒ ,OOLFLW &16 GHSUessants (e.g., heroin or GHB). 
	Medical Conditions: 
	Medical Conditions: 

	Ƒ 6OHHS DSQHD. Ƒ$VWKPD. Ƒ&23'. Ƒ 2WKHU FRQGLWLRQV DIIHFWLQJ WKHLU EUHDWKLQJ. Ƒ +LVWRU\ RI GHSUHVV LRQ RU VXLFLGDOLW\. Ƒ +LVWRU\ RI GUXJ RU DOFRKRO DEXVH. Ƒ 6HL]XUH GLVRUGHUV. Ƒ +HSDWLF LPSDLUPHQW. Ƒ +LJK EORRG SUessure, heart problems, kidney problems, or are on a salt-restricted diet. 
	If any of the medication types or medical conditions listed above are checked, or any of the. questions in Section 3 were answered yes and there is no confirmation of prior prescriber. knowledge, call the prescriber to consult:. 
	If any of the medication types or medical conditions listed above are checked, or any of the. questions in Section 3 were answered yes and there is no confirmation of prior prescriber. knowledge, call the prescriber to consult:. 

	Is a prescriber consult required? Ƒ<HV Ƒ1R. If no, please provide reason:. If yes, action(s) taken (check all that apply and document details in Prescriber consult outcome section below):. 
	Ƒ &DOOHG prescriber: / / .Ƒ 2WKHU: / / .Name of prescriber consulted:. Prescriber NPI or DEA:. 
	Prescriber consult outcome: 
	(Pharmacist Name) / / (Date Time) 
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	Step 5: Completion Summary 
	Checklist Completed: Ƒ <HV Ƒ 1R .6RGLXP R[\EDWH LV QRW VKLSSHG XQWLO FKHFNOLVW LV FRPSOHWHG... If yes, date checklist completed: / / (Date Time). If no, document the reason for non-completion:. 
	(Pharmacist Name) / / (Date Time) 
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	soo1uM oxveATE REMs PROGRAM I Sodium Oxybate R E M s P r g r a m Sodium oxybate oral solution 500 mg/ml 
	RISK MANAGEMENT REPORT 
	0 

	Instructions 
	Risk Management Reports (RMRs) are filled out by pharmacies that are certified in the Sodium Oxybate REMS Program to document and report events that give rise to a reasonable suspicion of abuse, misuse, diversion, or any behavior or information that may indicate the drug is not being used according to the prescriber's instructions. For immediate reporting, RMRs can be completed by the pharmacist online at . Alternatively, a pharmacist can complete a print version and fax to the Sodium Oxybate REMS Program a
	www.SodiumOxybateREMSProoram.com

	The RMR history of a patient allows for the review of prior events of suspected abuse, misuse, or diversion and gives the pharmacist a more .complete picture of the patient's history. The availability of individual patient RMRs enables the pharmacist to track and monitor for trends .suggesting abuse, misuse, or diversion in individual patients. A trend or pattern of behavior in a patient's RMR history can be an indicator of .abuse, misuse, or diversion and identifies patients who may require additional scru
	Examples of events that would require completion of an RMR under the Sodium Oxybate REMS Program include, but are not limited to, the .following: .
	Patient requests for early refills. .Patient's loss/misuse of the product. .Patient claim that he or she did not receive the product but the delivery service shows receipt of delivery, or that the shipment was lost, .stolen, or delivered to an incorrect address and was not returned. .Tampering with or counterfeiting or contamination of the product. .Inquiries and/or arrests by law and regulatory enforcement agencies associated with the misuse or diversion of the product, or crimes .related to the product. .
	To complete a RMR: 
	Contact the Sodium Oxybate REMS Program to assign a unique Control Number to each report in the Sodium Oxybate REMS Program. .Complete investigation of the event, which may include contacting the patient, prescriber, law enforcement agency, or other parties. .Attach any additional documentation required to support the investigation, including but not limited to the following: DEA 106 Form, police .or fire report, or report from the shipping service. .Complete review, follow-up, and sign-off of the RMR. .
	When the event involves suspected abuse, misuse, or diversion, the prescr ber will be contacted and an alert may be placed in the .prescriber database or patient database of the Sodium Oxybate REMS Program to ensure prescriber and pharmacist awareness. .The Sodium Oxybate REMS Program will monitor any associated patient or prescriber activity during the course of the investigation .and for a period after the investigation, where appropriate. .The certified pharmacies will complete and submit the RMR to the 
	Send the RMR to the Sodium Oxybate REMS Program within one business day. .If the RMR includes a potential adverse event, the potential adverse event is reported to the FDA through the Sodium Oxybate sponsors. If .the RMR includes a roduct com laint the event is also re rted to the FDA throu h the Sodium 0 bates onsors. .
	Date: Name of Reporter (if not a patient): Name and Address of Pharmacy: 
	Date: Name of Reporter (if not a patient): Name and Address of Pharmacy: 
	Date: Name of Reporter (if not a patient): Name and Address of Pharmacy: 

	Nature of Report (e.g., early refill request, lost or stolen bottle, package not received, other): 
	Nature of Report (e.g., early refill request, lost or stolen bottle, package not received, other): 

	Identification Number (patient and/or prescriber ID associated with RMR): Date Enrolled in Program: 
	Identification Number (patient and/or prescriber ID associated with RMR): Date Enrolled in Program: 

	Have the alerts and RMR history been reviewed with the patient? aves CJNo Date(s) of RMR Event (Start/End): 
	Have the alerts and RMR history been reviewed with the patient? aves CJNo Date(s) of RMR Event (Start/End): 

	RMR Event (please provide detail): 
	RMR Event (please provide detail): 

	Early Refill Requested? LiJ Yes CJNo 
	Early Refill Requested? LiJ Yes CJNo 

	If yes, reason for early refill request (e.g., dose increase, spilled medication, lost/stolen product): 
	If yes, reason for early refill request (e.g., dose increase, spilled medication, lost/stolen product): 

	DYes Prescriber Contacted? DNo 
	DYes Prescriber Contacted? DNo 
	If yes, what was the outcome of the conversation? 

	If no, what is the reason? 
	If no, what is the reason? 

	Was early refill approved? aves CJNo Early refill status reason: 
	Was early refill approved? aves CJNo Early refill status reason: 

	Potential adverse event associated with report? aves CJNo If yes, AE number: 
	Potential adverse event associated with report? aves CJNo If yes, AE number: 

	Summary of investigation: aves CJNo 
	Summary of investigation: aves CJNo 

	Attachments (check all that apply): lJIDEA 106 Form DPolice/Fire Report DShipping Service Report DOther (specify): 
	Attachments (check all that apply): lJIDEA 106 Form DPolice/Fire Report DShipping Service Report DOther (specify): 

	Should patient be monitored (alert placed)? aves CJNo ON/A 
	Should patient be monitored (alert placed)? aves CJNo ON/A 

	Are you requesting disenrollment for suspected abuse, misuse, or diversion? aves a No 
	Are you requesting disenrollment for suspected abuse, misuse, or diversion? aves a No 
	For the patient? CJ Yes CJ No Patient Name: ___________ 
	For the prescriber? CJ Yes CJ No Prescriber Name: __________ 

	Pharmacist in Charge Name: 
	Pharmacist in Charge Name: 
	Signature: 
	Date: 


	December 2016 
	Risk Evaluation and Mitigation Strategy (REMS) 
	The goal of the Sodium Oxybate REMS Program is to mitigate the risk of serious adve~ outcomes resultJng from Inappropriate prescribing. 
	misuse. abuse. and dlvers10n or sodium oxybate by: 
	1. Informing prescrlbers, pharmacists, and patients of: 
	I. The risk ofslgnlfkant Central Nervous System (CNS) and respiratory depression associated with sodium oxybate 
	II. The contraindication of use of sodium oxybate with sedative hypnotics and alcohol 
	111. The potential for abuse, misuse, and overdose associated with sodium oxybate 
	iv. The safe use, handling, and storage of sodium oxybate 
	2. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium oxybate that: 
	I. Screen for concomitant use of sedative hypnotks, and other potentially interacting agents .Ii. Monitor for Inappropriate prescribing, misuse, abuse. and diversion ofsodium oxybate .
	iii. Notify prescr1bers when patients are receiving concomitant contraindkated medications or there are signs of potential abuse. misuse. or diverskm 
	Sodium Oxybate REMS Program Overview 
	• .
	• .
	• .
	AH prescnbers and pharmacies must enroll in the Sodium Oxybate REMS Program and comply with requirements for prescribing and dispensing sodium oxybate 

	• .
	• .
	All patients must be enrolled in the Sodium Oxybate REMS Program to receive sodium oxybate 

	• .
	• .
	All patients are required to be counseled on the serious risks and safe use ofsodium oxybate 

	• .
	• .
	Sodium oxybate will be dispensed only by pharmacies that are specially certified through the Sodium Oxybate REMS Program 


	Sodium oxybate is approved for: 
	• .
	• .
	• .
	Treatment of cataplexy In patients with narcolepsy 

	• .
	• .
	Treatment of excessive daytime sleepiness (EDS) in patients with narcolepsy 


	rt you require any additional assistance or 1nformanon. please call the Sodium Oxybdte REMS Program at 855-705-2424 
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	Figure
	Contact Us 
	Sodium Oxybate REMS Program 
	Phone 
	U.S. Phone 855 705 2424 Outside the U.S. Phone+ 1 855 705 2424 
	Fax .800 353 0987 .
	Mailing Address .Sodium Oxybate REMS Program .
	P.O. Box XXXXX .City. ST XXXXX XXXX .
	If you require i!!lly addltlonal assistance or Information. please call Ille SOd um OX)t>ate REMS Program at 855-705-2424 fAQs I CoruaUs I Pr"•CJPol<J I 0 2016 
	Figure
	Create an Account 
	Pharmacists and prescrlbe<s can create a web accountIn 1he SOdk.lm Oxybate REMS Program by completing the flelds below. The usemame )'OU specify must be unique wlhln thts website. All fields below are required unless otherwse Indicated. 
	First Name Last Name Em ail Address Certification ID {opt) 
	Username 
	Password Confirm Password 
	FirstName l.ilSIName 
	EmalAddfl?SS 
	C.. kai.u D(<ii (lfyouct!trifif!d " '" '"'· P"llS" ""'~yoc.r (en,flc«""'/OJ 
	~•MtUse<name Q (hod Use<nameA"911oboi 'C'f 
	Use Erna.I NJdtM'S a-s U~e
	-

	6 
	CMcd 
	'tfl.d:F 
	If )'OU requ ire any additional assistance or information. please call the Sodrum Oxybate REMS Program at 855-705-2424 fAQs I ContlKt Us I Prilacy Pokcy I C> 201 & 
	Figure
	Frequently Asked Questions .
	Is it still possible to enroll offline? Yes. you can still enroll offllne. Enrollment forms are located under the Resources tab. 
	0 .

	Do I need to complete the online version of the Prescriber Enrollment Form IfI am already enrolled In the Sodium Oxybate REMS Program? 
	0 .

	No. If you are already enrolled in the Sodium Oxybate REMS Program or have completed the prescriber enrollment process offline and faxed It, you do not need to complete the online ~rsionof the prescriber enrollmert form. 
	You can still use the online enrollment form to enroll your patients. 
	How long does ittake to process rrtj enrollment so I can enrol patients? Generally. the Sodium Oxybate REMS Program will process your enrollment within 2 to 3 business days. 
	0 .

	How will I be notified that my patient is enrol ed? Once you complete the patient enrollment k>rm. both you and the patient have signed the forrn and the form has been submitted, the Sodium Oxybate REMS Program will process the enrollment form within 2 10 3 business days. Once the enrollment has been processed you will receive anotification from the Sodium Oxybate REMS Program. 
	0 .

	Will my or my patient's Information be shared with any third parties? 
	0 .

	Your or your patient's Information will only be shared with other sodium oxybate REMS programs, its agents, contractors, and affiliates. 
	II you reQU1re any additional assistance o< information. please call Che Sodium Oxybate REMS Program at 855·70S.2424 
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	Mat~rlals for Prescriber 
	Figure
	Figure
	Figure
	Pharmacy 
	Certification In the Sodium Oxybatt REMS Program requires pharmacies to agree to: 
	1. 
	1. 
	1. 
	Designate an authorized representative to complete and submit the Sodium .Oxybate REMS Pharmacy Enrollment Form on behalfof the pharmacy .

	2. 
	2. 
	Ensure that the authorized representative oversees Implementation and .compliance with the Sodium Oxybate REMS Program by the following: .


	i. Ensure that all pharmacy staff involved in the Sodium Oxybate REMS Program complete the Sodium Oxyb.3te REMS Certified PhdlmdCy Tr.3/nlng Module A 
	Progr.3m 
	Progr.3m 

	ii. Ensure that all pharmacists who dispense sodium oxybate complete the 
	Sodium Oxyb.3te REMS CertifiedPh.3fm.3cy Tr.3ining 
	Progr.3m 
	Progr.3m 

	Modules Aand B 
	3. 
	3. 
	3. 
	3. 
	Dispense sodium oxybate only to patients enrolled in the Sodium Oxybate REMS 

	Program pursuart to a valid prescription written by a prescriber specially certified in the Sodium Oxybate REMS Program 

	4. 
	4. 
	DiSpense only after obtaining a Pre Dispense Authorization (PDA) for each .sodium oxybate prescription .

	5. 
	5. 
	Recertify In the Sodium Oxybate REMS Program if the pharmacy designates a new authorized representative 

	6. 
	6. 
	Prwide 24 7 toll free access to a pharmacist at a Sodium Oxybate REMS Program specially certified pharmacy 

	7. 
	7. 
	Ship sodium oxybate directly to each patient or a patient authorized adult .des1gnee, and track and verify receipt of each shipment of sodium oxybate .

	8. 
	8. 
	Limit the flrst shipment for each patient to a one month supply of sodium .oxybate, and subsequent shipments to no more than a three month supply of .sodium oxybate .

	9. 
	9. 
	Report all potential adverse events reported by all sources, including any CNS depression, respiratory depression, loss ofconsciousness, coma, and death, and any cases of suspected abuse, misuse, or diversion to the Sodium Oxybate REMS Program for documentation 


	-
	Materia Is for Pharmacy 
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	Figure
	Patient .
	Patients prescribed sodium oxybate must enrnllIn the Sodium Oxybate REMS Program. 1r you were previously registered In the XYREM REMS. your certified prescriber V1AI need to enronyou In the Sodium Oxybate REMS Program. 
	Materials for Patients 
	bt11(M!'D 611 f1,:: 
	Figure
	~~REMS Prp•am Patient 
	~urequire any additional assistance or onformatlon. please call the sodium Oxybate REMS Program at 855-70S-2424 FAQs I Conc«tU• I Pr..1cyPolcy I «12016 
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	Figure
	Resources .
	Resources for Prescribers 
	'i Download All ~Sodium Qxybate Prescribing lnformaaon ~Sodium Qxybate REMS Program Prescriber Enrollment Form ~Sodium Qxybate REMS Program Patient Enrollment Form ~Sodium Qxybate REMS Program Prescriber Brochure 
	Resources for Patients 
	'i .Download All .Medication Guide .
	1. Sodium Qxybate REMS Program Patient Quick Start Guide 
	Resources for Pharmacies 
	'i Download All Medication Guide ~Sodium Qxybate REMS Program Patient Quick Start Guide ~Sodium Qxybate REMS Program Pharmacy Enrollment Form 
	Iryou require any addittonal assistance or Information, please (all the Sodium OKybate REMS Program at 855-705-24211 
	FAQs [ Contact LJs I Prtvocy cal cy I S: 1 2016 
	M e dication Guide -Sodium Oxybate (s oe ’ dee um ox’ i bate ) Oral Solution, CIII 
	Read this Medic ation Guide c arefully before you start taking sodium oxybate and eac h time you get a refill. There may be new information. This information does not take the plac e of talking to your doc tor about your medic al c ondition or your treatment. 
	What is the most important information I should k now about sodium oxybate ? 
	Sodium oxybate can cause serious side e ffects inc luding slow breathing or c hanges in your alertness. Do not drink alc ohol or take medic ines intended to make you fall asleep w hile you are taking sodium oxybate bec ause they c an make these side effec ts w orse. Call your doc tor right aw ay if you have any of these serious side effec ts. 
	x. The ac tive ingredient of Sodium Oxybate Oral Solution is a form of gamma-hydroxybutyrate (GHB). GHB is a c hemic al that has been abused and misused. Abuse and misuse of sodium oxybate c an c ause serious medic al problems, inc luding: 
	x seizures. x trouble breathing .x c hanges in alertness .x coma. x death .
	x. Do not drive a c ar, use heavy mac hinery, fly an airplane, or do anything that is dangerous or that requires you to be fully aw ake for at least 6 hours after you take sodium oxybate. You should not do those ac tivities until you know how sodium oxybate affects you. 
	x. Sodium oxybate is available only by presc ription and filled through the Sodium Oxybate REMS Program. Before you rec eive sodium oxybate, your doc tor or pharmacist will make s ure that you understand how to use sodium oxybate safely and effec tively. If you have any questions about sodium oxybate, ask your doctor or call the Sodium Oxybate REMS Program at 1-800-XXX-XXXX. 
	What is sodium oxybate ? 
	Sodium oxybate is a presc ription medic ine used to treat the follow ing symptoms in people w ho fall asleep frequently during the day, often at unexpec ted times (narc olepsy): 
	x suddenly w eak or paralyzed musc les w hen they feel strong emotions (c ataplexy). x exc essive daytime sleepiness (EDS) in people w ho have narc olepsy. 
	It is not know n if sodium oxybate is safe and effec tive in c hildren. 
	Sodium Oxybate Oral Solution is a c ontrolled substanc e (CIII) bec ause it c ontains sodium oxybate that c an be a target for people w ho abuse presc ription medic ines or street drugs. Keep your sodium oxybate in a safe plac e to protec t it from theft. Never give your sodium oxybate to anyone else bec ause it may c ause death or harm them. Selling or giving aw ay this medic ine is against the law . 
	Who should not tak e sodium oxybate? 
	Do not tak e sodium oxybate if you: 
	x take other sleep medic ines or sedatives (medic ines that c ause sleepiness). x drink alc ohol. x have a rare problem c alled suc c inic semialdehyde dehydrogenase defic ienc y. 
	Be fore you take sodium oxybate, tell your doctor if you: 
	x have short periods of not breathing w hile you sleep (sleep apnea). x snore, have trouble breathing, or have lung problems. You may have a higher c hanc e of having serious breathing problems w hen you take sodium oxybate. x have or had depression or have tried to harm yourself. You should be w atc hed c arefully for new symptoms of 
	depression. x have liver problems. x are on a salt-restric ted diet. Sodium oxybate c ontains a lot of sodium (salt) and may not be right for you. x have high blood pressure. x have heart failure. x have kidney problems. x are pregnant or plan to bec ome pregnant. It is not know n if sodium oxybate c an harm your unborn baby. x are breastfeeding or plan to breastfeed. It is not know n if sodium oxybate passes into your breast milk. You and 
	your doc tor should dec ide if you w ill take s odium oxybate or breastfeed. 
	Te ll your doctor about all the me dicines you take, inc luding prescription and non-prescription medic ines, vitamins, and herbal supplements. 
	Espec ially, tell your doc tor if you take other medic ines to help you sleep (sedatives). Do not take medic ines that make you sleepy w ith sodium oxybate. 
	Know the medic ines you take. Keep a list of them to show your doctor and pharmacist when you get a new medic ine. 
	How should I tak e sodium oxybate? 
	x. Read the I ns tructions for Us e at the end of this Medic ation Guide for detailed instruc tions on how to take sodium 
	oxybate.. x Take sodium oxybate exac tly as your doc tor tells you to take it.. x Never c hange your sodium oxybate dose w ithout talking to your doc tor.. 
	x. Sodium oxybate c an c ause sleep very quic kly. You should fall asleep soon. Some patients fall asleep w ithin 5 minutes and most fall asleep w ithin 15 minutes. Some patients take less time to fall asleep and some take more time. The time it takes you to fall asleep might be different from night to night. 
	x. Take your first sodium oxybate dose at bedtime w hile you are in bed. Take your sec ond sodium oxybate dose 2.5 to 4 hours after you take your first sodium oxybate dose. You may w ant to set an alarm c loc k to make sure you w ake up to take your sec ond sodium oxybate dose. You should remain in bed after taking the first and sec ond doses of sodium oxybate. 
	x. If you miss your sec ond sodium oxybate dose, skip that dose and do not take sodium oxybate again until the next 
	night. Never take 2 sodium oxybate doses at 1 time. x Wait at least 2 hours after eating before you take sodium oxybate. x You should see your doc tor every 3 months for a c heck-up while taking sodium oxybate. Your doc tor should 
	c hec k to see if sodium oxybate is helping to lessen your symptoms and if you feel any side effec ts w hile you take sodium oxybate. x If you take too muc h sodium oxybate, c all your doc tor or go to the nearest hospital emergenc y room right aw ay. 
	What are the possible side effects of sodium oxybate? Sodium oxybate can cause serious side e ffects, including: 
	x 
	x 
	x 
	See “What is the most important information I should k now about sodium oxybate?” 

	x 
	x 
	Bre athing proble ms, including: 

	TR
	x 
	slow er breathing 


	x. trouble breathing 
	x. short periods of not breathing w hile sleeping (sleep apnea). People w ho already have breathing or lung 
	problems have a higher c hanc e of having breathing problems w hen they use sodium oxybate. 
	x. Me ntal he alth proble ms, including: 
	x. c onfusion 
	x. seeing or hearing things that are not real (halluc inations) 
	x. unusual or disturbing thoughts (abnormal thinking) 
	x. feeling anxious or upset 
	x. depression 
	x. thoughts of killing yourself or trying to kill yourself 

	Call your doctor right away if you have symptoms of mental health proble ms. 
	Call your doctor right away if you have symptoms of mental health proble ms. 
	x. Sle e pwalk ing. Sleepw alking c an c ause injuries. Call your doc tor if you start sleepw alking. Your doc tor should c hec k you. 
	The most c ommon side effec ts of sodium oxybate inc lude: 
	x. nausea 
	x. dizzines s 
	x. vomiting 
	x. bedw etting 
	x. diarrhea 
	Your side effec ts may inc rease w hen you take higher doses of sodium oxybate. Sodium oxybate c an cause physic al dependenc e and c raving for the medic ine w hen it is not taken as direc ted. 
	These are not all the possible side effec ts of sodium oxybate. For more information, ask your doc tor or pharmac ist. 
	Call your doctor for me dical advice about side e ffects. You may re port side effects to FDA at 1-800-FDA-1088. 
	How should I store sodium oxybate ? 
	x. Always store sodium oxybate in the original bottle or in the dosing cups with child-re sistant caps provide d 
	with your pre s cription. 
	x. Ke e p sodium oxybate in a safe place out of the reach of childre n and pe ts. 
	x. Ge t e me rge ncy medical he lp right away if a child drink s your sodium oxybate. 
	x. Store sodium oxybate betw een 68°F to 77°F (20°C to 24°C). When you have finished using a sodium oxybate 
	bottle: 
	x. empty any unused sodium oxybate dow n the sink drain 
	x. c ross out the label on the sodium oxybate bottle w ith a marker 
	x. plac e the empty sodium oxybate bottle in the trash 
	Ge ne ral information about the safe and e ffective use of sodium oxybate 
	Medic ines are sometimes presc ribed for purposes other than those listed in a Medic ation Guide. Do not use sodium oxybate for a c ondition for w hic h it w as not presc ribed. Do not give sodium oxybate to other people, even if they have the same symptoms that you have. It may harm them. 
	This Medic ation Guide summarizes the most important information about sodium oxybate. If you w ould like more information, talk w ith your doc tor. You c an ask your pharmacist or doctor for information about sodium oxybate that is w ritten for health professionals. 
	For more information, c all the Sodium Oxybate REMS Program at 1-800-XXX-XXXX. 
	What are the ingredie nts in Sodium Oxybate Oral Solution? 
	Ac tive Ingredients: sodium oxybate Inac tive Ingredients: purified w ater, USP This Medic ation Guide has been approved by the U.S. Food and Drug Administration. Dis tr. By: Wes t-Ward Pharmac eutic als Corp. Eatontow n, NJ 07724 10006869/01 Revised July 2016 
	Figure
	Digitally signed by Carol HolquistDate: 1/17/2017 02:38:30PM GUID: 508da712000293e0f6d8acfd3c5e67fe
	Carol 
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 202090. 
	LABELING REVIEWS. 
	*** This document contains proprietary information that cannot be released to the public.***
	*** This document contains proprietary information that cannot be released to the public.***
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	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	July 19, 2016 

	ANDA Number(s) 
	ANDA Number(s) 
	202090 

	Review Number 
	Review Number 
	6 

	Applicant Name 
	Applicant Name 
	Roxane Laboratories, Inc. 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	Sodium Oxybate Oral Solution, 500 mg/mL 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None

	 Submission Received Date 
	 Submission Received Date 
	July 14, 2016 (amendment) 

	Labeling Reviewer 
	Labeling Reviewer 
	Lily Chua 

	Labeling Team Leader 
	Labeling Team Leader 
	Adolph Vezza 

	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
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	1.. 
	LABELING COMMENTS 

	1.1 
	COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

	The Division of Labeling has no further questions/comments at this time based on your labeling submission dated July 14, 2016. 
	1.2 
	POST APPROVAL REVISIONS 

	These comments will NOT be sent to the applicants at this time. .These comments will be addressed post approval (in the first labeling supplement review).. 
	1.. PRESCRIBING INFORMATION 
	a.. 
	a.. 
	a.. 
	HIGHLIGHTS, WARNING box, third paragraph: Please revise to read “Because of the risks of CNS depression, abuse, and misuse, sodium oxybate is available only through the Sodium Oxybate REMS Program using certified pharmacies. Prescribers and patients must enroll in the program (5.3).” [Add “using certified pharmacies”]. 

	b.. 
	b.. 
	HIGHLIGHTS, DOSAGE AND ADMINISTRATION: Please revise the spacing of the table so the whole table will be together and not be separated. 

	c.. 
	c.. 
	CONTENTS, 17 PATIENT COUNSELING INFORMATION: Please revise your proposed pronunciation of the non-proprietary name to conform to the phonetic pronunciation in the current USP Dictionary of USAN and International Drug Names as follows: [(soe dee um ox i bate)]. 

	d.. 
	d.. 
	Please provide the complete phone number for the Sodium Oxybate REMS Program throughout the insert labeling. 

	e.. 
	e.. 
	FULL PRESCRIBING INFORMATION, HOW SUPPLIED, 16.2 Storage: Please use brackets for [See USP Controlled Room Temperature]. 


	2.. MEDICATION GUIDE Please provide the complete phone number for the Sodium Oxybate REMS Program throughout the Medication Guide. 
	2 | Page 
	<b><4f 
	2. .PREVIOUS LABELING REVIEW? DEFICIENCIES? FIRM'S RESPONSE? AND REVIEWER'S ASSESSMENT 
	In this section, we include any previous labeling review deficiencies, the fmn's response and reviewer's assessment to fnm's response as well as any new deficiencies found in this cycle. Include the previous review cycle and the review's submission date(s) 
	Review #1 finalized date: March 18, 2013 Review #2 finalized date: July 16, 2013 Review #3 finalized date: November 6, 2013 (Acceptable) Review #4 finalized date: May 31, 2016 Review #5 finalized date: June 29, 2016 
	From Response to ECD, received July 14, 2016: 
	GENERAL COMMENTS Pursuant to 21 CFR 314.127(a)(7), your labeling must be the same as the labeling approved for the RLD, except for changes required because of differences approved in a petition under 21 CFR 314.93 or because your drug product and the reference listed drug (RLD) are produced or distributed by different manufacturers or because aspects of the listed drug's labeling are protected by patent or exclusivity, and such differences do not render the drug product less safe or effective than the RLD f
	t revise 
	, you mus

	 laoeling to <bH1 since tile ANDA inserf tal5et1ng needs to be tti_e_s_a_m_e as the RLD labeling and additional or modified statements cannot be made. Please note that an applicant for a drug product whose labeling does not include any indications that are covered by the listed use patent may submit a section viii statement 
	your
	4

	explaining that the method of use i:>atent does not claim any of the prof)osed indications in your labeling. ·Response: <bf<4J 
	4. PRESCRISrNG INFORMATION 
	a. 
	a. 
	a. 
	Please confirm the name of the shared Sodium Oxybate REMS Program is ' <b><1 Sodium Oxybate RiskMAP Program" and revise if necessary throughout the labeling. 
	4


	b. 
	b. 
	WARNING box, third paragraph: Please revise to read "Because of the risks of CNS depression, abuse, and misuse, sodium oxybate is available only through the <bH:.tf Sodium Oxybate RiskMAP Program using certified pharmacies. Prescribers and patients must enroll in the program (5.3)." [Add "using certified pharmacies"]. 

	c. 
	c. 
	FULL PRESCRIBING INFORMATION, WARNINGS AND PRECAUTIONS, 5.3 <bJ<otJ Sodium Oxybate RiskMAP Program: Please include as the first bullet "Use of certified pharmacies." 

	d. 
	d. 
	FULL PRESCRIBING INFORMATION, DRUG ABUSE AND DEPENDENCE, 9.2 Abuse, third paragraph: Please revise 


	(bHl to read "commonalities" . --"="'~~'"cc-: ....
	4
	..... 

	esponse~
	a. 
	a. 
	a. 
	We have revised the name of the shared program to "Sodium Oxybate REMS Program" throughout the proposed insert. 

	b. 
	b. 
	We added the text "using certified pharmacies" as requested. 

	c. 
	c. 
	We added the first bullet "Use of certified pharmacies" as requested. 

	d. 
	d. 
	We corrected the spelling of "commonalities" as requested. 


	5. MEDICATION GUIDE Please refer to comment 2a above. 
	• Response: We have revised the name of the shared program to " Sodium Oxybate REMS Program" throughout the proposed insert. 
	Reviewer Comments: Responses are acceptable except 2b. We will ask fim1 to include "certified pharmacies in the WARNING box post-approval. 
	2.1 CONTAINER AND CARTON LABELS 
	Did the fnm submit container and/or caiton labels that were NOT requested in the previous labeling review? NO 
	3 1Page 
	If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or deficient. 
	Reviewer Comments: Not submitted in this amendment. 
	2.2 
	ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 

	In this section, include any correspondence or internal information pertinent to the review.  Include the correspondence(s) and/or information date(s) [e.g. resolution of any pending chemistry review or issue].     
	Reviewer Comments: From Cover letter received June 6, 2016: At the request of the Agency, Roxane hereby submits an amendment to the Proposed REMS submitted on April 08, 2016. This submission consists of REMS Supporting document (RSD) with revisions based on communications between the Agency and ANDA sponsors. REMS review pending. 
	3. 
	LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 

	3.1 
	REGULATORY INFORMATION 

	Are there any pending issues in ? NO 
	DLR's SharePoint Drug Facts

	If Yes, please explain in section 2.2 Additional Background Information Pertinent to the Review 
	Is the drug product listed in the Policy Alert Tracker on ? NO 
	OGD’s SharePoint

	If Yes, please explain. 
	3.2 
	MODEL PRESCRIBING INFORMATION. 

	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	MOST RECENTLY APPROVED  MODEL LABELING 
	Figure
	NDA

	(If NDA is listed in the discontinued section of the Orange Book, also enter ANDA model labeling information.) 
	NDA# /Supplement# (S-000 if original): NDA 021196/S-023 Supplement Approval Date: July 15, 2015 Proprietary Name: XYREM® Established Name: Sodium Oxybate Oral Solution Description of Supplement: Prescribing Information and Medication Guide to be consistent with the 
	approved REMS program, as requested by the Division. Because the Medication Guide is an element 
	of the REMS, the supplement also constitutes a proposed REMS modification. 
	MOST RECENTLY APPROVED  MODEL LABELING. ANDA#/Supplement# (S-000 if original): Click here to enter text.. Supplement Approval Date: Click here to enter text.. Proprietary Name: Click here to enter text.. Established Name: Click here to enter text.. 
	Figure
	ANDA

	Description of Supplement:
	L
	LI
	Figure
	  TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 

	LI
	Lbl
	Figure

	OTHER (Describe): NDA 021196/ S-025 is approved CMC supplement with no labeling associated with it. S-026 is pending CMC supplement with labeling to meet the implementation requirements in DSCSA. 
	Figure
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	Reviewer Assessment: 
	Is the Prescribing Information same as the model labeling, except for differences allowed under )? YES Are the specific requirements for format met under  or )? YES Does the Model Labeling have combined insert labeling for multiple dosage forms? NO 
	21 CFR 314.94(a)(8
	21 CFR 201.57(new)
	201.80(old

	Reviewer Comments: Acceptable with post-approval comments. 
	3.3 Model container/carton/blister labels [Source: ANRPT-13 dated 08/31/2015] 
	MODEL CONTAINER LABELS 

	Figure
	3.4 
	UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 

	We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph or proposed USP monograph. 
	Table
	TR
	Table 2:  USP and PF Search Results 

	TR
	Date Searched 
	Monograph ? YES or NO 
	Monograph Title (NA if no monograph) 
	Packaging and Storage/Labeling Statements (NA if no monograph) 

	US P 
	US P 
	7/20/2016 
	NO 
	NA 
	NA 

	PF 
	PF 
	7/20/2016 
	NO 
	NA 
	NA 


	Reviewer Comments: NA 
	3.5 
	PATENTS AND EXCLUSIVITIES 

	The Orange Book was searched on 7/20/2016.. Table 3 provides Orange Book patents for the Model Labeling and ANDA patent certifications. .(For applications that have no patents, N/A is entered in the patent number column). 
	Patent Number 
	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certificatio n 
	Date of Patent Cert Submissio n 
	Labeling Impact 

	6780889 
	6780889 
	Jul 4, 2020 
	P IV 
	12/10/2015 
	None 

	7262219 
	7262219 
	Jul 4, 2020 
	P IV 
	12/10/2015 
	None 


	5 | Page 
	5 | Page 

	7668730 
	7668730 
	7668730 
	Jun 16, 2024 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	7765106 
	7765106 
	Jun 16, 2024 
	U - 1069 
	A METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING AN EXCLUSIVE COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	7765107 
	7765107 
	Jun 16, 2024 
	U - 1070 
	A METHOD TO CONTROL ABUSE OF A SENSITIVE DRUG BY CONTROLLING WITH A COMPUTER PROCESSOR THE DISTRIBUTION OF THE SENSITIVE DRUG VIA AN EXCLUSIVITY CENTRAL PHARMACY THAT MAINTAINS A CENTRAL DATABASE 
	P IV 
	12/10/2015 
	None 

	7851506 
	7851506 
	Dec 22, 2019 
	U - 1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	7851506 
	7851506 
	Dec 22, 2019 
	U - 1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	7895059 
	7895059 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8263650 
	8263650 
	Dec 22, 2019 
	U - 1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8263650 
	8263650 
	Dec 22, 2019 
	U -1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8324275 
	8324275 
	Dec 22, 2019 
	U - 1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8324275 
	8324275 
	Dec 22, 2019 
	U - 1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8457988 
	8457988 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8589182 
	8589182 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8731963 
	8731963 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8772306 
	8772306 
	Mar 15, 2033 
	U -1532 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITH SODIUM OXYBATE WHEN DIVALPROEX SODIUM IS CONCOMITANTLY ADMINISTERED. 
	P IV 
	12/10/2015 
	None 

	8859619 
	8859619 
	Dec 22, 2019 
	P IV 
	12/10/2015 
	None 

	8952062 
	8952062 
	Dec 22, 2019 
	U -1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8952062 
	8952062 
	Dec 22, 2019 
	U -1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	9050302 
	9050302 
	Mar 15, 2033 
	U-1532 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITH SODIUM OXYBATE WHEN DIVALPROEX SODIUM IS CONCOMITANTLY ADMINISTERED. 
	P IV 
	12/10/2015 
	None 
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	Reviewer Assessment: 
	Is the applicant’s “patent carve out” acceptable? NA 
	Reviewer Comments: From Cover Letter received June 10, 2016: With respect to the original complaint from 11/22/2010, this complaint remains unresolved and in litigation. There has been no decision in the litigation at this time. 
	Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.  
	Table
	TR
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivity Code 
	Exclusivity Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submissio n 
	Labeling Impact 

	N/A 
	N/A 


	Reviewer Assessment: 
	Is the applicant’s “exclusivity carve out” acceptable? NA 
	Reviewer Comments: There is no unexpired exclusivity for this product. 
	4. 
	DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT 

	Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products when compared to the previous labeling review. 
	Reviewer Assessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s) for OTC? NO Are there changes to the manufacturer/distributor/packer statements? NO If yes, then comment below in Tables 5, 6, and 7. 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Each mL of Sodium Oxybate Oral Solutioncontains 0.5 g of sodium oxybate in purified water, USP. 
	Each mL of Sodium Oxybate Oral Solutioncontains 0.5 g of sodium oxybate in purified water, USP. 
	Each mL of Sodium Oxybate Oral Solutioncontains 0.5 g of sodium oxybate in purified water, USP. 
	No Change 


	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 
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	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in­bottle adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional insert. Two 75 mL dosing cups with child-resistant caps are included with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed 
	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in­bottle adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional insert. Two 75 mL dosing cups with child-resistant caps are included with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed 
	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in­bottle adaptor, a 10 mL oral measuring device (plastic syringe), a MedicationGuide and a professional insert. Two 75 mL dosing cups with child-resistant caps are ncluded with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed wi
	No Change 


	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Distr. By: West-Ward Pharmaceuticals Corp.Eatontown, NJ 07724 
	Distr. By: West-Ward Pharmaceuticals Corp.Eatontown, NJ 07724 
	Distr. By: West-Ward Pharmaceuticals Corp.        Eatontown, NJ 07724 
	No Change 


	5. 
	COMMENTS FOR CHEMISTRY REVIEWER 

	Describe issue(s) sent to and/or received from the chemistry (also known as drug product quality) reviewer: Reviewer Comments: CMC adequate. 
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	6. 
	COMMENTS FOR OTHER REVIEW DISCIPLINES 

	Describe questions/issue(s) sent to and/or received from other discipline reviewer(s): Reviewer Comments: NA 
	7. 
	OVERALL ASSESSMENT OF MATERIALS REVIEWED 

	Tables 8 and 9 provide a summary of recommendations for all labeling pieces for this application. 
	For each row, you  choose an item “Final, Draft, or “NA”. If you enter “NA” under the second column, you do NOT need to enter “NA” for the remaining columns. 
	MUST

	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 

	TR
	Final or Draft or NA 
	Packaging Sizes 
	Submission Received Date 
	Recommendati on 

	Container 
	Container 
	Final 
	(bottle of 180 mL) 
	06/16/2016 
	Satisfactory 

	Carton 
	Carton 
	Final 
	(1 bottle) 
	06/16/2016 
	Satisfactory 

	Table 9 Review Summary of Prescribing Information and Patient Labeling 
	Table 9 Review Summary of Prescribing Information and Patient Labeling 

	TR
	Final or Draft or NA 
	Revision Date and/or Code 
	Submission Received Date 
	Recommendati on 

	Prescribing Information 
	Prescribing Information 
	Draft 
	July 2016 
	07/14/2016 
	Satisfactory* 

	Medication Guide 
	Medication Guide 
	Draft 
	Attached to Prescribing Information 
	07/14/2016 
	Satisfactory* 

	SPL Data Elements 
	SPL Data Elements 
	5/2016 
	05/12/2016 
	Satisfactory** 


	* Post-approval revision 
	**Response from firm received June 16, 2016: We have revised our SPL data elements table to reflect the package description as requested. Note: We have not included the SPL with this submission. 
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	Adolph Vezza 
	Lily Chua 
	Digitally signed by Adolph Vezza Date: 7/25/2016 11:21:34PM GUID: 508da70600028a9e6a494d73e6454d09 Comments: labeling is satisfactory for approval 
	Digitally signed by Lily Chua Date: 7/22/2016 09:29:58AM GUID: 5277fc6700089cebb6783d59b3e106fa 
	Figure
	*** This document contains proprietary information that cannot be released to the public.***
	*** This document contains proprietary information that cannot be released to the public.***
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	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	June 21, 2016 

	ANDA Number(s) 
	ANDA Number(s) 
	202090 

	Review Number 
	Review Number 
	5 

	Applicant Name 
	Applicant Name 
	Roxane Laboratories, Inc. 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	Sodium Oxybate Oral Solution, 500 mg/mL 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None

	 Submission Received Date 
	 Submission Received Date 
	June 16, 2016 (amendment) 

	Labeling Reviewer 
	Labeling Reviewer 
	Lily Chua 

	Labeling Team Leader 
	Labeling Team Leader 
	Adolph Vezza 

	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
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	,___..... 
	---­
	1. LABELING COMMENTS .
	1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 
	Labeling Deficiencies determined on June 21, 2016 based on your submission dated June 16, 2016: 
	1. .GENERAL COMMENTS Pursuant to 21CFR 314.127(a)(7), your labeling must be the same as the labeling approved for the RLD, except for changes required because ofdifferences approved in a petition under 21 CFR 
	314.93 or because your drng product and the reference listed drng (RLD) are produced or distributed by different manufacturers or because aspects of the listed diug's labeling are protected by patent or exclusivity, and such differences do not render the diug product less safe or effective than the RLD for all remaining, non-protected conditions ofuse. Your P IV celiifications to Patent Nos. 8, 772,306 (U-1532) and 9 ,050,302 (U-1532) indicate that you are seeking approval of a use for the RLD that is claim
	21CFR314.94~@(!2@.Your 
	labelin submitted on June 16, 2016 
	4

	se ling to <b> <>-~'__·~-ANDA's--label-ing-
	you must revi
	your labe
	4
	-

	's._cet.e----==--me1"""~-needs to be the
	inh-·--t""'-~
	same as the RLD labeling and additional or modified statements cannot be made. Please note that an applicant for a diug product whose labeling does not include any indications that are covered by the listed use patent may submit a section viii statement explaining that the method ofuse patent does not claim any ofthe proposed indications in your labeling. 
	2. .PRESCRIBING INFORMATION 
	a. .
	a. .
	a. .
	Please confinn the name ofthe shared Sodium Oxybate REMS Program is " .Oxybate RiskMAP Program" and revise ifnecessa1y throughout the labeling. .

	b. .
	b. .
	WARNING box, third paragraph: Please revise to read "Because of the risks ofCNS depression, abuse, and misuse, sodium oxybate is available only through the <b><I Sodium Oxybate RiskMAP Program using ce1tified phannacies. Prescribers and patients must emoll in the program (5.3)." [Add "using certified phaimacies"]. 
	4


	c. .
	c. .
	FULL PRESCRIBING INFORMATION, WARNINGS AND PRECAUTIONS, 5.3 Sodium Oxybate RiskMAP Program: Please include as the first bullet "Use of ce1tified phaimacies." 
	­


	d. .
	d. .
	FULL PRESCRIBING INFORMATION, DRUG ABUSE AND DEPENDENCE, 9.2 Abuse, third (brt! to read "commonalities". 
	paragraph: Please revise 
	4



	3. .MEDICATION GUIDE .Please refer to comment 2a above. .
	Submit your revised labeling electronically. The prescribing info1mation and any patient labeling should reflect the full content ofthe labeling as well as the pla1llled ordering of the content of the labeling. The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
	To facilitate review ofyour next submission, please provide a side-by-side comparison of your proposed labeling with the reference listed diug labeling with all differences a1lllotated and explained. We also advise that you only addi·ess the deficiencies noted in this communication. 
	2 1Page 
	2 1Page 

	However, prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling. 
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address – 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 


	1.2 
	COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

	The Division of Labeling has no further questions/comments at this time based on your labeling submission (s) dated (add date) 
	1.3 
	POST APPROVAL REVISIONS 

	These comments will NOT be sent to the applicants at this time. .These comments will be addressed post approval (in the first labeling supplement review).. Click here to enter text.. 
	3 | Page 
	2. .PREVIOUS LABELING REVIEW? DEFICIENCIES? FIRM'S RESPONSE? AND REVIEWER'S ASSESSMENT 
	In this section, we include any previous labeling review deficiencies, the fmn's response and reviewer's assessment to fnm's response as well as any new deficiencies found in this cycle. Include the previous review cycle and the review's submission date(s) 
	Review #1 finalized date: March 18, 2013 Review #2 finalized date: July 16, 2013 Review #3 finalized date: November 6, 2013 (Acceptable) Review #4 finalized date: May 31, 2016 
	From Response to ECD, received June 16, 2016: 
	GENERAL COMMENTS 
	(b)(4J 
	Your insert labeling submitted on May 12, 2016 contains 
	(bf{4! 
	\UJ \&+J
	lise your la6eling 
	lise your la6eling 
	ease rev

	-(!)ff•! 

	• ResJ>onse: We feel that the 
	(b) (4)------1 
	"l.. CONTArNER LABEL We recommend revising the presentation of the established name from all upper case letters to title case (i.e., Sodium Oxybate Oral Solution) to improve its readability. 
	• Response: We have revised the established name to appear in title case. 
	3. CARTON LABEL 
	a. 
	a. 
	a. 
	We recommend revising the presentation of the established name from all upper case letters to title case (i.e., Sodium Oxybate Oral Solution) to improve its readability. 

	b. 
	b. 
	Please include these statements (bJ<J Pharmacists: .<bHl 
	4
	4



	<b><l and "Sodium oxybate oral solution must oe dispensed to tne patient in tf\e original packaging. -~_,,
	4
	-. 
	-

	esponse: 
	a. 
	a. 
	a. 
	We have revised the established name to appear in title case. .

	b. 
	b. 
	We have added the following statement: "PHARMACIST: Dispense with enclosed Medication Guide. Sodium .oxybate oral solution must be dispensed to the patient in the original packaging." .


	4. PRESCRIBING INFORMATION .
	a. 
	a. 
	a. 
	HIGHLIGHTS OF PRESCRIBING INFORMATION: Please revise <b><! to read "SODIUM .OXYBATE ORAL SOLUTION" in the first two sentences. .[Revise the presentation of the established name to appear in all upper case bolded letters]. .
	4


	b. 
	b. 
	HIGHLIGHTS, Title: Please revise the title to read "SODIUM OXYBATE oral solution, Clll" [lowercase bolded letters for ."oral solution"]. .

	c. 
	c. 
	Please delete .<b> <l 
	4


	d. 
	d. 
	FULL PRESC IBING INFORMATIO , CUNICA[ STUDIES, 14.2 Excessive Day-time Sleepiness in Narcolepsy, first paragraph: Please revise <bHl to read "(see Tables 5 to 7)". 
	4



	•
	•
	•
	Response: 

	a. 
	a. 
	We have revised the presentation of the established name to read as requested. 

	b. 
	b. 
	We have revised the title read as requested. 

	c. 
	c. 
	We have kept the .<b><l as described in response #1. 
	4


	d. 
	d. 
	We have revised he table numbermg as requested. .

	4 1Page 
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	5. MEDICATION GUIDE .Please revise your proposed pronunciation of the non-proprietary name to conform to the phonetic pronunciation in the .current USP Dictionary of USAN and International Drug Names as follows: [(soe' dee um ox' i bate)]. .
	• Response: We have revised our phonetic pronunciation to comply with the current USP Dictionary of USAN and .International Drug Names. .
	6. STRUCTURED PRODUCT LABELING .Packaging, Package Description: Please revise to read ' (bJ<'fj". .
	•Response: We have revised our SPL data elements table to reflect t e package description as requested. Note: .We have not included the SPL with this submission. .
	(bf(4! 
	Reviewer Comments: Acceptable except the response ' 
	2.1 CONTAINER AND CARTON LABELS 
	Did the fnm submit container and/or caiton labels that were NOT requested in the previous labeling review? NO 
	Ifyes, state the reason for the submission, and c01mnent below whether the proposed revisions are acceptable or deficient. 
	Reviewer Comments: Acceptable. 
	2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
	In this section, include any con espondence or internal info1mation pe1tinent to the review. Include the con espondence(s) and/or info1mation date(s) [e.g. resolution of any pending chemistiy review or issue]. 
	Reviewer Comments: From Cover letter received June 6, 2016: At the request ofthe Agency, Roxane hereby submits an amendment to the Proposed REMS submitted on April 08, 2016. This submission consists ofREMS Suppo1ting document (RSD) with revisions based on communications between the Agency and ANDA sponsors. REMS review pending. 
	3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 
	3.1 REGULATORY INFORMATION 
	Are there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional BackgrOlmd Info1mation Pe1t inent to the Review 
	Are there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional BackgrOlmd Info1mation Pe1t inent to the Review 
	Are there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional BackgrOlmd Info1mation Pe1t inent to the Review 

	Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO 
	Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO 


	3.2 MODEL PRESCRIBING INFORMATION .
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 

	[8JMOST RECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): NDA 0211 96/S-023 Supplement Approval Date: July 15, 2015 Proprietary Name: XYREM® Established Name: Sodium Oxybate Oral Solution Description of Supplement: Prescribing Information and Medication Guide to be consistent with the approved REMS program, as requested by the Division. Because the Medication Guide is an el
	[8JMOST RECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): NDA 0211 96/S-023 Supplement Approval Date: July 15, 2015 Proprietary Name: XYREM® Established Name: Sodium Oxybate Oral Solution Description of Supplement: Prescribing Information and Medication Guide to be consistent with the approved REMS program, as requested by the Division. Because the Medication Guide is an el
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	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	0MOST RECENTLY APPROVED ANDA MODEL LABELING ANDA#/Supplement# (S-000 if original): Click here to enter text. Supplement Approval Date: Click here to enter text. Proprietary Name: Click here to enter text. Established Name: Click here to enter text. 
	Description of Supplement: 
	0 TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 
	D OTHER (Describe): I <b><f, S-025 is pending CMC supplement with no labe mg associated with 1t. S-026 is pending labeling supplement provides changes to the container closure system, final packaging process, and labeling components. The changes proposed in 
	4

	6
	this supplement are I <><1to ensure compliance with the Drug Supply Chain Security Act (DSCSA) by November 2017. 
	4

	Reviewer Assessment: 
	Is the Prescribing Info1mation same as the model labeling, except for differences allowed under 21CFR314.94(a)(8)? YES Are the specific requirements for foimat met under 21 CFR 201.57(new) or 201.80(old)? YES Does the Model Labeling have combined insert labeling for multiple dosage fonns? NO 
	(b)(-41
	Reviewer Comments: 
	Reviewer Comments: 

	We will ask fum to confnm the name of the shared Sodium (b><> Sodium Oxybate RiskMAP Program" and revise if necessaiy throughout the labeling. We will also ask fnm to include "ce1tified phaimacies in the WARNING box and in section 5.3 (bHl to read "conunonalities" in 9 .2 Abuse section. 
	Oxy
	bate
	 REMS Program is ' 
	4 
	and revise 
	4

	3.3 MODEL CONTAINER LABELS 
	Model container/carton/blister labels [Source: ANRPT-13 dated 08/31/2015] 
	Figure
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	3.4 
	UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 

	We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph or proposed USP monograph. 
	Table
	TR
	Table 2:  USP and PF Search Results 

	TR
	Date Searched 
	Monograph ? YES or NO 
	Monograph Title (NA if no monograph) 
	Packaging and Storage/Labeling Statements (NA if no monograph) 

	US P 
	US P 
	6/21/2016 
	NO 
	NA 
	NA 

	PF 
	PF 
	6/21/2016 
	NO 
	NA 
	NA 


	Reviewer Comments: NA 
	3.5 
	PATENTS AND EXCLUSIVITIES 

	The Orange Book was searched on 6/21/2016.. Table 3 provides Orange Book patents for the Model Labeling and ANDA patent certifications. .(For applications that have no patents, N/A is entered in the patent number column). 
	Patent Number 
	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certificatio n 
	Date of Patent Cert Submissio n 
	Labeling Impact 

	6780889 
	6780889 
	Jul 4, 2020 
	P IV 
	12/10/2015 
	None 

	7262219 
	7262219 
	Jul 4, 2020 
	P IV 
	12/10/2015 
	None 

	7668730 
	7668730 
	Jun 16, 2024 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	7765106 
	7765106 
	Jun 16, 2024 
	U - 1069 
	A METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING AN EXCLUSIVE COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	7765107 
	7765107 
	Jun 16, 2024 
	U - 1070 
	A METHOD TO CONTROL ABUSE OF A SENSITIVE DRUG BY CONTROLLING WITH A COMPUTER PROCESSOR THE DISTRIBUTION OF THE SENSITIVE DRUG VIA AN EXCLUSIVITY CENTRAL PHARMACY THAT MAINTAINS A CENTRAL DATABASE 
	P IV 
	12/10/2015 
	None 

	7851506 
	7851506 
	Dec 22, 2019 
	U - 1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	7851506 
	7851506 
	Dec 22, 2019 
	U - 1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	7895059 
	7895059 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8263650 
	8263650 
	Dec 22, 2019 
	U - 1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8263650 
	8263650 
	Dec 22, 2019 
	U -1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8324275 
	8324275 
	Dec 22, 2019 
	U - 1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8324275 
	8324275 
	Dec 22, 2019 
	U - 1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 


	7 | Page 
	8457988 
	8457988 
	8457988 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8589182 
	8589182 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8731963 
	8731963 
	Dec 17, 2022 
	U - 1110 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING A COMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	P IV 
	12/10/2015 
	None 

	8772306 
	8772306 
	Mar 15, 2033 
	U -1532 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITH SODIUM OXYBATE WHEN DIVALPROEX SODIUM IS CONCOMITANTLY ADMINISTERED. 
	P IV 
	12/10/2015 
	None 

	8859619 
	8859619 
	Dec 22, 2019 
	P IV 
	12/10/2015 
	None 

	8952062 
	8952062 
	Dec 22, 2019 
	U -1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8952062 
	8952062 
	Dec 22, 2019 
	U -1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	9050302 
	9050302 
	Mar 15, 2033 
	U-1532 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITH SODIUM OXYBATE WHEN DIVALPROEX SODIUM IS CONCOMITANTLY ADMINISTERED. 
	P IV 
	12/10/2015 
	None 


	Reviewer Assessment: 
	Is the applicant’s “patent carve out” acceptable? NA 
	Reviewer Comments: From Cover Letter received June 10, 2016: With respect to the original complaint from 11/22/2010, this complaint remains unresolved and in litigation. There has been no decision in the litigation at this time. 
	Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements.  
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4:  Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	ExclusivityCode 
	ExclusivityCode 
	ExclusivityExpiration 
	Exclusivity Code Definition 
	ExclusivityStatement 
	Date of ExclusivitySubmissio n 
	LabelingImpact 

	N/A 
	N/A 


	Reviewer Assessment: 
	Is the applicant’s “exclusivity carve out” acceptable? NA 
	Reviewer Comments: There is no unexpired exclusivity for this product. 
	4. 
	DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT 

	Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products when compared to the previous labeling review. 
	Reviewer Assessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO 
	8 | Page 
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	Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s) .for OTC? NO. Are there changes to the manufacturer/distributor/packer statements? NO. If yes, then comment below in Tables 5, 6, and 7. .
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5:  Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Each mL of Sodium Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP. 
	Each mL of Sodium Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP. 
	Each mL of Sodium Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP. 
	No Change 


	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6:  Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-bottle adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional insert. Two 75 mL dosing cups with child-resistant caps are ncluded with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed w
	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-bottle adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional insert. Two 75 mL dosing cups with child-resistant caps are ncluded with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed w
	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in-bottle adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional insert. Two 75 mL dosing cups with child-resistant caps are ncluded with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed w
	No Change 


	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 
	Table 7:  Manufacturer/Distributor/Packer Statements 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Distr. By: West-Ward Pharmaceuticals Corp. Eatontown, NJ 07724 
	Distr. By: West-Ward Pharmaceuticals Corp. Eatontown, NJ 07724 
	Distr. By: West-Ward Pharmaceuticals Corp. Eatontown, NJ 07724 
	No Change 


	5. 
	COMMENTS FOR CHEMISTRY REVIEWER 

	Describe issue(s) sent to and/or received from the chemistry (also known as drug product quality) reviewer: 
	9 | Page 
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	Reviewer Comments: From CMC review dated 08/21/2013: Based upon the results ofusing Sodium Oxybate Oral Solution, 500mg/mL and water as the delive1y mediums for oral dispenser <6l<l it was detennined that the syringe delivered as required in the specification. It was also detennined that the percentage of theoretical delive1y between the two mediums was comparable and therefore, water may be used as an alternate delive1y medium for delive1y testing. The syringe proposed is acceptable. 
	4

	6. COMMENTS FOR OTHER REVIEW DISCIPLINES 
	Describe questions/issue(s) sent to and/or received from other discipline reviewer(s): 
	Reviewer Comments: NA 
	7. OVERALL ASSESSMENT OF MATERIALS REVIEWED 
	Tables 8 and 9 provide a summaiy of recommendations for all labeling pieces for this application. 
	For each row, you MUST choose an item "Final, Draft, or "NA". Ifyou enter "NA" under the second column, you do NOT need to enter "NA" for the remaining columns. 
	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 

	TR
	Final or Draft or NA 
	Packaging Sizes 
	Submission Received Date 
	Recommendati on 

	Container 
	Container 
	Final 
	(bottle of 180 ml) 
	06/16/2016 
	Satisfactory 

	Carton 
	Carton 
	Final 
	(1 bottle) 
	06/16/2016 
	Satisfactory 

	Table 9 Review Summary of Prescribing Information and Patient Labeling 
	Table 9 Review Summary of Prescribing Information and Patient Labeling 

	TR
	Final or Draft or NA 
	Revision Date and/or Code 
	Submission Received Date 
	Recommendati on 

	Prescribing Information 
	Prescribing Information 
	Draft 
	June 2016 
	06/16/2016 
	Revise 

	Medication Guide 
	Medication Guide 
	Draft 
	Attached to Prescribing Information 
	06/16/2016 
	Revise 

	SPL Data Elements 
	SPL Data Elements 
	5/2016 
	05/12/2016 
	Satisfactory** 


	**Response from finn received June 16, 2016: We have revised our SPL data elements table to reflect the package description as requested. Note: We have not included the SPL with this submission. 
	lO IPage 
	Adolph Vezza 
	Lily Chua 
	Digitally signed by Adolph Vezza Date: 1/22/2017 01:23:46PM GUID: 508da70600028a9e6a494d73e6454d09 Digitally signed by Lily Chua Date: 6/29/2016 08:09:50AM GUID: 5277fc6700089cebb6783d59b3e106fa Comments: Issue resolved. 
	Figure
	*** This document contains proprietary information that cann
	ot be released to the public.***
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	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	May 17, 2016 

	ANDA Number(s) 
	ANDA Number(s) 
	202090 

	Review Number 
	Review Number 
	4 

	Applicant Name 
	Applicant Name 
	Roxane Laboratories, Inc. 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	Sodium Oxybate Oral Solution, 500 mg/mL 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None 

	Submission Received Date 
	Submission Received Date 
	May 12, 2016 (amendment) 

	Labeling Reviewer 
	Labeling Reviewer 
	Lily Chua 

	Labeling Team Leader 
	Labeling Team Leader 
	Adolph Vezza 

	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable. Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable. Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 

	On Policy Alert List 
	On Policy Alert List 
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	1. LABELING COMMENTS. 
	1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT. 
	Labeling Deficiencies determined on May 17, 2016 based on your submission dated May 12, 2016: 
	1.. 
	1.. 
	1.. 
	GENERAL COMMENTS 

	2.. 
	2.. 
	CONTAINER LABEL We recommend revising the presentation of the established name from all upper case letters to title case (i.e., Sodium Oxybate Oral Solution) to improve its readability.  

	3.. 
	3.. 
	CARTON LABELING 


	Your insert labeling submitted on May 12, 2016 Please revise your labeling 
	a.. We recommend revising the presentation of the established name from all upper case letters to title case (i.e., Sodium Oxybate Oral Solution) to improve its readability. 
	b. Please include these statements  Pharmacists: ” and “Sodium oxybate oral solution must be dispensed to the 
	patient in the original packaging.” 
	4.. PRESCRIBING INFORMATION 
	a. HIGHLIGHTS OF PRESCRIBING INFORMATION: Please revise “ ” to read “SODIUM OXYBATE ORAL SOLUTION” in the first two sentences. [Revise 
	the presentation of the established name to appear in all upper case bolded letters]. 
	b.. 
	b.. 
	b.. 
	HIGHLIGHTS, Title: Please revise the title to read “SODIUM OXYBATE oral solution, CIII” [lowercase bolded letters for “oral solution”]. 

	d. 
	d. 
	FULL PRESCRIBING INFORMATION, CLINICAL STUDIES, 14.2 Excessive Daytime 


	c. Please delete all . 
	Sleepiness in Narcolepsy, first paragraph: Please revise 
	 to read “(see Tables 5 to 7)”. 
	Figure

	5.. 
	5.. 
	5.. 
	MEDICATION GUIDE Please revise your proposed pronunciation of the non-proprietary name to conform to the phonetic pronunciation in the current USP Dictionary of USAN and International Drug Names as follows: [(soe dee um ox i bate)]. 

	6. 
	6. 
	STRUCTURED PRODUCT LABELING (SPL) Data Elements 


	Packaging, Package Description: Please revise to read 
	Submit your revised labeling electronically. The prescribing information and any patient labeling should reflect the full content of the labeling as well as the planned ordering of the content of the labeling. The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
	2| Page 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that you only address the deficiencies noted in this communication. 
	However, prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.  
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address – 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 


	1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 
	The Division of Labeling has no further questions/comments at this time based on your labeling submission (s) dated (add date) 
	1.3 POST APPROVAL REVISIONS 
	These comments will NOT be sent to the applicants at this time. .These comments will be addressed post approval (in the first labeling supplement review). .NA. 
	3| Page 
	2. .PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM'S RESPONSE, AND REVIEWER'S ASSESSMENT 
	In this section, we include any previous labeling review deficiencies, the fum's response and reviewer's .assessment to fum's response as well as any new deficiencies found in this cycle. Include the previous review .cycle and the review's submission date(s) .
	Review #1 finalized date: March 18, 2013 .Review #2 finalized date: July 16, 2013 .Review #3 finalized date: November 6, 2013 (Acceptable) .
	From Cover Letter received May 12, 2016: .
	We have updated our labeling in accordance with the most recently approved labeling for the RLD, approved on July .15, 2015. .In addition, West-Ward Pha1maceuticals Corp., will be the labeler and distributor for the above referenced .application. The carton and container labeling will be updated to include the new company name and submitted as .defined in the guidance "ANDA Submissions -Amendments and Easily Co1Tectable Deficiencies Under GDUF A" .or post-approval per the requirements of21 CFR 314. 70, as a
	Reviewer Comments: Responses are acceptable. 
	2.1 CONTAINER AND CARTON LABELS 
	Did the fum submit container and/or carton labels that were NOT requested in the previous labeling review? NO 
	Ifyes, state the reason for the submission, and cormnent below whether the proposed revisions ar·e acceptable or deficient. 
	Reviewer Comments: Not submitted in this amendment. 
	2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
	In this section, include any conespondence or internal information pertinent to the review. Include the conespondence(s) and/or information date(s) [e.g. resolution ofany pending chemistry review or issue]. 
	Reviewer Comments: REQUEST FOR CONSULTATION to OSE: Waived Shared System REMS has been 
	submitted by the ANDA applicants, ANDAs: 202090, 203631,_ !bH4f and 203351on04/25/2016. From Cover letter received April 8, 2016: "In response to the Agency's Pre-Approval REMS Notification Letter dated January 13, 2014, and in light ofsubsequent communications between the Agency and the ANDA sponsors, Roxane hereby provides the Agency with draft shared REMS documentation developed jointly by the cmTent Sodium Oxybate ANDA sponsors" and REMS Review is pending as of May 31, 2016. 
	3. .LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 
	3.1 REGULATORY INFORMATION 
	Are there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional Back!!round Infonnation Pertinent to the Review Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO IfYes please explain. 
	4 1Page 
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	3.2 MODEL PRESCRIBING INFORMATION .
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 

	[8J MOST RECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section of the Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): NOA 0211 96/S-023 Supplement Approval Date: July 15, 2015 Proprietary Name: XYREM® Established Name: Sodium Oxybate Oral Solution Description of Supplement: Prescribing Information and Medication Guideto be consistent with the approved REMS program, as requested by the Division. Because the Medication Guide is an e
	[8J MOST RECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section of the Orange Book, also enter ANDA model labeling information.) NOA# /Supplement# (S-000 if original): NOA 0211 96/S-023 Supplement Approval Date: July 15, 2015 Proprietary Name: XYREM® Established Name: Sodium Oxybate Oral Solution Description of Supplement: Prescribing Information and Medication Guideto be consistent with the approved REMS program, as requested by the Division. Because the Medication Guide is an e

	0MOST RECENTLY APPROVED ANDA MODEL LABELING ANDA#/Supplement# (S-000 if original): Click here to enter text. Supplement Approval Date: Click here to enter text. Proprietary Name: Click here to enter text. Established Name: Click here to enter text. Description of Supplement: 
	0MOST RECENTLY APPROVED ANDA MODEL LABELING ANDA#/Supplement# (S-000 if original): Click here to enter text. Supplement Approval Date: Click here to enter text. Proprietary Name: Click here to enter text. Established Name: Click here to enter text. Description of Supplement: 

	0 TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 
	0 TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 

	0 OTHER (Describe): NOA 021 196/ (bH4l, S-025 is pending CMC supplement with no labeling associated with it. 
	0 OTHER (Describe): NOA 021 196/ (bH4l, S-025 is pending CMC supplement with no labeling associated with it. 


	Reviewer Assessment: 
	Is the Prescribing Infonnation same as the model labeling, except for differences allowed under 21CFR314.94(a)(8)? YES Are the specific requirements for foimat met under 21 CFR 201 .57(new) or 201 .80(old)? YES Does the Model Labeling have combined inse1t labeling for multiple dosage foims? NO 
	Reviewer Comments: We will ask fam to (b~ to read "(s to 7cessive Daytime Sleepiness in Narcolepsy section. 
	ee Tables 5
	)" in 14.2 Ex

	3.3 MODEL CONTAINER LABELS Model container/carton/blister labels [Source: ANRPT-13 dated 08/31/2015] 
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	3.4 UNITED STATES PHARMACOPEIA CUSP) & PHARMACOPEIA FORUM (PF) 
	We searched the USP and PF to dete1mine if the dtug product under review is the subject ofa USP monograph or proposed USP monograph. 
	USP PF 
	USP PF 
	USP PF 
	Date Searched 5/17/2016 5/17/2016 
	Monograph? YES or NO NO NO 
	Table 2: USP and PF Search Results Monograph Title Packaging and Storage/Labeling Statements (NA if no monograph) (NA if no monograph) NA NA NA NA 


	Reviewer Comments: NA 
	3.5 PATENTS AND EXCLUSIVITIES 
	The Orange Book was searched on 5/17/2016. .Table 3 provides Orange Book patents for the Model Labeling and ANDA patent ce1iifications. .(For applications that have no patents, NI A is entered in the patent number column) .
	Patent Number 
	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certification 
	Date of Patent Cert Submission 
	Labeling Impact 

	6780889 
	6780889 
	Ju14, 2020 
	PIV 
	12/10/2015 
	None 

	7262219 
	7262219 
	Jul 4 2020 
	PIV 
	12/10/2015 
	None 

	7668730 
	7668730 
	Jun 16, 2024 
	u -1110 
	METHOD OF TREATING A PATIENT WITH APRESCRIPTION DRUG USING ACOMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	PIV 
	12/10/2015 
	None 

	7765106 
	7765106 
	Jun 16, 2024 
	u-1 069 
	AMETHOD OF TREATING A PATIENT WITH APRESCRIPTION DRUG USING AN EXCLUSIVE COMPUTER DATABASE IN A '.;OMPUTER SYSTEM FOR DISTRIBUTION 
	PIV 
	12/10/2015 
	None 

	7765107 
	7765107 
	Jun 16, 2024 
	u-1070 
	AMETHOD TO CONTROL ABUSE OF A SENSITIVE DRUG BY CONTROLLING WITH ACOMPUTERPROCESSOR THE DISTRIBUTION OF THE SENSITIVE DRUG VIA AN EXCLUSIVITY '.;ENTRAL PHARMACY THATMAINTAINS ACENTRAL DATABASE 
	PIV 
	12/10/2015 
	None 

	7851506 
	7851506 
	Dec 22, 2019 
	u -1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTSWITH NARCOLEPSY 
	PIV 
	12/10/2015 
	None 

	7851506 
	7851506 
	Dec 22, 2019 
	u-1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTSWITH NARCOLEPSY 
	PIV 
	12/10/2015 
	None 

	7895059 
	7895059 
	Dec 17, 2022 
	u -1110 
	METHOD OF TREATING A PATIENT WITH APRESCRIPTION DRUG USING ACOMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	PIV 
	12/10/2015 
	None 

	8263650 
	8263650 
	Dec 22, 2019 
	u -1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTSWITH NARCOLEPSY 
	P IV 
	12/10/2015 
	None 

	8263650 
	8263650 
	Dec 22, 2019 
	u-1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	PIV 
	12/10/2015 
	None 

	8324275 
	8324275 
	Dec 22, 2019 
	u -1101 
	METHOD OF TREATING EXCESSIVE DAYTlME SLEEPINESS IN PATIENTSWITH NARCOLEPSY 
	PIV 
	12/10/2015 
	None 

	8324275 
	8324275 
	Dec 22, 2019 
	u-1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	PIV 
	12/10/2015 
	None 

	8457988 
	8457988 
	Dec 17, 2022 
	u -11 10 
	METHOD OF TREATING APATIENT WITH A PRESCRIPTION DRUG USING ACOMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	PIV 
	12/10/2015 
	None 

	8589182 
	8589182 
	Dec 17, 2022 
	u -11 10 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING ACOMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	PIV 
	12/10/2015 
	None 

	8731963 
	8731963 
	Dec 17, 2022 
	u -11 10 
	METHOD OF TREATING A PATIENT WITH A PRESCRIPTION DRUG USING ACOMPUTER DATABASE IN A COMPUTER SYSTEM FOR DISTRIBUTION 
	PIV 
	12/10/2015 
	None 

	8772306 
	8772306 
	Mar 15, 2033 
	u-1532 
	METHOD OF TREATING EXCESSIVE DAYTIMESLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITHSODIUM OXYBATEWHEN DIVALPROEX SODIUM JS CONCOMITANTLY ADMINISTERED. 
	PIV 
	12/10/2015 
	None 
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	8859619 
	8859619 
	8859619 
	Dec 22, 2019 
	PIV 
	12/10/2015 
	None 

	8952062 
	8952062 
	Dec 22, 2019 
	u-1101 
	METHOD OF TREATING EXCESSIVE DAYTIME SLEEPINESS IN PATIENTSWITH NARCOLEPSY 
	PIV 
	12/10/2015 
	None 

	8952062 
	8952062 
	Dec 22, 2019 
	u-1102 
	METHOD OF TREATING CATAPLEXY IN PATIENTS WITH NARCOLEPSY 
	PIV 
	12/10/2015 
	None 

	9050302 
	9050302 
	Mar 15, 2033 
	U-1532 
	METHOD OF TREATING EXCESSIVE DAYTlME SLEEPINESS AND/OR CATAPLEXY IN NARCOLEPSY PATIENTS WITHSODIUM OXYBATEWHEN DIVALPROEX SODIUM IS CONCOMITANTLY ADMINISTERED. 
	PIV 
	12/10/2015 
	None 


	Reviewer Assessment: 
	Is the applicant's "patent carve out" acceptable? NA 
	I

	Reviewer Comments: Roxane Laboratories, Inc. also certifies that it will comply with the notice requirements under 314.95(a) with respect to providing notice to each owner of the U.S. Patents listed above or their representatives and to the holder ofthe approved application for the listed dmg product, and with the requirements under 314.95(c) with respect to the content ofthe notice. 
	Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivity Code 
	Exclusivity Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submission 
	Labeling Impact 

	N/A 
	N/A 


	Reviewer Assessment: 
	Is the applicant's "exclusivity carve out" acceptable? NA 
	I

	Reviewer Comments: There is no unexpired exclusivity for this product. 
	4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and 
	manufacturer/distributor/packer statements ofthe Prescribing Info1mation or Dmg Facts for OTC products when compared to the previous labeling review. 
	R eviewer Assessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO Are there changes to the dosage fo1m description(s) or package size(s) in HOW SUPPLIED or package size(s) forOTC? NO Are there changes to the manufacturer/distributor/packer statements? YES Ifyes, then comment below in Tables 5, 6, and 7. 
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) Previous Labeling Review Currently Proposed Each ml of Sodium Oxybate Oral Solution contains Each ml of Sodium Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP. 0.5 g of sodium oxybate in purified water, USP. 
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) Previous Labeling Review Currently Proposed Each ml of Sodium Oxybate Oral Solution contains Each ml of Sodium Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP. 0.5 g of sodium oxybate in purified water, USP. 
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) Previous Labeling Review Currently Proposed Each ml of Sodium Oxybate Oral Solution contains Each ml of Sodium Oxybate Oral Solution contains 0.5 g of sodium oxybate in purified water, USP. 0.5 g of sodium oxybate in purified water, USP. 
	Assessment No Change 
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	Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Previous Labeling Review Currently Proposed 
	Previous Labeling Review Currently Proposed 
	Previous Labeling Review Currently Proposed 
	Assessment 

	odium Oxybate Oral Solution is a clear to slightly odium Oxybate Oral Solution is a clear to slightly 
	odium Oxybate Oral Solution is a clear to slightly odium Oxybate Oral Solution is a clear to slightly 

	palescent oral solution. It is supplied in kits containing one palescent oral solution. It is supplied in kits containing one 
	palescent oral solution. It is supplied in kits containing one palescent oral solution. It is supplied in kits containing one 

	ottle of Sodium Oxybate Oral Solution, a press-in-bottle­ottle of Sodium Oxybate Oral Solution, a press-in-bottle 
	ottle of Sodium Oxybate Oral Solution, a press-in-bottle­ottle of Sodium Oxybate Oral Solution, a press-in-bottle 

	daptor, a 10 ml oral measuring device (plastic syringe), a daptor, a 10 ml oral measuring device (plastic syringe), a 
	daptor, a 10 ml oral measuring device (plastic syringe), a daptor, a 10 ml oral measuring device (plastic syringe), a 

	edication Guide and a professional insert. Two 75 ml edication Guide and a professional insert. Two 75 ml 
	edication Guide and a professional insert. Two 75 ml edication Guide and a professional insert. Two 75 ml 

	osing cups with child-resistant caps are included with each osing cups with child-resistant caps are included with each 
	osing cups with child-resistant caps are included with each osing cups with child-resistant caps are included with each 

	odium Oxybate Oral Solution shipment. Each white oblong odium Oxybate Oral Solution shipment. Each white oblong 
	odium Oxybate Oral Solution shipment. Each white oblong odium Oxybate Oral Solution shipment. Each white oblong 

	HOPE bottle contains 180 ml of Sodium Oxybate Oral HOPE bott.le contains 180 ml of Sodium Oxybate Oral 
	HOPE bottle contains 180 ml of Sodium Oxybate Oral HOPE bott.le contains 180 ml of Sodium Oxybate Oral 

	olution at a concentration of 500 mg/ml and is sealed with child resistant cap. olution at a concentration of 500 mg/ml and is sealed with child resistant cap. 
	olution at a concentration of 500 mg/ml and is sealed with child resistant cap. olution at a concentration of 500 mg/ml and is sealed with child resistant cap. 
	No Change 

	DC 0054-0314-57: Each tamper evident single unit carton DC 0054-0314-57: Each tamper evident single unit carton 
	DC 0054-0314-57: Each tamper evident single unit carton DC 0054-0314-57: Each tamper evident single unit carton 

	ontains one 180 ml bottle (500 mg/ml) of Sodium Oxybate ontains one 180 ml bottle (500 mg/ml) of Sodium Oxybate 
	ontains one 180 ml bottle (500 mg/ml) of Sodium Oxybate ontains one 180 ml bottle (500 mg/ml) of Sodium Oxybate 

	ral Solution, one press-in-bottle-adaptor and one oral ral Solution, one press-in-bottle adaptor and one oral 
	ral Solution, one press-in-bottle-adaptor and one oral ral Solution, one press-in-bottle adaptor and one oral 

	ispensing syringe ispensing syringe 
	ispensing syringe ispensing syringe 

	16.2 Storage 16.2 Storage 
	16.2 Storage 16.2 Storage 

	Keep out of reach of children. Keep out of reach of children. 
	Keep out of reach of children. Keep out of reach of children. 

	tore at 25°C (77°F); excursions permitted up to 15° to 30°C tore at 25°C (77°F); excursions permitted up to 15° to 30°C 
	tore at 25°C (77°F); excursions permitted up to 15° to 30°C tore at 25°C (77°F); excursions permitted up to 15° to 30°C 

	59° to 86°F . See USP Controlled Room Tem rature. 59° to 86°F . See USP Controlled Room Tem rature. 
	59° to 86°F . See USP Controlled Room Tem rature. 59° to 86°F . See USP Controlled Room Tem rature. 


	Previous Labeling Review (b)(4! 
	Previous Labeling Review (b)(4! 
	Previous Labeling Review (b)(4! 
	Table 7: Manufacturer/Distributor/Packer Statements Currently Proposed Assessment From Cover Letter received 05/12/2016: West-Ward Pharmaceuticals Corp., will be the labeler and distributor for the above referenced Distr. By: application. The carton and container labeling will West-Ward Pharmaceuticals Corp. be updated to include the new company name and submitted as defined in the guidance "ANDA Eatontown, NJ 07724 Submissions -Amendments and Easily Correctable Deficiencies Under GDUF A" or post-approval p


	5. COMMENTS FOR CHEMISTRY REVIEWER 
	Describe issue(s) sent to and/or received from the chemistiy (also known as diug product quality) reviewer: 
	Reviewer Comments: From CMC review dated 08/21/2013: Based upon the results of using Sodium Oxybate Oral Solution, 500mg/mL and water as the delive1y mediums for oral dispenser ( Cbf<4!), it was detennined that the syringe delivered as required in the specification. It was also detennined that the percentage oftheoretical delive1y between the two mediums was comparable and therefore, water may be used as an alternate delivery medium for delive1y testing. The syringe proposed is acceptable. 
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	6. 
	6. 
	6. 
	COMMENTS FOR OTHER REVIEW DISCIPLINES .Describe questions/issue(s) sent to and/or received from other discipline reviewer(s): .Reviewer Comments: NA .

	7. 
	7. 
	OVERALL ASSESSMENT OF MATERIALS REVIEWED .Tables 8 and 9 provide a summru.y ofrecommendations for all labeling pieces for this application. .For each row, you MUST choose an item "Final, Draft, or ''NA". Ifyou enter ''NA" under the second column, .


	you do NOT need to enter ''NA" for the remaining columns. 
	Table 8: Review Summary of Container Label and Carton Labeling Final or Draft or NA Packaging Sizes Submission Received Date Container Final (bottle of 180 ml) 04/16/201 3 Carton Final (1 bottle) 04/16/201 3 Table 9 Review Summary of Prescribing Information and Patient Labeling Final or Draft or NA Revision Date and/or Code Submission Received Date Prescribina Information Draft Mav 2016 05/12/201 6 Medication Guide Draft Attached to Prescribina Information 05/12/2016 SPL Data Elements 5/2016 05/12/2016 
	Table 8: Review Summary of Container Label and Carton Labeling Final or Draft or NA Packaging Sizes Submission Received Date Container Final (bottle of 180 ml) 04/16/201 3 Carton Final (1 bottle) 04/16/201 3 Table 9 Review Summary of Prescribing Information and Patient Labeling Final or Draft or NA Revision Date and/or Code Submission Received Date Prescribina Information Draft Mav 2016 05/12/201 6 Medication Guide Draft Attached to Prescribina Information 05/12/2016 SPL Data Elements 5/2016 05/12/2016 
	Table 8: Review Summary of Container Label and Carton Labeling Final or Draft or NA Packaging Sizes Submission Received Date Container Final (bottle of 180 ml) 04/16/201 3 Carton Final (1 bottle) 04/16/201 3 Table 9 Review Summary of Prescribing Information and Patient Labeling Final or Draft or NA Revision Date and/or Code Submission Received Date Prescribina Information Draft Mav 2016 05/12/201 6 Medication Guide Draft Attached to Prescribina Information 05/12/2016 SPL Data Elements 5/2016 05/12/2016 
	Recommendation Revise Revise Recommendation Revise Revise Revise 
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	(REMS issue to be resolved before approval) .APPROVAL SUMMARY .Office of Generic Drugs .REVIEW OF PROFESSIONAL LABELING (Third Cycle) .
	ANDA Number: 202090 Date of Submission: September 30, 2013 Applicant: Roxane Laboratories, Inc. Established Name and Strength: Sodium Oxybate Oral Solution, 500 mg/mL Proposed Proprietary Name: None 
	Labeling Comments below are considered:   
	 No Comments (Labeling Approval Summary or Tentative Approval Summary) 
	Figure

	 - Labeling comments to be sent to the firm start below: 
	RPM Note

	The Labeling Review Branch has no further questions/comments at this time based on your labeling submission dated September 30, 2013.   
	Please continue to monitor available labeling resources such as DRUGS@FDA, the Electronic Orange Book and the NF-USP online for recent updates, and make any necessary revisions to your labels and labeling. 
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address -  . 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17


	For TA SUMMARY: 
	For TA SUMMARY: 

	The Labeling Review Branch has no further questions/comments at this time based on your labeling submission dated September 30, 2013.   
	Prior to the submission of your final printed labeling, please check labeling resources, including DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.   
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address -  .
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17


	 -Labeling comments end here 
	 Note RPM

	REVISIONS NEEDED POST APPROVAL? YES 
	INSERT 
	1.. HIGHLIGHTS OF PRESCRIBING INFORMATION TITLE – Place the following text immediately above “Initial U.S. …” 
	SODIUM OXYBATE Oral Solution, for oral use, CIII 
	2. .
	2. .
	2. .
	FULL PRESCRIBING INFORMATION: CONTENTS* WARNING STATEMENT “… SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE”    [note lower case “and”] 

	3. .
	3. .
	FULL PRESCRIBING INFORMATION 


	Medication Guide  -Sodium Oxybate Oral Solution, CIII 
	How should I take …, first bullet – “… Instructions for Use attached to this Medication Guide for …” 
	[Please note that the patient or caregiver will not be receiving the package insert, only the Medication Guide and the Instructions for Use – These two documents will be detached upon dispensing the drug product] 
	NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: none 
	Review Summary 
	Labeling Submitted 
	Labeling Submitted 
	Labeling Submitted 
	Date submitted 
	Final or Draft 
	Recommendation 

	CONTAINER 180 mL 
	CONTAINER 180 mL 
	4-16-13 
	FINAL 
	APPROVE 

	CARTON 1 x 180 mL 
	CARTON 1 x 180 mL 
	4-16-13 
	FINAL 
	APPROVE 

	INSERT 
	INSERT 
	9-30-13 
	FINAL 
	APPROVE 

	MEDICATION GUIDE 
	MEDICATION GUIDE 
	9-30-13 
	FINAL 
	APPROVE 

	REMS PLAN 
	REMS PLAN 
	10-19-11 
	DRAFT 
	CONSULT 

	RISKMAP 
	RISKMAP 
	4-16-13 
	DRAFT 
	CONSULT 

	SPL 
	SPL 
	NONE 
	N/A 
	SUBMIT 


	REMS required? 
	REMS required? 
	REMS required? 
	YES 

	MedGuides and/or PPIs (505-1(e)) 
	MedGuides and/or PPIs (505-1(e)) 
	Yes 
	No 

	Communication plan (505-1(e)) 
	Communication plan (505-1(e)) 
	Yes 
	No 


	Elements to assure safe use (ETASU) (505-1(f)(3))  
	Elements to assure safe use (ETASU) (505-1(f)(3))  
	Elements to assure safe use (ETASU) (505-1(f)(3))  
	Yes 
	No 

	Implementation system if certain ETASU (505-1(f)(4))  
	Implementation system if certain ETASU (505-1(f)(4))  
	Yes 
	No 

	Timetable for assessment (505-1(d))  
	Timetable for assessment (505-1(d))  
	Yes 
	No 

	ANDA REMS acceptable? 
	ANDA REMS acceptable? 
	Yes 
	No 
	N/A 


	FOR THE RECORD: 
	1.. MODEL LABELING -XYREM® (NDA 21-196/S-013) [Jazz Pharmaceuticals], approved 12/17/12. 
	2.. 
	2.. 
	2.. 
	USP & PF -Drug Product does not have a USP monograph. 

	3.. 
	3.. 
	PATENT AND EXCLUSIVITY 


	Patents 21-196 
	No 
	No 
	No 
	Expiration 
	Use Code 
	Use 
	File 
	Labeling Impact 

	7895059 
	7895059 
	12-17-22 
	U-1110 
	PIV 
	NONE 

	7851506 
	7851506 
	12-22-19 
	U-1101 & U-1102 
	PIV 
	NONE 

	6780889 
	6780889 
	7-4-20 
	PIV 
	NONE 

	7262219 
	7262219 
	7-4-20 
	PIV 
	NONE 

	7668730 
	7668730 
	3-7-24 
	U-1110 
	PIV 
	NONE 

	7765106 
	7765106 
	6-16-24 
	U-1069 
	PIV 
	NONE 

	7765107 
	7765107 
	6-16-24 
	U-1070 
	PIV 
	NONE 

	8263650 
	8263650 
	12-22-19 
	U-1101 & U-1102 
	PIV 
	NONE 

	8324275 
	8324275 
	12-22-19 
	U-1101 & U-1102 
	PIV 
	NONE 

	8457988 
	8457988 
	12-17-22 
	U-1110 
	PIV 
	NONE 


	U-1101 
	U-1101 
	U-1101 
	Method of treating excessive daytime sleepiness in patients     with narcolepsy 

	U-1102 
	U-1102 
	Method of treating cataplexy in patients with narcolepsy 

	U-1110 
	U-1110 
	Method of treating a patient with a prescription drug using a computer database in a computer system for distribution 

	U-1069 
	U-1069 
	A method of treating a patient with a prescription drug using     an exclusive computer database in a computer system for  distribution 

	U-1070 
	U-1070 
	A method to control abuse of a sensitive drug by controlling with a computer processor the distribution of the sensitive drug via an exclusive central pharmacy that maintains a 


	     central database 
	Exclusivity Data 21-196 .
	Code/sup 
	Code/sup 
	Code/sup 
	Expiration 
	Use Code 
	Description 
	Labeling Impact 

	ODE 
	ODE 
	11-18-12 
	Treatment of excessive daytime sleepiness in patients with narcolepsy 
	None – EXPIRED 


	4. INACTIVE INGREDIENTS .
	(b)(4l 
	5. .
	5. .
	5. .
	MANUFACTURING FACILITY -Boehringer Ingelheim Roxane, Inc-USA 

	6. .
	6. .
	FINISHED PRODUCT DESCRIPTION 


	ANDA -It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press­in-bottle-adaptor, a 10 mL oral measming device (plastic syringe), two 75 mL dosing cups,,a Medication Guide, Instrnctions for Use and a professional insert. 
	The following table sulllmarizes the elements from the RLD packaging and from RLI packaging. 
	Brand Parkal?"iD!? Leaflet Amber Plastic Bottle Plastic Whire Closure CR Syringe in grams Dose cups stmolied by pharmacist Printed Folding Carton 
	Brand Parkal?"iD!? Leaflet Amber Plastic Bottle Plastic Whire Closure CR Syringe in grams Dose cups stmolied by pharmacist Printed Folding Carton 
	Brand Parkal?"iD!? Leaflet Amber Plastic Bottle Plastic Whire Closure CR Syringe in grams Dose cups stmolied by pharmacist Printed Folding Carton 
	RLI Parkairine Leaflet Whire HDPE Plastic Bottle with Window Stripe Plastic White Closure CR with neckband l -1OmL Syringe in mL -Need grams for commercial (bl < 4 > PIBA!DiP Tube 2 -75m.L Dose cups White HOPE w/ CR Closure Printed Folding Carton 


	RLI packaging will match every element present in the brand packaging. The Container Closure System will be neck banded for tamper evidence. The final version of the syringe will be graduated in grams similarly to the one enclosed in the RLD packaging and will be protected by a polybag. The product container, syringe, 2 dose containers, and leaflet are shipped in a preprinted folding carton. Please note that the final version of the syringe will have similar dimensions compared to the syringe presently 
	included in the sample ofthe finished drng product and only the graduation marking will Yary. Therefore, the included syringe is adequate to check for compatibility with the PIBA, the dose cup, and for fitting in the carton. 
	Patient acceptability will not be impacted by the different bottle, closure system, PIBA, syringe, and dose cups used in RLI packaging since global handling is comparable to that of rhe brand. Furthermore, RLI bottle will present the advantage of a graduated window strip permirting a quantification ofthe product remaining in the bottle to monitor usage. 
	Per your September 1, 2011 telephone call RLI will JJ!OVide samples of the placebo in our proposed 
	(1))(b ip Tube) with.in one week under separate 
	commercial packaging (bottle, Syringe Oral/PBA 
	4

	cover. 
	7. .STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS 
	(b)(4l (b)(4)
	RLD: Store Xyrem between 77°F (! 124°C). ANDA: Store at 25°C (77°F); excursions pennitted up to 15° to 30°C (59° to 86°F). See USP Controlled Room Temperature. 
	8. .PRODUCT LINE -See comparison ofRLD and ANDA in FTR # 6 RLD-KIT ANDA -KIT 
	9.. 
	9.. 
	9.. 
	CONTAINER/CLOSURE – see FTR # 6 & # 8 above 

	10.. 
	10.. 
	MEDICATION GUIDES/PATIENT PACKAGE INSERT – Medication Guide + Instructions for Use 

	11.. 
	11.. 
	RELATED APPLICATIONS -NONE 

	12.. 
	12.. 
	SPL DATA ELEMENTS -Not submitted. 

	13. 
	13. 
	CITIZENS PETITION/PROPRIETARY NAME/CONSULTS  -Two consults – one from chemistry and the other from the LRB -


	Figure
	LABELING – OSE/DRISK -re: Please review the REMS submitted for ANDA  202090. It can be found in DARRTS under date 10/19/11. The RLD is XYREM (NDA 021196) held by Jazz Pharmaceuticals – Xyrem (sodium oxybate) is a drug deemed by FDA to have a REMS – Xyrem does not currently have an approved REMS but it  currently is being developed by DNP – and so OGD has no model to use as a reference 
	– this ANDA (202090) is the first generic ANDA for this drug product and we are  requesting an expeditious review for that reason. [consult submitted 5-3-12]. 
	Division of Medical Policy Programs -- 
	PATIENT LABELING REVIEW 

	Date: May 15, 2012 – The Medication Guide submitted was reviewed by Twanda Scales 
	that since the Med Guide (as well as the insert) were revised and approved in S-013 on 12­17-12 after Ms Scales review was done and finalized I have asked the firm to update as per the RLD. 
	An answer for the consult re: the appropriateness of the REMS materials submitted by  
	Roxane vs the innovator’s XYREM (RLD) “deemed” REMS – by Jazz Pharmaceuticals  
	has not been forthcoming as of 3-13-13 and so labeling review of the firm’s submitted  
	REMS materials was not undertaken.  Per the LRB PM – Carrie Lemley – who has been in 
	contact with Roxane regarding this ANDA – the firm is intending to submit a RISKMAP  
	for this drug product which would incorporate much of the same materials as their  
	submitted REMS with the hope that it would be more expeditiously reviewed than their  
	submitted proposed REMS and since XYREM has a RiskMAP currently in place it may be 
	possible to approve a generic with a RiskMAP before the full approval of a REMS for the 
	innovator. Update from Carrie Lemley as of 10-29-13 – Agency is leaning towards 
	allowing approval of a REMS from ROXANE with a waiver. 
	14. .This is a FIRST GENERIC. 
	and her recommended revisions were sent to the firm with this review except for one – it  was felt by the labeling reviewer that there was no need to use ” [rather than “sodium oxybate”] for the established name throughout the Med Guide.  Please note 
	Date of Review: October 30, 2013 Primary Reviewer: Adolph Vezza Team Leader: Captain Koung Lee 
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ADOLPH E VEZZA 10/31/2013 
	KOUNG U LEE 11/06/2013 
	REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 202090 Date of Submission: April 16, 2013 Applicant's Name:  Roxane Laboratories, Inc. Established Name and Strength:  Sodium Oxybate Oral Solution, 500 mg/mL Proposed Proprietary Name:  None 
	Labeling Comments below are considered:   
	NOT easily correctable (applicant cannot respond within 10 business days) .Easily correctable (respond within 10 business days) . No Comments (Labeling Approval Summary or Tentative Approval Summary). 
	Figure

	Figure
	 - Labeling comments to be sent to the firm start below: 
	RPM Note

	Labeling Deficiencies determined on 7-5-13 based on your submission dated 4-16-13: 
	PATENT You have not addressed Patent # 8457988 which expires on December 17, 2022. CARTON How will the two 75 cc dosing cups accompany the drug product? INSERT 
	1. HIGHLIGHTS OF PRESCRIBING INFORMATION 
	a.     TITLE – Place the following text immediately above “Initial U.S. …” 
	SODIUM OXYBATE Oral Solution, CIII 
	b. INDICATIONS AND USAGE 
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	Figure
	No further comments will be made on your 
	 Sodium Oxybate 
	Figure

	Program at this time. 
	2. .
	2. .
	2. .
	FULL PRESCRIBING INFORMATION: CONTENTS* 

	3. .
	3. .
	FULL PRESCRIBING INFORMATION 


	a. 
	b.
	b.
	b.
	    WARNING STATEMENT 

	TR
	“… SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE” 

	c.
	c.
	 5.1 Central Nervous System Depression 

	TR
	Revise the title to read as shown above. 

	d.
	d.
	 5.3 -See comment under (1) (b)  above. 


	e. ”. 
	f. ”. 
	a..       GENERAL COMMENT – Format parenthetical statements referencing other parts of the insert labeling as shown below: 
	  [see WARNINGS AND PRECAUTIONS (5.3)]. 
	i..     Note there is no numerical designation before “WARNINGS”. 
	ii.. Note the blank space between “PRECAUTIONS” and the parenthesis. 
	b..
	b..
	b..
	 1.1 Cataplexy in Narcolepsy – [see CLINICAL STUDIES (14.1)] 

	c..
	c..
	 1.2 Excessive Daytime Sleepiness in Narcolepsy – [see CLINICAL STUDIES  (14.2)] 

	d..
	d..
	 2 DOSAGE AND ADMINISTRATION .  See comment under  (1) (b) above. .

	e..
	e..
	 2.1 Dosing Information, Table 1 Title .“(g = grams)” [spacing] .

	f.
	f.
	 4 CONTRAINDICATIONS 

	g..
	g..
	 5.1 Central Nervous System Depression Revise the title to be as shown above. 

	h..
	h..
	 5.3 -See comment under  (1) (b) above. 

	i..
	i..
	 5.8 Use in Patients Sensitive to High Sodium Intake, Table 2 Title “(g = grams)” [spacing] 

	j..
	j..
	 8.1 Pregnancy, last sentence – “postnatal” 

	k..
	k..
	 10.1 Human Experience, first paragraph, last sentence – “was” rather than“is” 

	l..
	l..
	 17 PATIENT COUNSELING INFORMATION    See comment under  (1) (b) above. 


	Labeling Original Review Template Version 2 Approved 11/8/2012 
	. 
	Figure
	m.. 
	m.. 
	m.. 
	Instructions for Use -Sodium Oxybate Oral Solution, CIII Revise the title to appear as shown above. 

	n.. 
	n.. 
	Medication Guide  -Sodium Oxybate Oral Solution, CIII 


	i.. Revise the title to appear as shown above. 
	ii..       What is the most important … - See comment under  (1) (b) above. 
	iii.. How should I take …, first bullet – “… Instructions for Use at the end of this Medication Guide for …” 
	iv..
	iv..
	iv..
	       What are the possible … - Bold the last two sentences [“Call your doctor … side effects. You may … at 1-800-FDA-1088.”]. 

	v..
	v..
	       General information about … - See comment under  (1) (b) above. 


	o.. Please note that the “Instructions for Use” should follow the “Medication Guide”. 
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	REMS 
	Please note that these documents are under review and no other comments will be made at this time. 
	Revise your labeling, as instructed above, and submit electronically. 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with [the reference listed drug’s labeling  your last submitted labeling] with all differences annotated and explained. 
	or

	Prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.   
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address -  
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 


	 -Labeling comments end here 
	Note RPM

	REMS required? RLD has RiskMAP and DEEMED REMS (OTC do NOT require) MedGuides and/or PPIs (505-1(e)) 
	Yes 
	Figure

	No Communication plan (505-1(e)) 
	No Communication plan (505-1(e)) 
	Figure

	Yes 

	No Elements to assure safe use (ETASU) (505-1(f)(3))  
	Yes 
	No Implementation system if certain ETASU (505-1(f)(4))  
	Yes 
	No Timetable for assessment (505-1(d)) 
	Yes 
	Yes 
	No 

	ANDA REMS acceptable?
	Figure
	Figure
	Figure

	 Yes 
	 Yes 
	 Yes 
	No 

	n/a 

	Table
	TR
	Date submitted 
	Final or Draft 
	Recommendation 

	CARTON 1 x 180 mL 
	CARTON 1 x 180 mL 
	4-16-13 
	FINAL 
	APPROVE 

	CONTAINER 180 mL  
	CONTAINER 180 mL  
	4-16-13 
	FINAL 
	APPROVE 

	INSERT 
	INSERT 
	4-16-13 
	FINAL 
	REVISE 

	MEDICATION GUIDE 
	MEDICATION GUIDE 
	4-16-13 
	FINAL 
	REVISE 

	REMS 
	REMS 
	10-19-11 
	DRAFT 
	CONSULT 

	RISKMAP 
	RISKMAP 
	4-16-13 
	DRAFT 
	CONSULT 


	Labeling Original Review Template Version 2 Approved 11/8/2012 
	SPL 
	SPL 
	SPL 
	NONE 
	N/A 
	SUBMIT 


	REVISIONS NEEDED POST APPROVAL? .
	FOR THE RECORD: 
	NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: None 

	1.. MODEL LABELING -XYREM® (NDA 21-196/S-013) [Jazz Pharmaceuticals], approved 12/17/12. 
	2.. 
	2.. 
	2.. 
	USP & PF -Drug Product does not have a USP monograph. 

	3.. 
	3.. 
	PATENT AND EXCLUSIVITY 


	Patents 21-196 
	No 
	No 
	No 
	Expiration 
	Use Code 
	Use 
	File 
	Labeling Impact 

	7895059 
	7895059 
	12-17-22 
	U-1110 
	PIV 
	NONE 

	7851506 
	7851506 
	12-22-19 
	U-1101 & U-1102 
	PIV 
	NONE 

	6780889 
	6780889 
	7-4-20 
	PIV 
	NONE 

	7262219 
	7262219 
	7-4-20 
	PIV 
	NONE 

	7668730 
	7668730 
	3-7-24 
	U-1110 
	PIV 
	NONE 

	7765106 
	7765106 
	6-16-24 
	U-1069 
	PIV 
	NONE 

	7765107 
	7765107 
	6-16-24 
	U-1070 
	PIV 
	NONE 

	8263650 
	8263650 
	12-22-19 
	U-1101 & U-1102 
	PIV 
	NONE 

	8324275 
	8324275 
	12-22-19 
	U-1101 & U-1102 
	PIV 
	NONE 

	8457988 
	8457988 
	12-17-22 
	U-1110 


	U-1101 
	U-1101 
	U-1101 
	Method of treating excessive daytime sleepiness in patients      with narcolepsy 

	U-1102 
	U-1102 
	Method of treating cataplexy in patients with narcolepsy 

	U-1110 
	U-1110 
	Method of treating a patient with a prescription drug using a computer database in a computer system for distribution 

	U-1069 
	U-1069 
	A method of treating a patient with a prescription drug using     an exclusive computer database in a computer system for  distribution 

	U-1070 
	U-1070 
	A method to control abuse of a sensitive drug by controlling with a computer processor the distribution of the sensitive drug via an exclusive central pharmacy that maintains a      central database 


	Labeling Original Review Template Version 2 Approved 11/8/2012 
	Exc1USlVltY Data 21-196 
	Code/sup 
	Code/sup 
	Code/sup 
	Exoiration 
	Use Code 
	Description 
	Labeling Impact 

	ODE 
	ODE 
	11-18-12 
	Treatment of excessive daytime sleepiness in patients with narcoleosv 
	None ­EXPIRED 


	4. INACTIVE INGREDIENTS 
	(b)(4l 
	5. 
	5. 
	5. 
	MANUFACTURING FACILITY -Boehringer Ingelheim Roxane, Inc-USA 

	6. 
	6. 
	FINISHED PRODUCT DESCRIPTION 


	ANDA -It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press­in-bottle-adaptor, a 10 mL oral measm ing device (plastic syringe), a Medication Guide and a professional inse1t. 
	The following table summarizes the elements from the RLD packaging and from RLI packaging. 
	B1·and Packaging 
	RLI Packaging .Leaflet .
	Leaflet .Amber Plastic Bottle .
	White HDPE Plastic Bottle with Window Stripe Plastic White Closure CR 
	Plastic White Closure CR with neckband .Syringe in grams .
	1-lOmL Syringe in mL -Need grams for commercial > PIBA/Dip Tube
	<h><
	4

	-
	Dose cups suoolied bv pharmacist 
	2 -75mL Dose cups White HDPE w/ CR Closure Printed Folding Carton 
	Printed Folding Carton 
	RLI packaging will match every element present in the brand packaging. The Container Closure System will be neck banded for tamper evidence. The final version of the syringe will be graduated in grams sinularly to the one enclosed in the RLD packaging and will be protected by a polybag. The product container, syringe. 2 dose containers, and leaflet are shipped in a preprinted folding carton. Please note that the final version of the syringe will have similar dimensions compared to the syringe presently incl
	Patient acceptability will not be in1pacted by the different bottle, closure system, PIBA, syringe, and dose cups used in RLI packaging since global handling is comparable to that of the brand. Furthermore, RLI bottle will present the advantage ofa graduated window strip pennitting a quantification ofthe product remaining in the bottle to monitor usage. 
	Per your September 1, 2011 telephone call RLI will ornvide samples of the placebo in our proposed 
	(b)(4) . . .
	. . s . 

	commercial packagmg (bottle. ynnge Oral/PBA Dip Tube) within one week under separate 
	cover. 
	Labeling Original Review Template Version 2 Approved 1118/2012 
	Reference ID: 3339986 
	7.. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS RLD: Store Xyrem between 
	77°F 

	24°C).ANDA: Store at 25°C (77°F); excursions permitted up to 15° to 30°C (59° to 86°F). See USP  Controlled Room Temperature. 
	Figure

	8..
	8..
	8..
	 PRODUCT LINE – See comparison of RLD and ANDA in FTR # 6 RLD - KIT ANDA – KIT 

	9.. 
	9.. 
	CONTAINER/CLOSURE – see FTR # 6 & # 8 above 

	10.. 
	10.. 
	MEDICATION GUIDES/PATIENT PACKAGE INSERT – Medication Guide 

	11.. 
	11.. 
	RELATED APPLICATIONS -NONE 

	12.. 
	12.. 
	SPL DATA ELEMENTS -Not submitted. 

	13.. 
	13.. 
	CITIZENS PETITION/PROPRIETARY NAME/CONSULTS  -Two consults – one from chemistry and the other from the LRB -


	Figure
	LABELING – OSE/DRISK -re: Please review the REMS submitted for ANDA  202090. It can be found in DARRTS under date 10/19/11. The RLD is XYREM (NDA 021196) held by Jazz Pharmaceuticals – Xyrem (sodium oxybate) is a drug deemed by FDA to have a REMS – Xyrem does not currently have an approved REMS but it  currently is being developed by DNP – and so OGD has no model to use as a reference 
	– this ANDA (202090) is the first generic ANDA for this drug product and we are  requesting an expeditious review for that reason. [consult submitted 5-3-12]. 
	Division of Medical Policy Programs -- 
	PATIENT LABELING REVIEW 

	Date: .May 15, 2012 – The Medication Guide submitted was reviewed by Twanda Scales 
	than “sodium oxybate”] for the established name throughout the Med Guide.  Please note that since the Med Guide (as well as the insert) were revised and approved in S-013 on 12­17-12 after Ms Scales review was done and finalized I have asked the firm to update as per the RLD. 
	An answer for the consult re: the appropriateness of the REMS materials submitted by  Roxane vs the innovator’s XYREM (RLD) “deemed” REMS – by Jazz Pharmaceuticals  
	and her recommended revisions were sent to the firm with this review except for one – it  was felt by the labeling reviewer that there was no need to use [rather 
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	has not been forthcoming as of 3-13-13 and so labeling review of the firm’s submitted  REMS materials was not undertaken.  Per the LRB PM – Carrie Lemley – who has been in contact with Roxane regarding this ANDA – the firm is intending to submit a RISKMAP  for this drug product which would incorporate much of the same materials as their  submitted REMS with the hope that it would be more expeditiously reviewed than their  submitted proposed REMS and since XYREM has a RiskMAP currently in place it may be pos
	14. This is a FIRST GENERIC. 
	Date of Review: 7-5-13           Primary Reviewer:  Adolph Vezza 
	Team Leader: Captain Koung Lee 
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ADOLPH E VEZZA 07/12/2013 
	KOUNG U LEE 07/16/2013 
	REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 202090 Dates of Submission: July 8, 2010 and April 6 and October 19, 2011 Applicant's Name:  Roxane Laboratories, Inc. Established Name and Strength:  Sodium Oxybate Oral Solution, 500 mg/mL Proposed Proprietary Name:  None 
	Labeling Comments below are considered:   
	NOT easily correctable (applicant cannot respond within 10 business days) .Easily correctable (respond within 10 business days) . No Comments (Labeling Approval Summary or Tentative Approval Summary). 
	Figure

	Figure
	 - Labeling comments to be sent to the firm start below: 
	RPM Note

	Labeling Deficiencies determined on 3-14-13 based on your submissions dated 7-8-10 and 4-6 and 10-19-11: 
	CONTAINER 180 mL    
	1. .Add the following statement to appear immediately above “For oral administration  only.”: 
	“MUST BE DILUTED BEFORE USE” 
	2. .Add the following statement to appear immediately above the storage temperature     recommendations: 
	“WARNING: Keep This and All Other Medications Out of Reach of Children” 
	3. .“Each mL contains …” statement – “… purified water, USP  [add comma] 
	4. 
	. 
	5. Add the following statement to appear immediately below “For oral administration  
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	 only.”: 
	   “Use as instructed” CARTON 
	1.. 
	1.. 
	1.. 
	See comments (2) and (4) under CONTAINER above. 

	2. .
	2. .
	Add the following statement to appear immediately above “Rx only”:  


	“WARNING: Keep This and All Other Medications Out of Reach of Children” 
	3. .
	3. .
	3. .
	3. .
	We note that you have included the following statement while the innovator does not  have it. Please comment. 

	“Solutions prepared following dilution should be consumed within 24 hours 

	4. 
	4. 
	How will the two 75 cc dosing cups accompany the drug product? INSERT 


	Figure
	Figure
	1. .
	1. .
	1. .
	1. .
	  GENERAL COMMENT 

	Revise your insert labeling to be the same as that of the reference listed drug, Xyrem® (NDA 21-196/S-013); approved December 17, 2012. 

	2. .
	2. .
	DESCRIPTION 

	3. .
	3. .
	  MEDICATION GUIDE 


	Figure
	Revise your Medication Guide and associated Instructions for Use to be the same as  that of the reference listed drug, Xyrem® (NDA 21-196/S-013); approved December     17, 2012. 
	REMS .
	Your submitted REMS was consulted and remains under review.  You are encouraged to work .towards a single-shared system REMS with the innovator.  You may also opt to develop and .submit a RiskMAP. .Revise your labeling, as instructed above, and submit electronically.. 
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with [the reference listed drug’s labeling  your last submitted labeling] with all differences annotated and explained. 
	or

	Prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.   
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address -  
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 


	 -Labeling comments end here 
	Note RPM

	REMS required? RLD has RiskMAP and DEEMED REMS (OTC do NOT require) MedGuides and/or PPIs (505-1(e)) 
	Yes 
	Figure

	No Communication plan (505-1(e)) Yes 
	Figure

	No Elements to assure safe use (ETASU) (505-1(f)(3))  Yes 
	No Implementation system if certain ETASU (505-1(f)(4))  
	Yes 
	No Timetable for assessment (505-1(d)) 
	Yes 
	Yes 
	No 

	ANDA REMS acceptable? Yes 
	Figure

	No 
	No 
	n/a 

	Table
	TR
	 Date submitted 
	Final or Draft 
	Recommendation 

	CARTON 1 x 180 mL 
	CARTON 1 x 180 mL 
	7-8-10 
	DRAFT 
	REVISE 

	CONTAINER 180 mL  
	CONTAINER 180 mL  
	7-8-10 
	DRAFT 
	REVISE 

	INSERT 
	INSERT 
	7-8-10 
	DRAFT 
	REVISE 

	MEDICATION GUIDE 
	MEDICATION GUIDE 
	7-8-10 
	DRAFT 
	REVISE 

	REMS 
	REMS 
	10-19-11 
	DRAFT 
	CONSULT 

	SPL 
	SPL 
	NONE 
	N/A 
	SUBMIT 


	REVISIONS NEEDED POST APPROVAL? .NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: None .
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	Reference ID: 3277589 
	FOR THE RECORD: 
	1.. MODEL LABELING -XYREM® (NDA 21-196/S-013) [Jazz Pharmaceuticals], approved 12/17/12. 
	2.. 
	2.. 
	2.. 
	USP & PF -Drug Product does not have a USP monograph. 

	3.. 
	3.. 
	PATENT AND EXCLUSIVITY 


	Patents 21-196 
	No 
	No 
	No 
	Expiration 
	Use Code 
	Use 
	File 
	Labeling Impact 

	7895059 
	7895059 
	12-17-22 
	U-1110 
	PIV 
	NONE 

	7851506 
	7851506 
	12-22-19 
	U-1101 & U-1102 
	PIV 
	NONE 

	6780889 
	6780889 
	7-4-20 
	PIV 
	NONE 

	7262219 
	7262219 
	7-4-20 
	PIV 
	NONE 

	7668730 
	7668730 
	3-7-24 
	U-1110 
	PIV 
	NONE 

	7765106 
	7765106 
	6-16-24 
	U-1069 
	PIV 
	NONE 

	7765107 
	7765107 
	6-16-24 
	U-1070 
	PIV 
	NONE 


	U-1101 
	U-1101 
	U-1101 
	Method of treating excessive daytime sleepiness in patients      with narcolepsy 

	U-1102 
	U-1102 
	Method of treating cataplexy in patients with narcolepsy 

	U-1110 
	U-1110 
	Method of treating a patient with a prescription drug using a computer database in a computer system for distribution 

	U-1069 
	U-1069 
	A method of treating a patient with a prescription drug using     an exclusive computer database in a computer system for  distribution 

	U-1070 
	U-1070 
	A method to control abuse of a sensitive drug by controlling with a computer processor the distribution of the sensitive drug via an exclusive central pharmacy that maintains a      central database 


	Exclusivity Data 21-196 .
	Code/sup 
	Code/sup 
	Code/sup 
	Expiration 
	Use Code 
	Description 
	Labeling Impact 

	ODE 
	ODE 
	11-18-12 
	Treatment of excessive daytime sleepiness in patients with narcolepsy 
	None – EXPIRED 


	4. INACTIVE INGREDIENTS. 
	Figure
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	5. .
	5. .
	5. .
	MANUFACTURING FACILITY -Boehringer Ingelheim Roxane, Inc-USA 

	6. .
	6. .
	FINISHED PRODUCT DESCRIPTION 


	ANDA -It is supplied in kits containing one bottle ofSodium Oxybate Oral Solution, a press­in-bottle-adaptor, a 10 mL oral measming device (plastic syringe), a Medication Guide and a professional insert. 
	The following table smnmarizes the elementc; from the RLD packaging and from RLI packaging. 
	Brand Packa!!in!! 
	Brand Packa!!in!! 
	Brand Packa!!in!! 
	RLI Packa!!in!! 

	Leaflet 
	Leaflet 
	Leaflet 

	Amber Plastic Bottle 
	Amber Plastic Bottle 
	White HDPE Plastic Bottle with Window Stripe 

	Plastic White Closure CR 
	Plastic White Closure CR 
	Plastic White Closure CR with neckband 

	Syringe in grams 
	Syringe in grams 
	<bH4l 
	l -I OmL Syringe in mL -Need grams for commercial 

	PIBA/Dip Tube 
	PIBA/Dip Tube 

	Dose cups suoolied by pharmacist 
	Dose cups suoolied by pharmacist 
	2 -75mL Dose cups White HOPE w/ CR Closure 

	Printed Folding Carton 
	Printed Folding Carton 
	Printed Folding Carton 


	RLI packaging will match every element present in the brand packaging. The Container Closure System will be neck banded for tamper evidence. The final version of the syringe will be graduated in grams similarly to the one enclosed in the RLD packaging and will be protected by a polybag. The product container, syringe, 2 dose containers, and leaflet are shipped in a preprinted folding carton, Please note that the final version of the syringe will have similar dimensions compared to the syringe prese11tly inc
	Patient acceptability will not be impacted by the different bottle, closure system, PIBA, syringe, and dose cups used in RLI packaging since global handling is comparable to that of the brand. Furthermore, RLI bottle will present the advant~ge ofa graduated window &trip permitting a quantification ofthe product remaining in the bottle to monitor usage. 
	Per your September 1, 2011 telephone call RLI will m_ovide samples of the placebo in our proposed commercial packaging (bottle, Syringe OraVPBA (b)(<Jbip Tube) with.in one ·week under separate cover. 
	7. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS 
	blT41 c 5)(4) 
	RLD: Store Xyrem between 7°F ~4°C). 
	---

	ANDA: Store at 25°C (77°F); excursions penmtted up to 15° to 30°C (59° to 86°F). See USP 
	Controlled Room Temperature. 
	8. .
	8. .
	8. .
	PRODUCT LINE -See comparison ofRLD and ANDA in FTR # 6 RLD-KIT ANDA-KIT 

	9. 
	9. 
	CONTAINER/CLOSURE -see FTR # 6 & # 8 above 


	Labeling Original Review Template Version 2 Approved 1118/2012 
	Reference ID: 3277589 
	10.. 
	10.. 
	10.. 
	MEDICATION GUIDES/PATIENT PACKAGE INSERT – Medication Guide 

	11.. 
	11.. 
	RELATED APPLICATIONS -NONE 

	12.. 
	12.. 
	SPL DATA ELEMENTS -Not submitted. 

	13.. 
	13.. 
	CITIZENS PETITION/PROPRIETARY NAME/CONSULTS  -Two consults – one from chemistry and the other from the LRB -


	Figure
	LABELING – OSE/DRISK -re: Please review the REMS submitted for ANDA  202090. It can be found in DARRTS under date 10/19/11. The RLD is XYREM (NDA 021196) held by Jazz Pharmaceuticals – Xyrem (sodium oxybate) is a drug deemed by FDA to have a REMS – Xyrem does not currently have an approved REMS but it  currently is being developed by DNP – and so OGD has no model to use as a reference 
	– this ANDA (202090) is the first generic ANDA for this drug product and we are  requesting an expeditious review for that reason. [consult submitted 5-3-12]. 
	Division of Medical Policy Programs -- 
	PATIENT LABELING REVIEW 

	Date: .May 15, 2012 – The Medication Guide submitted was reviewed by Twanda Scales 
	it [rather Please note that since the Med Guide (as well as the insert) were revised and approved in S-013 on 12-17-12 after Ms Scales review was done and finalized I have asked the firm to update as per the RLD. 
	An answer for the consult re: the appropriateness of the REMS materials submitted by  Roxane vs the innovator’s XYREM (RLD) “deemed” REMS – by Jazz Pharmaceuticals has not been forthcoming as of 3-13-13 and so labeling review of the firm’s submitted  REMS materials was not undertaken.  Per the LRB PM – Carrie Lemley – who has been 
	in contact with Roxane regarding this ANDA – the firm is intending to submit a RISKMAP for this drug product which would incorporate much of the same materials as their submitted REMS with the hope that it would be more expeditiously reviewed than their submitted proposed REMS and since XYREM has a RiskMAP currently in place it may be  possible to approve a generic with a RiskMAP before the full approval of a REMS for the innovator. 
	14. .This is a FIRST GENERIC. 
	Date of Review: 3-14-13 .          Primary Reviewer:  Adolph Vezza 
	and her recommended revisions were sent to the firm with this review except for one – was felt by the labeling reviewer that there was no need to use than “sodium oxybate”] for the established name throughout the Med Guide.  
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	Team Leader: Captain Koung Lee 
	Labeling Original Review Template Version 2 Approved 11/8/2012 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
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	KOUNG U LEE 03/18/2013 
	Department of Health and Human Services .Public Health Service .
	Food and Drug Administration .Center for Drug Evaluation and Research .Office of Medical Policy Initiatives. Division of Medical Policy Programs .
	PATIENT LABELING REVIEW 
	PATIENT LABELING REVIEW 

	May 15, 2012
	May 15, 2012
	Date: 

	Russell Katz, M.D., Director
	To: 
	Division of Neurology Products (DNP) 
	Through: .LaShawn Griffiths, RN, MSHS-PH, BSN Associate Director, Patient Labeling Team 
	Division of Medical Policy Programs (DMPP)  
	Melissa Hulett, RN, BSN, MSBA 
	Team Leader, Patient Labeling Team 
	Division of Medical Policy Programs (DMPP)  
	From: .Twanda Scales, RN, MSN/Ed. Patient Labeling Reviewer 
	Division of Medical Policy Programs (DMPP)  
	Subject: .DMPP Review of Patient Labeling Medication Guide (MG) and Instructions for Use (IFU) 
	Drug Name:  .Sodium Oxybate 
	Dosage Form and Route: .500mg/mL Oral Solution 
	Application 
	Application 
	Application 
	ANDA 202090

	Type/Number:  

	Applicant: .Roxane Laboratories, Inc. 
	1. 
	1 INTRODUCTION 
	On July 8, 2010, Roxane Laboratories, Inc. submitted an abbreviated new drug application (ANDA) for Sodium Oxybate, 500 mg/mL, oral solution. This ANDA refers to the listed drug XYREM (sodium oxybate) oral solution, indicated for the treatment of cataplexy in patients with narcolepsy and for excessive daytime sleepiness in patient with narcolepsy, held by Jazz Pharmaceuticals.    
	This review is written in response to a request from the Office of Generic Drugs, through the Division of Neurology Products (DNP), for the Division of Medical Policy Programs (DMPP) to review the Applicant’s proposed Medication Guide (MG) and Instructions for Use (IFU) for Sodium Oxybate, 500mg/mL, oral solution. 
	Supplement 013 (S-013) is currently pending approval for listed drug XYREM (sodium oxybate) oral solution.  DMPP provided a review of the Medication Guide for XYREM S-013 on November 14, 2011.  When action is taken on the XYREM S-013,  modifications to the Sodium Oxybate medication guide will be required.  
	The Risk Evaluation and Mitigation Strategy (REMS) for Sodium Oxybate oral solution will be provided by The Division of Risk Management (DRISK) under seperate cover. 
	2 MATERIAL REVIEWED 
	. Draft Sodium Oxybate oral solution, (MG/IFU) received on July 8, 2010, and received by DMPP on May 10, 2012.  
	. Draft Sodium Oxybate oral solution, Prescribing Information (PI) received on July 8, 2010, and received by DMPP May 10, 2012. 
	. Approved XYREM (sodium oxybate) oral solution reference listed drug, .comparator labeling dated November 2005.. 
	3 REVIEW METHODS 
	To enhance patient comprehension, materials should be written at a 6 to 8 grade reading level, and have a reading ease score of at least 60%. A reading ease score of 60% corresponds to an 8 grade reading level. In our review of the MG and IFU the target reading level is at or below an 8 grade level. 
	th
	th
	th
	th

	Additionally, in 2008 the American Society of Consultant Pharmacists Foundation (ASCP) in collaboration with the American Foundation for the Blind (AFB) published Guidelines for Prescription Labeling and Consumer Medication Information for People with Vision Loss. The ASCP and AFB recommended using fonts such as Verdana, Arial or APHont to make medical information more 
	2. 
	accessible for patients with vision loss.  We have reformatted the MG and IFU document using the Verdana font, size 11. 
	In our review of the MG and IFU we have: . ensured that the MG is consistent with the prescribing information (PI)  . ensured that the MG meets the Regulations as specified in 21 CFR 208.20 . ensured that the MG and IFU meet the criteria as specified in FDA’s Guidance .
	for Useful Written Consumer Medication Information (published July 2006)  ensured that the MG and IFU are consistent with the approved reference listed comparator labeling where applicable.  
	4 CONCLUSIONS 
	The MG and IFU are acceptable with our recommended changes. 
	5 RECOMMENDATIONS 
	. Please send these comments to the Applicant and copy DMPP on the .correspondence. .
	. Our annotated version of the MG and IFU is appended to this memo.  Consult DMPP regarding any additional revisions made to the PI to determine if corresponding revisions need to be made to the MG and IFU.  
	Please let us know if you have any questions. 
	3. 
	Reference ID: 3131095 
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	MELISSA I HULETT 05/15/2012 
	LASHAWN M GRIFFITHS 05/16/2012 
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	Chemistry Review Data Sheet 
	1. 
	1. 
	1. 
	ANDA#: 202090 

	2. 
	2. 
	REVIEW#: 4 

	3. 
	3. 
	REVIEW DATE: 08-May-2013 

	4. 
	4. 
	REVIEWER: Yanning Lin, Ph.D. 

	5. 
	5. 
	PREVIOUS DOCUMENTS: 


	Director, Dmg Regulato1y Affairs and Medical Affairs 
	Previous Documents 
	Previous Documents 
	Previous Documents 
	Document Date 

	General Consult Review Minor Amendment (Patent & Exclusivity/Patent Info) Minor Amendment Minor Amendment Minor Amendment (REMS Proposal/Standard Timeframe) Minor Amendment Minor Amendment Telephone Amendment Minor Amendment Filing Acknowledgment Original Submission 
	General Consult Review Minor Amendment (Patent & Exclusivity/Patent Info) Minor Amendment Minor Amendment Minor Amendment (REMS Proposal/Standard Timeframe) Minor Amendment Minor Amendment Telephone Amendment Minor Amendment Filing Acknowledgment Original Submission 
	Febma1y 05, 2013 August 01, 2011 September 02, 2011 September 09, 2011 October 19, 2011 Janua1y 11 , 2011 December 03, 2010 September 13, 2010 August 03, 2010 September 22, 2010 July 8, 2010 

	6. SUBMISSION(S) BEING REVIEWED: 
	6. SUBMISSION(S) BEING REVIEWED: 

	Submission(s) Reviewed 
	Submission(s) Reviewed 
	Document Date 

	Minor Amendment 
	Minor Amendment 
	April 16, 2013 

	7. NAME & ADDRESS OF APPLICANT: 
	7. NAME & ADDRESS OF APPLICANT: 

	Name: 
	Name: 
	Roxane Laboratories, Inc 

	Address: 
	Address: 
	1809 Wilson Road Columbus, Ohio 43228 

	Contact person: 
	Contact person: 
	Elizabeth Ernst 


	Telephone: (614) 272-4785 Fax: (614) 272-2470 
	8. DRUG PRODUCT NAME/CODE/TYPE: 
	a) Proprieta1y Name: None b) Non-Proprietaiy Name (USAN): Sodium Oxybate Oral Solution, 500 mg/mL c) Code Name/# (ONDC only):None d) Chem. Type/Submission Priority (ONDC only):NA 
	Figure
	CHEMISTRY REVIEW .
	• 
	• 
	• 
	Chem. Type: NI A 

	• 
	• 
	Submission Priority: NI A 


	9. LEGAL BASIS FOR SUBMISSION: 
	Innovator Product: Xyrem® (NDA #21-196) .Innovator Company: Jazz Phaimaceuticals .
	10. 
	10. 
	10. 
	PHARMACOL. CATEGORY: Indicated for the treatment ofexcessive daytime sleepiness and cataplexy in patients with narcolepsy 

	11. 
	11. 
	DOSAGE FORM: Oral Solution 

	12. 
	12. 
	STRENGTH/POTENCY: 500 mg/mL 

	13. 
	13. 
	ROUTE OF ADMINISTRATION: Oral 

	14. 
	14. 
	Rx/OTC DISPENSED: x Rx OTC 

	15. 
	15. 
	15. 
	SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): .__SPOTS product -Fo1m Completed .

	X Not a SPOTS product 

	16. 
	16. 
	CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT: 


	0 
	HO~ONa 
	Chemical name: .Butanoic acid, 4-hydroxy-, sodium salt (1: 1) .Butanoic acid, 4-hydroxy-, monosodium salt (9CI) .Butyric acid, 4-hydroxy-, monosodium salt (8CI) .4-Hydroxybutanoic acid sodium salt .4-Hydroxybutyrate sodium .4-Hydroxybutyric acid monosodium salt .4-Hydroxybutyric acid sodium salt .Oxybate sodium .Sodimn 4-hydroxybutyrate .Sodimn hydroxybutyrate .Sodium oxybate .Sodium y-hydroxybutyrate .
	Reference ID: 3360652 
	Figure
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	Sodimn y-oxybutyrate .y-Hydroxybutyrate sodimn .y-Hydroxybutyric acid sodium salt .GHB .NaGHB .
	Chemical F01mula: C.JI7Na03 Molecular Weight: 126.09 Cas Number: [502-85-2] (for Sodium Oxybate) 
	17. RELATED/SUPPORTING DOCUMENTS: 
	A. DMFs: (LOA see section 1.4.1) 
	DMF # (b)(4) 
	DMF # (b)(4) 
	DMF # (b)(4) 
	TYPE II 
	HOLDER 
	ITEM REFERENCED (b)(4 

	TR
	III 

	TR
	III 

	TR
	III 

	TR
	III 

	TR
	III 

	TR
	III 

	TR
	III III 

	TR
	III 

	TR
	III 


	CODE1 
	CODE1 
	CODE1 
	STATUS2 
	DATE REVIEW COMPLETED byY. Lin on 02-21-13 

	1 
	1 
	Adequate 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 

	4 
	4 
	NA 
	NA 


	Action codes for DMF Table: .1 -DMF Reviewed. .Other codes indicate why the DMF was not reviewed, as follows: .2 -Type 1 DMF .3 -Reviewed previously and no revision since last review .4 -Sufficient inf01mation in application .
	1 

	Reference ID: 3360652 
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	5 -Authority to reference not granted .6 -DMF not available .7 -Other (explain under "Comments") .
	Adequate, Inadequate, or NI A (There is enough data in the application, therefore the DMF did not need to be reviewed) 
	2 

	B. Other Documents: 
	None 
	None 
	None 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 


	18. 
	18. 
	18. 
	STATUS: .

	19. 
	19. 
	ORDEROF REVIEW 


	CONSULTS/ CMC RELATED REVIEWS Chemistiy Labeling Bioequivalence EES Microbiology Methods Validation EA Radiophan naceutical Phann/Tox Consult 
	CONSULTS/ CMC RELATED REVIEWS Chemistiy Labeling Bioequivalence EES Microbiology Methods Validation EA Radiophan naceutical Phann/Tox Consult 
	CONSULTS/ CMC RELATED REVIEWS Chemistiy Labeling Bioequivalence EES Microbiology Methods Validation EA Radiophan naceutical Phann/Tox Consult 
	RECOMMENDATION DATE Adequate 08-May-2013 Inadequate 18-Mar-2013 Waiver Granted 29-Mar-2011 Overall AcceEtable I (b)(~~ 13-Dec-2012 DP: Boehringer Ingelheim 31-Dec-2012 Roxane Inc. Acceptable NIA Not requested per cunent OGD policy (USP) Exclusion from requirement for environmental assessment NIA Adequate 1114/13 
	REVIEWER Y.Lin A. E. Vezza C. Chamasia oc 21CFR25.31(a) David Hawver 


	The application submission(s) covered by this review was taken in the date order ofreceipt. Yes No Ifno, explain reason(s) below: 
	Figure
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	The Chemistry Review for ANDA 202090 .The Executive Summary .
	I. .Recommendations 
	A. Recommendation and Conclusion on Approvability 
	Chemistry review is considered adequate per Y. Lin on 08-May-2013. The labeling review is inadequate as per A. E. Vezza on 18-Mar-2013. Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011. The inspection ofthe drng product manufacturincr facility, Boehringer Increlheim Roxane Inc. is acce table er OC on 3 l-Dec-2012. <b><j 
	(b)(4 
	(b)(4)-----------------------------­
	B. .Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
	NA 
	II. .
	II. .
	II. .
	Summary of Chemistry Assessments 

	A. 
	A. 
	Description ofthe Drug Product(s) and Drug Substance(s) 


	1. Drug Substance: Maximum Daily Dose: 9 g 
	4
	Sodium Oxybate ~queous concenfJ.·ate) drng substance is a clear, colorless, <b> <I <b><. Sodium Oxybate is soluble in aqueous solution. (bJ < 1 (b)(4) 
	41 
	4

	2. Drug product 
	Name Su·ength/Potency Dosage Form Product Description Indication Packaging 
	Name Su·ength/Potency Dosage Form Product Description Indication Packaging 
	Name Su·ength/Potency Dosage Form Product Description Indication Packaging 
	Sodium Oxvbate Oral Solution 500 mg/mL Oral solution Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. Indicated for the treatment ofexcessive daytime sleepiness and cataplexv in patients with narcolepsy. It is supplied in kits containing one bottle ofSodium Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional inse1i . 


	3. 
	3. 
	3. 
	Drug Product Manufacturing: 

	TR
	51 Page(s) lias l::>een Witliliela in Full as 5'1 (CCI/TS) immectiately 
	7 

	Reference ID: 3360652 
	Reference ID: 3360652 
	following this page 
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	needed changes to the labeling with om labeling review staff. Submit all revised 
	documents. 
	How Supplied: Sodium Oxybate Oral Solution, 500 mg/mL for oral administration: 
	It is supplied in kits containing one bottle ofSodium Oxybate Oral Solution, a press-in­bottle-adaptor, a 10 mL oral measming_device (plastic syringe), a Medication Guide and a . 1 . (b)(4) (b)(4l d . . h h'ld .
	£ two osmg cups wit c i -resistant 
	pro ess10na mseit. .caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle .contains 180 mL ofSodium Oxybate Oral Solution at a concentration of 500 mg/mL and is .sealed with a child resistant cap. .
	Storage conditions: .Store at 25°C (77°F); excmsions pennitted up to 15° to 30°C (59° to 86°F). See USP .Controlled Room Temperature. .
	Tentative expiration dating: 24 months based on 3 months accelerated data and 12 months .CRT data. .
	(b)(4l 
	Solutions repared following dilution should be consumed within 24 hours 
	(b)(4J -----­
	Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances Act. 
	Sodium Oxybate Oral Solution should be handled according to state and federal 
	regulations. Itis safe to dispose of Sodium Oxybate Oral Solution down the sanitary 
	sewer. 
	CAUTION: Federal law prohibits the transfer of this drug to any person other than the patient for whom it was prescribed. 
	For questions of a medical nature or to order Sodium Oxybate Oral Solution call the Sodium Oxybate Risk Management Program at 1-800-962-8364. 
	Conclusion: Satisfactory from chemistry's perspective. 
	C. Basis for Approvability or Not-Approval Recommendation ESTABLISHMENT INSPECTION 
	CONSULTS/ CMC RELATED REVIEWS 
	CONSULTS/ CMC RELATED REVIEWS 
	CONSULTS/ CMC RELATED REVIEWS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	EES 
	EES 
	Overall Acceptable I (lj)(4! I DP: Boehringer Ingelheim Roxane Inc. Acceptable 
	13-Dec-2012 31-Dec-2012 
	oc 
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	BIOEQUIVALENCE Waiver to bioequivalence has been granted by C. Chamasia on 29-Mar-2011. 
	ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION: 
	An Environmental Assessment was included on Module I .on v.1.1. The film requested a categorical exclusion. 
	Chemistry comments to be provided to the Applicant 
	ANDA: 202090 APPLICANT: Roxane Laboratories, Inc. 
	DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL 
	CMC is adequate. 
	Sincerely yours, 
	      Glen J. Smith      Director      Division of Chemistry II       Office of Generic Drugs       Center for Drug Evaluation and Research 
	cc: ANDA # 202090 Oiginal 
	Endorsements: HFD-647/Yanning Lin/08-May-2013 HFD-617/ R. Presto/August 12, 2013             HFD-647/U.V.Venkataram/ 16-May-2013 HFD-640/G. J. Smith/H.Teng on behalf of G.Smith  8/2/2013 
	CMC Adequate 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
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	YANNING LIN 08/21/2013 
	RYAN S PRESTO 08/21/2013 
	NASHED I SAMAAN on behalf of UBRANI V VENKATARAM 08/21/2013 
	GLEN J SMITH 08/21/2013 
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	The Chemistry Review for ANDA 202090 .The Executive Summary .
	I. .Recommendations 
	A. Recommendation and Conclusion on Approvability 
	Chemist:J.y review is considered inadequate per Y. Lin on 26-Feb-2013. The labeling review is pending. Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011. The inspection ofthe drng product manufacturing facility, Boehringer Ingelheim Roxane Inc. is 
	4 
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	B. .Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
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	Summary of Chemistry Assessments 
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	Description ofthe Drug Product(s) and Drug Substance(s) 


	1. Drug Substance: Maximum Daily Dose: 9 g 
	Sodium Oxybate ~queous concent:J.·ate) drng substance is a clear, colorless, <b> < I <b><• Sodium Oxybate is soluble in aqueous solution. (bJ < 1 
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	2. Drug product 
	Name 
	Name 
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	Sodium Oxvbate Oral Solution 

	St:J.·ength/Potency 
	St:J.·ength/Potency 
	500 mg/mL 

	Dosage Form 
	Dosage Form 
	Oral solution 

	Product Description 
	Product Description 
	Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. 

	Indication 
	Indication 
	Indicated for the treatment ofexcessive daytime sleepiness and cataplexv in patients with narcolepsy. 

	Packaging 
	Packaging 
	It is supplied in kits containing one bottle ofSodium Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional inse1i . 


	3. 
	3. 
	3. 
	Drug Product Manufacturing: 
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	needed changes to the labeling with om labeling review staff. Submit all revised 
	documents. 
	How Supplied: Sodium Oxybate Oral Solution, 500 mg/mL for oral administration: 
	It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in­
	bottle-adaptor, a 10 mL oral measmin~device (plastic syringe), a Medication Guide and a 
	164 4
	professional inse1t. >fYtwo <b>< I dosing cups with child-resistant caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL of Sodium Oxybate Oral Solution at a concentration of 500 mg/mL and is sealed with a child resistant cap. 
	Storage conditions: .Store at 25°C (77°F); excmsions pennitted up to 15° to 30°C (59° to 86°F). See USP .Controlled Room Temperature. .
	Tentative expiration dating: 24 months based on 3 months accelerated data and 12 months .CRT data. .
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	Solutions repared following dilution should be consumed within 24 hours 
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	Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances Act. 
	Sodium Oxybate Oral Solution should be handled according to state and federal 
	regulations. It is safe to dispose of Sodium Oxybate Oral Solution down the sanitary 
	sewer. 
	CAUTION: Federal law prohibits the transfer of this drug to any person other than the patient for whom it was prescribed. 
	For questions of a medical nature or to order Sodium Oxybate Oral Solution call the Sodium Oxybate Risk Management Program at 1-800-962-8364. 
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	BIOEQUIVALENCE Waiver to bioequivalence has been granted by C. Chamasia on 29-Mar-2011. 
	ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION: 
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	I. .Recommendations 
	A. Recommendation and Conclusion on Approvability 
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	ingelheim Roxane Inc. is acce table per OC on 10-Jan-2011. .<hH<tJ 
	B. .Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
	NA 
	II. .
	II. .
	II. .
	Summary of Chemistry Assessments 

	A. 
	A. 
	Description ofthe Drug Product(s) and Drug Substance(s) 
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	Sodium Oxybate ~queous concentrate) drng substance is a clear, colorless, <> 
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	Sodium Oxybate Oral Solution 500 mg/mL Oral solution Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. Indicated for the fJ.·eatment ofexcessive daytime sleepiness and cataplexv in patients with narcolepsy. It is supplied in kits containing one bottle ofSodium Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional inse1i . 
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	It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in­bottle-adaptor, a I 0 m.L oral measmin~device (plastic syringe), a Medication Guide and a professional inse1t. (bf<r two (bJ<dosing cups with child-resistant caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL ofSodium Oxybate Oral Solution at a concentration of500 mg/mL and is 
	4 
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	sealed with a child resistant cap. 
	Storage conditions: 
	Store at 25°C (77°F); excmsions pennitted up to 15° to 30°C (59° to 86°F). See USP 
	Controlled Room Temperature. 
	Tentative expiration dating: 24 months based on 3 months accelerated data and 3 months CRT data. 
	(b)(4J 
	Solutions pre ared following dilution should be consumed within 24 hours
	(b)(4f ____..... 
	Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances Act. 
	Sodium Oxybate Oral Solution should be handled according to state and federal 
	regulations. It is safe to dispose of Sodium Oxybate Oral Solution down the sanitary 
	sewer. 
	CAUTION: Federal law prohibits the transfer of this drug to any person other than the patient for whom it was prescribed. 
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	Conclusion: Satisfactory from cheinistry's perspective. 
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	BIOEQUIVALENCE Waiver to bioequivalence has been granted by C. Chamasia on 29-Mar-2011. 
	ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION: 
	An Environmental Assessment was included on Module I .on v.1.1. The film requested a categorical exclusion. 
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	ANDA: 202090 APPLICANT: Roxane Laboratories, Inc. .DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL .The deficiencies presented below represent MINOR deficiencies: .
	A. B. 
	Sincerely yours, 
	      Glen J. Smith      Director      Division of Chemistry II       Office of Generic Drugs       Center for Drug Evaluation and Research 
	cc: .ANDA # 202090 Oiginal  ANDA DUP  DIV FILE  Field Copy 
	Endorsements: HFD-647/Yanning Lin, Ph.D./27-Oct-2011 and 03-Nov-2011             HFD-647/U.V.Venkataram Ph.D./ 03-Nov-2011      
	HFD-617/ T. Nhu/4-Nov-2011 F/T by UV V:\\Chemistry Division II\Team 22\Final Version for Darrts\202090N002_RYL.doc TYPE OF LETTER: NOT APPROVABLE - MINOR 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
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	YANNING LIN 11/04/2011 
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	Chemistry Review Data Sheet 
	1. 
	1. 
	1. 
	ANDA#: 202090 

	2. 
	2. 
	REVIEW#: 1 

	3. 
	3. 
	REVIEW DATE: 31-Mar-2011, 02-Jun-2011and30-Jun-2011 

	4. 
	4. 
	REVIEWER: Yanning Lin, Ph.D. 

	5. 
	5. 
	PREVIOUS DOCUMENTS: 


	Previous Documents .Document Date 
	NA 
	6. 
	6. 
	6. 
	6. 
	SUBMISSION(S) BEING REVIEWED: 

	Submission(s) Reviewed Document Date Minor Amendment Januaiy 11, 2011 Minor Amendment December 03, 2010 Telephone Amendment September 13, 2010 Minor Amendment August 03, 2010 Filing Acknowledgment September 22, 2010 Original Submission July 8, 2010 

	7. 
	7. 
	NAME & ADDRESS OF APPLICANT: 


	Name: .Roxane Laboratories, Inc 1809 Wilson Road 
	Address: 
	Address: 
	Address: 
	Columbus, Ohio 43228 Elizabeth Ernst 

	Contact person: 

	Director, Drng Regulato1y Affairs and Medical Affairs Telephone: (614) 272-4785 Fax: (614) 272-2470 
	8. DRUG PRODUCT NAME/CODE/TYPE: 
	a) Proprieta1y Name: None b) Non-Proprietaiy Name (USAN): Sodium Oxybate Oral Solution, 500 mg/mL c) Code Name/# (ONDC only):None d) Chem. Type/Submission Priority (ONDC only):NA 
	• 
	• 
	• 
	Chem. Type: NIA 

	• 
	• 
	Submission Priority: NI A 


	9. LEGAL BASIS FOR SUBMISSION: 
	Innovator Product: Xyrem® (NDA #21-196) 
	Reference ID: 2969968 
	Figure
	CHEMISTRY REVIEW .
	Innovator Company: Jazz Phaimaceuticals 
	10. 
	10. 
	10. 
	PHARMACOL. CATEGORY: Indicated for the treatment of excessive daytime sleepiness and cataplexy in patients with narcolepsy 

	11. 
	11. 
	DOSAGE FORM: Oral Solution 

	12. 
	12. 
	STRENGTH/POTENCY: 500 mg/mL 

	13. 
	13. 
	ROUTE OF ADMINISTRATION: Oral 

	14. 
	14. 
	Rx/OTC DISPENSED: x Rx OTC 

	15. .
	15. .
	15. .
	SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): .__SPOTS product -Form Completed .

	X .Not a SPOTS product 

	16. .
	16. .
	CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT: 


	0 
	HO~ONa 
	Chemical name: .Butanoic acid, 4-hydroxy-, sodium salt (1:1) .Butanoic acid, 4-hydroxy-, monosodium salt (9CI) .Butyric acid, 4-hydroxy-, monosodium salt (8CI) .4-Hydroxybutanoic acid sodium salt .4-Hydroxybutyrate sodium .4-Hydroxybutyric acid monosodium salt .4-Hydroxybutyric acid sodium salt .Oxybate sodium .Sodium 4-hydroxybutyrate .Sodium hydroxybutyrate .Sodium oxybate .Sodimn y-hydroxybutyrate .Sodium y-oxybutyrate .y-Hydroxybutyrate sodium .y-Hydroxybutyric acid sodium salt .GHB .NaGHB .
	Reference ID: 2969968 
	Figure
	CHEMISTRY REVIEW .
	7Na03 Molecular Weight: 126.09 Cas Number: [502-85-2] (for Sodium Oxybate) 
	Chemical F01mula: C.JI

	17. RELATED/SUPPORTING DOCUMENTS: 
	A. DMFs: (LOA see section 1.4.1) 
	DMF TYPE HOLDER ITEM CODE1 # (b)(4) II III III III III III III III III III III REFERENCED (b)(4) 1 4 4 4 4 4 4 4 4 4 4 DATE STATUS2 REVIEW COMP LET ED Inadequate byY. Lin on 03-31-2011 and 06-02­2011 NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA 
	Action codes for DMF Table: 1 -DMF Reviewed. Other codes indicate why the DMF was not reviewed, as follows: 2 -Type 1 DMF 3 -Reviewed previously and no revision since last review 4 -Sufficient inf01mation in application 5 -Authority to reference not granted 6 -DMF not available 7 -Other (explain under "Comments") 
	1 

	Reference ID: 2969968 
	Figure
	CHEMISTRY REVIEW .
	Adequate, Inadequate, or NI A (There is enough data in the application, therefore the DMF did not need to be reviewed) 
	2 

	B. Other Documents: 
	None 
	None 
	None 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 


	18. 
	18. 
	18. 
	STATUS: .

	19. 
	19. 
	ORDEROF REVIEW 


	CONSULTS/ CMC RELATED REVIEWS Chemistiy Labeling Bioequivalence EES Microbiolo!ZV Methods Validation EA Radiopha1maceutical 
	CONSULTS/ CMC RELATED REVIEWS Chemistiy Labeling Bioequivalence EES Microbiolo!ZV Methods Validation EA Radiopha1maceutical 
	CONSULTS/ CMC RELATED REVIEWS Chemistiy Labeling Bioequivalence EES Microbiolo!ZV Methods Validation EA Radiopha1maceutical 
	RECOMMENDATION Inadequate Pending Waiver Granted Overall Pending I (b)(4l DP: Boehringer Ingelheim Roxane Inc. Acceptable NIA Not requested per cmTent OGD policy (USP) Exclusion from requirement for environmental assessment NIA 
	DATE 3l-Mar-11 , 02-Jun­11 and 30-Jun-l l 29-Mar-2011 28-Sep-2010 10-Jan-2011 
	REVIEWER Y.Lin C. Chamasia oc 21 CFR 25.31(a) 


	The application submission(s) covered by this review was taken in the date order ofreceipt. Yes No Ifno, explain reason(s) below: 
	6 
	Figure
	CHEMISTRY REVIEW .
	The Chemistry Review for ANDA 202090 .The Executive Summary .
	I. .Recommendations 
	A. Recommendation and Conclusion on Approvability 
	Chemistry review is considered inadequate per Y. Lin on 3 l-Mar-2011 and 02-Jun-2011. The labeling review is pending. Waiver to bioequivalence has been granted by C. Chaurasia on 29-Mar-2011. The inspection ofthe drng product manufacturing facility, Boehrin~ in elheim Roxane Inc. is acceptable er OC on 1O-Jan-2011. <bJ 
	141 

	(b)(4) 
	B. .Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
	NA 
	II. .
	II. .
	II. .
	Summary of Chemistry Assessments 

	A. 
	A. 
	Description ofthe Drug Product(s) and Drug Substance(s) 


	1. .Drug Substance: Maximum Daily Dose: 9 g Sodimn Oxybate (aqueous concenti·ate) chug substance is a clear, colorless, <bJ <I 
	4

	4
	<b><l . Sodium Oxybate is soluble in agueous so<b><J 
	lution. 
	4

	(b)(4) 
	2. 
	2. 
	2. 
	Drug product 

	3. .
	3. .
	Drug Product Manufacturing: 


	Name Strength/Potency Dosage Form Product Description Indication Packaging 
	Name Strength/Potency Dosage Form Product Description Indication Packaging 
	Name Strength/Potency Dosage Form Product Description Indication Packaging 
	Sodium Oxybate Oral Solution 500 mg/mL Oral solution Sodium Oxybate Oral Solution is a clear to slightly opalescent oral solution. Indicated for the ti·eatment ofexcessive daytime sleepiness and cataplexy in patients with narcolepsy. It is supplied in kits containing one bottle ofSodium Oxybate Oral Solution, a press-in-bottle-adaptor, a 10 mL oral measuring device (plastic syringe), a Medication Guide and a professional inse1i . 


	a. Formulation: 
	40 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this 
	page 
	Figure
	CHEMISTRY REVIEW .
	It is supplied in kits containing one bottle of Sodium Oxybate Oral Solution, a press-in­bottle-adaptor, a I 0 m.L oral measmin~device (plastic syringe), a Medication Guide and a professional inse1t (bf<r two < J<dosing cups with child-resistant caps with each Sodium Oxybate Oral Solution shipment. Each white oblong HDPE bottle contains 180 mL ofSodium Oxybate Oral Solution at a concentration of500 mg/mL and is 
	4 
	6
	41

	sealed with a child resistant cap. 
	Storage conditions: 
	Store at 25°C (77°F); excmsions pennitted up to 15° to 30°C (59° to 86°F). See USP 
	Controlled Room Temperature. 
	Tentative expiration dating: 24 months based on 3 months accelerated data and 3 months CRT data. 
	(bJ<4I 
	Solutions pre ared following dilution should be consumed within 24 hours
	(b)(4f ____..... 
	Sodium Oxybate Oral Solution is a Schedule III drug under the Controlled Substances Act. 
	Sodium Oxybate Oral Solution should be handled according to state and federal 
	regulations. It is safe to dispose of Sodium Oxybate Oral Solution down the sanitary 
	sewer. 
	CAUTION: Federal law prohibits the transfer of this drug to any person other than the patient for whom it was prescribed. 
	For questions of a medical nature or to order Sodium Oxybate Oral Solution call the Sodium Oxybate Risk Management Program at 1-800-962-8364. 
	Conclusion: Satisfactory from cheinistry's perspective. 
	C. Basis for Approvability or Not-Approval Recommendation 
	ESTABLISHMENT INSPECTION 
	CONSUL TS/ CMC RELATED REVIEWS 
	CONSUL TS/ CMC RELATED REVIEWS 
	CONSUL TS/ CMC RELATED REVIEWS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	EES 
	EES 
	Overall Pending I <:J DP: Boehringer Ingelheim Roxane Inc. Acceptable 
	28-Sep-2010 10-Jan-2011 
	oc 


	Figure
	CHEMISTRY REVIEW .
	BIOEQUIVALENCE Waiver to bioequivalence has been granted by C. Chamasia on 29-Mar-2011. 
	ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION: 
	An Environmental Assessment was included on Module I .on v.1.1. The film requested a categorical exclusion. 
	cc: .ANDA # 202090 Oiginal  ANDA DUP  DIV FILE  Field Copy 
	Endorsements: HFD-647/Yanning Lin, Ph.D./31-Mar-2011, 02-Jun-2011 and 30-Jun-2011             HFD-647/U.V.Venkataram Ph.D./14-Jun-2011; 30-Jun-2011 (after DDD review) HFD-617/ T. Nhu/6-July-2011 
	F/T by UV V:\\Chemistry Division II\Team 22\Final Version for Darrts\202090N001_RYL.doc TYPE OF LETTER: NOT APPROVABLE - MINOR 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	YANNING LIN 07/06/2011 
	UBRANI V VENKATARAM 07/06/2011 
	TINA T NHU 07/06/2011 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 202090. 
	BIOEQUIVALENCE REVIEWS. 
	DIVISION OF BIOEQUIVALENCE REVIEW .
	ANDA No. 
	ANDA No. 
	ANDA No. 
	202090 

	Drug Product Name 
	Drug Product Name 
	Sodium Oxybate Oral Solution 

	Strength(s) 
	Strength(s) 
	500 mg/mL 

	Applicant Name 
	Applicant Name 
	Roxane Laboratories 

	Address 
	Address 
	1809 Wilson Road Columbus, Ohio 43228 

	Applicant's Point ofContact 
	Applicant's Point ofContact 
	Elizabeth A. Ernst 

	Contact's Telephone NumbM 
	Contact's Telephone NumbM 
	(614 272-4785 

	Contact's Fax Number 
	Contact's Fax Number 
	(614) 276-2470 

	Original Submission Date(s) 
	Original Submission Date(s) 
	July 08, 2010 

	Submission Date(s) of Amendment(s) Under Review 
	Submission Date(s) of Amendment(s) Under Review 

	Reviewer 
	Reviewer 
	Chandra S. Chamasia, Ph.D. 

	Study Number (s) OUTCOME DECISION 
	Study Number (s) OUTCOME DECISION 
	NIA 1 ADEQAUTE 


	OVERALL REVIEW RESULT WAIVER REQUEST RESULT DSI REPORT RESULT BIOEQUIVALENCE STUDY TRACKING/SUPPORTING DOCUMENT # 
	OVERALL REVIEW RESULT WAIVER REQUEST RESULT DSI REPORT RESULT BIOEQUIVALENCE STUDY TRACKING/SUPPORTING DOCUMENT # 
	OVERALL REVIEW RESULT WAIVER REQUEST RESULT DSI REPORT RESULT BIOEQUIVALENCE STUDY TRACKING/SUPPORTING DOCUMENT # 
	ADEQUATE ADEQUATE NIA NIA 

	STUDY/TEST TYPE 
	STUDY/TEST TYPE 
	STRENGTH 
	REVIEW RESULT 

	1 
	1 
	Waiver Re uest 
	500 mg,'mL 
	ADE UATE 


	Not Applicable 
	1 

	Page I of 10 
	Reference ID: 292481 5 
	1 
	1 
	EXECUTIVE SUMMARY 

	Roxane Laboratories is requesting a waiver of in vivo bioequivalence studies for its Sodium Oxybate Oral Solution, 500 mg/mL.  The reference listed drug (RLD) is Xyrem(Sodium Oxybate) Oral Solution, 500 mg/mL manufactured by Jazz Pharmaceuticals. 
	® 

	The test product contains the same amount of the active ingredient as the reference product, and does not contain any inactive ingredients, except for purified water. 
	The Division of Bioequivalence grants a waiver request for in vivo bioequivalence study requirements for the test Sodium Oxybate Oral Solution, 500 mg/mL under 21 CFR § 320.22(b)(3). 
	The application is acceptable with no deficiencies. 
	Reference ID: 2924815 
	Page 2 of 10 

	2 
	2 
	TABLE OF CONTENTS 

	Reference ID: 2924815 
	Page 3 of 10 

	3 
	SUBMISSION SUMMARY 
	3.1 
	Drug Product Information 
	Test Product Reference Product RLD Manufacturer NDA No. RLD Approval Date lndication2 
	Test Product Reference Product RLD Manufacturer NDA No. RLD Approval Date lndication2 
	Test Product Reference Product RLD Manufacturer NDA No. RLD Approval Date lndication2 
	Sodium Oxybate Oral Solution, 500 mg/mL Xyrem® (Sodium Oxybate) Oral Solution, 500 mg/mL Jazz Pharmaceuticals 021196 Jul 17, 2002 Xyrem® (sodium oxybate) oral solution is indicated for the treatment of excessive daytime sleepiness and cataplexy in patients with narcolepsy 


	3.2 PK/PD Information
	2 

	Bioavailability Food Effect Tmax Metabolism Distribution Exc1·etion Half-life Dosage and Administration 
	Bioavailability Food Effect Tmax Metabolism Distribution Exc1·etion Half-life Dosage and Administration 
	Bioavailability Food Effect Tmax Metabolism Distribution Exc1·etion Half-life Dosage and Administration 
	Following oral administration, sodium oxybate is absorbed rapidly but incompletely, with an absolute bioavailability ofabout 25%. The average peak plasma concentrations (1st and 2od peak) following administration ofa 9 g daily dose divided into two equivalent doses given fom hours apa1t were 78 µg/mL and 142 µg/mL, respectively. Administration ofsodium oxybate immediately after a high fat meal delayed the tmax from 0.75 hr to 2.0 hr, decreased the Cmax by a mean of 58% and AUC by 37%. 0.5 to 1.25 hrs Metabo


	as approved on 11118/2005 (last accessed: 02/15/2010) 
	2 
	Label for Xyrem® solution (NDA 021196) from dmgs@fda.gov 

	Page 4of 10 
	Reference ID: 2924815 
	Table
	TR
	Because food significantly reduces the bioavailability ofsodium oxybate, the patient should allow at least 2 hrs after eating before taking the first dose ofsodium oxybate. Patients should 1Iy to minimize variability in the timing of dosing in relation to meals. 

	Black-Box Warnings 
	Black-Box Warnings 
	WARNING: Central ne1·vous svstem denressant with abuse notential. Should not be used with alcohol or othe1· CNS depressants. Sodium oxybate is a ganuna hydroxybutyrate (GHB), a known dmg of abuse. Abuse has been associated with some impo1tant central nervous system (CNS) adverse events (including death). Even at reconunended doses, use has been associated with confusion, depression and other nemopsychiatric events. Repo1ts ofrespirato1y depression occw1·ed in clinical trials. Ahnost all of the patients who 

	Dmg Specific Issues (ifany) 
	Dmg Specific Issues (ifany) 
	NIA 


	3.3 OGD Recommendations for Drug Product 
	Numbe1· ofstudies recommended: 
	Numbe1· ofstudies recommended: 
	Numbe1· ofstudies recommended: 
	NIA 

	Summary of OGD or DBE History 
	Summary of OGD or DBE History 
	The Orange Book lists Jazz Phannaceutical' s X yrem ® (sodium oxybate) solution, 500 mg/mL as the RLD. Presently, there is no generic product approved for the RLD. 

	TR
	Tilis application has been identified as a first generic for sodium oxybate solution, 500 mg/mL by the Regulatory Support Branch (DARRTS, ANDA 202090, REV-RPM-03(Filing Review), final date: 0912712010). 


	Page 5of 10 
	Reference ID: 2924815 
	3.4 
	Contents of Submission 
	I Study Types 
	I Study Types 
	I Study Types 
	Yes/No? 
	How many? 

	I Single-dose fasting 
	I Single-dose fasting 
	No 
	--·­

	I Single-dose fed 
	I Single-dose fed 
	No 
	--­

	I Steady-state 
	I Steady-state 
	No 
	--­

	I In vit.ro dissolution 
	I In vit.ro dissolution 
	No 
	--­

	I Waiver requests 
	I Waiver requests 
	Yes 
	I 

	I BCS Waive.-s 
	I BCS Waive.-s 
	No 
	........ 

	I Clinical Endpoints 
	I Clinical Endpoints 
	No 
	--·­

	I Failed Studies 
	I Failed Studies 
	No 
	--·­

	I Amendments 
	I Amendments 
	No 
	.......... 


	3.5 Formulation 
	I Loc.ation in appendix 
	I Loc.ation in appendix 
	I Loc.ation in appendix 
	Section 4. 1, Page 7 

	I Ifa tablet, is the RLD sco1·ed? 
	I Ifa tablet, is the RLD sco1·ed? 
	NIA 

	I Ifa tablet, is the test product. biobatch sco1·ed 
	I Ifa tablet, is the test product. biobatch sco1·ed 
	NIA 

	I Is the formulation acc.eptable? 
	I Is the formulation acc.eptable? 
	ACCEPTABLE 

	I Ifnot ac.ceptable, why? 
	I Ifnot ac.ceptable, why? 


	3.6 Waiver Request(s) 
	I Strengths for which waivers a1·e 1·equested 
	I Strengths for which waivers a1·e 1·equested 
	I Strengths for which waivers a1·e 1·equested 
	500mg/mL 

	I Propo1·tional to st.-ength tested in vivo? 
	I Propo1·tional to st.-ength tested in vivo? 
	NIA 

	I Is dissolution acceptable? 
	I Is dissolution acceptable? 
	NIA 

	I Waivers g1·anted? 
	I Waivers g1·anted? 
	YES 

	I Ifnot then why? 
	I Ifnot then why? 
	NIA 


	3. 7 
	3. 7 
	3. 7 
	Deficiency Comments 

	None 
	None 

	3.8 
	3.8 
	Recommendations 


	The Division ofBioequivalence (DBE) agrees that the infonnation submitted by Roxane Laboratories demonstrate that its Sodium Oxybate Oral Solution, 500 mg/mL meets the requirement of Section 21 CFR § 320.22(b )(3). The DBE recommends the waiver of in vivo bioequivalence testing be granted. 
	The Division ofBioequivalence deems the test product, Sodium Oxybate Oral 
	Page 6 of10 
	Reference ID: 2924815 
	Solution, 500 mg/mL manufactured by Roxane Laboratories to be bioequivalent to the reference product, Xyrem® (Sodium Oxybate) Oral Solution, 500 mg/ mL, manufactured by Jazz Phannaceuticals. 
	3.9 
	3.9 
	3.9 
	Comments for Other OGD Disciplines 

	I Discipline 
	I Discipline 
	IComm•nt 

	TR
	None 


	4 APPENDIX 
	4.1 Formulation Data
	3 

	Ingredients Function Amount Amount (mg/mL) (o/ow/w) Sodium Oxybate I (b)(41 Active Ingredient 5001 mg 100.0% J {bf(4l Water, Purified, USP (I>)(" QS QS '1 <llll4Ij 
	Is there an overage ofthe active pha1·maceutical ingredient (API)? 
	Is there an overage ofthe active pha1·maceutical ingredient (API)? 
	Is there an overage ofthe active pha1·maceutical ingredient (API)? 
	No 

	Ifthe answer is yes, has the appropriate chemistry division been notified? 
	Ifthe answer is yes, has the appropriate chemistry division been notified? 
	NIA 

	Ifit is necessary to reformulate to reduce the overage, will bioequivalence be impac.ted? 
	Ifit is necessary to reformulate to reduce the overage, will bioequivalence be impac.ted? 
	NIA 

	Comments on the drug product. formulation: 
	Comments on the drug product. formulation: 
	The test product formulation is acceptable (for detail comments, please refer to section 4.1. l ofthis review). 


	RLD Formulation(Not to be released under FOIA) 
	4 

	(;omponent !Role Targeted Composition Amount (mg/mL) (b)(4) Sodium Oxybate ~ctive I I 500 Purified Water, USP (bf(.4)I jEMalic Acid, r bl <4j, NF tpH Adjustment (llH41 (b)(41 
	DARRTS, ANDA 202090, Supporting document#l, Module 2.3.P. Page# 1 DARR TS, NDA 021196, REV·QUALITY·03(General Review), final date: 06/2112001 
	3 
	4 

	Page 7of 10 
	Reference ID: 2924815 
	(b)(4J
	Comment on RLD Formulation: 
	Comment on RLD Formulation: 

	(b)(4f 
	In the suo_nlement anolication NDA 21196 S 016 the RLD aoolicant made the chan_ges in 
	(b)(4J 
	!bH> which was found acceptable. 
	4 
	5

	--~~~~~~~~~~~~___, 
	Comparative Formulation Data (or Test vs. Reference, 500 mglmL Strength 
	Ingredient 
	Ingredient 
	Ingredient 
	I 
	Amount (mg) /mL Test Reference 

	Sodium Oxybate E.'.:Malic Acid, r<5n4lNF 
	Sodium Oxybate E.'.:Malic Acid, r<5n4lNF 
	500.0 -
	500.0 
	(bl(l 

	I 
	I 
	<5H4~ 
	-

	Purified Water 
	Purified Water 
	QS 
	QS 


	4.1.1 Comments on Test Formulations 
	1. .
	1. .
	1. .
	The test product is an oral solution, containing active ingredient in the same concentration and dosage foim as a diug product that is the subject ofan approved full new di11g application. 

	2. .
	2. .
	The test product, 500 mg/mL does not contain any inactive ingredients, except for purified water, whereas the reference product, 500 mg/mL contains malic acid 


	4 
	<bH l as needed for pH adjustment. However, the pHC~' <b><> £.---lea-_.....
	4 

	01· 1-e~~-seand stability ofthe test product, 500 mg/mL are similar to the pH <b><f for release and stability ofthe reference product, 500 mgTniL. The ro e ofmalic acid in the reference product is pH adjuster. Absence ofmalic acid in the test product foimulation is not expected to significantly affect 
	4

	the abso1ption ofthe active di11g ingredient compared to the reference dmg product. Therefore, the test product foimulation is acceptable. 
	4.2 Consult Reviews 
	NIA 
	4.3 
	Additional Attachments 
	None 
	Page 8of 10 
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	BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT. 
	ANDA: 
	ANDA: 
	ANDA: 
	202090 

	APPLICANT: 
	APPLICANT: 
	Roxane Laboratories, Inc. 

	DRUG PRODUCT: 
	DRUG PRODUCT: 
	Sodium Oxybate Oral Solution, 500 mg/mL 


	The Division of Bioequivalence (DBE) has completed its .review and has no further questions at this time. .
	Please note that the bioequivalence comments provided in .this communication are preliminary. These comments are .subject to revision after review of the entire application, .upon consideration of the chemistry, manufacturing and .controls, microbiology, labeling, or other scientific or .regulatory issues. Please be advised that these reviews .may result in the need for additional bioequivalence .information and/or studies, or may result in a conclusion .that the proposed formulation is not approvable. .
	Sincerely yours, .
	{See appended electronic signature page} .
	Barbara M. Davit, Ph.D., J.D. .   Acting Director .   Division of Bioequivalence II .   Office of Generic Drugs .Center for Drug Evaluation and Research .
	Reference ID: 2924815 
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	4.4 
	Outcome Page 
	ANDA: 202090 
	Completed Assignment for 202090 ID: 13275 
	Reviewer: Kaur, Paramjeet Date Completed:. Verifier: , Date Verified:. Division: Division of Bioequivalence .Description:. 
	Productivity: 
	ID 
	ID 
	ID 
	Letter Date 
	Productivity Category 
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	Table of Contents 
	1 Executive Summary 
	This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation and mitigation strategy (REMS) for generic products referencing Xyrem (sodium oxybate), received by the Office of Generic Drugs (OGD) on April 8, 2016, and amended on June 6, 2016, August 22, 2016, and 
	Figure
	December 2, 2016 by the abbreviated new drug applications (ANDAs):
	 Amneal 
	Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. 
	(ANDA 202090). Per statutory 
	requirements described in section 505-1(h)(9)(i)(1) of the Food, Drug, and Cosmetic Act (FDCA) as amended by the Food and Drug Administration Amendments Act (FDAAA), the ANDAs of sodium oxybate shall use a single, shared system (SSS) REMS with the reference label drug (RLD) unless FDA waives that requirement and permits the ANDAs to use a different, but comparable aspect of the elements to assure safe use (ETASU). The ANDAs for sodium oxybate seek a waiver of the SSS requirement and approval of a separate R
	The Xyrem REMS, approved on February 27, 2015 and most recently modified on July 15, 2015, includes a Medication Guide (MG) and ETASU to mitigate the risks of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversionof Xyrem. 
	1 

	The ANDA group submitted a separate proposed REMS, herein referred to as the ANDA REMS, which has the same goals and the same ETASU as the Xyrem REMS.  It proposes operational differences in certain aspects of the ETASU that are comparable to the Xyrem REMS. DRISK has determined that, as designed, the proposed REMS for sodium oxybate will achieve the same level of patient safety as the approved Xyrem REMS. The ANDA group’s proposed ANDA program differs operationally from the Xyrem REMS program by: 1) includ
	4 
	2 Introduction 
	This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation and mitigation strategy (REMS) for generic sodium oxybate oral solution (received on April 8, 2016, and amended on June 6, 2016, August 22 2016, and December 2, 2016) submitted by following the 
	abbreviated new drug applications (ANDAs) Amneal Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090), herein referred to in this review as the ANDA group. Preliminary comments were shared with the ANDA group (via 
	teleconference) on 7/21/2016.  The ANDA group submitted an amended REMS document, supporting document and REMS appended materials on August 22, 2016 and additional comments were provided to the ANDA group on October 12, 2016. On November 3, 2016, the ANDA group and the Agency met via teleconference to discuss the comments. The ANDA group and the Agency met face to face on November 9 and 10, 2016 to further discuss the REMS Program. The ANDA group submitted an amended REMS document, supporting document and a
	3 Background 
	3.1 Product Information 
	Xyrem (sodium oxybate), a Schedule III controlled substance, is the sodium salt of gamma­hydroxybutyrate (GHB). GHB is a potent central nervous system depressant. Xyrem was approved with restrictions to assure safe use under 21 CFR 314.520 (subpart H) in 2002 for the treatment of cataplexy in narcolepsy and in 2005 for the treatment of excessive daytime sleepiness (EDS) in narcolepsy. 
	The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1). 
	Table 1. Xyrem Dose Regimen 
	If a Patient’s Total Nightly Dose is: 
	If a Patient’s Total Nightly Dose is: 
	If a Patient’s Total Nightly Dose is: 
	Take at Bedtime: 
	Take 2.5-4 hours later: 

	4.5 g/night 
	4.5 g/night 
	2.25 g 
	2.25 g 

	6.0 g/night 
	6.0 g/night 
	3.0 g 
	3.0 g 

	7.5 g/night 
	7.5 g/night 
	3.75 g 
	3.75 g 

	9.0 g/night 
	9.0 g/night 
	4.5 g 
	4.5 g 


	Recommended dosing states to increase the dose by 1.5 g per night at weekly intervals (additional 0.75 g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night 
	5 
	orally. As stated in the package insert, doses higher than 9 g per night have not been studied and should not ordinarily be administered.
	2 

	The Medication Guide includes the following instructions: “Take your first Xyrem dose at bedtime while you are in bed. Take your second Xyrem dose 2 ½ to 4 hours after you take your first Xyrem dose. You may want to set an alarm clock to make sure you wake up to take your second Xyrem dose. You should remain in bed after taking the first and second doses of Xyrem.” 
	3.2 Xyrem REMS 
	Xyrem (sodium oxybate) oral solution formulation was approved by the FDA on July 17, 2002 for the treatment of cataplexy in patients with narcolepsy, and on November 18, 2005 for the treatment of excessive daytime sleepiness and cataplexy in patients with narcolepsy.  Sodium oxybate is a controlled substance classified as schedule III in its approved form and as schedule I for illicit use (gamma­hydroxybutyrate, or GHB, is known as the “date rape drug”) and is also associated with central nervous system and
	On the effective date of Food and Drug Administration Amendments Act of 2007 (FDAAA), Xyrem was identified as a product deemed to have in effect an approved REMS because there were elements to assure safe use in effect.  As part of the negotiations for a final REMS, Jazz proposed removing the requirement for a single pharmacy and instead allowing certification of multiple pharmacies. Later that year (2009), Jazz also submitted a supplement for a new indication for fibromyalgia, and in that supplement propos
	3 

	6. 
	pharmacy requirement remain.In December 2013, the Agency sent a REMS modification notification letter to Jazz that included required removal of the single pharmacy requirement. Jazz filed a dispute resolution request. When the request was denied, Jazz appealed. On February 27, 2015, in the hopes of bringing the protracted negotiations and dispute to a close, the Agency approved the REMS Jazz proposed (i.e., with the single, central pharmacy requirement). The approval letter included language making clear th
	4 

	Table 2. Abbreviated Summary of Approved Xyrem REMS 
	The goal of the XYREM REMS is to mitigate the risks ofserious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of XYREM by: Informing prescribers, pharmacists, and patients of: the risk of significant CNS and respiratory depression associated with XYREM, the contraindication of use of XYREM with sedative hypnotics and alcohol, the potential for abuse, misuse, and overdose associated with XYREM, the safe use, handling, and storage of XYREM Ensuring that pharmacy control
	3.3 Regulatory History 
	The following is a summary of the regulatory history for the ANDAs for sodium oxybate and Xyrem, relevant to this review: 
	• .07/07 /2002: The Agency approved Xyrem for the treatment of cataplexy (orphan designation) with restricted distribution under a Risk Management and Action Plan (RiskMAP) called the Xyrem Success Program. The key features of the RiskMAP included: Mandatory enrollment and education of prescribers and patients; restricted distribution of Xyrem dispensed via a single central pharmacy by direct shipping after verification of the prescription, and prescriber/ patient information. 
	7 
	•. 
	•. 
	•. 
	03/28/2008: After the FDAAA of 2007 was passed, the Agency published in the Federal Register (FR)14 a list of drugs that were deemed to have an approved REMS and directed holders of approved applications for those products to submit a proposed REMS by September 21, 2008; Xyrem was included in the list of deemed products. 

	•. 
	•. 
	07/08/2010: The Agency received ANDA 202090 for sodium oxybate oral solution from Roxane. 

	•. 
	•. 
	10/19/2011: Roxane submitted a proposed REMS for sodium oxybate oral solution. 

	•. 
	•. 
	09/27/2012: The Agency sent a REMS Notification Letter/“Information Request Letter” to Roxane regarding requirements for a single shared REMS program for Sodium Oxybate Oral Solution. This letter identified Jennifer Ekelund as the Jazz Pharmaceuticals contact person for the development of the single shared system (SSS) 

	•. 
	•. 
	10/14/2012: Roxane (Gregory Hicks, Associate Director, REMS, Labeling, and Drug Safety) sent letter to Jennifer Ekelund (Executive Director, Regulatory Affairs, Jazz Pharmaceuticals) to request a teleconference with appropriate representatives from each company to begin the process of developing a SSS REMS for sodium oxybate. 

	•. 
	•. 
	03/20/2013: Roxane received a Complete Response Letter (CRL) for ANDA 202090, which included product quality and labeling deficiencies.  The CRL encouraged the Sponsor to work towards a SSS REMS with the innovator or opt to develop and submit a RiskMAP. 

	•. 
	•. 
	04/16/2013: Roxane submitted an amendment to the proposed REMS in response to receiving the CRL on 03/20/2013. 

	• 
	• 
	01/23/2014:  The Agency facilitated a "kick-off" meeting between the Agency, Jazz and ANDA 


	• 
	• 
	• • 
	sponsors (Roxane, Amneal, to assist in the development of a SSS REMS for sodium oxybate.  It was determined that Roxane would provide a draft confidential disclosure 
	agreement (CDA) to the group for discussion shortly after the meeting. 
	• 03/05/2014:  Teleconference with Amneal, Roxane, to discuss recent information identified in Jazz’s Q4 2013 earnings call regarding Jazz entering into formal dispute resolution 
	Figure
	with FDA.  The ANDAs inquired whether they should proceed with REMS negotiations without 
	8. 
	Jazz until the dispute was resolved. The Agency responded that all parties should continue to work together to form a SSS REMS unless otherwise notified by FDA. 
	• • 
	•. 
	•. 
	•. 
	2/04/2015: Meeting between the Agency and ANDAs to discuss the possibility of a waiver of the SSS requirement and the ANDA's proposed distribution model for use in a separate REMS. 

	•. 
	•. 
	02/27/2015: The Agency approved the Xyrem REMS, although it contained areas where the Agency was not aligned with Jazz, including the use of the word “diversion” and restriction to a “single, central pharmacy.”  The Agency noted that the action of approving the REMS submitted by Jazz should not be construed or understood as agreement with Jazz that limiting the dispensing to a single pharmacy is the only way to ensure that the benefits of Xyrem outweigh the risks under section 505-1 of the FD&C Act. 

	•. 
	•. 
	06/09/2015: The ANDAs met with the Agency and discussed the status of the SSS REMS negotiations. The Agency and the ANDAs discussed the REMS requirements for the ANDAs if they were to seek a waiver of the SSS requirement and propose a separate REMS. 

	•. 
	•. 
	07/15/2015:  The Agency approved a REMS Modification for Xyrem. The modification included revisions to labeling including: “Xyrem Success Program” modified to “Xyrem REMS Program” and references to a “centralized pharmacy” or a “central pharmacy” revised to “central pharmacy that is specially certified” throughout the Xyrem labeling and Medication Guide to be consistent with the approved REMS. 

	•. 
	•. 
	08/19/2015: The ANDAs emailed the Agency to report a “lack of progress with Jazz on key terms for an operating agreement.” The ANDAs indicated that, as a result of the lack of progress, they intended to develop a proposal for a separate REMS 

	•. 
	•. 
	10/13/2015:  The Agency met with the ANDAs and Jazz via teleconference to find out more about the status of the negotiations and understand what the major issues are to accurately assess the status of the development process. Two threshold issues were identified, the first being voting rights and the second being related to the process for negotiating a SSS – parallel vs. sequential legal and operational discussions. 

	•. 
	•. 
	12/04/2015: Jazz submitted a letter to the Agency expressing its opposition to a potential waiver of the SSS requirement. 

	•. 
	•. 
	1/20/2016:  The Agency met with the ANDAs as a follow-up to the meetings on 06/09/2015 and 10/13/2015.  The ANDAs provided a diagram of their proposed Sodium Oxybate REMS Model. During the meeting, the draft diagram was reviewed and the sponsors provided additional information. 

	•. 
	•. 
	03/23/2016:  Teleconference between Jazz, the ANDAs, and the Agency to provide the Agency with a status of SSS REMS negotiations. The Agency was made aware that the sponsors still have not agreed on basic terms such as voting rights. 

	•. 
	•. 
	04/08/2016:  The ANDAs submitted a draft shared sodium oxybate REMS Document, Appended Materials, and Supporting Document developed jointed by the current ANDAs.  

	•. 
	•. 
	05/06/2016: Teleconference between the Agency and the ANDAs to clarify components of the proposed sodium oxybate ANDA REMS submission. The ANDAs clarified that an electronic telecommunication system or “switch system” would be used to check prescriptions within the separate, distinct, REMS databases. The Agency communicated that an updated Supporting Document was needed to provide details of the REMS functionality. 

	•. 
	•. 
	06/06/2016:  A REMS amendment was submitted by the ANDAs to include proposed changes to the Sodium Oxybate REMS Supporting Document. 

	•. 
	•. 
	06/16/2016: Teleconference between the Agency and the ANDAs to discuss Agency proposed changes to the Sodium Oxybate REMS and discuss procedural timelines for implementation of the REMS program. The Agency proposed to mitigate the risk of duplicate dispensing by requiring the ANDA pharmacies to report all prescriptions received for sodium oxybate and report and verify disenrollment of prescribers/patients that is specifically related to abuse, misuse, and diversion to the Xyrem REMS Program Central Database

	•. 
	•. 
	7/21/2016:  Teleconference between the Agency and the ANDAs during which the Agency provided feedback on its initial review of the proposed Sodium Oxybate REMS Document, Supporting Document, and Appended Materials. 

	•. 
	•. 
	8/22/2016: A REMS amendment was submitted by the ANDA group to include proposed changes to the Sodium Oxybate REMS Document, Supporting Document and Appended Materials. 

	•. 
	•. 
	9/2/2016: An Information Request (IR) was sent to the ANDA group requesting clarification of the disenrollment process including time to disenrollment from the initial decision to disenroll and how patient and prescriber data will be reflected in the databases post-disenrollment. 

	•. 
	•. 
	9/9/2016: An IR was sent to the ANDA group requesting clarification of terms necessary to 


	• 
	9 
	describe the databases, the definition of 
	” with regard to enrollment status, and 
	Figure

	the necessity to qualify the patient database as “enrolled patient database.” 
	•. 9/14/2016: The ANDA group submitted an IR response via email for both the 9/2/2016 and 9/9/2016 IRs clarifying the disenrollment process, terms necessary to describe the databases, 
	and agreed to remove the term
	 to describe enrollment status and the term 
	Figure

	“enrolled” to describe the patient database. 
	•. 
	•. 
	•. 
	10/12/2016: Interim comments were sent to the ANDA group regarding the 8/22/2016 submission. 

	•. 
	•. 
	11/3/2016: Teleconference between the ANDA group and the Agency in which the ANDA group requested a face-to-face meeting with the agency to discuss the interim comments.  The ANDA group explained that although many of the recommendations were typographical in nature from the Agency’s perspective, they might have a larger impact on the functionality of the REMS program than anticipated. The Agency agreed that a face-to-face meeting would be beneficial. 

	•. 
	•. 
	11/9/2016 – 11/10/2016:  Face to Face meeting between the ANDA group and the Agency. The ANDA group clarified that the certified pharmacies will not have access to the databases and proposed that the patient counseling checklist be completed with every dispensation of sodium oxybate and faxed or sent electronically via the website to the Sodium Oxybate REMS program who will then update the databases.  Additionally, there will be a secure web portal where pharmacies will be able to access data from the patie

	•. 
	•. 
	11/30/2016: Teleconference between the ANDA group and the Agency to discuss database terminology in the REMS document and Sodium Oxybate REMS Program Pharmacist terminology. The ANDA group agreed to refer to the databases as secure, validated, separate, and distinct Sodium Oxybate REMS Program databases, (patient database, specially certified prescriber database, specially certified pharmacy database and disenrolled prescriber database) are maintained and will only be queried independently through electroni

	•. 
	•. 
	12/1/2016: Teleconference between the ANDA group and the Agency to discuss the Supporting Document and Certified Pharmacy Training. The ANDA group proposed to change the language stating that the prescription form would be sent to the Sodium Oxybate REMS Program to state that the Patient Counseling Checklist would instead be sent to the Sodium Oxybate REMS Program and used to update the patient database. The Agency requested that the ANDAs create a registration form for the wholesalers/distributors to be in

	•. 
	•. 
	•. 
	12/2/2016: A REMS amendment was submitted by the ANDA group to include proposed changes to the Sodium Oxybate REMS Document, Supporting Document and Appended Materials. 
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	• 
	• 
	1/3/2017: The Agency received formal requests form Roxane, Amneal,


	10. 
	Figure
	Figure
	 to waive the requirement to form a single shared system REMS with the NDA holder. 
	4 Results of the Review of the ANDA Group’s Proposed REMS 
	The ANDA group incorporated and responded appropriately to all of the Agency’s comments and revisions requested in the 7/21/2016 teleconference, 9/2/2016, 9/9/2016, and 10/12/2016 Information Requests regarding the REMS Document and appended REMS Materials and as discussed in the 11/9/2016-11/10/2016 face to face meetings and 11/30/2016 and 12/1/2016 teleconferences. 
	4.1 REMS Goals 
	The goal of the Sodium Oxybate REMS Program is to mitigate the risks of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate by: 
	1.. Informing prescribers, pharmacists, and patients of: 
	a.. 
	a.. 
	a.. 
	The risks of significant CNS and respiratory depression associated with sodium oxybate 

	b.. 
	b.. 
	The contraindication of use of sodium oxybate with sedative hypnotics and alcohol 

	c.. 
	c.. 
	The potential for abuse, misuse, and overdose associated with sodium oxybate 

	d.. 
	d.. 
	The safe use, handling, and storage of sodium oxybate 


	2. Ensuring that pharmacy controls exist prior to filling prescriptions for sodium oxybate that: 
	a.. 
	a.. 
	a.. 
	Screen for concomitant use of sedative hypnotics and other potentially interacting agents 

	b.. 
	b.. 
	Monitor for inappropriate prescribing, misuse, abuse, and diversion of sodium oxybate 

	c.. 
	c.. 
	Notify prescribers when patients are receiving concomitant contraindicated medications or there are signs of potential abuse, misuse, diversion 


	Reviewer Comment: .The proposed goals of the ANDA REMS are the same as in the Xyrem REMS and are acceptable to DRISK.. 
	4.2 REMS Elements 
	4.2.1 Medication Guide 
	The Office of Generic Drugs (OGD) Division of Labeling Review will review the Medication Guide (MG) 
	during their review of the label for ANDAs 
	203631, 203351, 202090, and 
	Figure

	provide their comments under separate cover. 
	4.2.2 Elements to Assure Safe Use 
	The ANDA group’s proposed elements to assure safe use (ETASU) are the same as the Xyrem REMS. The ANDA REMS proposes operational differences in certain aspects of the ETASU that are comparable to the Xyrem REMS. DRISK has determined that, as designed, the proposed REMS for sodium oxybate will achieve the same level of patient safety as the approved Xyrem REMS. 
	Displayed below are the components of the proposed ANDA REMS with corresponding reviewer 
	12 
	comments: 
	1. Healthcare Providers who prescribe sodium oxybate products are specially certified 
	To become specially certified to prescribe sodium oxybate, each prescriber must complete and submit to the Sodium Oxybate REMS Program the Prescriber Enrollment Form.  By signing the form, the prescriber agrees to review the Prescribing Information and Prescriber Brochure; screen, counsel, enroll, and evaluate each patient, and to report adverse events and cases of abuse, misuse, or diversion to the Sodium Oxybate REMS Program. The prescriber will complete the Prescription Form and submit the form to one of
	Reviewer Comments:. The healthcare provider certification requirements for the ANDA REMS are the same as in the. Xyrem REMS.. 
	The ANDA group proposed to change.
	 prescribers” to “certified prescribers” as both 
	Figure

	terms were used in the REMS. Prescribers are also described as certified in the Xyrem REMS and 
	DRISK found this to be acceptable. 
	The ANDA REMS differs operationally from the Xyrem REMS in that the prescriber faxes the Prescription Form to a certified pharmacy instead of the REMS program.  This operational difference is justified as the certified pharmacies and the Sodium Oxybate REMS Program are separate entities in the ANDA REMS. 
	There are additional operational differences between the the ANDA REMS and the Xyrem REMS. The ANDA group proposes to maintain separate and distinct databases that will be queried independently through electronic telecommunication verification compared to a single central database that the Xyrem REMS sponsor maintains. The type of information collected in the databases, however, will be the same. The ANDA REMS databases will be queried via electronic telecommunication verification commonly known as a “switc
	The creation of two REMS will create some inefficiencies for prescribers. Healthcare providers who wish to have the ability to prescribe Xyrem as well as the generic product will have to enroll in both REMS programs. Thus, a prescriber already enrolled in the Xyrem REMS who wishes to prescribe generic sodium oxybate, must complete and submit a separate prescriber enrollment form to the ANDA REMS. That step need only be completed once, and the prescribing information and prescriber brochure a prescriber must
	13 
	are the same.  Once enrolled in the ANDA REMS, the remaining requirements the prescriber carries out (patient enrollment, counseling, assessment, and adverse event reporting) are the same as under the Xyrem REMS. As such, the creation of two REMS should not impose an additional burden beyond the requirement for prescribers to separately enroll in both programs. 
	2. Sodium oxybate will be dispensed only by pharmacies that are specially certified 
	The ANDA REMS will require that all pharmacies that dispense generic sodium oxybate are certified and ANDA sponsors will ensure that generic sodium oxybate will not be stocked in retail pharmacy outlets. To become certified in the ANDA REMS, the pharmacy must agree to designate an authorized representative to complete and submit the Pharmacy Enrollment Form on behalf of the pharmacy and oversee implementation and compliance with the ANDA REMS by ensuring that all pharmacy staff involved in the ANDA REMS com
	Generic sodium oxybate will be dispensed only to patients enrolled in the Sodium Oxybate REMS Program pursuant to a valid prescription written by a prescriber specially certified in the Sodium Oxybate REMS Program.  The  pharmacy uses the Sodium Oxybate REMS Program to access the databases through electronic telecommunication verification to obtain a Pre-Dispense Authorization (PDA) for each prescription to verify that the pharmacy is specially certified, the prescriber is specially certified, the patient i
	Prior to dispensing generic sodium oxybate, a pharmacist completes the Patient Counseling Checklist and submits the checklist to the Sodium Oxybate REMS Program. Additionally, each prescription is validated by obtaining a pre-dispense authorization (PDA); reviewing patient information obtained from the website pertaining to concomitant use of sedative hypnotics, CNS depressants, or potentially interacting agents and risk management reports and alerts regarding potential abuse, misuse, or diversion; and conf
	The certified pharmacies will monitor and report to the Sodium Oxybate REMS Program all 14 
	instances of patient or prescriber behavior that give rise to a reasonable suspicion of abuse, misuse, or diversion of generic sodium oxybate.  Pharmacies will document these events, including all requests for early refills by completing and submitting a Sodium Oxybate REMS Program RMR Form to the Sodium Oxybate REMS Program. Prior to granting an early refill request or if abuse, misuse, or diversion is suspected, the pharmacist will review the patient’s RMR history and any alerts obtained from the Sodium O
	Reviewer Comments: Just as in the Xyrem REMS, any pharmacy that wishes to dispense generic sodium oxybate must be certified to dispense sodium oxybate. Certification requirements include the completion of an enrollment form and that the pharmacists and other staff complete a training program. Additionally, just as in the Xyrem REMS, generic sodium oxybate will not be stocked in retail pharmacies, there will be 24-7 toll free access to a pharmacist, and generic sodium oxybate will be dispensed only to enroll
	The ANDA REMS differs from the Xyrem REMS in the following ways: 
	•. The ANDA REMS allows for the certification of multiple pharmacies. The Agency has stated that it does not believe that limiting dispensing to a single pharmacy is the only way to ensure that the benefits of sodium oxybate outweigh the risks and has expressed concern that limiting the distribution to one pharmacy imposes burdens on patient access and the healthcare delivery system.No other currently approved REMS requires a sponsor to limit dispensing to a single pharmacy. Because the Xyrem REMS currently
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	15. 
	certification of multiple pharmacies, the ANDA group added the role of the authorized representative who will be responsible for submitting the pharmacy enrollment form and overseeing implementation and compliance with the ANDA REMS program. The inclusion of the authorized representative is a necessary addition as the pharmacies will be separate entities from the REMS program and will require a representative to perform these functions. The pharmacy is required to re-certify if the pharmacy designates a new
	•. 
	•. 
	•. 
	The ANDA REMS will use multiple databases compared to a single database used in the Xyrem REMS.  The ANDA REMS program will use a switch system to query each separate database simultaneously to generate a PDA which will verify that the pharmacy is certified, the prescriber is certified, the patient is enrolled and the patient does not have any known active overlapping prescription for sodium oxybate.  Obtaining a PDA is not additional burden because it is done seamlessly behind the scenes in seconds when th

	•. 
	•. 
	Communication between the certified pharmacies and the Xyrem REMS is required. Pharmacies certified in the ANDA REMS must contact the Xyrem REMS Program to verify that the patient does not have an overlapping active prescription for Xyrem, that the patient/prescriber were not disenrolled from Xyrem due to suspected abuse, misuse, or diversion, and to report prescriptions being filled for sodium oxybate. This communication will be documented.  The pharmacy certified in the Xyrem REMS will receive these repor
	6 


	•. 
	•. 
	In the ANDA REMS, completed forms are submitted to the Sodium Oxybate REMS Program who is responsible for updating and maintaining the databases whereas the central pharmacy updates the databases in the Xyrem REMS. A pharmacist at the certified pharmacies will complete the patient counseling checklist before every dispensation of sodium oxybate and submit it to the Sodium Oxybate REMS Program for documentation in the databases. Similarly, the completed RMR form is also submitted to the Sodium Oxybate REMS p

	Xyrem REMS section II(B)(2)(a)(iv), section II(B)(2)(c)(iv), section II(B)(2)(d)(i), and section II(C)(1)(c) 
	Xyrem REMS section II(B)(2)(a)(iv), section II(B)(2)(c)(iv), section II(B)(2)(d)(i), and section II(C)(1)(c) 
	6 



	16. 
	•. 
	•. 
	•. 
	The action of reviewing concomitant medications and RMR histories and alerts was moved to the “Validate each Sodium Oxybate REMS Program prescription” section to include this action as a step in prescription validation. The same step exists in a separate section in the Xyrem REMS. The ANDA group propose that the certified pharmacies will have access to historical information contained in the patient database via the website. 

	•. 
	•. 
	The RMR form is used in both REMS programs, but has additional functionality in the Sodium Oxybate REMS. As in the Xyrem REMS, the RMR form is used to record early refill requests as well as incidents suggestive of abuse, misuse, or diversion.  In the Sodium Oxybate REMS, the RMR form is also used by a certified pharmacy to direct the Sodium Oxybate REMS Program to disenroll patients or prescribers due to abuse, misuse, or diversion. At the time of disenrollment, the Sodium Oxybate REMS Program will notify 

	•. 
	•. 
	The ANDA sodium oxybate sponsors have an additional role in terms of pharmacy certification that is not included in the Xyrem REMS including making the enrollment form available, verification that the enrollment form is accurate and complete, notifying the pharmacy when they are successfully certified, maintaining the databases, and decertifying the pharmacies for non-compliance. 


	DRISK finds these operational changes to be acceptable and comparable to the Xyrem REMS. DRISK has determined that, as designed, the ANDA REMS will achieve the same level of safety as the Xyrem REMS. 
	3.. Sodium oxybate will be dispensed and shipped only to patients who are enrolled in the Sodium Oxybate REMS Program with documentation of safe use conditions 
	ANDA Sodium Oxybate sponsors will ensure that generic sodium oxybate is dispensed only by pharmacies that are specially certified in the ANDA REMS, by direct shipment, to patients (or patient-authorized adult designees) enrolled in the Sodium Oxybate REMS Program.  Patients are enrolled in the ANDA REMS only if a certified prescriber completes the Patient Enrollment Form and submits the form to the Sodium Oxybate REMS Program.  By signing the Patient Enrollment Form, patients acknowledge that they have been
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	Program due to suspected abuse, misuse, or diversion and document that the call was completed in the appropriate database. 
	A disenrolled patient may be re-enrolled in the Sodium Oxybate REMS Program if both the certified pharmacy and the requesting certified prescriber agree to re-enroll the patient. A patient may change prescribers if the new prescriber is also certified in the Sodium Oxybate REMS Program, and the new prescription does not overlap with another active prescription for sodium oxybate. 
	Reviewer Comments: 
	The ANDA REMS will preserve the same strong protections for patient safety as the Xyrem REMS.  Patient enrollment in the ANDA REMS is the same as the Xyrem REMS. Some patients may need to be enrolled in both REMS programs by their prescriber, for instance, if they would like to switch from using the brand product to a generic. The materials required in both programs will contain the same safety messages about sodium oxybate and the Agency does not believe that the co-existence of the two REMS will be a sign
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	The ANDA REMS differs from the Xyrem REMS when it comes to disenrollment procedures. When a patient or prescriber is disenrolled in the ANDA REMS for suspected abuse, misuse or diversion, the Sodium Oxybate REMS Program will contact the Xyrem REMS Program to notify them of this disenrollment. Again, this communication would ensure that each REMS program can access a patient’s relevant sodium oxybate history. 
	The ANDA group added language here stating that generic sodium oxybate is dispensed by direct shipment to patients or patient authorized adult designees enrolled in the Sodium Oxybate REMS Program. This reviewer has identified that a reader could interpret that the designees were enrolled, however, the REMS materials clearly state that the designees are not enrolled. Additionally, both the Xyrem REMS and ANDA REMS allow for sodium oxybate to be shipped to patient-authorized adult designees, and DRISK has de
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	4.2.3 Implementation System 
	ANDA sodium oxybate sponsors will ensure that generic sodium oxybate is distributed only by wholesalers/ distributors that have registered with the ANDA REMS to pharmacies specially certified in the ANDA REMS.  Generic sodium oxybate will not be stocked in retail pharmacy outlets. Genreic sodium oxybate will be shipped only to patients enrolled in the ANDA REMS pursuant to a valid prescription written by a prescriber specially certified in the ANDA REMS that does not overlap with another active prescription
	ANDA sodium oxybate sponsors will ensure that the secure, validated, separate, and distinct Sodium Oxybate REMS Program databases are maintained and will be queried independently through electronic telecommunication verification. Completed data forms, prescription and distribution data, as well as information related to dosing, concomitant medications, and behavior that raises suspicion of abuse, misuse, or diversion, including complete RMR histories, will be contained only in the appropriate database (pati
	ANDA sodium oxybate sponsors must audit the registered wholesalers/distributors within 90 calendar days after the wholesaler/distributor is authorized to ensure that all processes and procedures are in place and functioning to support the requirements of the Sodium Oxybate REMS Program. Corrective action must be instituted by ANDA sodium oxybate sponsors if noncompliance is identified. ANDA sodium oxybate sponsors will audit all specially certified pharmacies after approval of the Sodium Oxybate REMS Progra
	ANDA sodium oxybate sponsors will monitor the Sodium Oxybate REMS Program for timely reporting of all potential adverse events and will monitor and evaluate the implementation of the ETASU and take reasonable steps to work to improve implementation of these elements. 
	Reviewer Comments: 
	The ANDA group made changes to the Implementation System to account for the operational differences between the programs. The ANDA REMS involves multiple wholesalers/distributors.  As a result, each wholesaler/distributor will be registered with the ANDA REMS and will need to confirm that the 
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	pharmacy is certified in the ANDA REMS before selling/distributing generic sodium oxybate to the pharmacy.  Additionally, the ANDA Sodium Oxybate sponsors will perform audits on the wholesalers/distributors as well as the certified pharmacies to ensure that all processes and procedures are in place and functioning to support the requirements of the ANDA REMS. DRISK has determined that this is a secure and cohesive system and it does not create an increased risk of abuse, misuse, or diversion. 
	DRISK finds these operational changes to be acceptable and comparable to the Xyrem REMS. DRISK has determined that, as designed, the ANDA REMS will achieve the same level of safety as the Xyrem REMS. 
	4.3 REMS Supporting Document 
	The proposed REMS Supporting Document submitted describes how the ANDA REMS will implement controls to ensure appropriate prescribing, that patients are informed of the risks associated with sodium oxybate prior to initiating treatment, and appropriate dispensing. 
	Reviewer Comments: The Supporting Document is consistent with the REMS and appended REMS materials.  The background provides an overview of sodium oxybate product history, REMS history and the risk management approach taken by the ANDA group. The goals of the ANDA REMS are the same as the Xyrem REMS.  The ETASU used in the ANDA REMS are the same as the Xyrem REMS in that healthcare providers who prescribe generic sodium oxybate are specially certified, generic sodium oxybate will dispensed by pharmacies tha
	4.3.1 REMS Assessment Plan 
	The Assessment Plan is appended to the supporting document and is intended to capture the metrics currently being reported for the RLD as well as additional metrics based on the operational differences for the ANDA REMS (e.g. multiple pharmacies, use of electronic PDA). 
	Reviewer Comments: For the waived SSS REMS section 505-1(g)(2)(C) of the FDCA authorizes the FDA to require REMS assessments for ANDA drugs at pre-specified intervals because such assessments are necessary to evaluate whether the approved strategy should be modified. The waiver-granted REMS for generic sodium oxybate is comparable to the REMS for Xyrem, therefore the assessments being required of generic sodium oxybate will be comparable to the assessments required for Xyrem and should be submitted 18 month
	4.4 REMS Appended Materials 
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	The proposed ANDA REMS includes the same appended materials as the Xyrem REMS program with the addition of a pharmacy enrollment form.  The ANDA group incorporated and responded appropriately to all of the Agency’s comments and revisions. 
	4.4.1 Sodium Oxybate REMS Program Prescriber Enrollment Form 
	By signing the Prescriber Enrollment Form, the prescriber attests to understand the indications for sodium oxybate, to have read the Prescribing Information and Prescriber Brochure, and agrees to enroll, screen, counsel and evaluate each patient, and to report all potential adverse events to the Sodium Oxybate REMS Program. The form includes all prescriber information including DEA number, state license number, NPI number, and facility or practice location. 
	Reviewer Comment: The Sodium Oxybate REMS Program Prescriber Enrollment Form is the same as the Xyrem Prescriber Enrollment Form. 
	4.4.2 Sodium Oxybate REMS Program Prescriber Brochure 
	The Prescriber Brochure provides an overview of the ANDA REMS including important prescribing information, educational and counseling requirements and materials necessary for program certification and prescribing sodium oxybate. 
	Reviewer Comment: The Sodium Oxybate Prescriber Brochure is the same as the Xyrem Prescriber Brochure except for operational differences in the programs reflected in the brochure. In the ANDA REMS the prescriber submits the enrollment forms to the Sodium Oxybate REMS Program and faxes the prescription form directly to a certified pharmacy while in the Xyrem REMS, the prescriber submits all forms to the REMS Program. 
	4.4.3 Sodium Oxybate REMS Program Patient Enrollment Form 
	By signing the Patient Enrollment Form, patients acknowledge that they have been counseled about the risks of sodium oxybate, have asked their prescriber any questions, and have been provided information that their personally identifiable information will be shared with the Sodium Oxybate REMS Program and other sodium oxybate REMS programs.  By signing the Patient Enrollment Form, the prescriber acknowledges that the patient has been counseled. The Form includes patient information, insurance information an
	Reviewer Comment: The Sodium Oxybate Patient Enrollment form is the same as the Xyrem Patient Enrollment form except that the ANDA group added language for the patient to acknowledge that personally identifiable information provided will be shared with other sodium oxybate REMS programs, its agents, contractors, and affiliates. DRISK finds this to be acceptable as patient information will be shared with the Xyrem REMS Program as part of the duplicate claim safeguard. 
	4.4.4 Sodium Oxybate REMS Program Prescription Form 
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	By signing the prescription form, the prescriber attests to understanding the approved indications of sodium oxybate and important safety information, to have read the prescribing information and prescriber brochure, and that the patient has been screened and counseled.  The form includes prescriber information, patient information, fixed or titrated dosing schedules, dispensing instructions, and a pharmacy section to document that the Xyrem REMS program has been contacted to confirm that the patient has no
	Reviewer Comment: The Sodium Oxybate Prescription form is the same as the Xyrem Prescription Form except for changes resulting from operational differences in the programs.  Before dispensing generic sodium oxybate, the pharmacy will contact the Xyrem REMS program to verify that the patient has no other active prescriptions for sodium oxybate (Xyrem) that overlap with the current prescription for generic sodium oxybate; to verify that the patient and prescriber have not been disenrolled in the Xyrem REMS Pr
	4.4.5 Sodium Oxybate REMS Program Quick Start Guide for Patients 
	The Quick Start Guide for Patients informs patients of the serious side effects and drug interactions associated with sodium oxybate and how to obtain, use, and store sodium oxybate safely. 
	Reviewer Comment: .The Sodium Oxybate REMS Program Quick Start Guide for Patients is the same as the Xyrem Quick. Start Guide aside from a caption on the pictogram on page 14. DRISK finds the caption to be. appropriate to indicate that products from different companies may not be identical.. 
	4.4.6 Sodium Oxybate REMS Program Certified Pharmacy Training Modules A and B 
	The Certified Pharmacy Training consists of two modules, A and B. Module A is for all pharmacy staff who handle generic sodium oxybate, including pharmacists. Module A reviews the indications and usage, how supplied, controlled substance scheduling, boxed warning, contraindications, as well as warnings and precautions. Module A also goes over ANDA REMS requirements including details of certified pharmacy responsibilities, prescription processing, shipping, and monitoring for inappropriate prescribing, abuse
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	involved with dispensing of generic sodium oxybate.  It reiterates the ANDA REMS requirements and certified pharmacy responsibilities and focuses on patient counseling and screening, clinical usage clarifications, prescription refills, monitoring and assessing for signs of abuse, misuse, and diversion, shipping procedures and inventory control. 
	Reviewer Comment: 
	While there are differences in the Sodium Oxybate REMS Program Certified Training compared to the approved Xyrem REMS Program, these differences reflect the operational functions of the Sodium Oxybate REMS Program.  These functional changes include use of multiple certified pharmacies, multiple databases that are connected, and use of the Sodium Oxybate REMS secure web portal to view patient information housed in the Sodium Oxybate REMS Program patient database. 
	Module A: 
	The ANDA REMS Pharmacy Training contains identical important safety information, indications and usage, how supplied, controlled substance scheduling, boxed warning, contraindications, warnings and precautions, shipping procedures, and ongoing patient education. The training for the ANDA REMS Program contains differences in some nuisances in wording. For example, Xyrem refers to enrolled prescribers and central pharmacy while the ANDA REMS refers to certified prescribers and certified pharmacies. 
	The section on databases was removed from the ANDA REMS Pharmacy Training because maintenance of the databases is a function of the Sodium Oxybate REMS Program, not the pharmacies. DRISK agrees that training on maintenance of databases is not applicable to the certified pharmacies in the ANDA REMS. 
	Enrollment processing and maintenance was changed to enrollment verification because the pharmacies are not responsible for enrollment processing/maintenance, but do need to verify prescriber and patient enrollment. The content in the enrollment verification section in the ANDA REMS Pharmacy Training is identical to the content in the enrollment processing/maintenance section of Xyrem pharmacy training with the following exceptions: 
	•. 
	•. 
	•. 
	Information from the enrollment forms is maintained in the appropriate Sodium Oxybate REMS Program database by the Sodium Oxybate REMS Program instead of the certified pharmacies. 

	•. 
	•. 
	Information regarding procedures to follow when a new patient enrollment form is received was removed, as this is a function of the Sodium Oxybate REMS Program, not the certified pharmacies. 

	•. 
	•. 
	The ANDA REMS pharmacies will provide patient counseling with every dispensation. 

	•. 
	•. 
	The Sodium Oxybate REMS Program will notify prescribers of successful enrollment and successful patient enrollment in the ANDA REMS instead of the certified pharmacies. 

	•. 
	•. 
	Procedures for verification of enrollment (ex. confirm the prescriber’s DEA and state license numbers are active, etc.) were removed, as this is a function of the Sodium Oxybate REMS Program. 

	•. 
	•. 
	The ANDA REMS has added, “A certified prescriber and/or a certified pharmacy can direct that a patient be disenrolled from the Sodium Oxybate REMS Program” to align with differences in disenrollment procedures. Reasons for patient disenrollment are the same. 

	•. 
	•. 
	The Sodium Oxybate REMS Program will contact a prescriber if an enrollment form is received for a patient previously disenrolled in the program for suspicions of abuse, misuse, or diversion instead of the pharmacy. 
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	DRISK finds these changes to be acceptable as some of the responsibilities of the central pharmacy in the Xyrem REMS have been shifted to the Sodium Oxybate REMS Program instead of the certified pharmacies in the ANDA REMS. The responsibilities are the same, simply performed by a separate entity in a different location. 
	Both pharmacy training programs have a section for prescription processing. Some of the processes differ but they achieve the same results.  The Xyrem REMS states that the prescription information will be entered into the central database. In the ANDA REMS, the pharmacy does not have access to update the database directly, so it skips this and moves on to prescription validation. The information will be entered into the databases by the Sodium Oxybate REMS Program by obtaining a PDA and by submitting the pr
	•. 
	•. 
	•. 
	Verify that the prescription form is complete and signed by the prescriber 

	•. 
	•. 
	Verify that the prescription form was received from the prescriber’s office 

	•. 
	•. 
	The prescription is for only a 1-month supply on a patient’s first sodium oxybate fill and no more than a 3 month supply on subsequent fills 

	•. 
	•. 
	There are no discrepancies or concerns with dosing and titration (contact prescriber if discrepancies or concerns are found) 

	•. 
	•. 
	Contact the prescriber if overlapping prescriptions are received 

	•. 
	•. 
	If there is suspected abuse, misuse, or diversion, the prescription is not filled and an RMR is completed 

	•. 
	•. 
	Valid reasons for overlapping prescriptions 


	o. If the pharmacy determines that the reason for an overlapping prescription is valid, the pharmacy must ensure that the patient does not receive multiple overlapping prescriptions. 
	Both programs also need to verify that the prescriber is enrolled/certified, the patient is enrolled and the patient has no other active sodium oxybate prescriptions.  The process for doing this is different. In Xyrem, this information is verified by checking the databases. In the ANDA REMS, this is done by obtaining a PDA which will also confirm that the pharmacy is certified.  Obtaining a PDA is not additional burden because it is done seamlessly behind the scenes in seconds when the pharmacy 
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	enters the prescription information in to the pharmacy management system. Additionally, the ANDA REMS includes an extra step which involves the certified pharmacy contacting the Xyrem REMS to verify that the patient does not have any overlapping prescription for Xyrem, that the patient/prescriber was not disenrolled from Xyrem for suspected abuse, misuse, or diversion, and to report that a generic sodium oxybate prescription is being filled for the patient. This could be perceived as additional burden since
	The ANDA REMS has moved the step for reviewing for use on concomitant use of sedative hypnotics and RMR histories to the prescription verification process.  Both programs must review this information; however, the location of this step is different. 
	Once the prescription is validated, both programs contact the patient to schedule shipment and complete required counseling.  The ANDA REMS differs in that it instructs the pharmacy to provide the Patient Quick Start Guide to all new patients (not only to those who have not received it from the prescriber) and to complete the patient-counseling checklist prior every dispensation of generic sodium oxybate. The completed checklist is then submitted to the Sodium Oxybate REMS Program. 
	Both programs require monitoring for inappropriate prescribing, abuse, misuse, and diversion.  Both programs use the RMR to document early refill requests and instances of patient and prescriber behavior that suggest potential abuse, misuse, or diversion and both require that the information be maintained in the database(s).  Because the certified pharmacies in the ANDA REMS cannot update the databases, they are required to submit the RMR to the Sodium Oxybate REMS Program who will use it to update the data
	Module B 
	Both programs require all pharmacists to complete the pharmacist training at least annually.  The ANDA REMS differs in the explanation of the training pertaining to new pharmacists. Xyrem explains that training typically lasts from three to four weeks, extended as information retention of the trainee dictates, conducted by a pharmacist currently specializing in the Xyrem REMS Program and continues with a senior pharmacist acting as a mentor. The ANDA REMS requires that pharmacists be thoroughly trained on t
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	Sodium Oxybate REMS Program Requirements are nearly identical to the Xyrem REMS Requirements.  The ANDA REMS requires prescription forms to be submitted to the certified pharmacies instead of the REMS program. The ANDA group added that after completion of prescription processing, the pharmacy will fax the prescription form to the Sodium Oxybate REMS Program and retain the original.  Upon review, the Agency does not find this to present a safety issue. 
	Certified pharmacy responsibilities are also nearly the same in both programs. The ANDA REMS has added that the RMR should be submitted to the Sodium Oxybate REMS Program [for documentation in the databases]. The databases are described in the ANDA REMS as secure, validated, separate and distinct (patient database, certified prescriber database, certified pharmacy database, and disenrolled prescriber database) that will only be queried independently through electronic telecommunication verification.  The in
	Patient counseling and screening is the same in both programs except for the timing of the counseling.  In the Xyrem REMS, the patient counseling checklist is required to be completed in its entirety for initial prescriptions and for patients who are restarting after not receiving Xyrem for six or more months. The patient counseling checklist steps one, three, four, and five are completed for renewals and refills if the patient has indicated a change in his or her health or medications.  In the ANDA REMS, t
	Clinical usage clarifications and shipping procedures are the same in both programs. 
	The prescription refill process is nearly identical in both programs. The ANDA REMS differs in that it specifies that refills may be conveyed by phone or fax from the prescriber or patient indicating that the patient can contact the pharmacy to request a refill and that refills are communicated to the Sodium Oxybate REMS Program by obtaining a PDA. The patient counseling checklist is completed for all refills and the completed checklist is submitted to the Sodium Oxybate REMS Program for documentation.  For
	Both programs require monitoring and assessing for signs of abuse, misuse, and diversion and recording the events using the RMR form. Examples of events that should generate an RMR are the same and information documented on the RMR is the same.  The ANDA REMS adds that pharmacies can request that a patient is monitored by the Sodium Oxybate REMS Program if serious or repeated events give rise to reasonable suspicion of misuse, abuse, or diversion.  The RMR form has additional 
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	functionality in the ANDA REMS in that it can be used to direct that a patient or prescriber be disenrolled for suspected abuse, misuse or diversion. RMRs are submitted to the Sodium Oxybate REMS Program online or by fax. 
	Inventory control is similar.  Inventory is recorded in the central database in the Xyrem REMS and in the pharmacy management system in the ANDA REMS.  Both require that inventory be reconciled at the start and end of each business day and a physical count must match the count in the database/pharmacy management system.  If the inventory cannot be reconciled, no orders can be processed until an investigation is completed by the pharmacist in charge.  The ANDA REMS has added that internal procedures for reco
	Some of the responsibility is removed from the certified pharmacies surrounding updating and maintaining the databases.  This becomes a function of the Sodium Oxybate REMS Program. While the certified pharmacies gather much of the data through prescription processing, the patient counseling checklist and the RMR, they do not have to spend extra time updating the databases with the information which allows them to focus on patient safety aspects surrounding use of this medication. DRISK finds this to be acce
	4.4.7 Sodium Oxybate REMS Program Patient Counseling Checklist 
	The Patient Counseling Checklist is a tool that pharmacists use to screen and counsel patients before each dispensation of generic sodium oxybate. The Pharmacist counsels the patient on therapy expectations, preparation and administration, precautions needed and side effects of sodium oxybate. The pharmacist screens the patient for concomitant medications and medical conditions that may put the patient at risk for CNS or respiratory depression. The pharmacist also lists all of the patients prescription and 
	Reviewer Comment: The Sodium Oxybate Patient Counseling Checklist is the same as the Xyrem Patient Counseling Checklist except that the ANDA group removed the restrictions from each step (ex. Complete this section ONLY for new patients and existing patients who are restarting sodium oxybate treatment after not receiving sodium oxybate for 6 months or longer) to indicate that the checklist is to be completed prior to dispensing each generic sodium oxybate shipment. The prescriber information was moved from s
	4.4.8 Sodium oxybate REMS Program Risk Management Report (RMR) 
	The RMR is completed by pharmacies to document and report events that give rise to a reasonable suspicion of abuse, misuse, diversion, or any behavior or information that may indicate the drug is not 
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	being used according to the prescriber’s instructions. The RMR can be completed online or printed and faxed to the Sodium Oxybate REMS Program. The RMR history allows for the review of prior events of suspected abuse, misuse, or diversion and gives a more complete picture of the patient’s history. A trend or pattern of behavior can be an indicator of abuse, misuse, or diversion and identified patients or prescribers who may require additional scrutiny when another event occurs.  The pharmacy can use the RMR
	Reviewer Comment: The Sodium Oxybate RMR form is the same as the Xyrem RMR form except for changes due to operational differences in the ANDA REMS.  The RMRs must be submitted to the Sodium Oxybate REMS Program where the information will be documented in the databases.  The Sodium Oxybate REMS Program will work with the sponsors to determine the need to notify local, state, or federal authorities. Additionally, the ANDA group included a section to allow the certified pharmacies to request that a patient or 
	4.4.9 Sodium Oxybate REMS Program Pharmacy Enrollment Form 
	The Pharmacy Enrollment Form is completed and submitted by the pharmacy’s authorized representative. The authorized representative is responsible for ensuring that pharmacy staff complete the required training and ensure that the pharmacy enables its pharmacy management system to support electronic communication with the Sodium Oxybate REMS Program using established telecommunication standards.  By signing the form, the authorized representative attests that the pharmacy has put processes and procedures in 
	Reviewer Comment: DRISK finds it acceptable to include the Sodium Oxybate REMS Program Pharmacy Enrollment form as part of the REMS, but recognizes that this is an addition that differs from the Xyrem REMS Program. Use of a pharmacy enrollment form is necessary for the ANDA sodium oxybate sponsors to ensure the pharmacies agree to adhere to all of the requirements necessary to comply with the Sodium Oxybate REMS Program. The content reflects the responsibilities of a certified pharmacy as outlined in the RE
	4.4.10 Sodium Oxybate REMS Program Website Screen Shots 
	The ANDA REMS website contains pages with information for prescribers, patients, and pharmacies including certification requirements as outlined in the REMS document. Other pages include a Frequently Asked Questions page directed at prescribers, a Contact Us page with contact information 
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	for the Sodium Oxybate REMS Program, a Resources page for access to enrollment forms and educational materials, and a Create an Account page for prescribers and pharmacists for access to the secure section of the website. 
	Reviewer Comment: The ANDA REMS website is the same as the Xyrem REMS except for changes reflecting the operational differences in the programs. The home page contains the same goals, program overview, and approved indications for sodium oxybate, with the exception that there are multiple certified pharmacies in the ANDA REMS compared to a single central pharmacy in the Xyrem REMS. The prescriber roles and responsibilities are the same with the exception that the prescriber submits the prescription form to 
	The ANDA REMS website has additional pages that are not included in the Xyrem REMS Website. The ANDA REMS includes a page with pharmacy certification requirements that are outlined in the REMS Document. A page for patients exists to inform them that patients prescribed generic sodium oxybate must enroll in the Sodium Oxybate REMS Program: If you were previously registered in the Xyrem REMS, your certified prescriber will need to enroll you in the Sodium Oxybate REMS Program. A Resources page is included whi
	so that only prescribers can have access to it. 
	Figure

	5 Discussion 
	The ANDA group submitted amendments integrating comments provided by the Agency from the 10/12/2016 review and the 11/9/2016 and 11/10/2016 face-to-face meetings and 11/30/2016 and 12/1/2016 teleconferences into their proposed REMS. DRISK finds the most recent submission (12/2/2016) acceptable. 
	Section 505-1(i)(1)(B) of the FD&C Act provides that an ANDA is subject to the ETASU for the RLD, but a separate REMS for ANDA applicants that is waived from the SSS requirement can use a “different, comparable aspect of the [ETASU].” FDA interprets this standard to mean that a waived system for ETASU must include the same general elements as described in the statute.  FDA further interprets this to allow a separate REMS for ANDA applicants to use different methods or operational means to effectuate a REMS 
	The ANDA group’s proposed REMS has the same goals and ETASU as those in the Xyrem REMS.  Specifically, both the Xyrem REMS and the ANDA REMS require that 1) healthcare providers who 
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	prescribe the drug are specially certified, 2) the drug will be dispensed only by pharmacies that are specially certified, and 3) the drug will be dispensed and shipped only to patients who are enrolled in the REMS program with documentation of safe use conditions. 
	The ANDA REMS has the same enrollment requirements for patients and prescribers, provides the same education on the safe use of sodium oxybate, and requires the same screening, counseling, and evaluation of patients and reporting of adverse events as the Xyrem REMS. The ANDA REMS will offer the same level of safety as the Xyrem REMS by ensuring that generic sodium oxybate is dispensed only to patients enrolled in the Sodium Oxybate REMS Program pursuant to a valid prescription written by a certified prescri
	There are some differences in the operational aspects of the ETASU. Specifically, the ANDA REMS does not include the same limitations on the number of pharmacies and databases used.  While the Xyrem REMS uses a single pharmacy and a single database, the ANDA REMS will use multiple certified pharmacies and multiple databases that are connected via an electronic telecommunication verification mechanism known as a switch system. The switch system ensures coordination among pharmacies such that a drug is dispen
	The ANDA REMS has built in a duplicate claim safeguard in which a certified pharmacy will contact the Xyrem REMS Program prior to dispensing generic sodium oxybate to ensure that the patient does not have an overlapping active prescription for Xyrem.  The pharmacy will also verify that the patient and prescriber have not been disenrolled from the Xyrem REMS due to abuse, misuse, or diversion, and will report prescriptions filled for generic sodium oxybate for each patient. 
	Once all checks are completed, the medication is shipped directly to the patient just as it is in the Xyrem REMS. 
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	DRISK has concluded that the Sodium Oxybate REMS Program, as designed, achieves the same level of safety as the Xyrem REMS. The different aspects of the ETASU in the REMS proposed by the ANDA group are comparable to those in the Xyrem REMS.  In each case, the drug is shipped directly to the patient and not stocked on retail pharmacy shelves, the same patient counseling takes place prior to dispensing, and multiple checks are built in to ensure that safe use conditions have been met and that there have been 
	6 Conclusion and Recommendations 
	DRISK finds the proposed ANDA REMS and its appended materials, and the supporting document, as submitted on December 2, 2016 to be acceptable.  DRISK recommends approval of the REMS and as designed has determined that it will offer the same level of safety as the Xyrem REMS. 
	For the waived SSS REMS section 505-1(g)(2)(C) of the FDCA authorizes the FDA to require REMS assessments for ANDA drugs at pre-specified intervals because such assessments are necessary to evaluate whether the approved strategy should be modified. The waiver-granted REMS for sodium oxybate is comparable to the REMS for Xyrem, therefore the assessments being required of sodium oxybate will be comparable to the assessments required for Xyrem and should be submitted 18 months following the approval and every 
	The following assessment plan is to be included in the approval letter: 
	1.. Program Implementation 
	a.. 
	a.. 
	a.. 
	Product Launch Date 

	b.. 
	b.. 
	Date when REMS materials became available to healthcare providers (HCPs) on the website and via the contact center 

	c.. 
	c.. 
	c.. 
	The dates stakeholders could become specially certified and/or enrolled online, by mail, by fax, by email: 

	i.. Prescribers 
	ii.. Pharmacies 
	iii.. Patients 

	d.. 
	d.. 
	Date when the Sodium Oxybate REMS Program website went live 

	e.. 
	e.. 
	Sodium Oxybate REMS Program website utilization 


	i.. Number of unique site visits 
	2.. REMS Program Utilization 
	a.. 
	a.. 
	a.. 
	a.. 
	Prescribers 

	i.. Number of specially certified prescribers, status of certification, and method of certification 
	ii.. Summary of reasons certification is incomplete for prescribers (e.g. “Prescriber missing information on form”, etc.) 
	iii.. Number of specially certified prescribers by specialty 
	iv.. 
	iv.. 
	iv.. 
	Number of specially certified prescribers who were disenrolled during the reporting period and reasons for disenrollment 

	v.. 
	v.. 
	Number of patients by current specially certified prescriber 



	b.. 
	b.. 
	b.. 
	Pharmacies 

	i.. Number of specially certified pharmacies, status of certification, and method of certification 
	ii.. Summary of reasons certification is incomplete for pharmacies (e.g. “Pharmacy authorized representative changed, no replacement given”, etc.) 
	iii.. Number of specially certified pharmacy decertifications during the reporting period and reasons for decertification 

	c.. 
	c.. 
	Patient Status 


	31. 
	i.. Number, age, and gender of enrolled patients 
	ii.. Number of disenrolled patients and reason(s) for disenrollment 
	iii.. Number of active patients (patients enrolled who received at least one shipment of sodium oxybate during the reporting period) 
	iv.. 
	iv.. 
	iv.. 
	Number of duplicate patients detected by the specially certified pharmacies 

	v.. 
	v.. 
	Number of patients associated with more than one prescriber during their therapy 


	vi.. Number of patients who have discontinued sodium oxybate after receiving at least one shipment of sodium oxybate 
	vii.. Number of discontinued patients who were associated with an adverse event, including death 
	3.. Contact Center Report 
	a.. 
	a.. 
	a.. 
	Number of Contacts 

	b.. 
	b.. 
	Summary of reason for call (i.e. “Enrollment question”, etc.) by reporter (i.e. pharmacy, prescriber, patient) 

	c.. 
	c.. 
	Summary of any REMS-related problems identified 

	d.. 
	d.. 
	Narrative of any corrective actions resulting from issues identified 


	4.. Sodium Oxybate REMS Program Compliance 
	a.. 
	a.. 
	a.. 
	a.. 
	Prescriptions 

	i.. Total number of prescriptions dispensed; stratify by the number of new and the number of refills 
	ii.. Number of patients with overlapping prescriptions (more than one active prescription) 
	iii.. Number of patients prescribed a daily dose >9 g 
	iv.. Number of prescriptions requiring contact with Xyrem REMS program 
	b. 

	c. 
	c. 

	d. 
	d. 

	e. 
	e. 


	32. 
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	1.. Status of these prescriptions (dispensed, not dispensed); report any delays in shipment of product related to inability to contact Xyrem REMS program 
	v.. Number of sodium oxybate prescriptions that were written by non-certified or disenrolled prescribers (reported or detected through audit) 
	1.. Actions taken (e.g. “Provision of sodium oxybate program materials”, “Prescriber certified”, etc.) 
	2. Outcome of actions taken Shipments 
	i.. Total number of bottles and shipments sent 
	ii.. Number of shipments lost in delivery that were unrecovered and the number of corresponding DEA 106 forms and RMRs completed 
	iii.. Number of prescriptions dispensed by noncertified pharmacies and actions taken to prevent future occurrences (reported or detected through audit) 
	iv.. 
	iv.. 
	iv.. 
	Number of shipments sent to noncertified pharmacies, source of report, and actions taken to prevent future occurrences 

	v.. 
	v.. 
	Number of duplicate patients who were shipped Sodium Oxybate under more than one name or identifier 


	vi.. Number of patients who were shipped Sodium Oxybate after being disenrolled 
	vii.. Number of initial shipments sent to patients without completion of the Sodium 
	Oxybate REMS Program Patient Counseling Checklist Early refills 
	i.. Number of patients who requested an early refill and reason for the request 
	ii.. Number of requests approved 
	iii.. Number of requests denied by the prescriber 
	iv.. Number of requests denied by the specially certified pharmacies 
	v. Number of patients with multiple requests for early refills Concomitant medications -Summary table from Sodium Oxybate REMS Program Patient Counseling Checklists of the number of patients taking the following concomitant medications and who subsequently received at least one shipment of Sodium oxybate: 
	i.. Sedative hypnotics 
	ii.. Alcohol 
	iii.. Other potentially interacting agents: 
	iv.. 
	iv.. 
	iv.. 
	Sedating antidepressants, antipsychotics, or anti-epileptics 

	v.. 
	v.. 
	General anesthetics 


	vi.. Muscle relaxants 
	vii.. Opioid analgesics 
	viii. Divalproex sodium or other valproate drug (e.g., valproic acid) 
	ix. Illicit CNS depressants (e.g., heroin or gamma-hydroxybutyrate [GHB]) Concomitant diagnoses -Summary table from Sodium oxybate REMS Program Patient Counseling Checklists of the number of patients who have been diagnosed with the 
	33 
	33 
	following conditions and who subsequently received at least one shipment of Sodium Oxybate: 

	i.. Sleep apnea 
	ii.. Asthma, COPD, or other conditions affecting the respiratory system 
	f.. 
	f.. 
	f.. 
	f.. 
	Number of notifications by pharmacists to prescribers for the following situations and the outcome of the notification (e.g., dispensed Sodium oxybate, counseled patient, or other actions) 

	i.. Patient report of alcohol use 
	ii.. Patient report of diagnosis of sleep apnea 
	iii.. Patient report of diagnosis of asthma, COPD, or other conditions affecting the respiratory system 
	iv.. 
	iv.. 
	iv.. 
	Suspected abuse, misuse, or diversion 

	v.. 
	v.. 
	Alerts regarding potential abuse, misuse, or diversion on the patient profiles 



	g.. 
	g.. 
	g.. 
	Risk Management Reports submitted 

	i.. Number of patients with an RMR 
	ii.. Number of patients with multiple RMRs 
	iii.. Number of alerts generated from RMRs 
	iv.. 
	iv.. 
	iv.. 
	Number of RMRs generated from early refill requests 

	v.. 
	v.. 
	Number of RMRs generated for other reasons (list reasons) 


	vi.. Number of prescriber-related RMRs 
	vii.. Early refill requests 

	h.. 
	h.. 
	Any other reports of non-compliance with the Sodium oxybate REMS program, source of report, and any corrective actions or resolution. 

	i.. 
	i.. 
	A summary report of audits of the specially certified pharmacies conducted during the assessment period including any actions taken to address findings 


	5.. Barriers or Delays in Patient Access 
	a.. 
	a.. 
	a.. 
	False negatives: i.e., all REMS and safe use requirements were met, but a PDA was not provided by the Sodium Oxybate REMS Program 

	b.. 
	b.. 
	Inadvertent disenrollments 

	c.. 
	c.. 
	Unintended system interruptions and resolutions 

	d.. 
	d.. 
	Total number of PDA rejections, the number of these that were subsequently approved and the duration of time from rejection to approval 


	6.. Inappropriate Patient Access 
	a.. False positives: e.g., all REMS and safe use requirements were not met, but a PDA was provided by the Sodium Oxybate REMS Program 
	7.. Evaluation of Safe Use Procedures 
	a.. 
	a.. 
	a.. 
	Provide reasons for prescription rejections/PDA rejected by the Sodium Oxybate REMS Program 

	b.. 
	b.. 
	Summary and count of RMR events and the corrective actions taken 


	8.. Evaluation of Knowledge/Surveys 
	34. 
	a.. 
	a.. 
	a.. 
	An evaluation of knowledge of specially certified prescribers of the risk of respiratory depression, contraindication with sedative hypnotics and alcohol, and the potential for abuse, misuse, and overdose associated with sodium oxybate 

	b.. 
	b.. 
	An evaluation of knowledge of specially certified pharmacy authorized representatives and pharmacists of the risk of respiratory depression, contraindication with sedative hypnotics and alcohol, and the potential for abuse, misuse, and overdose associated with sodium oxybate 

	c.. 
	c.. 
	An evaluation of knowledge of patients of the risk of respiratory depression, contraindication with sedative hypnotics and alcohol, and the potential for abuse, misuse, and overdose associated with sodium oxybate 


	9.. Adverse Events 
	a.. 
	a.. 
	a.. 
	a.. 
	Total aggregate number of the following potential adverse event reports received by the Sodium Oxybate REMS Program and sent to the Sodium Oxybate sponsors during the reporting period, and cumulatively: 

	i.. Aggregate number of reports of abuse, misuse, diversion, overdose, accidental exposure, respiratory depression associated with sodium oxybate 
	ii.. Aggregate number of potential adverse events associated with dispensed and unused sodium oxybate 
	iii.. Aggregate number of potential adverse events associated with a non-certified pharmacy, disenrolled prescriber, disenrolled prescriber, or disenrolled patient 
	iv.. 
	iv.. 
	iv.. 
	Aggregate number of potential adverse events associated with a sodium oxybate medication error 

	v.. 
	v.. 
	Aggregate number of potential adverse events associated with use with concurrent sedative hypnotics and alcohol 



	b.. 
	b.. 
	Total aggregate number of potential adverse event reports in Section III.E.9.a. that were received by the Sodium Oxybate sponsors from all sources during the reporting period 

	c.. 
	c.. 
	Total aggregate number of potential adverse event reports in Section III.E.9.a. received by the Sodium Oxybate REMS Program and sent to the Sodium Oxybate sponsors that were subsequently reported as an adverse event by a Sodium Oxybate sponsor, during the reporting period and cumulatively 

	d.. 
	d.. 
	Total aggregate number of potential adverse event reports in Section III.E.9.a. received by the Sodium Oxybate sponsors from all sources that were subsequently reported as an adverse event by a Sodium Oxybate sponsor, during the reporting period and cumulatively 


	10. A report on periodic assessments of the dispensing of the Medication Guide in accordance with 21 CFR 208.24 
	a.. Sodium Oxybate REMS Program will report to FDA on the dispensing of the Medication Guide as part of the REMS assessments 
	11. Surveillance and monitoring 
	a.. The Sodium Oxybate REMS program will periodically monitor available safety databases, 
	such as those established by the American Association of Poison Control Centers 35 
	such as those established by the American Association of Poison Control Centers 35 
	(AAPCC) National Poison Data System (NPDS), The National Forensic Laboratory Information System, the National Drug Threat Assessment, and the Society for Forensic Toxicologists (SOFT) for any information regarding abuse, misuse, or diversion of sodium oxybate. Any relevant information will be included in the REMS assessments 

	1. Amneal Pharmaceuticals, Ohm Laboratories Inc., Roxane Laboratories Inc., Proposed REMS for Sodium Oxybate ANDAs , 203631, 203351, 202090, dated April 8, 2016, amended June 
	7 Appendices 
	7.1 Materials Reviewed 
	The following is a list of materials informing this review: 
	6, 2016, August 22, 2016, and December 2, 2016 
	2.. 
	2.. 
	2.. 
	FDA.  Division of Neurology Products. Supplement Approval for NDA 21196, dated July 15, 2015. 

	3.. 
	3.. 
	Kumar, J. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium oxybate, dated September 1, 2016 

	4.. 
	4.. 
	Zendel, L. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium oxybate, dated October 22, 2016 


	7.2 Appended materials 
	1.. 
	1.. 
	1.. 
	Sodium Oxybate REMS Document 

	2.. 
	2.. 
	2.. 
	Sodium Oxybate Appended Materials 

	a.. 
	a.. 
	a.. 
	Sodium Oxybate REMS Program Prescriber Enrollment Form 

	b.. 
	b.. 
	Sodium Oxybate REMS Program Prescriber Brochure 

	c.. 
	c.. 
	Sodium Oxybate REMS Program Prescription Form 

	d.. 
	d.. 
	Sodium Oxybate REMS Program Patient Enrollment Form 

	e.. 
	e.. 
	Sodium Oxybate REMS Program Quick Start Guide for Patient 

	f.. 
	f.. 
	Sodium Oxybate REMS Program Pharmacy Enrollment Form 

	g.. 
	g.. 
	Sodium Oxybate REMS Program Certified Pharmacy Training Modules A and B 

	h. 
	h. 
	Sodium Oxybate REMS Program Patient Counseling Checklist 

	i.. 
	i.. 
	Sodium Oxybate REMS Program Risk Management Report 

	j.. 
	j.. 
	Sodium Oxybate REMS Program Website Screen Shots 
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	1 Executive Summary 
	This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation and mitigation strategy (REMS) for generic products referencing Xyrem (sodium oxybate), received by 
	the Office of Generic Drugs (OGD) on April 8, 2016, and amended on June 6, 2016 and August 22, 2016, by the abbreviated new drug applications (ANDAs): Amneal Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090). . Per statutory requirements described in section 505­
	1(h)(9)(i)(1) of the Food, Drug, and Cosmetic Act (FDCA) as amended by the Food and Drug Administration Amendments Act (FDAAA), the ANDAs of sodium oxybate shall use a single, shared system (SSS) REMS with the reference label drug (RLD) unless FDA waives that requirement and permits the ANDAs to use a different, but comparable aspect of the Elements to Assure Safe Use (ETASU). The ANDAs for sodium oxybate seek a waiver of the SSS requirement and approval of a separate REMS for the generic products referenci
	The Xyrem REMS, approved on February 27, 2015 and most recently modified on July 15, 2015, includes a Medication Guide (MG) and ETASU to mitigate the risks of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversionof Xyrem. 
	1 

	The generic sodium oxybate applicants submitted a separate proposed REMS, herein referred to as the ANDA REMS, which has the same goals and the same ETASU as the Xyrem REMS. It proposes operational differences in certain aspects of the ETASU which, with the requested changes described below, will be comparable to the Xyrem REMS. DRISK believes the proposed REMS for sodium oxybate, with required DRISK edits, will achieve the same level of patient safety as the approved Xyrem REMS. 
	3 
	The Applicant’s proposed ANDA program differs from the Xyrem REMS program by: 1) including a requirement for the prescriber to submit the sodium oxybate prescription form to one of the certified 
	pharmacies; 2) proposing the use of multiple
	 pharmacies (i.e., mail order pharmacies), use 
	Figure

	of a duplicate claim safeguard; and 3) use of multiple databases which are connected through an electronic telecommunication verification, commonly referred to as a “switch system.” Preliminary comments were shared with the Applicant group via teleconference on 7/21/2016.  The Applicant group submitted an amended REMS document, supporting document and appended materials in response on August 22, 2016. This review provides comments on the amended REMS materials and REMS document to clarify the pharmacy enrol
	2 Introduction 
	This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation and mitigation strategy (REMS) for sodium oxybate oral solution (received on April 8, 2016, and amended on June 6, 2016 and August 22 2016) submitted by following the abbreviated new drug applications (ANDAs): 
	 Amneal Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090), herein referred to in this review as the Applicant Group. Preliminary comments were shared with the Applicant group (via teleconference) on 7/21/2016. The Applicant group submitted an amended REMS document, supporting document and appended materials on August 22, 2016 which is the subject of this review. 
	Figure
	This is second of several reviews that will evaluate this proposed ANDA REMS.  The background information is contained in the review dated Sept. 1 2016. 
	2

	3 Background 
	PRODUCT INFORMATION 
	Xyrem (sodium oxybate), a Schedule III controlled substance, is the sodium salt of gammahydroxybutyrate (GHB). GHB is a potent central nervous system depressant. Xyrem was approved under subpart H6 in 2002 for the treatment of cataplexy in narcolepsy and in 2005 for the treatment of excessive daytime sleepiness (EDS) in narcolepsy. 
	Kumar J. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium oxybate. 09/01/2016 
	2

	4 
	4 
	The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1). 

	Table 1. Xyrem Dose Regimen 
	Table 1. Xyrem Dose Regimen 
	Table 1. Xyrem Dose Regimen 

	If a Patient’s Total Nightly Dose is: 
	If a Patient’s Total Nightly Dose is: 
	Take at Bedtime: 
	Take 2.5-4 hours later: 

	4.5 g/night 
	4.5 g/night 
	2.25 g 
	2.25 g 

	6.0 g/night 
	6.0 g/night 
	3.0 g 
	3.0 g 

	7.5 g/night 
	7.5 g/night 
	3.75 g 
	3.75 g 

	9.0 g/night 
	9.0 g/night 
	4.5 g 
	4.5 g 


	Recommended dosing states to increase the dose by 1.5 g per night at weekly intervals (additional 0.75 g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night orally. As stated in the package insert, doses higher than 9 g per night have not been studied and should not ordinarily be administered.
	3 

	The Medication Guide includes the following instructions: “Take your first Xyrem dose at bedtime while you are in bed. Take your second Xyrem dose 2 ½ to 4 hours after you take your first Xyrem dose. You may want to set an alarm clock to make sure you wake up to take your second Xyrem dose. You should remain in bed after taking the first and second doses of Xyrem.” 
	XYREM REMS 
	Xyrem (sodium oxybate) oral solution formulation was approved by the FDA on July 17, 2002 for the treatment of cataplexy in patients with narcolepsy, and on November 18, 2005 for the treatment of excessive daytime sleepiness and cataplexy in patients with narcolepsy.  Sodium oxybate is a controlled substance classified as schedule III in its approved form and as schedule I for illicit use (gamma­hydroxybutyric acid, or GHB, is known as the “date rape drug”) and is also associated with central nervous system
	Xyrem (sodium oxybate) [package insert]. Palo Alto, CA:  Jazz Pharmaceuticals, Inc. Revised April 2015. 
	3 

	5. 
	On the effective date of Food and Drug Administration Amendments Act of 2007 (FDAAA), Xyrem was 
	identified as a product deemed to have in effect an approved REMS because there were elements to assure safe use in effect. As part of the negotiations for a final REMS, Jazz proposed removing the requirement for a single pharmacy and instead allowing certification of multiple pharmacies. Later that year (2009) Jazz also submitted a supplement for a new indication for fibromyalgia, and in that supplement proposed a REMSwith multiple certified pharmacies. FDA rejected the application for fibromyalgia, but di
	of the drug. By early 2011, however, Jazz changed its position and began insisting that the single pharmacy requirement remain.In December 2013, the Agency sent a REMS modification notification letter to Jazz which included required removal of the single pharmacy requirement. Jazz filed a dispute resolution request. When the request was denied, Jazz appealed. On February 27, 2015, in the hopes of bringing the protracted negotiations and dispute to a close, the Agency approved the REMS Jazz proposed (i.e., w
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	Table 1. Abbreviated Summary of Approved Xyrem REMS 
	The goal of the XYREM REMS is to mitigate the risks of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of XYREM by: Informing prescribers, pharmacists, and patients of: the risk of significant CNS and respiratory depression associated with XYREM, the contraindication of use of XYREM w ith sedative hypnotics and alcohol, the potential for abuse, misuse, and overdose associated with XYREM, the safe use, handling, and storage of XYREM Ensuring that pharmacy contr
	Kumar, J. DRISK. Final REMS Review, dated February 27, 2015. 
	4 

	6 
	Implementation Monitor compliance with prescriber, pharmacy, and patient enrollment, maintenance of Central Database System 
	REGULATORY HISTORY 
	The following is a summary of t he regulatory history for the ANDAs for sodium oxybate and Xyrem, relevant to this review: 
	• .
	• .
	• .
	07/07 /2002: The Agency approved Xyrem for the treatment of cataplexy (orphan designation) with restricted distribution under a Risk Management and Action Plan (RiskMAP) called the Xyrem Success Program. The key features of the RiskMAP included: Mandatory enrollment and education of prescribers and patients; restricted distribution of Xyrem dispensed via an exclusive, single central pharmacy by direct shipping after verification of the prescription, and prescriber/ patient information. 

	• .
	• .
	03/ 28/2008: After the FDAAA of 2007 was passed, the Agency published in the Federal Register (FR)14 a list of drugs that were deemed to have an approved REMS and directed holders of approved applications for those products to submit a proposed REMS by September 21, 2008; Xyrem was included in the list of deemed products. 

	• .
	• .
	07/08/2010: The Agency received ANDA 202090 for sodium oxybate oral solution from Roxane . 

	• .
	• .
	10/19/2011: Roxane submitted a proposed REMS for sodium oxybate oral solution. 


	(b)(4J 
	• .

	• 
	• 
	• 
	09/ 27/ 2012: The Agency sent a REMS Notification Letter/"lnformation Request Letter" to 

	TR
	Roxane regarding requirements for a single shared REMS program for Sodium Oxybate Oral 

	TR
	Solution. This letter identified Jennifer Ekelund as the Jazz Pharmaceuticals contact person for 

	TR
	the development of the single shared system (SSS) 

	• 
	• 
	10/ 14/ 2012: Roxane (Gregory Hicks, Associate Director, REMS, Labeling, and Drug Safety) sent 

	TR
	letter to Jennifer Ekelund (Executive Director, Regulatory Affairs, Jazz Pharmaceuticals) to 

	TR
	request a teleconference with appropriate representatives from each company to begin the 

	TR
	process of developing a SSS REMS for sodium oxybate. 

	• 
	• 
	(b)(4! 


	• .
	• .
	• .
	03/20/2013: Roxane received a Complete Response Letter (CRL) for ANDA 202090, which included product quality and labeling deficiencies. The CRL encouraged the Sponsor to work towards a SSS REMS with the innovator or opt to develop and submit a RiskMAP. 

	• .
	• .
	04/16/2013: Roxane submitted an amendment to the proposed REMS in response to receiving the CRLon 03/ 20/2013. 
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	• • 
	• 01/23/2014:  The Agency facilitated a "kick-off" meeting between the Agency, Jazz and ANDA 
	applicants (Roxane, Amneal, to assist in the development of a SSS REMS for sodium oxybate. .  It was determined that Roxane would provide a draft confidential disclosure 
	agreement (CDA) to the group for discussion shortly after the meeting. 
	• 03/05/2014:  Teleconference with Amneal, Roxane, to discuss recent information identified in Jazz’s Q4 2013 earnings call regarding Jazz entering into formal dispute resolution 
	Figure
	with FDA. ANDAs inquired whether they should proceed with REMS negotiations without Jazz 
	until the dispute was resolved. The Agency responded that all parties should continue to work 
	together to form a SSS REMS unless otherwise notified by FDA. • • 
	•. 
	•. 
	•. 
	2/04/2015: Meeting between the Agency and ANDA sponsors to discuss the possibility of a waiver of the SSS requirement and the ANDA sponsors' proposed distribution model for use in a separate REMS. 

	•. 
	•. 
	02/27/2015: The Agency approved the Xyrem REMS, although it contained areas where the Agency was not aligned with Jazz, including the use of the word “diversion” and restriction to a “single, central pharmacy.”  The Agency noted that the action of approving the REMS submitted by Jazz should not be construed or understood as agreement with Jazz that limiting the dispensing to a single pharmacy is the only way to ensure that the benefits of Xyrem outweigh the risks under section 505-1 of the FD&C Act. 

	•. 
	•. 
	06/09/2015: ANDAs met with the Agency and discussed the status of the single shared system negotiations. The Agency and the ANDA applicants discussed the REMS requirements for ANDA applicants if they were to seek a waiver of the SSS requirement and propose a separate REMS. 

	•. 
	•. 
	07/15/2015:  The Agency approved a REMS Modification for Xyrem. The modification included revisions to labeling including: “Xyrem Success Program” modified to “Xyrem REMS Program” and references to a “centralized pharmacy” or a “central pharmacy” revised to “central pharmacy that is specially certified” throughout the Xyrem labeling and Medication Guide to be consistent with the approved REMS. 

	•. 
	•. 
	10/13/2015: The Agency met with the ANDAs and RLD to find out more about the status of the negotiations and understand what the major issues are to accurately assess the status of the development process. 

	•. 
	•. 
	1/20/2016:  The Agency met with the ANDAs as a follow-up to the meetings on 06/09/2015 and 10/13/2015.  The ANDA Sponsors provided a diagram of their proposed Sodium Oxybate REMS Model. During the meeting, the draft diagram was reviewed and the sponsors provided additional information. 

	•. 
	•. 
	03/23/2016: Teleconference between Jazz, the sodium oxybate ANDAs, and the Agency to provide the Agency with a status of SSS negotiations. The Agency was made aware that the sponsors still have not agreed on basic terms such as voting rights. 

	•. 
	•. 
	04/08/2016: The ANDAs submitted a draft shared sodium oxybate REMS Document, Appended Materials, and Supporting Document developed jointed by the current Sodium Oxybate ANDA Sponsors. 

	•. 
	•. 
	05/06/2016: Teleconference between the Agency and the ANDA sponsor group to clarify components of the proposed sodium oxybate ANDA REMS submission. The ANDA sponsor group clarified that an electronic telecommunication system or “switch system” would be used to check prescriptions within the separate, distinct, REMS databases.  The Agency communicated that an updated Supporting Document was needed to provide details of the REMS functionality. 

	•. 
	•. 
	06/06/2016:  A REMS amendment was submitted by the ANDAs to include proposed changes to the Sodium Oxybate REMS Supporting Document. 

	•. 
	•. 
	06/16/2016: Teleconference between the Agency and the ANDA sponsor group to discuss Agency proposed changes to the Sodium Oxybate REMS and discuss procedural timelines for implementation of the REMS program. The Agency proposed to mitigate the risk of duplicate dispensing by requiring the ANDA pharmacies to report all prescriptions received for sodium oxybate and report and verify disenrollment of prescribers/patients that is specifically related to abuse, misuse, and diversion to the Xyrem REMS Program Cen

	•. 
	•. 
	7/21/2016:  Teleconference between the Agency and the ANDA sponsor group during which the Agency provided feedback on its initial review of the proposed Sodium Oxybate REMS Document, Supporting Document, and Appended Materials. 

	•. 
	•. 
	8/22/2016: A REMS amendment was submitted by the ANDAs to include proposed changes to the Sodium Oxybate REMS Document, Supporting Document and Appended Materials. 

	•. 
	•. 
	9/1/2016: The DRISK REMS review finalized in DARRTS reflected the comments discussed with the Applicant group on 7/21/2016 

	•. 
	•. 
	9/2/2016: An Information Request (IR) was sent to the ANDAs requesting clarification of the disenrollment process including time to disenrollment from the initial decision to disenroll and how patient and prescriber data will be reflected in the databases post-enrollment. 

	• 
	• 
	9/9/2016: An IR was sent to the ANDAs requesting clarification of terms necessary to describe 


	• 
	8. 
	9. 
	the databases, the definition of 
	” with regard to enrollment status, and the 
	Figure

	necessity to qualify the patient database as “enrolled patient database.” 
	•. 9/14/2016: The Applicant Group submitted an IR response via email for both the 9/2/2016 and 9/9/2016 IRs clarifying the disenrollment process, terms necessary to describe the databases, 
	and agreed to remove the term
	 to describe enrollment status and the term 
	Figure

	“enrolled” to describe the patient database. 
	4 Results of the Review of the Applicant Holders Proposed REMS 
	The Applicant group has submitted amendments integrating comments addressed in the DRISK 9/1/2016 reviewto their proposed REMS; however, more changes are required. Provided the Applicant group makes all necessary changes outlined in this review, this would allow for submission of a REMS that DRISK could find acceptable. A summary of the proposed ANDA REMS and respective Reviewer Comments follows: 
	5 

	REMS GOALS 
	The proposed goals of the Sodium Oxybate REMS are the same as in the Xyrem REMS. 
	Reviewer Comment: .The proposed goals are acceptable to DRISK.. 
	REMS ELEMENTS 
	Medication Guide 
	The Sodium Oxybate REMS website address and the telephone number for the REMS call center should be included in the Medication Guide. The Office of Generic Drugs (OGD) Division of Labeling Review will 
	review the Medication Guide (MG) during their review of the label for ANDAs 
	Figure
	203631, 203351, 202090, and provide their comments under separate cover. 
	Elements to Assure Safe Use 
	Any modifications proposed by the Applicant Group are described in detail below. Changes that have been accepted by the Applicant Group have been omitted but will be retained in final documents (see attached redlined documents for further information). The text below focuses on new proposed text submitted by the Applicant Group. 
	General Reviewer Comments:. Overall, the Applicant Group accepted the changes addresssed in the DRISK review from 9/1/2016,. 
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	Reference ID: 3997415 
	8. Appendices. 
	1. Amneal Pharmaceuticals, Ohm Laboratories Inc., Roxane Laboratories Inc., Proposed REMS for Sodium Oxybate ANDAs , 203631, 203351, 202090, dated April 8, 2016, amended June 
	MATERIALS REVIEWED 
	The following is a list of materials informing this review: 
	6, 2016. 
	2.. 
	2.. 
	2.. 
	FDA.  Division of Neurology Products. Supplement Approval for NDA 21196, dated July 15, 2015. 

	3.. 
	3.. 
	Kumar, J. Division of Risk Management. Evaluation of proposed shared ANDa REMS for sodium oxybate, dated September 1, 2016 
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	1.. 
	1.. 
	Red-lined Sodium Oxybate REMS Document 

	2.. 
	2.. 
	2.. 
	Red-lined Sodium Oxybate Appended Materials 

	a.. 
	a.. 
	a.. 
	Sodium Oxybate REMS Program Supporting Document 

	b.. 
	b.. 
	Sodium Oxybate REMS Program Prescriber Enrollment Form 

	c.. 
	c.. 
	Sodium Oxybate REMS Program Prescriber Brochure 

	d.. 
	d.. 
	Sodium Oxybate REMS Program Patient Enrollment Form 

	e.. 
	e.. 
	Sodium Oxybate REMS Program Prescription Form 

	f.. 
	f.. 
	Sodium Oxybate REMS Program Quick Start Guide for Patient 

	g.. 
	g.. 
	Sodium Oxybate REMS Program Certified Pharmacy Training Modules A and B 

	h.. 
	h.. 
	Sodium Oxybate REMS Program Patient Counseling Checklist 

	i.. 
	i.. 
	Sodium Oxybate REMS Program Risk Management Report 

	j.. 
	j.. 
	Sodium Oxybate REMS Program Pharmacy Enrollment Form 

	k.. 
	k.. 
	Sodium Oxybate REMS Program Website 
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	*** This document contains proprietary and confidential information that should not be released to the public. *** 
	1. 
	Table of Contents 
	1 Executive Summary. 
	This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation and mitigation strategy (REMS) for generic products referencing Xyrem (sodium oxybate), received by the Office of Generic Drugs (OGD) on April 8, 2016, and amended on June 6, 2016, by the abbreviated 
	new drug applications (ANDAs): Amneal 
	Pharmaceuticals (ANDA 203631), Ohm Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090). Per statutory requirements described in section 505-1(h)(9)(i)(1) of the Food, Drug, and Cosmetic Act (FDCA) as amended by the Food and Drug Administration Amendments Act (FDAAA), the ANDAs of sodium oxybate shall use a single shared system (SSS) REMS with the RLD unless FDA waives that requirement and permits the ANDAs to use a different, but comparable aspect of the elements to assure safe use (
	The Xyrem REMS, approved on February 27, 2015 and most recently modified on July 15, 2015, includes a Medication Guide (MG) and ETASU to mitigate the risks of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversionof Xyrem. 
	1 

	The generic sodium oxybate applicants submitted a separate proposed REMS, herein referred to as the ANDA REMS, which has the same goals and the same ETASU as the Xyrem REMS. It proposes operational differences in certain aspects of the ETASU which, with the requested changes described below, will be comparable to the Xyrem REMS. DRISK believes the proposed REMS for sodium oxybate, with required DRISK edits, will achieve the same level of patient safety as the approved Xyrem REMS. The Applicant’s proposed AN
	pharmacies; 2) proposing the use of multiple 
	 pharmacies (i.e., mail order pharmacies), use 
	Figure

	of a duplicate claim safeguard; and 3) use of multiple databases which are connected through an electronic telecommunication verification, commonly referred to as a “switch system.” This review provides preliminary comments that include edits to the REMS document to remove reference to payers and comments on the duplicate claim safeguard provision, revisions to the Supporting Document to include more details of operations, and general comments to Appended Materials. 
	3 
	2 Introduction. 
	This review by the Division of Risk Management (DRISK) evaluates the proposed shared risk evaluation and mitigation strategy (REMS) for sodium oxybate oral solution (received on April 8, 2016, and amended on June 6, 2016) submitted by following the abbreviated new drug applications (ANDAs): 
	Amneal Pharmaceuticals (ANDA 203631), Ohm 
	Laboratories Inc. (ANDA 203351), and Roxane Laboratories Inc. (ANDA 202090), herein referred to in this review as the Applicant Group. 
	3 Background 
	3.1 PRODUCT INFORMATION 
	Xyrem (sodium oxybate), a Schedule III controlled substance, is the sodium salt of gammahydroxybutyrate (GHB). GHB is a potent central nervous system depressant. Xyrem was approved under subpart H6 in 2002 for the treatment of cataplexy in narcolepsy and in 2005 for the treatment of excessive daytime sleepiness (EDS) in narcolepsy. 
	The recommended starting dose is 4.5 grams (g) per night administered orally in two equal, divided doses: 2.25 g at bedtime and 2.25 g taken 2.5 to 4 hours later (see Table 1). 
	Table 1. Xyrem Dose Regimen 
	Table 1. Xyrem Dose Regimen 
	Table 1. Xyrem Dose Regimen 

	If a Patient’s Total Nightly Dose is: 
	If a Patient’s Total Nightly Dose is: 
	Take at Bedtime: 
	Take 2.5-4 hours later: 

	4.5 g/night 
	4.5 g/night 
	2.25 g 
	2.25 g 

	6.0 g/night 
	6.0 g/night 
	3.0 g 
	3.0 g 

	7.5 g/night 
	7.5 g/night 
	3.75 g 
	3.75 g 

	9.0 g/night 
	9.0 g/night 
	4.5 g 
	4.5 g 


	Recommended dosing states to increase the dose by 1.5 g per night at weekly intervals (additional 0.75 g at bedtime and 0.75 g taken 2.5 to 4 hours later) to the effective dose range of 6 g to 9 g per night orally. As stated in the package insert, doses higher than 9 g per night have not been studied and should not ordinarily be administered.
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	The MG includes the following instructions. “Take your first Xyrem dose at bedtime while you are in bed/ Take your second Xyrem dose 2 ½ to 4 hours after you take your first Xyrem dose. You may want to set an alarm clock to make sure you wake up to take your second Xyrem dose. You should remain in bed 
	after taking the first and second doses of Xyrem/” 
	4. 
	3.2 XYREM REMS 
	Xyrem (sodium oxybate) oral solution formulation was approved by the FDA on July 17, 2002 for the treatment of cataplexy in patients with narcolepsy, and on November 18, 2005 for the treatment of excessive daytime sleepiness and cataplexy in patients with narcolepsy.  Sodium oxybate is a controlled substance classified as schedule III in its approved form and as schedule I for illicit use (gamma­hydroxybutyric acid, or GHB, is known as the “date rape drug”) and is also associated with central nervous system
	On the effective date of Food and Drug Administration Amendments Act of 2007 (FDAAA), Xyrem was identified as a product deemed to have in effect an approved REMS because there were elements to assure safe use in effect. As part of the negotiations for a final REMS Jazz proposed removing the requirement for a single pharmacy and instead allowing certification of multiple pharmacies.  Later that year (2009) Jazz also submitted a supplement for a new indication for fibromyalgia, and in that supplement proposed
	3 

	Kumar, J. DRISK. Final REMS Review, dated February 27, 2015.  5 
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	Table 1. Abbreviated Summary of Approved Xyrem REMS 
	The goal of the XYREM REMS is to mitigate the risks ofserious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of XYREM by: Informing prescribers, pharmacists, and patients of: the risk of significant CNS and respiratory depression associated with XYREM, the contraindication of use of XYREM with sedative hypnotics and alcohol, the potential for abuse, misuse, and overdose associated with XYREM, the safe use, handling, and storage of XYREM Ensuring that pharmacy control
	3.3 REGULATORY HISTORY 
	The following is a summary of the regulatory history for the ANDAs for sodium oxybate and Xyrem, relevant to this review: 
	• .
	• .
	• .
	07/07/2002: The Agency approved Xyrem for the treatment of cataplexy (orphan designation) with restricted distribution under a Risk Management and Action Plan (RiskMAP) called the Xyrem Success Program. The key features of the RiskMAP included: M andatory enrollment and education of prescribers and patients; restricted dist ribution of Xyrem dispensed via an exclusive, single central pharmacy by direct shipping after verification of the prescription, and prescriber/patient information. 

	• .
	• .
	03/28/2008: After the FDAAA of 2007 was passed, the Agency published in the Federal Register (FR)14 a list of drugs t hat were deemed to have an approved REMS and directed holders of approved applications for those products to submit a proposed REMS by September 21, 2008; Xyrem was included in the list of deemed products. 

	• .
	• .
	07/08/2010: The Agency received ANDA 202090 for sodium oxybate oral solution from Roxane. 

	• .
	• .
	10/19/2011: Roxane submitted a proposed REMS for sodium oxybate oral solution. 


	• .Cbm1 
	• .09/27/2012: The Agency sent a REMS Notification Letter/"lnformation Request Letter" to 
	Roxane regarding requirements for a single shared REMS program for Sodium Oxybate Oral 6 
	Reference ID: 3980531 
	Solution.  This letter identified Jennifer Ekelund as the Jazz Pharmaceuticals contact person for the development of the single shared system 
	. 10/14/2012: Roxane (Gregory Hicks, Associate Director, REMS, Labeling, and Drug Safety) sent letter to Jennifer Ekelund (Executive Director, Regulatory Affairs, Jazz Pharmaceuticals) to request a teleconference with appropriate representatives from each company to begin the process of developing a single shared system REMS for sodium oxybate. 
	 
	. 03/20/2013: Roxane received a Complete Response Letter (CRL) for ANDA 202090, which included product quality and labeling deficiencies.  The CRL encouraged the Sponsor to work towards a single-shared system REMS with the innovator or opt to develop and submit a RiskMAP. 
	. 04/16/2013: Roxane submitted an amendment to the proposed REMS in response to receiving the CRL on 03/20/2013. 

	  
	  
	. 01/23/2014: The Agency facilitated a "kick-off" meeting between the Agency, Jazz and ANDA 
	Agreement (CDA) to the group for discussion shortly after the meeting. 
	 03/05/2014: Teleconference with Amneal, Roxane,  to discuss recent information identified in Jazz’s Q4 2013 earnings call regarding Jazz entering into formal dispute resolution with FDA. ANDAs inquired whether they should proceed with REMS negotiations without Jazz until the dispute was resolved. The Agency responded that all parties should continue to work together to form a SSS REMS unless otherwise notified by FDA. 
	Figure
	applicants (Roxane, Amneal, ) to assist in the development of a SSS REMS for sodium oxybate.   It was determined that Roxane would provide a draft Confidential Disclosure 
	  
	. 2/04/2015: Meeting between the Agency and ANDA sponsors to discuss the possibility of a waiver of the SSS requirement and the ANDA sponsors' proposed distribution model for use in a separate REMS. 
	. 02/27/2015: The Agency approved the Xyrem REMS, although it contained areas where the 
	!gency was not aligned with Jazz, including the use of the word “diversion” and restriction to a 
	7 
	“single, central pharmacy/” The !gency noted that the action of approving the REMS submitted by Jazz should not be construed or understood as agreement with Jazz that limiting the dispensing to a single pharmacy is the only way to ensure that the benefits of Xyrem outweigh the risks under section 505-1 of the FD&C Act. 
	. 06/09/2015: ANDAs met with the Agency and discussed the status of the single shared system negotiations. The Agency and the ANDA applicants discussed the REMS requirements for ANDA applicants if they were to seek a waiver of the SSS requirement and propose a separate REMS.. 
	. 07/15/2015: The Agency approved a REMS Modification for Xyrem.  The modification included revisions to labeling including. “Xyrem Success Program” modified to “Xyrem REMS Program” and references to a “centralized pharmacy” or a “central pharmacy” revised to “central pharmacy that is specially certified” throughout the Xyrem labeling and Medication Guide to be consistent with the approved REMS. 
	 . 
	. 10/13/2015: The Agency met with the ANDAs and RLD to find out more about the status of the negotiations and understand what the major issues are to accurately assess the status of the development process. 
	. 1/20/2016: The Agency met with the ANDAs as a follow-up to the meetings on 06/09/2015 and 10/13/2015. The ANDA Sponsors provided a diagram of their proposed Sodium Oxybate REMS Model. During the meeting, the draft diagram was reviewed and the sponsors provided additional information. 
	. 03/23/2016: Teleconference between Jazz, the sodium oxybate ANDAs, and the Agency to provide the Agency with a status of SSS negotiations.  The Agency was made aware that the sponsors still have not agreed on basic terms such as voting rights.  
	. 04/08/2016: The ANDAs submitted a draft shared sodium oxybate REMS Document, Appended Materials, and Supporting Document developed jointed by the current Sodium Oxybate ANDA Sponsors. 
	. 05/06/2016: Teleconference between the Agency and the ANDA sponsor group to clarify components of the proposed sodium oxybate ANDA REMS submission.  The ANDA sponsor group clarified that a switch system would be used to check prescriptions within the separate, distinct, REMS databases. The Agency communicated that an updated Supporting Document was needed to provide details of the REMS functionality. 
	. 06/06/2016: A REMS amendment was submitted by the ANDAs to include proposed changes to the Sodium Oxybate REMS Supporting Document. 
	. 06/16/2016: Teleconference between the Agency and the ANDA sponsor group to discuss Agency proposed changes to the Sodium Oxybate REMS and discuss procedural timelines for implementation of the REMS program. The Agency proposed to mitigate the risk of duplicate dispensing by requiring the ANDA pharmacies to report all prescriptions received for sodium 
	8 
	oxybate and report and verify disenrollment of prescribers/patients that is specifically related to abuse, misuse, and diversion to the Xyrem REMS Program Central Database. 
	. 7/21/2016: Teleconference between the Agency and the ANDA sponsor group during which the Agency provided feedback on its initial review of the proposed Sodium Oxybate REMS Document, Supporting Document, and Appended Materials. 
	4. Results of the Review of the Applicant Holders Proposed REMS 
	The applicants for sodium oxybate submitted a proposed REMS, which, with the required edits described in this review, will be comparable to the Xyrem REMS. If DRISK identifies additional necessary changes in amended sponsor’s submissions-they will be addressed in subsequent DRISK reviews. The operational differences in the proposed program are expected to achieve the same level of safety. 
	A summary of the proposed ANDA REMS and respective Reviewer Comments follows: 
	4.1 REMS GOALS 
	The proposed goals of the Sodium Oxybate REMS are the same as in the Xyrem REMS. 
	Reviewer Comment:. The proposed goals are acceptable to DRISK.  .
	4.2 REMS ELEMENTS 
	4.2.1 Medication Guide (MG) 
	The Sodium Oxybate REMS website address and the telephone number for the REMS call center should be included in the MG. The Office of Generic Drugs (OGD) Division of Labeling Review will review the 
	MG during their review of the label for 
	, 203631, 203351, 
	202090, and provide their comments under separate cover. 
	4.2.2 Elements to Assure Safe Use 
	1.. Healthcare providers who prescribe sodium oxybate must be specially certified 
	a.. Sodium Oxybate REMS Program Sponsors will ensure that healthcare providers who prescribe sodium oxybate are certified in the Sodium Oxybate REMS Program. To become certified to prescribe sodium oxybate, each prescriber must complete and submit to the Sodium Oxybate REMS Program the Sodium Oxybate REMS Program Prescriber Enrollment Form, which includes the prescriber agreeing to: 
	i. 
	i. 
	i. 
	Review the sodium oxybate Prescribing Information (PI) and the Sodium Oxybate 

	TR
	REMS Program Prescriber Brochure. 

	ii. 
	ii. 
	Screen each patient for whom sodium oxybate is prescribed for: 

	TR
	1) 
	History of alcohol or substance abuse 

	TR
	2) 
	History of sleep-related breathing disorders 

	TR
	3) 
	History of compromised respiratory function 

	TR
	4) 
	Concomitant use of sedative hypnotics, other CNS depressants, or other 

	TR
	potentially interacting agents 

	TR
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	/s/ 
	JASMINDER N KUMAR 09/01/2016 
	CYNTHIA L LACIVITA 09/01/2016 Concur 
	ANDA 202090. 
	PRE-APPROVAL REMS NOTIFICATION 
	Roxane Laboratories Inc. Attention: Gregory Hicks 1809 Wilson Road Columbus, OH 43228 
	Dear Mr. Hicks: 
	Please refer to your pending Abbreviated New Drug Application (ANDA) submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FDCA) for sodium oxybate oral solution, 500 mg/mL. 
	We refer to your risk evaluation and mitigation strategy (REMS) submission dated October 19, 2011 and your risk minimization action plan (RiskMAP) submission dated April 16, 2013. 
	We refer to our letter dated September 27, 2012, informing you that a REMS is necessary for products containing sodium oxybate to ensure that the benefits of the drug outweigh the risk of developing central nervous system and respiratory depression, and the potential for abuse, misuse, and overdose associated with sodium oxybate.  In addition, we informed you that Xyrem (sodium oxybate) is deemed to have in effect an approved REMS under section 909(b)(1) of the Food and Drug Administration Amendments Act (F
	To facilitate the development of a single shared system REMS with the listed drug, please submit a REMS document based on the attached sodium oxybate REMS template document.  The REMS program will be required to include the following elements: Medication Guide, elements to assure safe use including prescriber certification, pharmacy certification, and documentation of safe use conditions, and an implementation system.  Your REMS submission should include two parts: a “proposed REMS” and a “REMS supporting d
	A multiple-sponsor meeting will be held with the Agency in January, 2014, to facilitate the development of the single shared system REMS program. 
	Use the following designator at the top of the first page of your proposed REMS submission in bold, capital letters: 
	AMENDMENT FOR ANDA 202090 PROPOSED REMS 
	If you have any questions, call Tina Nhu, Regulatory Project Manager at (240) 276-8548. 
	Sincerely yours, 
	{See appended electronic signature page} 
	Kathleen Uhl, M.D. Acting Director Office of Generic Drugs Center for Drug Evaluation and Research 
	Enclosures: REMS document 
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MARY J DEMPSEY 01/13/2014 entered into DARRTS on behalf of Tina Nhu 
	KATHLEEN UHL 01/13/2014 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 202090. 
	ADMINISTRATIVE and CORRESPONDENCE. 
	DOCUMENTS. 
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	Food and Drug Administration 
	Food and Drug Administration 
	Food and Drug Administration 
	IDocument No.: 
	IVersion: 

	CDER I Office of Generic Drugs 
	CDER I Office of Generic Drugs 
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	Document Status: Approved 


	Title: Approval Routing Summary Form IAuthor: Heather Strandberg 
	App1·oval Type: IZJ FULL APPROVAL 0 TENTATIVE APPROVAL 0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) 
	RPM: John Ibrahim Team: Approval Date: 1117/2017 D PI D PII D Piii IZJ PIV (eligible for 180 day exclusivity IZJ Yes D No) D MOU IZI RX or D OTC 
	ANDA #: 202090 Applicant: Roxane Laboratories, Inc. Established Product Name: Sodium Oxybate Oral Solution, 500 mg/mL 
	Basis of Submission (RLD): Xyrem/NDA 021196 
	(Is ANDA based on an approved Suitability Petition? D Yes IZJ No) .Does the ANDA contain REMS? IZJ Yes D N 0 (IfYES, initiate approval action 6 weeks prior to target action date) .
	Re!mlatorv Proiect Mana!!er Evaluation: Date: 9/9/2016 
	IZJ Date last Complete Response (CR) letter was issued --Date 9/19/2013 D Previously reviewed and tentatively approved (ifapplicable) ---Date NIA 
	Date ofAoolication 7/8/2010 I Original Received Date 7/8/2010 I Date Acceptable for Filing 7/8/2010 YES 
	NO All submissions have been reviewed and relevant disciplines are adequate and finalized in the platform (Date or N/A) 
	IZI 
	D 
	Date ofAcceptable Quality 8/21/2013 
	Date ofAcceptable Quality 8/21/2013 
	Ifapplicable: 

	Date ofAcceptable Dissolution NIA 
	Date ofAcceptable Dissolution NIA 
	Date ofAcceptable Microbiology NI A 

	Date ofAcceptable Bioequivalence 3/29/2011 
	Date ofAcceptable Clinical Review NI A Date ofAcceptable Labeling 7/26/2016 
	Date ofAcceptable REMS 1113/2017 
	Are consults pending for any discipline? 
	Has there been an amendment providing for a major change in fonnulation or new strength since filing? 
	D 
	IZI 
	D 
	IZI 
	IfYES~Verifv a second filing review was completed and that all disciplines comoleted new reviews D .D .
	Is there a pending Citizen Petition (CP)? 
	IZI 
	Overall OC Recommendation is acceptable (EES is acceptable) Date Acceptable: 4/16/2015 Re-evaluation Date: 
	IZI 
	D 
	OSI Clinical Endpoint and Bioequivalence Site Inspections are acceptable .Is ANDA a Priority Approval (First generic, drng shottage, PEPFAR, other OGD Cormmmications priorities)? .
	IZI 
	D 
	IZI 
	D 
	IfYES ~Email OGD Commwucations Staff(OGDREQUEST) 30 to 60 days prior to approval, Date emailed __ 
	Drafl. Al!J2.roval/Tentative Ae.e.roval Letter 
	Approval/Tentative Approval letter is drafted and uploaded to the Final Decision task 
	IZI 
	D 
	Review Discie.line/Division Endorsements 
	IZI 
	IZI 
	IZI 
	D 
	Division ofLegal and Regulatory Support Endorsement completed, Date 1117/2017 

	IZI 
	IZI 
	D 
	Paragraph IV Evaluation completed (ifapplicable), Date 1/16/2017 

	IZI 
	IZI 
	D 
	Quality Endorsement completed, Date 12/27/2016 

	IZI 
	IZI 
	D 
	Bioequivalence Endorsement completed, Date 12/19/2016 

	IZI 
	IZI 
	D 
	Labeling Endorsement completed, Date 1/6/2017 

	IZI 
	IZI 
	D 
	REMS Endorsement (if applicable), Date 1117/2017 


	RPM Team Leader Endorsement and Action Packag,e Veri(ication 
	IZI D RPM Team Leader Endorsement completed, Date 1117/2017 
	Final Decision and Letter Si!!n-off 
	IZI 
	IZI 
	IZI 
	D 
	Final Decision recommending approval/tentative aooroval completed, Date 1117/2017 

	IZI 
	IZI 
	D 
	Approval/Tentative Approval letter electronically signed, Date: 1117/201 7 


	Pro[ect Close-Out 
	IZI 
	IZI 
	IZI 
	D 
	Notify applicant of approval and provide a courtesy copy ofthe electronically signed letter 

	D 
	D 
	IZI 
	Is there a Post Marketing Agreement (PMA)? IF YES ~Send email to PMA coordinator, Date emailed NIA 

	~ 
	~ 
	D 
	Email OGD Approval distribution list (CDER-OGDAPPROV ALS) with approval information 
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	Please ensure you are using the most current version of this Form. It is available at: OGO OMS Approved Documents 
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	Title: Approval Routing Summary Form .IAuthor: Heather Strandberg 
	This page to be completed by the RPM ANDA APPROVAL ROUTING SUMMARY ENDORSEMENTS AND FINAL DECISION 
	1. .Division ofLegal and Regulatory Support Endorsement Date: 12/6/2016 Name/Title: HS 
	Contains GDEA ce1t ification: Yes~ No o 
	Contains GDEA ce1t ification: Yes~ No o 
	Contains GDEA ce1t ification: Yes~ No o 

	(required ifsub after 6/1192) 
	(required ifsub after 6/1192) 
	Pediat1i c Exclusivity System 

	TR
	RLD = Xyrem NDA# 21196 Date Checked 12/6/2016 Nothing Submitted D Written request issued D Study Submitted D 

	Patent/Exclusivity Ce1tification: Yes~ No o IfPara. IV Ce1tification-did applicant: Notify patent holder/NDA holder Yes~ No o Was applicant sued w/in 45 days: Yes~ No o Has case been settled: Yes o No ~ Date settled: Is applicant eligible for 180 day Yes Is a forfeimre memo needed: Yes~ No o Ifyes, has it been completed 
	Patent/Exclusivity Ce1tification: Yes~ No o IfPara. IV Ce1tification-did applicant: Notify patent holder/NDA holder Yes~ No o Was applicant sued w/in 45 days: Yes~ No o Has case been settled: Yes o No ~ Date settled: Is applicant eligible for 180 day Yes Is a forfeimre memo needed: Yes~ No o Ifyes, has it been completed 

	Generic Dmgs Exclusivity for each strength: Yes ~ No o 
	Generic Dmgs Exclusivity for each strength: Yes ~ No o 

	Date of latest Labeling Review/Aooroval Summary 
	Date of latest Labeling Review/Aooroval Summary 

	Any filing stanis changes requidng addition Labeling Review Yes o No o D Type ofLetter: ~APPROVAL 0 TENTATIVE APPROVAL 0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) O OTHER: Comments: ANDA submitted on 7/8/2010, BOS= Xyrem, NDA 21196. Provided PIV ce1t ification to the '889, '219, and '730 patents. Provided an exclusivity statement to address ODE listed in the OB at the time ofsubmission. Roxane will not market their product pdor to expiration ofthe ODE on 11118/2012. Patent amendment received prior to ANDA acknow
	Any filing stanis changes requidng addition Labeling Review Yes o No o D Type ofLetter: ~APPROVAL 0 TENTATIVE APPROVAL 0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) O OTHER: Comments: ANDA submitted on 7/8/2010, BOS= Xyrem, NDA 21196. Provided PIV ce1t ification to the '889, '219, and '730 patents. Provided an exclusivity statement to address ODE listed in the OB at the time ofsubmission. Roxane will not market their product pdor to expiration ofthe ODE on 11118/2012. Patent amendment received prior to ANDA acknow


	Lead Division: Program Management Effective Date: 10/1/2014 Page 2of 13 Evidence ofreview and approval can be located on the corresponding signature sheet on file with QMS. 
	Please ensure you are using the most current version of this Form. It is available at: OGO OMS Approved Documents 
	Figure
	Food and Drug Administration 
	Food and Drug Administration 
	Food and Drug Administration 
	IDocument No.: 
	IVersion: 

	CDER I Office of Generic Drugs 
	CDER I Office of Generic Drugs 
	4000-LPS-066 
	01 

	TR
	Document Status: Approved 
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	provided PIV ce1tification to the newly listed '059 patent. The ' 059 patent was received for listing in the OB Ullder NDA 21196 on 2/24/201 1. The patent was issued by the US PTO on 2/22/2011 and is timely filed for the NDA. It is considered later listed for this ANDA. 
	Patent Amendment rec'd 7/17/2012 -provided documentation ofrec.eipt ofnotice sent via USPS for the '506 and '059 patents. RR provided for notice sent to Brnce Cozzad, Jazz Pha1maceuticals (Palo Alto, CA) delivered 1114/2011, General Counsel Silicon Valley Bank (San Francisco, CA) delivered 1114/2011, and Carol Gamble, Jazz Pha1maceuticals (Palo Alto, CA) delive1y receipt is signed but not dated. RR provided for notice sent to Brnce Cozzad, Jazz Phaimaceuticals (Palo Alto, CA) delivered 4/4/2011, Cai·ol Gamb
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	patent and CA No. 16-0469 filed on 1/27/2016 for infringement ofthe ' 302 patent. These patents are considered later listed and litigation does not create a 30 month stay ofapproval. In the cover letter, Roxane also confinns that litigation wit CA No. 10-6108 remains ongoing. Patent Amendment rec'd 11/16/2016 -submitted in response to requests from FDA sent 1117/2016 and 11110/2016, requesting an update oflitigation status for all listed patents. Roxane provided copies ofthe following complaints, not previo
	Patent Smnmary: '889 patent -PIV; sued, CA No. 10-6108, ongoing, 30 month stay expired 4/25/2013 '219 patent -PIV; sued, CA No. 10-6108, ongoing, 30 montl1 stay expired 4/25/2013 '730 patent -PIV; sued, CA No. 10-6108, ongoing, 30 montl1 stay expired 4/25/2013 '106 patent -PIV (later listed); sued, CA No. 10-6108, ongoing ' 107 patent -PIV (later listed); sued, CA No. 10-6108, ongoing '506 patent -PIV (later listed); sued, CA No. 11-0660, consolidated with CA No. 10-6108, ongoing '059 patent -PIV (later lis
	Roxane was the first applicant to file a substantially complete application containing a PIV ce1tification for this dmg product. In order to retain eligibility for 180 day exclusivity for these strengths this ANDA needed to secme TA within 40 months ofthe valid submission date of7/8/2010. This 40 month date was 11/8/2013. The agency is drafting a fo1feitme memo to dete1mine whether Roxane forfeited eligibility for 180 day exclusivity for this diug product. It is noted that this ANDA fell into the coho1t ofs
	1133 (a)(l)(B)). 
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	Regardless of the agency's decision related to 180 day exclusivity, this ANDA is eligible for immediate Full Approval. .Roxane has provided PIV ce11ifications to all listed patents protecting the RLD. Roxane was sued on all patents except for .the '988and'182 patents. Only the '889, '219, and '730 patents were listed at the time ofANDA submission. Litigation .w11 to these patents created an automatic 30 month stay which expired on 4/25/2013. The remaining patents were later .listed and litigation with respe
	Pending CP referencing sodium oxybate, FDA-2016-P-2672: Requests that FDA refuse to approve any sodium oxybate .ANDA that does not include in its proposed labeling the po11ions ofthe Xyrem package inse11 and REMS related to .divalproex. It is noted that the proposed labeling and REMS submitted for ANDA 202090 retains information related to .divalproex. The agency will respond to the petition on the same date as approval. .
	Update 1111/2017: .Per memorandum dated J anuaiy 11, 2017, the Agency detennined that there was a change in review of the requirements .for approval such that Roxane did not forfeit eligibility for 180 day exclusivity. This ANDA is eligible for immediate Full .Approval and should be granted 180 day exclusivity as the first applicant to provide PIV ce11ification to the '889, '219, .and '730 patents. .
	Update 1117/2017: Patent amendment rec'd 1113/2017 -revised patent ce11ification to include PIV ce11ification to the newly listed '4 26 patent. The '426 patent was 01iginally submitted for listing in the OB under NDA 21196 on 12/6/2016. The patent was resubmitted on 12/2112016 and 1110/2017 with additional or coITected information requested by the OB staff. The patent was issued by the USPTO on 1118/2016. The patent was resubmitted within 15 days ofeach OB request, therefore the patent is considered timely 
	This ANDA is still eligible for immediate Full Approval for the reasons set fo1th above, and should be granted 180-day exclusivity as the first applicant to submit a substantially complete ANDA with pai·agraph IV ce11ification to the '889, '219, and '730 patents. 
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	2. Paragraph IV Evaluation (for ANDAs with PIV certifications or other controversial regulatory issues) 
	Date: _ Name/Title: _ Comments: 
	Or see corresponding endorsement task under the ANDA project within the platform 
	3. .Quality Endorsement by the Office ofPharmaceutical Science 
	Date: _ Name/Title: _ Comments: 
	Or see corresponding endorsement task under the ANDA project within the platform 
	4. .Bioequivalence Endorsement 
	Date: __Name/Title: __ Comments: 
	Or see corresponding endorsement task under the ANDA project within the platform 
	5. .Labeling Endorsement Date: __Name/Title: __ Comments: 
	Or see corresponding endorsement task under the ANDA project within the platform 
	6. .REMS Endorsement 
	Date: _ Name/Title:_ Comments: 
	Or see corresponding endorsement task under the ANDA project within the platform 
	7. .RPM Team Leader Endorsement 
	Date: _ Name/Title: _ Comments: 
	Or see corresponding endorsement task under the ANDA project within the platform 
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	8. .Final Decision Date: 1/17/2017 Name/Title: cab 
	Para.IV Patent Ce1t: Yes ~Dn No o .Pending Legal Action: Yes ~O Noo .Petition: Yes ~ No o .Entered to APTrack database ~ .GDUFA User Fee Obligation Stanis Met~ Unmet o .Press Release Acceptable o .First Genetic Approval o .PD or Clinical for BE o .Special Scientific or Reg. Issue o .
	Date PETS checked for first generic mug __ 
	Comments: 
	ANDA received on 7/8/2010. The BOS = Xyrem, NDA 021196, Jau Pharmaceuticals fuc. The applicant provided PIV ce1tifications to all patents, '889, '219, '730, '106, '107, '506, '059, '650, '275, '988, '182, '963, '306, '619, '062, '302, and '426. The applicant notified the RLD and was sued within 45 days. The 30 month stay pe1taining to patents '219 and'730 expired on 4/25/13. The other patents were submitted after the application was submitted and therefore do not create a statutory stay of approval if sued.
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	 MEMORANDUM. 
	DATE:
	DATE:
	DATE:
	 January 17, 2017 

	TO: 
	TO: 
	Abbreviated New Drug Applications (ANDAs) for sodium oxybate oral 

	TR
	solution products 


	ANDA 202090 - Roxane Laboratories, Inc. (Roxane) ANDA 203351 - Ohm Laboratories, Inc. (Ohm) ANDA 203631 - Amneal Pharmaceuticals (Amneal) THROUGH 
	Senior Regulatory Counsel .Office of Regulatory Policy .
	FROM: .Trueman W. Sharp, M.D., M.P.H.   Deputy Director Office of Bioequivalence Office of Generic Drugs 
	SUBJECT: .Decision to waive the requirement for a single, shared system REMS for sodium oxybate oral solution  
	Executive Summary 
	This memorandum explains the Food and Drug Administration’s (FDA’s or the Agency’s) decision to waive the requirement for a single, shared system (SSS) risk evaluation and mitigation strategy (REMS) for sodium oxybate oral solution drug products (sodium oxybate).  Each applicant listed above currently has pending an abbreviated new drug application (ANDA) referencing Xyrem (sodium oxybate) Oral Solution (Xyrem), a product marketed under a new drug application (NDA) held by Jazz 
	1. 
	1. 

	Phaimaceuticals (Jazz), as the reference listed chug (RLD). Xyrem is approved with a REMS that includes elements to assure safe use (ETASU).
	1 

	Section 505-l(i)(l)(B) of the Federal Food, Drng, and Cosmetic Act (FD&C Act) requires that a generic chug (e.g., sodium oxybate) and the applicable listed drng (e.g., Xyrem) must use an SSS if a REMS with ETASU is required for the listed chug. It also gives FDA the authority to waive this requirement if the Agency dete1mines that the burden of creating an SSS outweighs its benefit, taking into account the impact on the relevant stakeholders, or if an ANDA applicant certifies that it sought a license for us
	44 4
	and <b><> ANDA !bH> certified that Ml> sought a license for use ofan aspect of Jazz's ETASU claimed by a patent and were unable to obtain one. Accordingly, the Agency has dete1mined to waive the SSS requirement. 
	The ANDA proposed REMShas the same ETASU as those in the Xyrem REMS. Specifically, both the Xyrem REMS and the proposed sodium oxybate ANDA REMS require that: (1) healthcai·e providers who prescribe the chug ai·e specially ceitified; (2) the chug will be dispensed only by phaimacies that ai·e specially certified; and (3) the chug will be dispensed and shipped only to patients who are emolled in the REMS program with documentation of safe use conditions.Although aspects of these requirements in the proposed 
	3 
	4
	5
	6 

	See section 505-1 ofthe FD&C Act. The ctmently approved Xyrem REMS can be found on the FDA's 
	1 

	The single shared system requirement applies ifthe REMS for the applicable listed drng includes elements to assw-e safe use. For ease ofreference in this memorandum, however, we refer to an SSS for the ETASU portion ofa REMS as a "single, shared system REMS" or simply "single, shared system[.]" See section 505-l(i)(!)Jfil ofthe FD&C Act. (bl <> the ANDA -ibll> submitted a REMS amendment for a proposed shared ANDA REMS on April 8, 2016 or April 11, 2016, and (bl <> submitted a subsequent amendment on 
	The single shared system requirement applies ifthe REMS for the applicable listed drng includes elements to assw-e safe use. For ease ofreference in this memorandum, however, we refer to an SSS for the ETASU portion ofa REMS as a "single, shared system REMS" or simply "single, shared system[.]" See section 505-l(i)(!)Jfil ofthe FD&C Act. (bl <> the ANDA -ibll> submitted a REMS amendment for a proposed shared ANDA REMS on April 8, 2016 or April 11, 2016, and (bl <> submitted a subsequent amendment on 
	Approved REMS website: http://www.accessdata.fda.gov/scripts/cder/rems/index.cfm. 
	2 
	3 
	4
	4
	4


	December 2, 2016. The shared ANDA REMS discussed in this memorandum refers to the proposed shared ANDA REMS submitted on December 2, 2016. Contemporaneous with th.is memo, FDA is approving the ANDA submitted by Roxane (202090) with the ANDA REMS submitted on December 2, 2016. (bl < > 
	4 

	2 .
	ETASU in the REMS proposed by the ANDA described above are comparable 
	to those in the Xyrem REMS. 
	To help assure that this decision does not unduly burden health care providers, patients, or the U.S. healthcare system in general, FDA is attaching a condition to the waiver: that the ANDA CbH> waiver-granted REMS system be open to all future applicants of sodium oxybate products. 
	4 

	The remainder ofthis memorandum provides a sunumuy of relevant background info1mation and explains in further detail the Agency's rationale for waiving the requirement for an SSS REMS for sodium oxybate and for dete1mining that the differences in the way the ETASU in the ANDA REMS are operationalized are comparable to the con esponding aspects of the ETASU in the Xyrem REMS. 
	I. The Statutory Standard 
	The Agency's authority to waive the requirement for an SSS REMS is governed by section 505-l(i)(l)(B) ofthe FD&C Act. In relevant pait, section 505-l(i)(l)(B) states: 
	The Secretaiy may waive the [SSS REMS requirement] for a drng that is the subject of an abbreviated new drng application, and pe1mit the applicant to use a different, comparable aspect of the elements to assure safe use, if the Secreta1y detennines that­
	(i) the burden of creating a single, shai·ed system outweighs 
	the benefit of a single, system, taking into consideration the impact on health care providers, patients, the applicant for the abbreviated new drng application, and the holder of the reference diu g product; or 
	(ii) an aspect of the elements to assure safe use for the applicable listed di11g is claimed by a patent that has not expired or is a method or process that, as a trade secret, is entitled to protection, and the applicant for the abbreviated new diug application certifies that it has sought a license for use of an aspect of the elements to assure safe use for the applicable listed diug and that it was unable to obtain a license. 
	Thus, FDA has explicit legal authority to waive the requirement that the RLD and an ANDA that references the RLD use an SSS for the ETASU po1tion of a REMS, provided 
	3 .
	3 .

	the Agency determines either that the burden of creating an SSS REMS outweighs the benefit of such an SSS REMS (taking into account the impact on the statutorily-identified stakeholders) or that the ANDA applicant certifies that it sought a license for use of an aspect of the ETASU claimed by a patent and was unable to obtain one. 
	II. Background 
	A. Xyrem (sodium oxybate) Oral Solution 
	On July 17, 2002, FDA approved NDA 21-196 for Xyrem for the treatment of cataplexy in patients with narcolepsy, and on November 18, 2005, FDA approved a supplemental new drug application (sNDA) for Xyrem for the treatment of excessive daytime sleepiness in patients with narcolepsy.   
	The prescription drug Xyrem is the sodium salt of gamma-hydroxybutyrate (GHB).  GHB is a Schedule I controlled substance, while FDA-approved products containing GHB (including its salts, isomers, and salts of isomers), including Xyrem (sodium oxybate), are controlled under Schedule III.  Risks associated with Xyrem at recommended doses can include central nervous system (CNS) depression, respiratory depression, confusion, and neuropsychiatric events (such as depression).  Abuse of GHB either alone or in com
	7

	B. The Xyrem REMS 
	The Xyrem REMS requires distribution of a Medication Guide in accordance with 21 CFR Part 208. The REMS also requires ETASU to mitigate the risks of serious adverse outcomes resulting from inappropriate prescribing, misuse, abuse, and diversion of Xyrem.  Prior to filling a Xyrem prescription, the pharmacy must screen for a patient’s concomitant use of sedative-hypnotics and other potentially interacting agents, monitor for inappropriate prescribing, misuse, abuse, and diversion, and notify prescribers when
	8

	4. 
	4. 

	potential abuse, misuse, or diversion.  In addition, the REMS is designed to mitigate the risks by informing prescribers, pharmacists, and patients of the risk of significant central nervous system and respiratory depression associated with Xyrem, the contraindication of use of Xyrem with sedative-hypnotics and alcohol, the potential for abuse, misuse, and overdose associated with Xyrem, and the safe use, handling, and storage of Xyrem. 
	Finally, the Xyrem REMS also includes an implementation system through which the sponsor evaluates and monitors compliance with the REMS requirements, as well as a timetable for the submission of REMS assessments.   
	C. Relevant Regulatory History 
	The chronology of primary importance in FDA’s determination to grant a waiver in this 
	case is the history of discussions between Jazz and the ANDA 
	 regarding the 
	Figure

	development of an SSS.  However, because the content and structure of the Xyrem REMS inevitably affects the contours of an SSS or a separate, waived system, the history of the establishment and evolution of the Xyrem REMS – including the roughly seven years of discussions and disagreements between FDA and Jazz about the REMS – is also described below.  These two chronologies have proceeded in parallel from approximately 2012 to the present. 
	1. History of Xyrem REMS 
	Xyrem was originally approved in 2002 under the restricted distribution regulations contained in 21 CFR 314.500 (Subpart H) with a risk management plan to assure safe use of the product. The original risk management plan proposed by Jazz contained a requirement that the drug be dispensed only from a single, central pharmacy.  FDA approved the plan with this limitation, believing it to be a good way to effectuate the overall restrictions on distribution necessary for safe use of the drug.
	9 

	Under Section 909 of the FDA Amendments Act (FDAAA), which was enacted in 2007, a drug that was approved before the effective date of FDAAA was deemed to have in effect an approved REMS if there were in effect on the effective date of FDAAA elements to assure safe use required under section 314.520 of FDA regulations.  Sponsors of these products, which included Xyrem, were required to submit a proposed REMS to FDA by September 21, 2008 (FDAAA Section 909(b)(3)).  Jazz submitted such a proposal on August 29,
	5 
	5 

	In August 2009, as part of its transition from a risk management plan to a REMS, Jazz submitted a proposal to, among other things, remove the restriction to a single pharmacy and instead allow certification of multiple pharmacies.  Its rationale for this proposed change was that it would “increase patient access without compromising patient safety.”Jazz also stated that the single pharmacy program in existence at that time “imposes numerous impediments to patient access to Xyrem, possibly depriving narcolep
	10 
	11
	-
	certification.
	12 

	After FDA declined to approve the Xyrem fibromyalgia application, discussions between FDA and Jazz regarding the REMS for Xyrem continued.  In early 2011, Jazz changed its position and abruptly dropped its proposal for certification of multiple pharmacies.  By that time, Jazz had listed several patents related to its REMS in FDA’s Approved Drug Products with Therapeutic Equivalence Evaluations (the Orange Book). 
	In August 2012, FDA provided interim comments on the proposed REMS which stated that, consistent with Jazz’s earlier request, the final REMS should  contain the single pharmacy limitation, but should instead include the same stringent requirements as part   FDA, considered, among other things, the statutory requirement under the FD&C Act that ETASU be imposed only if “necessary to assure safe use of the drug,” that ETASU be “commensurate with the specific serious risk[s] listed in the labeling” of the drug,
	not
	of the requirements for pharmacy certification.
	13
	14
	15
	delivery system.
	16 

	 Jazz REMS proposal, August 24, 2009. . Id. . See Complete Response Letter for NDA 022531, October 8, 2010.  .FDA Interim Comments on proposed REMS, August 31, 2012.   . FD&C Act Section 505-1(f)(1) . FD&C Act Section 505-1(f)(2)(A), (C), and (D)..  Dispute Appeal Denied Letter, February 27, 2015.. 
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	6 
	In its 2013 SEC filings, Jazz noted that it expected FDA modifications to the Xyrem REMS and stated that, “depending on the extent to which certain provisions of our Xyrem deemed REMS which are currently protected by our method of use patents covering the distribution of Xyrem are changed as part of updating our REMS documents, the ability of our existing patents to protect our Xyrem distribution system from generic competitors may be reduced.”
	17 

	In December, 2013, in an effort to bring the protracted discussions over the Xyrem REMS to a close, FDA informed Jazz that the Agency was requiring a modification to the REMS under the Agency’s statutory authority which, among other things, would remove the single pharmacy limitation.  FDA also sent a draft template for the REMS to 
	18

	the ANDA 
	 to facilitate the development of an SSS for sodium oxybate. 
	Figure

	On February 28, 2014, Jazz filed a formal dispute resolution request, appealing the Division of Neurology Product’s REMS modification notification and claiming that the Agency’s “assertion that the closed-loop distribution system for Xyrem is no longer necessary is not only unsupported, it puts patients and others at risk.”  Jazz also argued that FDA did not have authority to modify the Xyrem REMS.
	19
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	FDA (through the Office of New Drug Evaluation I) denied Jazz’s dispute resolution request on May 8, 2014, and Jazz appealed this decision to the Director of the Office of New Drugs on June 23, 2014.  At a meeting with FDA to discuss the ongoing dispute, a Jazz representative acknowledged that it might be possible for a distribution system that involves two, and perhaps more, specialty pharmacies to effectively prevent the abuse,   Also at this meeting, FDA expressed two primary public health goals: (1) to 
	21
	22
	misuse, and diversion of sodium oxybate.
	23

	In light of the significant drain on Agency resources posed by the dispute, and the fact that the outcome of Jazz’s challenge to the Agency's legal authority to require a 
	 Form 10-Q, September 30, 2013, at p.54. . See section 505-1(g)(4)(B) of the FD&C Act, which authorizes FDA to require a modification to an .approved REMS either to (1) ensure the benefits of the drug outweigh the risks of the drug; or (2) minimize .the burden on the health care delivery system of complying with the strategy. . Jazz Formal Dispute Resolution Request (FDRR), February 28, 2014. . Jazz argued, among other things, that FDA lacked statutory authority to modify a REMS “deemed” to be .in effect by
	17
	18
	19
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	7. 
	modification to a “deemed REMS” had the potential to affect only a small number of drug products, the Agency decided to approve the REMS Jazz had proposed (i.e., with the single, central pharmacy limitation), and deny the dispute as moot. However, the letter from Dr. Jenkins, Director of the Office of New Drugs, denying Jazz’s appeal states the following:   
	24
	25

	Our action approving the REMS submitted by Jazz should not be construed or understood as agreement with Jazz that limiting dispensing to a single pharmacy is the only way to ensure that the benefits of Xyrem outweigh the risks under section 505-1 of the FD&C Act.  We continue to be concerned that limiting the distribution of Xyrem to one pharmacy imposes burdens on patient access and the healthcare delivery system.  No other currently approved REMS requires a sponsor to limit dispensing to a single pharmacy
	At this time, FDA finds that the REMS approved today meets the applicable statutory standards. FDA intends to evaluate the Xyrem REMS, including the burdens it imposes, on an ongoing basis and will require modifications as appropriate. 
	2. History of SSS Development Efforts 
	The first ANDA to reference Xyrem, submitted by Roxane, was received by FDA on July 8, 2010. Roxane first contacted Jazz regarding the development of an SSS REMS on 
	October 12, 2012.26 On January 23, 2014, FDA hosted a meeting between Jazz and the ANDA to facilitate the development of an SSS REMS for sodium oxybate.  At this meeting, the ANDA  provided a proposed timeline to the meeting attendees with 30, 60, and 90 day milestones with deliverables.  For example, the ANDA  committed to 
	providing Jazz a draft confidentiality and disclosure agreement (CDA)—typically a prerequisite to substantive discussions about the formation of an SSS—shortly after the meeting with the goal of having it fully executed within 30 days.  FDA requested that the 
	parties submit bi-weekly updates to the Agency on the status of negotiations.
	27 

	 At that time there were only three "“deemed” REMS remaining, including Xyrem..  Dispute Appeal Denied Letter to Jazz from Office of New Drugs, February 27, 2015. .See ANDA 202090, Sequence 0013 (Mar. 20, 2013). . Minutes of meeting, January 23, 2014.  As noted below, the negotiations are described very differently. by Jazz and the ANDA .
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	 and both Jazz and the ANDA 
	 accuse the other of 
	8. 
	The ANDA provided a draft CDA to Jazz on Januaiy 28, 2014. On Februa1y 14, 2014, Jazz provided a draft CDA that was substantially revised. Negotiations over the CDA ensued, and the agreement was not fully executed until the end ofAugust 2014, 
	more than seven months after the initial draft was shai·ed.
	28 


	In Mai·ch, 2014, the ANDA having learned ofthe dispute resolution request by Jazz, expressed concern that "any dispute resolution process will be a protracted matter which will further delay the implementation ofa REMS."FDA responded by stating that all paities should continue working together to develop an SSS for sodium 
	29 
	oxybate products.
	30 

	Over the Summer of2015, communication between the paities showed a continued inability to agree on threshold issues in the negotiations for an SSS. For example, Jazz's summa1y ofa call between the paities on June 24, 2015, describes the paities' disagreement on voting rights for the negotiations. It states: 
	Jazz's proposal included provisions for consensus decision making during development ofshai·ed REMS, with voting decision making after development, after approval and after implementation changing in accordance with paities' approval and/or mai·ket share status. ANDA (bH-4> proposal provides that all decision making will be detennined by majority vote ofpaities who have NDA or ANDA (and who have paid any costs then due) regai·dless ofsuch paities' e.
	approval status or mai·ket shai·
	31 

	On August 19, 2015, the ANDA <bf<> emailed the Agency to repo1t a "lack of 
	4 

	4
	progress with Jazz on key tenns for an operating agreement."The ANDA <b>< > indicated that, as a result of the lack ofprogress, they intended to develop a proposal for a separate REMS. 
	32 

	On October 13, 2015, FDA hosted a tele-conference with Jazz and the ANDAto jointly discuss the status of their effo1ts to develop an SSS REMS. The ANDA 
	---­

	mischaracterizing events. See, e.g., September 9, 2015 email from M. Shumsky for Roxane; September 25, 2015 email from J. Gold for Jazz; December 28, 2016 letter from M. ShUlllSky for Roxane to K. Uhl, FDA; (bf<4l 
	See ANDA 202090, Sequence 0038 (Jan. 4, 2017). Email from Gregory Hicks to FDA, March 12, 2014. Email from FDA to Grego1y Hicks, March 26, 2014. 
	29 
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	4
	Email from Jana Gold, Jazz to ANDA (bH> dated July 20, 2015. 31( b 
	31 

	9 .
	 explained that the parties were at an impasse on several major threshold issues.  The first was voting rights. The ANDA 
	Figure

	 wanted a voting structure based on 
	Figure

	“one company-one vote” as was the structure in other SSS REMS in which they had participated, while Jazz wanted voting by consensus until after approval and implementation of the REMS.  The second threshold issue related to the process for 
	negotiating an SSS. Jazz maintained that the ANDA 
	were stalling the 
	Figure

	negotiations by refusing to proceed with legal and operational discussions on a parallel track, which would require integration of operational personnel into the legal 
	negotiations. The ANDA 
	 responded that the negotiations needed to be 
	Figure

	sequential rather than parallel, because the CDA they signed precluded the ANDA 
	Figure
	 from using any of the information from the negotiations for an SSS REMS in 
	the possible future development of a separate REMS for ANDA sponsors.  Therefore, if their operations staff were involved in discussions regarding the legal agreement with 
	Jazz for an SSS, those staff would be precluded from later working on a separate system.  The ANDA  stated that this put them in an untenable position, knowing that the SSS negotiations were by no means guaranteed to be successful, and essentially would have required the ANDA  to forfeit their right to obtain a waiver if necessary.33 
	On December 4, 2015, Jazz submitted a letter to the Agency expressing its opposition to  In it, Jazz argued, among other things, that FDA cannot grant a waiver and approve a separate REMS for generics that utilizes multiple pharmacies, instead of a single, central pharmacy.  The agency has carefully considered Jazz’s arguments and rejected them for the reasons described in section III below. 
	a potential waiver of the SSS requirement for sodium oxybate.
	34

	FDA hosted another joint tele-conference with the parties on March 23, 2016, to determine whether any progress had been made on these threshold issues.  The parties did not appear to be any further along in resolving these disagreements than they had been 
	five months before.
	35 

	In April, 2016, the ANDA submitted a REMS amendment  proposing a joint separate REMS system for generic sodium oxybate.  On December 2, 2016, the ANDA  submitted a subsequent REMS amendment.  , Roxane,  submitted requests that FDA waive the SSS requirement dated 
	 Minutes of t-con, October 13, 2015. . Letter in opposition to potential waiver of the SSS requirement, December 4, 2015 (December 4 .Submission).. Minutes of t-con, March 23, 2016. .
	33
	34
	35

	10 
	December 28, 2016.<><> Roxane) requested 
	36 
	5
	4

	a waiver pursuant to both statuto1y grounds described in section 505-1(i)(l)(B) of the FD&CAct. 
	III. Discussion 
	The Agency has detennined that a waiver of the SSS requirement for sodium oxybate is appropriate because the burden ofcreating an SSS outweighs the benefit ofa single system, taking into consideration the impact on health care providers, patients, the ANDA <b><;(> and the holder of the reference diug product. 
	Although an SSS for all sodium oxybate products, including Xyrem, would likely provide the greatest efficiencies for stakeholders once implemented, the burden ofnegotiating an SSS has been substantial. In the more than four years since the first ANDA applicant and Jazz first began negotiating an SSS REMSthey have been unable to develop one. In <b><> have reached an impasse on governance issues without even broaching the substantive issues involved in developing an SSS REMS. 
	37 
	fact, during that time, the parties 
	4

	The negotiations are described ve1y differently by Jazz and by the ANDA and (bf<> accuse the other ofFor (bH> are being "incentivized to hinder productive 
	both Jazz and the ANDA 
	4
	mischaracterizing events.
	38 

	example, Jazz claims that ANDA 
	4 

	4
	SSSR development by creating pretexts for waiver."The ANDA <bH > state that Jazz has engaged in a strategy that "entails serial attempts to impose unreasonable contractual tenns and conditions on the ANDA <bH> while concunently issuing (bH> about Jazz's commitment to the process."
	39 
	4
	self-serving statements to FDA and the ANDA 
	4 
	40 

	We recognize that there are financial incentives and considerations on both sides that can hinder <bH;(> effo1is to establish an SSS REMS. Ce1iain statements by Jazz, including the concerns expressed in its SEC filings and its change in position regarding the necessity ofthe single pharmacy requirement (from urging FDA to remove the 
	(bl(;(
	See ANDA 202090, Sequence 0038 (Jan. 4, 2017); 
	36 

	' Roxane's ANDA was receive.don July 8, 2010. FDA sent Roxane a REMS Notification Letter on .September 27, 2012. Roxane first contacted Jazz regarding fonnation ofan SSS REMS on October 12, .2012. .See, e.g., September 9, 2015 email from M. Shumsky for Roxane and September 25, 2015 email from J. .Gold for Jazz. We note that not only are the parties prospective competitors, but patent infringement .litigation has been ongoing between Jazz and one or more ofthe ANDA sponsors dming this time. .December 4 Submi
	38 
	39 
	40 

	11 .
	restriction to a single pharmacy in 2009 to insisting it is critical to safe use in 2011), suggest Jazz’s awareness that the Xyrem REMS could have the effect of blocking or delaying approval of generic versions of Xyrem.   
	Regardless of whose characterization of events is more accurate, the parties have been attempting to negotiate an SSS REMS for sodium oxybate for a substantially longer period of time than the applicants for alosetron or buprenorphine, the other drug products  Further, there is little FDA can do to force the two sides to agree to particular terms, because although the FD&C Act mandates that the RLD holder and the generic applicant use an SSS REMS, the Agency has no effective enforcement mechanism to compel 
	for which an SSS waiver has been granted.
	41
	42 
	anticompetitive.
	43 

	 The first waiver of the SSS requirement was issued to the ANDAs referencing Subutex (buprenorphine) or Suboxone (buprenorphine and naloxone).  In that case, the ANDA products were approved with a waiver of the SSS requirement approximately one year after SSS negotiations began (see Memorandum re: decision to waive the requirement for a single, shared system REMS for buprenorphine-containing transmucosal products (submitted to ANDA 090819, et al., February 22, 2013)).  The waiver of the SSS requirement for 
	41
	42

	U.S.C. 
	U.S.C. 
	U.S.C. 
	§ 334(a)), withdrawal of approval of the product due to safety and efficacy concerns (§ 505(e)) (21 

	U.S.C. 
	U.S.C. 
	§ 355(e)), seeking to enjoin violative behavior (e.g., enjoining distribution of a misbranded or unapproved product (§ 302) (21 U.S.C. § 332), prohibiting the introduction or delivery for introduction into interstate commerce of the product (§ 505(p)) (21 U.S.C. § 355(p)), and imposing civil money penalties (§ 303) (21 U.S.C. § 333(f)(4)).  Jazz has requested that FDA refer the parties to mediation under the Administrative Dispute Resolution Act of 1996 (ADRA) to resolve their disagreement over business iss
	43



	12. 
	In the absence of a waiver of the SSS requirement, the ANDA 
	and Jazz’s 
	Figure

	failure to agree to SSS terms is likely to further delay the approval of a generic version of sodium oxybate.  Given the extensive negotiations that have occurred, the inability of the parties to agree to terms, and the Agency’s lack of an effective mechanism to require them to do so, FDA concludes that, similar to the two previous instances where FDA granted a waiver of the SSS requirement, the burden of creating an SSS REMS in this instance appears to be insurmountably large. 
	A. The Burden of Creating a Single, Shared System Outweighs the Benefits 
	In accordance with section 505-1(i)(1)(B) of the FD&C Act, the Agency has considered the impacts that granting a waiver and permitting a second, separate REMS for sodium 
	oxybate will have on health care providers, patients, the ANDA 
	and the 
	Figure

	reference drug sponsor (Jazz).  The Agency concludes that, on balance, the impacts on these stakeholders favor granting a waiver.  While an SSS would provide benefits to stakeholders by avoiding the potential confusion and inefficiency associated with the coexistence of two REMS for sodium oxybate, these benefits do not outweigh the burdens of (1) the time and resources expended by the parties to create an SSS REMS, and (2) a 
	-

	the public interest and the “determination of rights, privileges, and obligations of private persons through rule making, adjudication, licensing, or investigation” (Section 571(2)).  The current negotiations for an SSS REMS for sodium oxybate do not appear to fit this description.  They are negotiations between private parties regarding their business relationship, to which FDA is not a party.  The FDA is not engaged in any rulemaking, adjudication, licensing, or investigation with respect to the governanc
	Jazz cited two examples where FDA purportedly “has established dispute resolution under the ADRA” by referring to guidance documents from the Center for Veterinary Medicine and the Center for Devices and Radiological Health.  The guidance documents to which it refers apply to veterinary drugs and medical devices, and are not binding on FDA or the public.  Each of these guidance documents explicitly applies to dispute resolution for “scientific controversies” between the Agency and a regulated party. Both we
	Figure

	 regarding governance of an SSS REMS for sodium oxybate is neither a scientific controversy nor a disagreement between the Agency and a regulated party.  Accordingly, we do not find these examples to be relevant. 
	Even assuming that the ADRA applies, its application is discretionary.  It is our view that invoking the ADRA to refer the parties to mediation regarding business issues that--however they are decided--ultimately are not relevant to the statutory standard for approving a REMS, is not an efficient use of limited governmental resources. We note that the parties were not prevented from  pursuing mediation on their own. 
	13. 
	delay in the approval of one or more equally safe generic sodium oxybate alternatives.  The Agency’s findings with respect to the impacts on each stakeholder group of having two REMS are summarized below. 
	1. Health Care Providers 
	The creation of two REMS will create some inefficiencies for prescribers and pharmacies/pharmacists.  Specifically, health care providers who wish to have the ability to prescribe Xyrem as well as a generic sodium oxybate product will have to enroll in two REMS programs.  That means that a prescriber must complete and submit a separate prescriber enrollment form to the ANDA REMS.  That step need only be completed once, however, and the form is short—just one page.  Further, the prescribing information and p
	Once enrolled in the ANDA REMS, the burden on a prescriber in operating under the REMS is the same as under the Xyrem REMS: he or she must enroll, assess, and counsel each patient, and submit a prescription form to the certified pharmacy.  Again, both forms are just one page each and nearly identical to the Xyrem REMS materials.  The prescriber is also required to reassess the patient within the first 3 months of starting sodium oxybate therapy, and it is recommended every 3 months thereafter.  The prescrib
	A pharmacy that wishes to dispense generic sodium oxybate will need to have their pharmacists and other staff complete a training program similar to the Xyrem REMS pharmacy training program and complete a short form to become certified in the ANDA REMS. This step need only be completed once.  Because the Xyrem REMS currently specifies use of only a single pharmacy, any pharmacy other than the Xyrem pharmacy would be enrolling only in the sodium oxybate REMS program.  Therefore, any pharmacy dispensing sodiu
	Certain communication between pharmacies will also be needed.  First, a pharmacy certified in the ANDA REMS must, for each prescription received, contact the Xyrem REMS to request verification that: (1) the patient has no active overlapping prescription(s) for Xyrem; and (2) the patient and prescriber have not been disenrolled for suspected abuse, misuse, or diversion.  Second, the ANDA REMS program also must report to the Xyrem REMS pharmacy on an ongoing basis each prescription filled and 
	14. 
	any instances of patient/prescriber disenrollment in the ANDA REMS program.  These communications will be documented.     
	The Xyrem REMS pharmacy will receive these reports from pharmacies certified in the ANDA REMS program and enter all relevant safety information into the Xyrem central database, as it is required to do under its REMS.
	44 

	The reporting of prescription fills and disenrollment will be only a minimal additional burden on the pharmacies in both programs.  We do not expect the overall number of patients or the total number of prescriptions dispensed to change substantially as a result of the approval of generic products.  The difference will be that some of the prescriptions currently being filled by the Xyrem pharmacy likely will instead be filled by pharmacies certified under the ANDA REMS program.  Therefore, some of the time 
	2. Patients 
	The Agency finds that, while a waiver will result in some burdens on patients due to the existence of two programs, these burdens will be minimal.  As discussed further in section III(C) below, the Agency finds that the proposed sodium oxybate REMS will afford patients the same level of safety as the Xyrem REMS.    
	While two REMS will mean that some patients  may need to enroll in two REMS programs, the burden associated with enrollment (completing a form during a physician visit and receiving counseling) is a modest, one-time obligation.  Moreover, the REMS materials required in both programs will contain the same safety messages about sodium 
	45

	 See, e.g., Xyrem REMS section II(B)(2)(a)(iv) (to become certified in the REMS program, the pharmacy must agree to “Utilize the secure and validated XYREM REMS Program Central Database,”; section II(B)(2)(d)(i) (the certified pharmacy “will document these events, including all requests for early refills, in the XYREM REMS Program Central Database by completing an RMR [Risk Management Report],”); and II(C)(1)(c) (“The XYREM REMS Program Central Database will contain patient and prescriber enrollment status,
	44
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	15. 
	oxybate. As a result, FDA does not believe that the co-existence of the two REMS will be a significant burden to patients or compromise the clarity of the safety messages communicated to them.   
	Jazz has raised the concern that patients switching between the Xyrem REMS and the ANDA REMS, which uses different databases, would mean loss of access to the patient’s  The Agency does not agree. 
	prior sodium oxybate history, negatively impacting patient care and security.
	46

	If patients do switch between the REMS programs, the patient history data that are relevant to identifying any abuse, misuse, or diversion will not be lost.  The ANDA REMS requires its certified pharmacies to contact the Xyrem central pharmacy to verify that a patient has not been disenrolled from the Xyrem REMS and identify any overlapping prescriptions prior to dispensing.  The ANDA REMS further requires its certified pharmacies to communicate the patient’s corresponding prescription information to the Xy
	relevant safety information into is central database to use for prescription verifications.
	47 
	access a patient’s relevant sodium oxybate history.
	48 

	The inability of the ANDA 
	 and Jazz to create an SSS imposes a significant burden on patients in that it bars access to one or more equally safe generic sodium oxybate products.  FDA has been waiting to approve any sodium oxybate ANDAs pending development of an SSS REMS.
	Figure
	49 

	Jazz has argued that patient access does not hinge on, and would not be realized by, a decision to waive the SSS requirement for sodium oxybate, because comprehensive 
	resolution of intellectual property litigation between Jazz and ANDA 
	 is not likely to occur for some time.  Given the ongoing litigation, Jazz states that patient access to generic sodium oxybate could conceivably be realized more quickly through 
	50
	Figure

	 December 4 Submission at 31. .See fn. 44 supra. . Both the Xyrem REMS and the ANDA REMS require that documentation of instances of potential. abuse, misuse, or diversion be maintained in their respective databases and reviewed prior to dispensing. (Xyrem REMS section II(B)(2)(b)(iii)(b); ANDA REMS section II(B)(2)(b)(ii)(2)(b).  The Agency .considered whether additional reporting between the programs would be appropriate, such as reporting of .all Risk Management Reports (RMRs) generated, and concluded suc
	46
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	16. 
	continued negotiation for an SSS rather than a waiver ofthe SSS requirernent.FDA is not privy to the details of the litigation and cannot comrnent on the merits. However, as explained above, after four years of unsuccessful negotiation for an SSS it seerns unlikely that continued discussions will yield results in the near te1m. Thus, even ifthe burden on patients ofthe lack of access to potentially rnore affordable sodiurn oxybate alternative is not immediately arneliorated by the granting of a waiver, that
	51 

	In short, the burden of creating an SSS here denies patients access to one or rnore potentially rnore affordable sodium oxybate alternatives, while the potential benefit of an SSS is that some patients will not have to emoll in two REMS programs and receive the duplicative educational materials associated with having two REMS programs. 
	3. ANDA .
	Figure
	Absent a waiver, approval of pending ANDAs will be delayed until the pa1ties reach an 
	agreernent on an SSS REMS. There are obvious incentives for any innovator cornpany, 
	including Jazz, to delay generic cornpetition, including by failing to agree on SSS REMS 
	4
	tenns. Jazz asse1is that it is the ANDA <b><> hindering SSS developrnent 
	and seeking a waiver in order to avoid the time, money, and effo1t associated with developrnent of an SSS.This argument assumes that the expenditure oftime, money, 
	52 

	and effo1i would be less significant to develop a separate REMS system. The Agency 
	(b)(4
	notes, however, that the ANDA REMS is a shared systern -' and therefore required its own time, rnoney, an._d_e_f_fi_o-1i_t_o_d_e_v_e_lo_p...... Given that 
	these factors did not prevent the ANDA (bH> 
	4 

	, ppear 
	3 
	it does not a

	--~~~~~~~~~~~~~~~~~~~~~~~~-
	-

	that an unwillingness to invest the time, money, and effort to develop a shared program is the underlying bani.er to development ofan SSS in this case. 
	By granting a waiver, the Agency will rernove a baITier to generic products coining to market. The Agency's decision to grant a waiver will benefit the ANDA (bH> to the extent it will allow ANDA applications that othe1wise meet the statuto1y standard to be approved, the result intended by the Hatch-Waxrnan amendments. The burden of SSS developrnent outweighs any potential benefit to ANDA applicants from such a systern. 
	4

	Id.; see also, Letter from Jazz to FDA, De.cember 5, 2016. Id. at 29. The ANDA (b)('fJ began negotiations for a separate REMS in October, 2014 (see ANDA (bf{response to FDA questions, October 8, 2014) andr(bHJ' be~an contracting third party vendors to build the system in August, 2015 (see (bHJ 
	51 
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	4
	4

	17 .
	4. Jazz 
	Jazz argues that a waiver will affect its ability to continue using its approved REMS and impact patient safety because "without access to all of the data, Jazz would lose the ability to ensure that the pha1macy has all of the data necessaiy to monitor for overlapping prescriptions, review for potentially interacting agents that ai·e unknown to the prescriber, and review of ale1ts and RMRs regai·ding potential misuse, abuse, or diversion ..."However, Jazz will continue to have access to the data it needs to
	54 
	their respective database(s).
	55 

	Jazz also argues that any negative outcomes of a separate REMS for sodium oxybate ANDAs (i.e., increased risk associated with distribution) would put Jazz at risk for increased liability. As explained below, FDA has cai·efully reviewed and considered the <b><> proposed REMS program and has dete1mined that it describes a secure and cohesive system and does not create an increased risk ofabuse, misuse, or Cb><> proposed REMS program would assure the same level of safety as the existing Xyrem REMS program, FDA
	ANDA 
	4
	diversion. Because FDA finds that the ANDA 
	4

	Approving sodium oxybate ANDAs would allow patients and the healthcare system access to alternative versions of the drug and increase competition in the marketplace. 
	56 

	December 4 submission at 33. .Xyrem REMS document Section II(B)(2)(b)(i); ANDA REMS document Section II(B)(2)(b)(i). .In a letter to FDA dated December 5, 2016, Jazz requested that it be infom1ed ofany effo1t by the ANDA .
	54 
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	(b)(J to f01m a separate REMS and that Jazz have the opportunity to review and evaluate the ANDA 
	4

	REMS prior to approval. FDA denied a similar request made by Prometheus Laboratories, Inc. in a 2013 citizen petition (Docket No. FDA-2013-P-0572) regarding the REMS for Lotronex (alosetron), and declines to do so here as well. As explained in that petition response, FDA welcomes input from RLD sponsors at any point on whether a waiver ofthe SSS requirement should be granted. In this case, FDA has considered such infonnation submitted by Jazz as described in this memorandum. 
	18 .
	Figure
	The benefit ofan SSS is the potential for reducing the burden on stakeholders ofhaving separate REMS programs. However, as described above, those burdens in this case are minimal and the potential benefit ofalleviating them is far outweighed by the significant burden ofcontinued SSS negotiations and of denying patients access to generic versions ofthe drng for an indefinite period oftime. 
	(bf{4) .(b)('l)
	B. .ANDA unable n a licen an unexpired patent and as a trade secret entitled to protection 
	to obtai
	nse for the aspect ofthe ETASU claimed by Jazz i

	In accordance with Section 505-1 (i)(l )(B)(ii), .
	)(4) 

	--~~~~~~~~~~~~~--
	-

	<><> eiiified that "an aspect ofthe elements to assure safe use for the applicable listed diug is claimed by a patent that has not expired or is a method or process that, as a trade secret, is entitled to protection, and the [ANDA <b><> ] sought a license for use ofan aspect ofthe elements to assure safe use for the applicable listed diug and <b><> unable to obtain a license." This ce1tification was made in waiver 
	and Roxane 
	6
	4
	4
	4

	4.4
	request <b><> to FDA dated December 28, 2016, from <b><> 
	Roxane.
	57 

	Consistent with the statuto1y requirement that such a certification include "a description ofthe effo1ts made by the [ANDA] applicant to obtain a license," Roxane's letter states that the company proposed license te1ms to Jazz between October 2012 and September 2013. The letter states that Jazz refused those te1ms and declined to offer a substantive counterproposal. Additional discussions took place in 2016, but Roxane states that those 
	(lj)(4) 
	December 28, 2016 waiver request letter from M. Shumslcy for Roxane to K. Uhl, FDA ANDA 202090, Sequence 0038 (Jan. 4, 2017)); (bH> 
	57 
	4

	Figure
	19 .
	Figure
	(b)(4) 
	In December 2015, Jazz acknowledged that (b)(<JJ ANDA licenses to some of Jazz's REMS patents" but stated that ' 
	--~~~~~~~~~-
	-

	c e 1 tify that it has made reasonable effo1ts to obtain a license to Xyrem 's intellectual propeity."However, Jazz also indicated that it would be willing to discuss license te1ms only "once the contours of the shared REMS come into focus" and "only in the context ofresolution of the [ongoing patent infringement] litigation, through settlement or othe1wise."
	59 
	60 

	As with the shared REMS negotiations, the patent license negotiations seem to be 
	4
	described differently by Jazz and the ANDA <b><> It would be difficult for FDA to assess the merits of these respective positions, but the statute does not require us to do so.Under section 505-l(i)(B)(ii) ofthe FD&C Act, the Agency may waive the SSS requirement if: (1) an aspect ofthe ETASU for the applicable listed diu g is claimed by a patent that has not expired; and (2) an ANDA applicant ce1tifies that it has sought a license for use of an aspect ofthe ETASU and that it was unable to obtain a license. 
	61 
	62 

	C. The ANDA proposed REMS is comparable to the approved REMS for Xyrem 
	Section 505-1 (i)(l)(B) of the FD&C Act provides that an ANDA is subject to the ETASU for the RLD, but a separate REMS for ANDA applicants that is waived from the SSS requirement can use a "different, comparable aspect of the [ETASU]." FDA interprets this standard to mean that a waived system for ETASU must include the same general elements as described in the statute. For example, if the RLD's ETASU consist of prescriber ce1tification (under 505-1 (f)(3)(A)) and dispensing ofa drng only in certain 
	58 Id. 
	Jazz December 4, 2015 Submission at 3 5. Id. (emphasis added). Jazz argues that "the statute plainly gives FDA a role to play when it comes to issues conceming [REMS patent] licensing" because it authorizes the Agency to seek to negotiate a vohmtruy agreement with the patent owner ifit receives a ce1tification under 505-l(i)(B)(ii). Id. at 36. We agree that the statute provides the Agency with that authority, but disagree with the implication that such authority obligates FDA to second-guess the ce1tificati
	59 
	60 
	61 
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	20 .
	healthcare settings (under 505-1(t)(3)(C)), the ANDA system must include those elements as well. FDA further inte1prets "different, comparable aspect of the [ETASU]" to allow a separate REMS for ANDA applicants to use different methods or operational means to effectuate a REMS requirement, provided the program achieves the same level of safety. 
	The ANDA <bH> proposed REMS has the same ETASU as those in the Xyrem REMS. The proposed ANDA REMS operationalizes these elements differently, and FDA has dete1mined that those aspects of the ETASU are comparable to the Xyrem REMS. Specifically, both the Xyrem REMS and the ANDA REMS require that: (1) healthcare providers who prescribe the mug are specially ce1tified; (2) the mug will be dispensed only by pha1macies that are specially ce1t ified; and (3) the mug will be dispensed and shipped only to patients 
	4 
	63
	64
	conditions.
	65 

	1. .
	1. .
	1. .
	Prescriber Certification. Both REMS require healthcare providers who prescribe sodium oxybate agree to perfonn the same functions, including patient screening, counseling, evaluating, enrolling, and repo1t ing adverse events. 

	2. .
	2. .
	Pharmacy Certification. Both REMS require that the drug will not be stocked in retail phaimacies, and both require that their ce1tified phaimaciesperfo1m the same functions: 
	66 



	a. 
	a. 
	a. 
	Dispense only to patients that are enrolled in the REMS 

	b. 
	b. 
	Ensme that all phaimacy staff involved in the program are trained 

	c. 
	c. 
	Ensme that phaimacists involved in the program ai·e trained 

	d. 
	d. 
	Utilize database(s) for tracking and documenting the relevant prescription 

	TR
	and enrollment info1mation 

	e. 
	e. 
	Provide toll-free access to a REMS program phannacist 

	f. 
	f. 
	Ship the mug directly to each patient or designee and track the shipment 

	g. 
	g. 
	Limit the first shipment to a one-month supply and subsequent shipments 

	TR
	to no more than a three-month supply 

	h. 
	h. 
	Document and report all potential adverse events to the sponsor(s) 


	1. Ensme completion of patient counseling checklist and its requirements and the documentation of infonnation received 
	See section 505-l(f)(3)(A) ofthe FD&C Act. .See section 505-l (f)(3)(B) ofthe FD&C Act. .See section 505-l(f)(3)(D) ofthe FD&C Act. .The Xyrem REMS specifies use ofthe single phannacy, while the ANDA REMS contemplates multiple .certified phannacies. .
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	j. 
	j. 
	j. 
	Validate each prescription by  

	TR
	i. 
	verifying that both prescriber and patient are enrolled and that the 

	TR
	patient has no other active prescription 

	TR
	ii. 
	confirming all prescription information 

	k. 
	k. 
	Review the patient information, including concomitant or interacting 

	TR
	agents, and reports regarding potential abuse, misuse, or diversion 

	l. 
	l. 
	Monitor, document, and report to sponsor(s) all instances of patient or 

	TR
	prescriber behavior that give rise to a reasonable suspicion of abuse, 

	TR
	misuse, or diversion.   


	3.. Documentation of Safe Use Conditions. Both REMS require that the drug only be shipped to patients who are enrolled in the REMS program with documentation of the same safe use conditions: 
	a.. 
	a.. 
	a.. 
	The drug is dispensed only by a certified pharmacy, by direct shipment, to patients enrolled in the program 

	b.. 
	b.. 
	Patients are enrolled in the program only if a prescriber completes the patient enrollment form 

	c.. 
	c.. 
	The drug is dispensed and shipped only to patients who have signed the prescriber-completed patient enrollment form and acknowledged that he/she has been counseled and asked any questions 

	d.. 
	d.. 
	Patients remain in the program unless the pharmacy or prescriber determine they should be disenrolled 

	e.. 
	e.. 
	Disenrolled patients may re-enroll under certain conditions 

	f.. 
	f.. 
	Patients may change prescribers provided that the new prescriber is also enrolled in the program and that the new prescription does not overlap with another active prescription. 


	The ANDA REMS requires that sodium oxybate can be prescribed only by certified  Only a mail order pharmacy that coordinates secure shipment to patients and is not open to the public can be certified to dispense sodium oxybate.  The ANDA REMS also contains the same statement as the Xyrem REMS that sodium oxybate “will not be stocked in retail pharmacy outlets.”
	prescribers, and dispensed only to enrolled patients by certified pharmacies.
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	There are some differences in the operational aspects of the ETASU.  Specifically, the ANDA REMS does not include the same limitations on the number of pharmacies and databases used. While the Xyrem REMS uses a single pharmacy and a single database, 
	 The Xyrem REMS states that “Xyrem will be dispensed only by the central pharmacy that is specially .certified.” . ANDA REMS section II(B)(2)(a) and II(C)(1)(b). .
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	the ANDA REMS will use multiple certified pharmacies and multiple databases connected via an electronic communication verification mechanism known as a switch system.  The switch system ensures coordination among prescribers and pharmacies such that a drug is dispensed only after there is verification that all safe use conditions are met, namely that: (1) the patient is enrolled in the REMS, meaning that, among other things, the patient has been screened by a trained prescriber and educated about the safe u
	A switch system has been used to verify safe use conditions in other approved REMS,TIRF products are Schedule II controlled substances that are contraindicated in non-opioid tolerant patients (among others) due to the risk of fatal respiratory depression, and pose risks of misuse, abuse, addiction, overdose, and serious complications due to medication errors.  The switch system technology used in the TIRF REMS has been successfully implemented to verify, prior to dispensing, that the pharmacy and prescriber
	69 
	including the REMS for Transmucosal Immediate Release Fentanyl (TIRF) products.
	70 
	are enrolled and active and the patient has not been deactivated from the program.
	71

	The ANDA REMS will use a switch system similar to the TIRF REMS to perform the necessary safety checks at the point of dispensing.  Once a certified pharmacy receives the prescription, it requests a pre-dispense authorization (PDA) from the ANDA REMS via the switch system, which queries databases of patients, prescribers, dis-enrolled prescribers, and pharmacies, to verify the necessary prescription information and patient and prescriber enrollments before authorizing dispensing.   
	In addition to verifying this necessary safety information from its own databases, the ANDA REMS will require a certified pharmacy to contact the Xyrem REMS program to verify, prior to dispensing, that the patient has no other active prescriptions for Xyrem that overlap with the prescription to be filled, and to identify any patient and prescriber 
	 The REMS for Addyi, Qsymia, and clozapine, among others, also utilize a switch system. See FDA . TIRF REMS document is available at ... See e.g., TIRF REMS assessment review, September 28, 2016, at p.29.. 
	69
	REMS website at http://www.accessdata fda.gov/scripts/cder/rems/index.cfm..
	70
	http://www.accessdata.fda.gov/scripts/cder/rems/index.cfm?event=RemsDetails.page&REMS=60
	71

	23. 
	dis-emolhnents. A ce1tified pha1macy in the ANDA REMS also will provide conesponding info1mation (prescription info1mation and emollment status) to the Xyrem REMS program, so that the Xyrem phaimacy cai1 include that info1mation in its central database and verify prescriptions and emollment status against the ANDA system.
	72 

	Once all checks are completed, the medication is shipped directly to the patient just as it is under the RLD program. The diug product is never housed in a retail phaimacy. 
	FDA has concluded that this approach achieves the same level ofsafety as the RLD. We have dete1mined that the different aspects of the ETASU in the REMS proposed by the ANDA <bHare compai·able to those in the Xyrem REMS. In each case, the drug is shipped directly to the patient and not stocked on retail phaimacy shelves, the same patient counseling takes place prior to dispensing, and multiple checks ai·e built in to ensure that safe use conditions have been met and that there have been no attempts at diver
	4 

	Controls under the ANDA REMS 
	In its submission to the Agency dated December 4, 2015, Jazz states its opposition to a waiver ofthe SSS REMS requirement for generic sodillill oxybate products. This submission predates the submission ofthe ANDA <bH'f> REMS, but Jazz refers to 
	44
	the ANDA (bft> "Paragraph IV notices"as evidence tha (bJ< > intend to deviate 
	73 

	significantly from the approved Xyrem REMS."Jazz describe A~A (bJ<> stated intent to use "multiple sepai·ate sodium oxybate databases and multiple additional 
	74 
	4 

	4
	points ofdistribution" and quotes from the (bJ<> '.\.NDA <bH > Paragraph IV notices to chai·acterize the use ofmultiple databases as disconnected 
	4
	and incomplete.
	75 

	Jazz's description ofthe ANDA system does not accurately characterize the REMS being approved. The ANDA REMS does not pe1mit the use ofretail pham1acies, which Jazz maintains would entail shipment to, and stocking ofsodium oxybate at, 
	The Xyrem REMS requires that the ce1tified phannacy access the REMS program database to verify all .enrolhnents and prescription info1mation prior to each dispense ofthe dtug. See Section II(B)(2)(b)(ii). .Pursuant to section 505G)(2)(B) ofthe FD&C Act, an ANDA applicant that makes a ce1tification .
	72 
	73 

	described in subparagraph (A)(vii)(IV) shall give notice to certain recipients in accordance with this .section. Such a "Paragraph IV notice" shall include a detailed statement ofthe factual and legal basis of .the applicant's opinion that Jazz's REMS patents will not be infringed. See section 505(j)(2)(B)(iv)(II) of .the FD&C Act. .Dec.4 Submission at 9. .Id. at 10. .
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	24 .
	additional sites upstream in the pharmaceutical distribution chain.  On the contrary, the ANDA REMS requires that sodium oxybate only be distributed by wholesalers/distributers that are certified in the REMS, and that they distribute the drug only to certified pharmacies.  As a result, sodium oxybate cannot be distributed to secondary wholesalers, which Jazz describes as “the weakest point in the U.S. pharmaceutical distribution chain.” In other words, the ANDA REMS maintains strict controls on distribution
	76

	While it is true that the ANDA REMS will use multiple pharmacies and multiple databases, these pharmacies and databases are connected in a way that accomplishes the same result as the Xyrem REMS.  FDA therefore does not share Jazz’s view that the ANDA REMS significantly deviates from the approved Xyrem REMS.  The differences between the programs do not reflect different ETASU, but rather are aspects of the ETASU that are being operationalized differently.  Based upon the Agency’s expertise and experience wi
	Use of databases 
	Jazz states that “the central database is necessarily one of the elements to assure safe use of Xyrem, because it is indispensable to the successful operation of the entire REMS.”The Agency disagrees. From a safety perspective, the use of a central database is not “indispensable to the successful operation of the entire REMS.”  As explained above, the ANDA REMS use of multiple databases connected by a switch system, together with required communications verifying and reporting key information between the AN
	77 

	Single pharmacy requirement 
	We note that of the approved REMS that include pharmacy certification as an element, other than the Xyrem REMS, none requires use of a single pharmacy or even limits the pharmacies to a certain number.  Though many companies choose to limit the number of pharmacies they utilize to implement their REMS, that is a business decision and not one 
	 Id. at 24.  Id. at 20. 
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	25 
	required by the REMS. Rather, the REMS with pharmacy certification provisions specify the substantive criteria for certification that are necessary to assure safe use of the drug without stipulating how many pharmacies can or will be permitted to be certified.  
	To the extent that Jazz asserts a single central pharmacy is essential to safe use of the drug and no generic program can be safe without it, FDA notes that this was the primary disagreement between Jazz and the Agency in the dispute resolution over the finalized REMS for Xyrem, and the Agency has long maintained that use of a single central pharmacy is not the only way to safely distribute the drug. FDA also notes the inconsistent position Jazz has taken on this subject and the statement Jazz madesuggestin
	78
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	“REMS regulatory science” and evidence of comparability 
	Jazz further argues that FDA cannot grant a waiver of the SSS requirement because “[c]urrently available REMS regulatory science cannot provide evidence adequate to demonstrate comparability of differing aspects of sodium oxybate ANDA REMS to the Xyrem REMS.”  It goes on to state that “[t]he current state of evolution of REMS regulatory science has not developed the standards of evidence, tools, and methodology needed to reliably evaluate whether the level of risk mitigation associated with the existing Xyr
	80
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	We disagree with Jazz’s view for two reasons.  First, FDA’s conclusions regarding comparability here are based on experience with the successful use of switch systems to verify safe use conditions in other REMS; they are neither theoretical nor without support. Second, we find Jazz’s reading inconsistent with FDA’s statutory waiver authority. Under Jazz’s narrow reading, the Agency must develop “standards of evidence, tools, and methodology” to determine whether different aspects of the ETASU are comparable
	the ANDA 
	 and has concluded that the differences in the way the ETASU are 
	Figure

	operationalized are comparable to the corresponding aspects of the ETASU in the Xyrem REMS. 
	 See e.g., Meeting Minutes from August 14, 2013; dispute denial letter dated November 20, 2013.. See fn. 17 supra.  . Dec. 4 Submission at p.25. . Id. at p.26.. 
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	Consistent with other REMS, periodic assessments of both of these programs will allow the Agency to monitor compliance with each and make any modifications necessary to ensure the benefits of the drug continue to outweigh its risks.  The assessment plan for the ANDA REMS requires the same metrics as the Xyrem REMS in order to determine that the REMS is meeting its goals.  Assessments will be submitted to FDA at 6 and 12 months following approval and annually thereafter.  The assessment plan will evaluate co
	suspicious of abuse, misuse or diversion.
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	IV. A Conditional Waiver is Appropriate 
	FDA is attaching the following condition to the waiver: the waiver-granted REMS shall be open to all current and future applicants with sodium oxybate products.  The primary purpose of this condition is seek to minimize the number of ETASU systems with which 
	patients, prescribers, and other stakeholders would need to comply.
	83 

	V. Conclusion 
	For the foregoing reasons, FDA has decided to waive the requirement that sodium oxybate products use an SSS REMS. The waiver is conditioned on a requirement that the 
	ANDA 
	 make REMS open to all current and future applicants for sodium 
	Figure
	Figure

	oxybate products. The Agency has also determined that the ANDA REMS contains the same ETASU as the Xyrem REMS and uses comparable aspects of those ETASU.  
	 Details of the assessment plan will be included in the approval letter for any ANDA subject to the ANDA .REMS. . FDA has imposed the same condition in both other waivers of the SSS requirement: buprenorphine and .alosetron. .
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	M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE FOOD AND DRUG ADMINISTRATION CENTER FOR DRUG EVALUATION AND RESEARCH 
	DATE: 
	DATE: 
	DATE: 
	January 11, 2017 

	FROM: 
	FROM: 
	Martin Shimer 

	TR
	Deputy Director, Division of Legal and Regulatory Support 

	TR
	Office of Generic Drug Policy 

	TO: 
	TO: 
	ANDA 202090 

	SUBJECT: 
	SUBJECT: 
	180-day Exclusivity for Sodium Oxybate Oral Solution, 500 mg/mL 


	I. STATUTORY BACKGROUND 
	The Medicare Prescription Drug, Improvement, and Modernization Act of 2003 (MMA) describes, among other things, certain events that can result in the forfeiture of a first applicant’s180-daygeneric drug exclusivity as described in section 505(j)(5)(B)(iv) of the Federal Food, Drug, and Cosmetic Act (the FD&C Act).   
	1

	The forfeiture provisions of the MMA appear at section 505(j)(5)(D) of the FD&C Act.  Included among these is section 505(j)(5)(D)(i)(IV), which states the following: 
	FAILURE TO OBTAIN TENTATIVE APPROVAL.--The first applicant fails to 
	obtain tentative approval of the application within 30 monthsafter the date on 
	2 

	A “first applicant” is eligible for 180-day exclusivity by virtue of filing a substantially complete ANDA with a paragraph IV certification on the first day on which such an ANDA is received.  Section 505(j)(5)(B)(iv)(II)(bb). If only one such ANDA is filed on the first day, there is only one first applicant; if two or more such ANDAs are filed on the first day, first applicant status is shared.For applications submitted between January 9, 2010, and July 9, 2012 containing a paragraph IV certification (or a
	1 
	2 

	which the application is filed, unless the failure is caused by a change in or a 
	review of the requirements for approval of the application imposed after the date 
	on which the application is filed. 
	The “failure to obtain tentative approval” forfeiture provision establishes a bright-line rule:  If within 30 months of submission, an abbreviated new drug application (ANDA) has been determined by the Food and Drug Administration (FDA or the Agency) to meet the statutory standards for approval and it is only patent and/or exclusivity protection that prevents full approval, then an applicant will be given a tentative approval and will maintain eligibility for 180-day exclusivity.  If tentative approval or a
	3

	In addition, FDA has determined that if one of the causes of failure to get tentative approval or approval by the 30-month forfeiture date was a change in or review of the requirements for approval imposed after the application was filed, an applicant will not forfeit eligibility notwithstanding that there may have been other causes for failure to obtain tentative approval or approval by the 30-month forfeiture date.  Thus, to avoid forfeiture, an applicant must show that acceptability of at least one aspec
	2. 
	or changes in approval requirements imposed on applicants after their ANDAs are filed that are a cause of the failure to obtain approvals or tentative approvals within 30 months (and presumes causation if, at the 30 month date, the sponsor was actively addressing those changes, and these changes precluded approval), and continues to incentivize applicants to challenge patents by preserving in many instances the opportunity to obtain 180-day exclusivity. 
	Under this provision, the 30-month timeframe is generally measured without regard to the length of time the ANDA was under review by the Agency. However, subsection 505(q)(1)(G) of the Act, enacted as part of the Food and Drug Administration Amendments Act of 2007 (Pub. Law 110-85) provides one exception.  This subsection provides that: 
	If the filing of an application resulted in first-applicant status under subsection 
	(j)(5)(D)(i)(IV) and approval of the application was delayed because of a petition, 
	the 30-month period under such subsection is deemed to be extended by a period 
	of time equal to the period beginning on the date on which the Secretary received 
	the petition and ending on the date of final agency action on the petition (inclusive 
	of such beginning and ending dates), without regard to whether the Secretary 
	grants, in whole or in part, or denies, in whole or in part, the petition.  
	Thus, pursuant to this provision, if approval was delayed because of a 505(q) petition such that the application was not ready to be approved at 30 months from the date of submission because of the time it took the Agency to respond to the 505(q) petition, the 30-month-period-from­initial-submission deadline for obtaining a tentative (or final) approval will be extended by the amount of time that the 505(q) petition was under review.
	4 

	II. DISCUSSION 
	Roxane Laboratories, Inc. (Roxane) submitted ANDA 202090 for Sodium Oxybate Oral Solution, 500 mg/mL, on July 8, 2010.  Roxane qualified as a “first applicant” and therefore is eligible for 180-day exclusivity for its generic Sodium Oxybate Oral Solution, 500 mg/mL, 
	In addition to tolling the 30-month period described in 505(j)(5)(D)(i)(IV) in certain circumstances where a petition is under review, section 505(q)(1)(G) clarified the scope of section 505(j)(5)(D)(i)(IV).  If the phrase “tentative approval” in section 505(j)(5)(D)(i)(IV) is viewed in isolation, it might be suggested that this section applies only when an ANDA is eligible for a tentative approval due to a patent, 30-month stay or exclusivity blocking final approval, and that this provision cannot serve as
	4 

	3. 
	absent forfeiture.  FDA will consider whether there was a change in or a review of the requirements for approval that caused Roxane’s failure to obtain tentative approval within 30 months from the date the application was submitted.  Although Roxane submitted its ANDA within the time period identified in section 1133(a) of FDASIA, FDA did not approve or tentatively approve the application on or before September 30, 2016, and FDA did not make the forfeiture determination during the period of time beginning o
	5 

	This memorandum addresses whether Roxane has forfeited its eligibility for 180-day exclusivity due to its failure to obtain tentative approval by January 8, 2013.  
	On November 8, 2013, Roxane submitted correspondence regarding its eligibility for 180-day exclusivity, in which it asserted that it did not forfeit exclusivity for two reasons: 1) approval of ANDA 202090 was delayed because of two citizen petitions; and 2) failure to obtain tentative approval was caused by a change in or a review of the requirements for approval.  Roxane did not specify which requirements for approval may have changed or been under review.  Roxane’s correspondence also asserted that, under
	6

	We must base our forfeiture analysis on the record before the Agency. The following is a timeline of certain key submissions and actions regarding ANDA 202090: 
	07/17/2002 
	07/17/2002 
	07/17/2002 
	The reference listed drug (RLD), Xyrem, is approved under the restricted distribution provisions of 21 CFR Part 314 Subpart H to assure safe use of the product, with a Risk Management Program (RMP), which later became known as a Risk Minimization Action Plan (RiskMAP)7 

	09/27/2007 
	09/27/2007 
	Food and Drug Administration Amendments Act of 2007 (FDAAA), Public Law 110-85 enacted 

	03/27/2008 
	03/27/2008 
	FDA publishes Federal Register notice identifying products deemed to have in effect an approved REMS under FDAAA, including the RLD 

	08/29/2008 
	08/29/2008 
	RLD proposed REMS submitted in accordance with FDAAA (NDA 021196/S-015) 


	See note 2, above.. Letter to I. Margand, T. Nhu, and P. Rickman (OGD) fr. A. Amann (Roxane) re “ANDA 202090, Sodium Oxybate. Oral Solution, 500 mg/mL, GENERAL CORRESPONDENCE” (Nov. 8, 2013)..Letter to D. Reardan (Orphan Medical) fr. R. Temple (Office of Drug Evaluation I, Center for Drug Evaluation and. Research (CDER)) re “NDA 21-196” (July 17, 2002).. 
	5 
	6 
	7 

	4. 
	11/13/2008 
	11/13/2008 
	11/13/2008 
	RLD REMS amendment submitted 

	08/25/2009 
	08/25/2009 
	RLD REMS amendment submitted 

	08/31/2009 
	08/31/2009 
	RLD REMS amendment submitted 

	10/07/2009 
	10/07/2009 
	RLD REMS amendment submitted 

	07/08/2010 
	07/08/2010 
	ANDA 202090 submitted 

	02/03/2011 
	02/03/2011 
	RLD REMS amendment submitted 

	03/29/2011 
	03/29/2011 
	ANDA 202090 bioequivalence review (acceptable) 

	04/07/2011 
	04/07/2011 
	ANDA 202090 proposed “risk management program” submitted 

	07/06/2011 
	07/06/2011 
	ANDA 202090 chemistry review (deficient); chemistry deficiencies faxed 

	08/26/2011 
	08/26/2011 
	RLD REMS amendment submitted 

	09/02/2011 
	09/02/2011 
	ANDA 202090 chemistry amendment 

	09/09/2011 
	09/09/2011 
	ANDA 202090 chemistry amendment 

	10/19/2011 
	10/19/2011 
	ANDA 202090 proposed REMS submitted 

	11/04/2011 
	11/04/2011 
	ANDA 202090 chemistry review (deficient); chemistry deficiencies faxed 

	11/30/2011 
	11/30/2011 
	ANDA 202090 teleconference re: chemistry 

	01/31/2012 
	01/31/2012 
	RLD REMS amendment submitted 

	03/12/2012 
	03/12/2012 
	ANDA 202090 REMS correspondence 

	04/13/2012 
	04/13/2012 
	RLD REMS amendment submitted 

	05/18/2012 
	05/18/2012 
	Citizen petition (FDA-2012-P-0499) received requesting, among other things, in vivo bioequivalence testing for ANDAs referencing Xyrem as the RLD 

	07/09/2012 
	07/09/2012 
	Food and Drug Administration Safety and Innovation Act (FDASIA), Public Law 112-144 enacted 

	07/10/2012 
	07/10/2012 
	Citizen petition (FDA-2012-P-0733) received requesting, among other things, that FDA rescind receipt of ANDAs referencing Xyrem as the RLD that did not contain a proposed risk management system at the time the ANDA was accepted for review 

	09/27/2012 
	09/27/2012 
	FDA sent ANDA 202090 a REMS Notification Letter, which requested that Roxane submit a proposed REMS and noted that it should contact the NDA sponsor to discuss development of a single, shared system (SSS) REMS 

	11/13/2012 
	11/13/2012 
	Citizen petition (FDA-2012-P-0499) denied 

	11/21/2012 
	11/21/2012 
	RLD REMS amendment submitted 

	12/13/2012 
	12/13/2012 
	Citizen petition (FDA-2012-P-0733) denied 

	12/17/2012 
	12/17/2012 
	RLD labeling changes approved (S-013) 

	12/20/2012 
	12/20/2012 
	RLD REMS amendment submitted 

	01/08/2013 
	01/08/2013 
	07/08/2010 plus 30 months 

	03/01/2013 
	03/01/2013 
	ANDA 202090 chemistry review (deficient) 

	03/18/2013 
	03/18/2013 
	ANDA 202090 labeling review (deficient) 


	5. 
	03/20/2013 
	03/20/2013 
	03/20/2013 
	ANDA 202090 Complete Response letter issued (chemistry and labeling deficiencies; notes that “Your submitted REMS was consulted and remains under review. You are encouraged to work towards a single-shared system REMS with the innovator. You may also opt to develop and submit a RiskMAP.”) 

	04/16/2013 
	04/16/2013 
	ANDA 202090 response to Complete Response letter, which included a proposed RiskMAP 

	06/29/2013 
	06/29/2013 
	RLD REMS amendment submitted 

	07/16/2013 
	07/16/2013 
	ANDA 202090 labeling review (deficient) 

	07/17/2013 
	07/17/2013 
	RLD REMS amendment submitted 

	08/21/2013 
	08/21/2013 
	ANDA 202090 chemistry review (acceptable) 

	09/10/2013 
	09/10/2013 
	RLD REMS amendment submitted 

	09/19/2013 
	09/19/2013 
	ANDA 202090 Complete Response letter issued (labeling deficiencies; acknowledges a proposed REMS was submitted) 

	09/30/2013 
	09/30/2013 
	ANDA 202090 response to Complete Response letter 

	10/08/2013 
	10/08/2013 
	RLD REMS amendment submitted 

	11/06/2013 
	11/06/2013 
	ANDA 202090 labeling review (acceptable) 

	11/08/2013 
	11/08/2013 
	ANDA 202090 correspondence received regarding the failure to obtain tentative approval forfeiture provision 

	01/23/2014 
	01/23/2014 
	FDA REMS meeting with the RLD sponsor and ANDA applicants referencing Xyrem as the RLD to initiate development of a SSS REMS 

	04/02/2014 
	04/02/2014 
	ANDA 202090 REMS correspondence, which alleges that FDA informed Roxane on March 7, 20138 that the previously submitted proposed REMS could not be approved because the RLD did not have an approved REMS9 and suggested that Roxane change its proposed REMS to a RiskMAP, which Roxane did on April 16, 2013 

	04/11/2014 
	04/11/2014 
	RLD labeling changes approved (S-019) and RLD REMS amendment submitted 

	04/22/2014 
	04/22/2014 
	RLD REMS amendment submitted 

	04/30/2014 
	04/30/2014 
	ANDA 202090 REMS status update email 

	05/30/2014 
	05/30/2014 
	ANDA 202090 REMS status update email 

	06/30/2014 
	06/30/2014 
	ANDA 202090 REMS status update email 

	08/02/2014 
	08/02/2014 
	ANDA 202090 REMS status update email 

	10/02/2014 
	10/02/2014 
	ANDA 202090 REMS status update email 

	11/04/2014 
	11/04/2014 
	ANDA 202090 REMS status update email and meeting between FDA and ANDAs referencing Xyrem as the RLD regarding status of SSS REMS negotiations 


	Neither the Office of Regulatory Policy nor the Office of Surveillance and Epidemiology, Division of Risk. Management could locate a record of this communication..Under section 909(b) of FDAAA, Xyrem was deemed to have in effect an approved REMS.. 
	Neither the Office of Regulatory Policy nor the Office of Surveillance and Epidemiology, Division of Risk. Management could locate a record of this communication..Under section 909(b) of FDAAA, Xyrem was deemed to have in effect an approved REMS.. 
	8 
	9 


	6 
	11/07/2014 
	11/07/2014 
	11/07/2014 
	RLD REMS amendment submitted 

	12/01/2014 
	12/01/2014 
	ANDA 202090 REMS status update email 

	01/14/2015 
	01/14/2015 
	ANDA 202090 REMS status update email 

	02/04/2015 
	02/04/2015 
	ANDA 202090 REMS status update email and meeting between FDA and ANDA applicants referencing Xyrem as the RLD regarding REMS development 

	02/27/2015 
	02/27/2015 
	RLD REMS approved 


	Contrary to Roxane’s assertion in its November 8, 2013 correspondence, tentative approval of Roxane’s ANDA was not delayed because of a citizen petition, such that the 30-month period would be extended past January 8, 2013, under section 505(q)(1)(G) of the FD&C Act.  While two citizen petitions were submitted pertaining to ANDAs referencing Xyrem as the RLD, as noted on the timeline above, both were answered before January 8, 2013, and there is no evidence that FDA’s consideration of these petitions caused
	FDA Review of ANDA 202090 
	As the above timeline indicates, at the forfeiture date of January 8, 2013, bioequivalence was acceptable, chemistry and labeling were deficient, and REMS was pending. 
	REMS Review 
	Pursuant to section 505-1(i) of the FD&C Act, a drug that is the subject of an ANDA under 505(j) is subject to certain elements of the REMS required for the applicable RLD.  If the REMS for the RLD includes elements to assure safe use (ETASU), FDA cannot approve a REMS for an ANDA unless either: 1) the generic drug and RLD use a single, shared system (SSS) for the ETASU; or 2) FDA waives the requirement for a SSS, and permits the ANDA to use a separate, comparable system for the ETASU. 
	At the 30-month forfeiture date of January 8, 2013, FDA was reviewing the REMS requirements for approval or tentative approval of an ANDA referencing Xyrem as the RLD.  In accordance with section 909(b) of FDAAA, Xyrem was deemed to have in effect an approved REMS on March 25, 2008.  Section 909(b) further provides that holders of approved applications for which a REMS is deemed to be in effect must submit a proposed REMS by September 21, 2008.  The proposed REMS for Xyrem was submitted on August 29, 2008 a
	During FDA’s ongoing review of the REMS requirements for Sodium Oxybate Oral Solution, 500 mg/mL, Roxane actively sought to address the Agency’s risk mitigation concerns.  On April 7, 2011, Roxane submitted a “proposed risk management program,” and on October 19, 2011, Roxane submitted a proposed REMS, while the post-FDAAA REMS for Xyrem was still under 
	7. 
	review.  FDA’s September 27, 2012 REMS Notification Letter stated that a REMS would be required for sodium oxybate oral solution and directed Roxane to contact the RLD sponsor regarding the development of a SSS.  According to Roxane’s April 2, 2014 correspondence,FDA then allegedly informed Roxane on March 7, 2013 that its ANDA could not be approved with a REMS because the RLD did not have a post-FDAAA approved REMS and suggested that it submit a RiskMAP. FDA’s March 20, 2013 Complete Response letter noted 
	10
	11 
	12
	fact be necessary for approval.
	13 

	The REMS approval letter noted that, “FDA has sought to finalize and approve the REMS for Xyrem since 2008.  In doing so, we have faced repeated, lengthy delays.”  These delays and FDA’s ongoing review of the REMS requirements for approval of ANDAs referencing Xyrem as the RLD were a cause of Roxane’s failure to obtain tentative approval by the 30-month forfeiture date. The record shows that FDA was considering whether Roxane’s application could be approved with a REMS or RiskMAP as of the forfeiture date o
	Therefore, based on these facts, we have determined that there was a review of the requirements for approval, specifically with respect to the REMS requirements, which was a cause of Roxane’s failure to obtain tentative approval by the 30-month forfeiture date. 
	Chemistry and Labeling Reviews 
	Because FDA has determined that there was a review of the approval requirements with respect to REMS, which was a cause of Roxane’s failure to obtain tentative approval by January 8, 2013, we need not determine whether there is a separate basis for non-forfeiture with respect to chemistry or labeling. 
	III.CONCLUSION 
	Roxane’s ANDA 202090 for Sodium Oxybate Oral Solution, 500 mg/mL, was submitted on July 8, 2010. The 30-month forfeiture date was January 8, 2013.  Roxane’s ANDA was not tentatively approved within this time period. Roxane’s failure to obtain tentative approval within 
	Letter to G. Hicks (Roxane) fr. G. Geba (OGD) re “ANDA 202090, INFORMATION REQUEST” (Sept. 27,. 2012)..Letter to Division of Documents Management fr. A. Amann (Roxane) re “ANDA 202090 -Sodium Oxybate Oral. Solution, 500mg/mL” (Apr. 2, 2014)..Letter to R. Wilson (Roxane) fr. K. Uhl (OGD) re “ANDA 202090, COMPLETE RESPONSE” (Mar. 20, 2013).. Letter to A. Amann (Roxane) fr. K. Uhl (OGD) re “ANDA 202090, COMPLETE RESPONSE” (Sept. 19, 2013).. 
	10 
	11 
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	8. 
	30 months was caused by a change in or review of the requirements for approval, specifically FDA’s review of the REMS requirements for approval.  Therefore, Roxane has not forfeited its eligibility for the 180-day exclusivity period described in section 505(j)(5)(B)(iv) of the FD&C Act for Sodium Oxybate Oral Solution, 500 mg/mL. 
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	M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE FOOD AND DRUG ADMINISTRATION CENTER FOR DRUG EVALUATION AND RESEARCH 
	DATE:. January 17, 2017 
	FROM:. Martin Shimer Deputy Director, Division of Legal and Regulatory Support Office of Generic Drug Policy 
	THROUGH:. Kathleen Uhl Director, Office of Generic Drugs (OGD) 
	TO:. Abbreviated New Drug Application (ANDA) 202090, ANDA 203351, 
	ANDA 203631, 
	SUBJECT:. Patent Certification Requirements for Certain Risk Evaluation and Mitigation Strategy (REMS) Amendments 
	This memorandum documents the Food and Drug Administration’s (FDA’s or the Agency’s) decision that ANDA applicants for sodium oxybate oral solution referencing new drug application (NDA) 022196, Xyrem, as the reference listed drug (RLD) must determine whether to submit new or amended patent certifications in connection with REMS amendments to their respective applications, submitted before December 5, 2016,that propose to use a separate system for the elements to assure safe use (ETASU).  FDA has not determ
	1 

	I. FACTUAL BACKGROUND 
	Xyrem was approved on July 17, 2002.  At the time of approval, no patents were listed in FDA’s Approved Drug Products with Therapeutic Equivalence Evaluations (the Orange Book) for Xyrem; however, multiple patents have since been listed. 
	A REMS for Xyrem was approved on February 27, 2015.Several of the patents listed in the 
	2 
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	Orange Book for Xyrem are method-of-use patents, which Jazz Phaimaceuticals (Jazz), the holder ofNDA 021196, claims protect aspects ofits REMS program ("the Xyrem Success Program"). The following listed patents are method-of-use patents that Jazz asse1ts cover the Xyrem REMS program: 7,668,730; 7,765,106; 7,765,107; 7,895,059; 8,457,988; 8,589,182; 8,731,963. 
	The first ANDA referencing_Xyrem as the RLD was submitted on July 8, 2010 (ANDA 202090). <b> <ANDAs pending: 
	There are cmTently a total 
	41

	ANDA # 
	ANDA # 
	ANDA # 
	Receipt Date 

	202090 
	202090 
	07/08/10 

	203631 
	203631 
	04/06/12 

	TR
	(b)(4) 

	203351 
	203351 
	12/18/13 (b)J 


	(b) (4 
	In a letter dated September 25, 2015, Jazz requested that "FDA confnm that new pai·agraph IV ce1tifications must be submitted when an applicant submits a new or amended proposed Risk Evaluation and Mitigation Strategy ("REMS") for an Abbreviated New Drug Application ("ANDA") referencing Xyrem®, and that notice ofsuch certification be provided to the patent holder Jazz Pha1maceuticals, Inc. ("Jazz"), as required by 21 USC 355G)(2)(B)(ii)."
	5 

	Jazz asse1ted that an amendment containing a proposal for a REMS for sodium oxybate would require rece1tification because the proposal would "result in new ANDA products, with revised 
	times in response to FDA comments. This "post-FDAAA REMS" for Xyrem was approved by FDA on February 27_20J.,.,_ _________________________(
	' b)(4) 
	ANDA 202090, Sequence 0028 ~r. 8, 2016); ANDA 203351, Sequence 0016 ~pr. 8, 2016); ANDA 203631, Sequence 0028 (Apr. 8, 2016Ll (bl<1 
	4

	(b)(41 
	Subsequent REMS amendments regarding the substantive elements ofthe separate system for the ETASU were also received before December 5, 2016. Letter to W. Dunn (Division ofNemology Products) fr. J. Ekelund (Jazz) re "NDA 21-196: Xyrem® (sodium oxybate) oral solution 0.5 g/mL, Correspondence Regarding Paragraph IV Ce1tifications" (Sept. 25, 2015) (Jazz Letter), at 1. 
	5 
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	labeling and conditions of use.”
	6 

	II. DISCUSSION 
	Under the Federal Food, Drug, and Cosmetic Act (FD&C Act), an ANDA applicant must include in its application one of four certifications with respect to each patent that claims the listed drug the ANDA references.If a new patent is timely listed while the ANDA is pending, an ANDA applicant is required to submit a patent certification to the patent prior to ANDA approval.  If an ANDA applicant submits a paragraph IV certification to a listed patent, the ANDA applicant must notify the RLD holder and patent own
	7 
	8 
	9 
	courts.
	10 

	The statute does not directly address patent certification requirements applicable to ANDA amendments.  FDA’s regulations in effect at the time the REMS amendments described in the previous section were submitted provide that, with certain exceptions, an ANDA applicant must “amend a submitted certification if, at any time before the effective date of approval of the application, the applicant learns that the submitted certification is no longer accurate.”FDA has previously explained that “[a]n applicant tha
	11 
	12 

	Id., at 4.. The four certifications are as follows:. 
	6 
	7 

	(I) 
	(I) 
	(I) 
	that such patent information has not been filed (a paragraph I certification), 

	(II) 
	(II) 
	that such patent has expired (a paragraph II certification), 


	(III) of the date on which such patent will expire (a paragraph III certification), or 
	(IV) that such patent is invalid or will not be infringed by the manufacture, use, or sale of the new drug for 
	Page 3 of 5 
	Under this regulatory framework, FDA has generally relied on ANDA applicants to determine whether an amendment requires a new or amended patent ce1tification. FDA has advised applicants that rece1tification is necessary-and not left the determination solely to the ANDA applicants-primarily in limited situations involvin ce1tain refo1mulations of the p~posed drng products. <bHr 
	13 
	4

	Ifan ANDA applicant dete1mines 
	that a previous certification is no longer accmate, an amended ce1tification and any accompanyinf notice would be required. FDA cannot and does not evaluate the sufficiency of such notice. 
	1 

	The substantive REMS amendments to the sodium oxybate ANDAs were all submitted before December 5, 2016. On October 6, 2016, FDA published a final rnle that implements portions of Title XI of the Medicare Prescription Drng, Improvement, and Modernization Act of 2003 (MMA) and clarifies and updates FDA's regulations regarding ANDAs and 505(b )(2) applications, and the mle had an effective date of December 5, 2016. The substantive REMS amendments are subject to the regulations in effect at the time of their su
	16 

	Under the regulations in effect at the time the substantive REMS amendments to the sodium oxybate ANDAs were submitted, ANDA applicants were required to dete1mine whether to rece1t ify or to amend a previously submitted patent certification or statement in connection with submitting an amendment containing a proposed REMS. Under 21 CFR 314.94(a)(12)(viii)(C)(J), these ANDA applicants must submit amended patent ce1t ifications if they dete1mine their patent ce1tifications are no longer accmate. It is therefo
	See, e.g., Citizen Petition Response to G. Masoudi (Covington & Burling LLP) fr. J. Woodcock (CDER) re "Docket No FDA-20LO-P-0223" (0ctJ 9 2010) ______________________, 
	13 

	(5) (4f 
	"Disputes involving the sufficiency ofthe notice must be resolved by the applicant, patent owner, and holder of the approved application rather than by action on the part ofFDA." Abbreviated New Dn1g Application Regulations; Patent and Exclusivity Provisions; Final Rule, 59 FR 50338, 50350 (Oct. 3, 1994); "The agency has neither the resources nor the expertise to engage in pa.tent disputes or questions regarding sufficiency ofnotice." Id., at 50352; "The statute provides express and specific grounds for del
	15 
	16 
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	detennine whether to submit new or amended patent ce1tifications. 
	We note that our conclusion here is consistent with section 505-l(f)(8) of the FD&C Act, which prohibits Jazz from using ETASU required by FDA to block or delay approval of an ANDA 
	referencing Xyrem.
	17 

	We also note tha bHl sodium oxybate ANDA applicants sent letters dated December 28, 2016 to FDA requesting that the Agency exercise its statuto1y authority under section 505-l(i)(l)(B) of the FD&C Act to waive the requirement to use a single, shared system for the ETASU and pennit the ANDA applicants to use a separate system. These ANDA applicants also submitted the waiver request letters to their ANDAs. These waiver request letters do not alter any ofthe substantive elements of Instead, the waiver request 
	4
	18 
	19 
	the ANDAs' proposed separate system for the ETASU.
	20 
	21 

	III.CONCLUSION 
	ANDA applicants for sodium oxybate referencing Xyrem as the RLD must detennine whether to submit new or ainended patent ce1tifications in connection with REMS amendments to their respective applications, subinitted before December 5, 2016, that propose to use a sepai·ate system for the ETASU. Ifany such applicant were to detennine that its previous ce1tification was no longer accurate, an ainended ce1tification and any accompanying notice would be required. 
	Digitally signed by Martin H. Shimer Ii -S DN: c=US, o=U.5. Government, ou=HHS, ou=FDA, ou=People, 0.9.2342.19200300.100.1.1=1 300157630, cn=Martin H. Shimer 
	Martin H. Shimer Ii -5 
	li -S .Date: 11 :36:58 -05'00' .
	2017.01.17 

	Section 505-1 (t)(8) ofthe FD&C Act ("No holder ofan approved covered application shall use any element to assure safe use required by the Secreta1y wider this subsection to block or delay approval ofan application wider section 505(b )(2) or (j) ... "). Letter to K. Uhl (OGD) fr. M. Shwnsky (Kirkland & Ellis LLP, counsel for Roxane Laboratories, Inc.) re "ANDA No. 202090-Waiver Request Pw·suant To 21 U.S.C. § 355-l(i)l)@)" (Dec. 28, 2016); Letter to K. Uhl (OGD) fr. 
	17 
	18 

	(b)(41 
	(b)(4) 
	(I>) (<Jf 
	(b)(4J Sodium Oxybate Oral SoIUtion, 500 mghiil -Waiver RP21 U.S.C. § 355-l(i}(iT(B}" (Dec. 28, 2016); Letter to OGD fr. A. Patel (Amneal Phannaceuticals) re "Sodiwn Oxybate Oral Solution, 500 mg/mL, Single Shared REMS Waiver Request Pursuant to 21 U.S.C. § 355-l(i)(l)(B), ANDA# 20363 l(Sequence # 0036)" (Dec. 28, 2016). See ANDA 202090, Sequence 0038 (Jan. 4, 2017).j CbHl ANDA 203631, Sequence 0036 (Dec. 28, 2016); !bHf, 
	equest 
	ursuant to 
	19 
	4
	4

	!bll4j 
	As stated above, all substantive REMS amendments to the ANDAs regarding the proposed separate system were submitted prior to December 5, 2016. Jazz Letter, at 1. 
	21 

	Page 5of5 
	11 Page(s) tias 5een Wittitiel(j in Full as 5~ (CCI/TS) imme(jiately following ttiis page 
	EASILY CORRECTABLE DEFICIENCY .
	ANDA 202090 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room, Metro Park North VII 7620 Standish Place Rockville, Maryland 20855 
	Figure
	APPLICANT: Roxane Laboratories, Inc. 
	APPLICANT: Roxane Laboratories, Inc. 
	APPLICANT: Roxane Laboratories, Inc. 
	TEL: (614) 241-4122 

	ATTN: Sarah Smith 
	ATTN: Sarah Smith 
	Email: sasmith@west-ward.com 

	FROM: Sunny Pyon 
	FROM: Sunny Pyon 

	Dear Ms. Smith: 
	Dear Ms. Smith: 


	This communication is in reference to your abbreviated new drug application (ANDA) dated July 8, 2010, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Sodium Oxybate Oral Solution, 500 mg/mL. 
	The deficiencies presented below represent EASILY CORRECTABLE DEFICIENCIES identified during the review and the current review cycle will remain open. You should provide a complete response to these deficiencies within ten (10) U.S. business days.   
	Prominently identify the submission with the following wording in bold capital letters at the top of the first page of the submission: 
	EASILY CORRECTABLE DEFICIENCY LABELING REFERENCE # 8874340 
	If you do not submit a complete response within ten (10) U.S. business days, the review will be closed and the listed deficiencies will be incorporated in the next COMPLETE RESPONSE. Please provide your response after that complete response communication is received along with your response to any other issued comments. 
	If you are unable to submit a complete response within ten (10) U.S. business days, please contact the Labeling Project Manager immediately so a complete response may be issued if appropriate. 
	Please submit official archival copies of your response to the ANDA, facsimile or e-mail responses will not be accepted. A partial response to this communication will not be processed as an amendment and will not start a review. 
	We have completed our review and have the following comments: 
	ANDA202090 
	LABELING: 
	1. .GENERAL COMMENTS Pursuant to 21 CPR 314.127(a)(7), your labeling must be the same as the labeling approved for the RLD, except for changes required because ofdifferences approved in a petition under 21 CFR 314.93 or because your chug product and the reference listed chug (RLD) are produced or distributed by different manufacturers or because aspects of the listed chug's labeling are protected by patent or exclusivity, and such differences do not render the drng product less safe or effective than the RL
	CFR314.94~@@@.Your 

	(b){'ll 
	ng to 
	, you must revise your labeli

	iui ,.., 
	_..,~~~~~~-~~~,-· 
	since the ANDA inse1t labeling needs to be the same as the RLD labeling and addltional or modified statements cannot be made. Please note that an applicant for a chug product whose labeling does not include any indications that are covered by the listed use patent may submit a section viii statement explaining that the method ofuse patent does not claim any of the proposed indications in your labeling. 
	2. .PRESCRIBING INFORMATION 
	a. .
	a. .
	a. .
	Please confom the name ofthe shared Sodium Oxybate REMS Program is ' Oxybate RiskMAP Program" and revise ifnecessaiy throughout the labeling. 

	b. .
	b. .
	WARNING box, third paragraph: Please revise to read "Because of the risks ofCNS depression, abuse, and misuse, sodium oxybate is available only through the <h><> Sodium Oxybate RiskMAP Program using certified phaimacies. Prescribers and patients must emoll in the program (5.3)." [Add "using ce1tified phaimacies"]. 
	4


	c. .FULL PRESCRIBING INFORMATION, WARNINGS AND PRECAUTIONS, 5.3 Sodium Oxybate RiskMAP Program: Please include as the first bullet "Use ofce1tified phannacies." 
	c. .FULL PRESCRIBING INFORMATION, WARNINGS AND PRECAUTIONS, 5.3 Sodium Oxybate RiskMAP Program: Please include as the first bullet "Use ofce1tified phannacies." 
	---­


	d. .
	d. .
	FULL PRESCRIBING INFORMATION, DRUG ABUSE AND DEPENDENCE, 9.2 Abuse, third paragraph: Please revise (bHI to read "commonalities". 
	4



	3. .MEDICATIONGUIDE .Please refer to comment 2a above. .
	Submit your revised labeling electronically. The prescribing infonnation and any patient labeling should reflect the full content of the labeling as well as the planned ordering of the content of the labeling. The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with your last submitted labeling with all differences annotated and explained. We also advise that you only adch·ess the deficiencies noted in this communication. 
	.__.... 
	ANDA 202090 
	However, prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling. 
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address – 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 


	If you have questions regarding these deficiencies or would like acknowledgement of receipt of your amendment 
	upon submission, please contact the Labeling Project Manager, Sunny Pyon, at sunny.pyon@fda.hhs.gov. 

	Sincerely yours, 
	Digitally signed by Sunny Pyon -S .DN: c=US, o=U.S. Government, ou=HHS, .ou=FDA, ou=People, cn=Sunny Pyon -S,.
	Figure

	Sunny Pyon -S. 
	0.9.2342.19200300.100.1.1=2001673604 Date:  15:21:36 -04'00' 
	2016.06.02

	Sunny Pyon, Pharm.D. Labeling Project Manager Division of Labeling Review Office of Regulatory Operations Office of Generic Drugs Center for Drug Evaluation and Research 
	Sunny Pyon, Pharm.D. Labeling Project Manager Division of Labeling Review Office of Regulatory Operations Office of Generic Drugs Center for Drug Evaluation and Research 
	Sent: Wednesday, February 17, 2016 2:49 PM To: Zerislassie, Ermias Subject: RE: Sodium Oxybate January Update to FDA by ANDA Applicants 

	From: 
	Dear Ermias: 
	Pursuant to your request, and on behalf of the ANDA applicants, I am writing to provide an update on the status of our communications through January 2016 with Jazz Pharmaceuticals with regard to a possible single shared REMS for sodium oxybate. 
	On January 29, 2016, the ANDA applicants participated in a call with Jazz, as represented by 
	P.J. Honerkamp and Jana Gold.  Pursuant to an agreement under which Jazz agreed that it would not disclose any confidential information, Jazz provided a high-level overview of its already publicly-available, FDA-approved REMS document. The ANDA applicants expressed their appreciation to Jazz for sharing its insight and analysis of various operational issues, and the call concluded after approximately 30 minutes. During the call, governance and other MOU issues for a single shared REMS were not discussed, an
	 Pursuant to our agreement with Jazz, we will forward a copy of this update to them. 
	Best Regards, 
	Figure
	Sent: Tuesday, December 29, 2015 3:38 PM To: 
	From: Zerislassie, Ermias [mailto:Ermias.Zerislassie@fda.hhs.gov]  
	From: Zerislassie, Ermias [mailto:Ermias.Zerislassie@fda.hhs.gov]  

	Subject: RE: Sodium Oxybate December 2015 UPDATE TO THE FDA BY ANDA APPLICANTS Thank you for the update 
	Figure
	From: 
	Sent: Wednesday, December 23, 2015 7:11 PM To: Zerislassie, Ermias Subject: Sodium Oxybate December 2015 UPDATE TO THE FDA BY ANDA APPLICANTS 
	Figure
	Dear Ermias: 
	Pursuant to your request, and on behalf of the ANDA applicants, I am writing to provide an update on the status of our communications through November 2015 with Jazz Pharmaceuticals with regards to a possible single shared REMS for sodium oxybate. On November 12, 2015 the ANDA applicants communicated with Jazz to the effect that we thought it better to communicate directly with the Agency, rather than through the submission of a joint update, and thus we submit this separate update to you today. 
	As both the Agency and Jazz are aware, the ANDA applicants continue to have fundamental disagreements with Jazz as to the governance procedures of a single shared REMS, and we are unable to report any progress on the resolution of the concerns we expressed during our call with you. More specifically and for example, the continued rejection by Jazz of a “one-company/one-vote” principle is fundamentally at odds with our concept of how a single shared REMS should govern itself, and thus that disagreement remai
	In addition, and as previously reported to the Agency by Jazz, on November 4, 2015, Jazz wrote to the ANDA applicants to suggest we may be “substantially underestimating” the challenges of creating a separate REMS, and offered to give us the benefit of Jazz’s insight and expertise on various operational issues. The ANDA applicants are amenable to such a call, and to that end each company has now executed a separate CDA to cover 
	In addition, and as previously reported to the Agency by Jazz, on November 4, 2015, Jazz wrote to the ANDA applicants to suggest we may be “substantially underestimating” the challenges of creating a separate REMS, and offered to give us the benefit of Jazz’s insight and expertise on various operational issues. The ANDA applicants are amenable to such a call, and to that end each company has now executed a separate CDA to cover 
	that call. Due to a miscommunication regarding the scheduling of the call, it has not yet taken place and we are currently awaiting new suggested dates from Jazz. We appreciate Jazz’s offer to share its opinions with the ANDA applicants as to their view of operational issues created by a possible separate REMS.  While interesting, this discussion, unfortunately, will not affect the impasse we have reached on the material issue of governance and other previously discussed disagreements with Jazz. 

	Pursuant to our agreement with Jazz, we will forward a copy of this update to them, and will expect to receive from Jazz a copy of any update that they provide to you. 
	Best Regards 
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ERMIAS ZERISLASSIE 02/17/2016 
	Figure
	From: 
	Jennifer Ekelund 

	To: Zerislassie, Ermias; Flowers, Louis; Jenkins, Darrell Cc: 
	Subject: July 2015 Update for the sodium oxybate SSS REMS Date: Wednesday, August 12, 2015 3:20:50 PM Attachments: 
	FW REMS legal call.msg 

	Dear Ermias: 
	I am writing to provide an update for the sodium oxybate shared REMS group for the second half of June and July. The information below is current as of August 6. 
	th

	On June 24, the legal representatives of the parties held a teleconference to discuss proposed MOU terms circulated by Jazz on April 6 and the response from the ANDA holders on June 12, 2015. A summary of the discussion is attached. The parties were not able to reach agreement on all of the issues in the ANDA parties’ markup but agreed that their discussion would continue and Jazz would provide the next draft proposal as well as a summary of the call. 
	Because the legal representatives of the ANDA holders stated that they would not discuss the substance of any single shared REMS without their operational colleagues, on July 7, Jazz’s Single Point of Contact (“SPOC”), wrote to the individuals the ANDA holders had identified as SPOCs to request a teleconference to discuss the substance of a shared REMS. Jazz’s SPOC also requested that the ANDA Holders provide a working draft of any shared REMS that the ANDA holders might be considering, as suggested in the 
	On July 20, Jazz’s legal representative sent a revised MOU proposal based on the parties’ June 24 discussion. On July 24, Par’s legal representative wrote on behalf of the ANDA and proposed a follow up call on August 4. 
	On July 27, Jazz’s SPOC wrote to the ANDA holders and asked for a response to her July 7 email. Jazz’s legal representative wrote to the legal team and confirmed that the legal team was not available August 4 but would provide alternative proposed dates as soon as possible. 
	On July 30, 2015, outside counsel for Roxane, writing on behalf of the ANDA applicants, wrote to identify issues he had identified as having the parties “bogged down” and stated among other things that the ANDA holders would not discuss the content of a shared REMS until there is agreement on an MOU. Jazz notes that this position is contrary to the position taken by the ANDA holders in October 2014, when the ANDA holders insisted that legal and operational discussions should proceed in parallel. 
	On July 31, Jazz’s legal representative responded that Jazz disagrees with outside counsel’s statements in the July 30 email suggesting that the parties are bogged down, and that Jazz would provide dates for a follow up call as soon as possible. Jazz’s legal representative followed up on 
	On July 31, Jazz’s legal representative responded that Jazz disagrees with outside counsel’s statements in the July 30 email suggesting that the parties are bogged down, and that Jazz would provide dates for a follow up call as soon as possible. Jazz’s legal representative followed up on 
	August 2, 2015, offering August 12, 13 or 14 as potential dates for a follow up call of the legal representatives. 

	Figure
	Thank you, Jennifer 
	Jennifer Ekelund 
	Vice President, US Regulatory Affairs Jazz Pharmaceuticals, Inc. 3180 Porter Drive Palo Alto, CA 94304 650.496.2630 650.496.2641 (fax) 
	jennifer.ekelund@jazzpharma.com 
	jennifer.ekelund@jazzpharma.com 
	jennifer.ekelund@jazzpharma.com 


	** ATTENTION: CONFIDENTIAL ** 
	This email message is for the sole use of the intended recipient(s) and may contain confidential and/or privileged information. Any unauthorized review, use, disclosure or distribution is prohibited. If you are not the intended recipient, please contact me by reply email and destroy all copies of the original message. Thank you. 
	Reference ID: 3805831 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ERMIAS ZERISLASSIE 08/13/2015 
	COMPLETE RESPONSE..
	ANDA 202090 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room, Metro Park North VII 7620 Standish Place Rockville, Maryland 20855 
	Figure
	TO: Roxane Laboratories Inc. 
	TO: Roxane Laboratories Inc. 
	TO: Roxane Laboratories Inc. 
	TEL: 614-272-4785 

	ATTN: Anton (Tony) Amann, Ph.D. 
	ATTN: Anton (Tony) Amann, Ph.D. 
	FAX: 614-276-2470 

	FROM: Tina Nhu 
	FROM: Tina Nhu 
	FDA CONTACT PHONE: (240) 276-8548 

	Dear Sir: 
	Dear Sir: 


	This facsimile is in reference to your abbreviated new drug application, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act. 
	We have completed the review and have described below our reasons for this action and, where possible, our recommendations to address these issues in the following attachments ( pages). This facsimile is to be regarded as an official FDA communication and unless requested, a hopy will not be mailed. 
	ard c

	THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
	If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address. 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	Food and Drug Administration Silver Spring MD 20993 
	ANDA 202090 
	COMPLETE RESPONSE 
	Roxane Laboratories, Inc. Attention: Anton (Tony) Amann 1809 Wilson Road Columbus, OH 43228 
	Dear Sir: 
	This is in reference to your abbreviated new drug application (ANDA) dated July 8, 2010, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Sodium Oxybate Oral Solution, 500 mg/mL. 
	Reference is also made to your amendment dated April 16, 2013. 
	We have completed our review of this application, as amended, and have determined that we cannot approve this application in its present form. We have described our reasons for this action below and, where possible, our recommendations to address these issues. 
	PRODUCT QUALITY 
	PRODUCT QUALITY 

	The Division of Chemistry has no further questions at this time. 
	BIOEQUIVALENCE 
	BIOEQUIVALENCE 

	The Division of Bioequivalence has no further questions at this time. 
	Labeling Deficiencies determined on 7-5-13 based on your submission dated 4-16-13:..
	LABELING .

	PATENT..You have not addressed Patent # 8457988 which expires on December 17, 2022...CARTON..How will the two 75 cc dosing cups accompany the drug product?..
	Page 2 
	INSERT 
	1. HIGHLIGHTS OF PRESCRIBING INFORMATION 
	a. TITLE – Place the following text immediately above “Initial U.S. …” 
	SODIUM OXYBATE Oral Solution, CIII 
	b...INDICATIONS AND USAGE..No further comments will be made on your .
	 Sodium Oxybate RiskMAP 
	 Sodium Oxybate RiskMAP 
	Figure

	Program at this time. 

	2...
	2...
	2...
	FULL PRESCRIBING INFORMATION:  CONTENTS* 

	3...
	3...
	FULL PRESCRIBING INFORMATION 


	a. 
	b. 
	b. 
	b. 
	WARNING STATEMENT 

	TR
	“… SYSTEM (CNS) DEPRESSION and MISUSE AND ABUSE” 

	c. 
	c. 
	5.1 Central Nervous System Depression 

	TR
	Revise the title to read as shown above. 

	d. 
	d. 
	5.3 -See comment under (1) (b) above. 


	e. 
	f. ”. 
	a...GENERAL COMMENT – Format parenthetical statements referencing other parts of the insert labeling as shown below: 
	[see WARNINGS AND PRECAUTIONS (5.3)]. 
	i. Note there is no numerical designation before “WARNINGS”. 
	ii. Note the blank space between “PRECAUTIONS” and the parenthesis. 
	b. 
	b. 
	b. 
	1.1 Cataplexy in Narcolepsy – [see CLINICAL STUDIES (14.1)] 

	c...
	c...
	1.2 Excessive Daytime Sleepiness in Narcolepsy – [see CLINICAL STUDIES (14.2)] 

	g...
	g...
	5.1 Central Nervous System Depression Revise the title to be as shown above. 

	h. 
	h. 
	5.3 -See comment under (1) (b) above. 

	i...
	i...
	5.8 Use in Patients Sensitive to High Sodium Intake, Table 2 Title “(g = grams)” [spacing] 

	j. 
	j. 
	8.1 Pregnancy, last sentence – “postnatal”  

	k...
	k...
	10.1 Human Experience, first paragraph, last sentence – “was” rather than“is” 

	l...
	l...
	17 PATIENT COUNSELING INFORMATION See comment under (1) (b) above. 

	m...
	m...
	Instructions for Use -Sodium Oxybate Oral Solution, CIII Revise the title to appear as shown above. 

	n. 
	n. 
	Medication Guide  -Sodium Oxybate Oral Solution, CIII 


	Page 3 
	d. 
	d. 
	d. 
	2 
	DOSAGE AND ADMINISTRATION 

	TR
	See comment under (1) (b) above. 

	e. 
	e. 
	2.1 Dosing Information, Table 1 Title 

	TR
	“(g = grams)” [spacing] 

	f. 
	f. 
	4 
	CONTRAINDICATIONS 


	. 
	Figure
	i. Revise the title to appear as shown above. 
	ii. What is the most important … -See comment under  (1) (b) above. 
	iii...How should I take …, first bullet – “… Instructions for Use at the end of this Medication Guide for …” 
	iv. What are the possible … -Bold the last two sentences [“Call your 
	Page 4 
	doctor … side effects. You may … at 1-800-FDA-1088.”]. 
	v. General information about … -See comment under  (1) (b) above. 
	o...Please note that the “Instructions for Use” should follow the “Medication Guide”. 
	Revise your labeling, as instructed above, and submit electronically. 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling [the reference listed drug’s labeling your last submitted labeling] with all differences annotated and explained. 
	or 

	Prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.  
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address 
	-

	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 


	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

	Under section 909(b)(1) of the Food and Drug Administration Amendments Act (FDAAA) of 2007, we identified sodium oxybate as a product deemed to have in effect an approved REMS because there were in use on the effective date of FDAAA, March 25, 2008, elements to assure safe use required under 21 CFR 314.520. A REMS will be necessary for Sodium Oxybate Oral Solution, 500 mg/mL, if it is approved, to ensure that the benefits of the drug outweigh the risk(s) of developing central nervous system and respiratory 
	We acknowledge receipt of your proposed REMS, included in your submission dated October 19, 2011.  We also refer to our letter dated September 27, 2012, in which the details of the REMS requirements were outlined and you were notified of the need to work on a single shared system with the innovator. Your proposed REMS contains a Medication Guide, elements to assure safe use, an implementation system. 
	The REMS, should it be approved, will create enforceable obligations. We will continue discussion of your proposed REMS after your complete response to this action letter has been submitted. 
	FACILITY INSPECTIONS .
	FACILITY INSPECTIONS .

	Page 5 
	Office of Compliance has no further questions at this time. The compliance status of each facility named in the application may be re-evaluated upon re-submission. 
	A partial response to this letter will not be processed as a resubmission and will not start a new review cycle.  The resubmission to this will be considered to represent a MINOR AMENDMENT. The designation as a RESUBMISSION/AFTER ACTION – MINOR COMPLETE RESPONSE AMENDMENT should appear prominently in your cover letter.  In addition, please designate in bold on your cover letter each review discipline (Chemistry, 
	Labeling, Bioequivalence, Microbiology, Clinical) you are providing responses to. Within one year after the date of this letter, you are required to resubmit or take other actions available under 21 CFR 314.110. If you do not take one of these actions, we may consider your lack of response a request to withdraw the application under 21 CFR 314.65.  You may also request an extension of time in which to resubmit the application. A resubmission must fully address all the deficiencies listed. A partial response
	The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) established certain provisions with respect to self-identification of facilities and payment of annual facility fees. Your ANDA identifies at least one facility that is subject to the self-identification requirement and payment of an annual facility fee.  Self-identification must occur by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date specified in the Federal Register notice 
	Additionally, we note that the failure of any facility referenced in the application to self-identify and pay applicable fees means that FDA will not consider the GDUFA application review goal dates to apply to that application. 
	The drug product may not be legally marketed until you have been notified in writing that this application is approved. If you have any questions, call Tina Nhu, Regulatory Project Manager, at (240) 276-8548. 
	Page 6 
	Sincerely yours, 
	{See appended electronic signature page} 
	Kathleen Uhl, M.D. Acting Director Office of Generic Drugs Center for Drug Evaluation and Research 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ROBERT L WEST 09/19/2013 Deputy Director, Office of Generic Drugs, for 
	Kathleen Uhl, M.D. 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES  
	Food and Drug Administration Silver Spring  MD 20993 
	ANDA 202090 
	COMPLETE RESPONSE 
	Roxane Laboratories, Inc. .Attention: Randall S. Wilson, Vice President .
	     Scientific, Medical and Regulatory Affairs 1809 Wilson Road Columbus, OH  43228 
	Dear Sir: 
	This is in reference to your abbreviated new drug application (ANDA) dated July 8, 2010, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for Sodium Oxybate Oral Solution, 500 mg/mL. 
	Reference is also made to your amendments dated September 13, 2010; April 6, September 2, September 8, October 19, 2011; and March 12, 2012. 
	We have completed our review of this application, as amended, and have determined that we cannot approve this application in its present form.  We have described our reasons for this action below and, where possible, our recommendations to address these issues. 
	PRODUCT QUALITY 
	PRODUCT QUALITY 

	The deficiencies presented below represent MINOR deficiencies: 
	A. Chemistry Deficiencies: 
	1. 2. 
	BIOEQUIVALENCE 
	BIOEQUIVALENCE 

	The Division of Bioequivalence (DBE) has completed its review and has no further questions at this time. 
	Page 2 
	LABELING 
	LABELING 

	Labeling Deficiencies determined on 3-14-13 based on your submissions dated 7-8-10 and 4-6 and 10-19-11: 
	CONTAINER 180 mL 
	1. .Add the following statement to appear immediately above “For oral administration only.”: 
	“MUST BE DILUTED BEFORE USE” 
	2. .Add the following statement to appear immediately above the storage temperature   recommendations: 
	“WARNING:  Keep This and All Other Medications Out of Reach of Children” 
	3. .“Each mL contains …” statement – “… purified water, USP  [add comma] 
	4. . 
	5. .Add the following statement to appear immediately below “For oral administration only.”: 
	  “Use as instructed” CARTON 
	1.. 
	1.. 
	1.. 
	See comments (2) and (4) under CONTAINER above. 

	2. .
	2. .
	Add the following statement to appear immediately above “Rx only”:  


	“WARNING:  Keep This and All Other Medications Out of Reach of Children” 
	3. 
	4. How will the two 75 cc dosing cups accompany the drug product? 
	Page 3 
	INSERT 
	1. 
	1. 
	1. 
	1. 
	GENERAL COMMENT 

	Revise your insert labeling to be the same as that of the reference listed drug, Xyrem® (NDA 21-196/S-013); approved December 17, 2012. 

	2. 
	2. 
	DESCRIPTION 

	3. 
	3. 
	MEDICATION GUIDE 


	Figure
	Revise your Medication Guide and associated Instructions for Use to be the same as that of the reference listed drug, Xyrem® (NDA 21-196/S-013); approved December 17, 2012. 
	REMS 
	Your submitted REMS was consulted and remains under review.  You are encouraged to work  towards a single-shared system REMS with the innovator.  You may also opt to develop and submit a RiskMAP. 
	Revise your labeling, as instructed above, and submit electronically. 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with [the reference listed drug’s labeling  your last submitted labeling] with all differences annotated and explained. 
	or

	Prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the Electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.   
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address -  
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 


	A partial response to this letter will not be processed as a resubmission and will not start a new review cycle.   The resubmission to this will be considered to represent a MINOR AMENDMENT.  The designation as a RESUBMISSION/AFTER ACTION – MINOR COMPLETE RESPONSE AMENDMENT should appear prominently in your cover letter.  In addition, please designate in bold on your cover letter each review discipline (Chemistry, Labeling, Bioequivalence, Microbiology, Clinical) you are providing responses to. 
	Page 4 
	Within one year after the date of this letter, you are required to resubmit or take other actions available under 21 CFR 314.110. If you do not take one of these actions, we may consider your lack of response a request to withdraw the application under 21 CFR 314.65.  You may also request an extension of time in which to resubmit the application.  A resubmission must fully address all the deficiencies listed.  A partial response to this letter will not be processed as a resubmission and will not start a new
	The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) established certain provisions with respect to self-identification of facilities and payment of annual facility fees. Your ANDA identifies at least one facility that is subject to the self identification requirement and payment of an annual facility fee.  Self-identification must occur by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date specified in the Federal Register notice 
	In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations listed in generic drug submissions comply with the self-identification requirement. The failure of any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees when due may raise significant concerns about that site or organization and is a factor that may increase the likelihood of a site inspection prior to approval.  FDA does not expect to give priority to completion of
	Additionally, we note that the failure of any facility referenced in the application to self-identify and pay applicable fees means that FDA will not consider the GDUFA application review goal dates to apply to that application. 
	The drug product may not be legally marketed until you have been notified in writing that this application is approved. If you have any questions, call Sean Belouin, Regulatory Project Manager, at (240) 276-8566. 
	Sincerely yours, 
	{See appended electronic signature page} 
	Kathleen Uhl, M.D. Acting Director Office of Generic Drugs Center for Drug Evaluation and Research 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ROBERT L WEST 03/20/2013 Deputy Director, Office of Generic Drugs, for 
	Kathleen Uhl, M.D. 
	DEPARTMENT OF HEALTH AND HUMAN SERVICES  
	Food and Drug Administration Silver Spring MD  20993 
	ANDA 202090 
	 INFORMATION REQUEST 
	Roxane Laboratories Inc. .Attention: Gregory Hicks .1809 Wilson Road .Columbus, OH  43228 .
	Dear Mr. Hicks: 
	Please refer to your pending Abbreviated New Drug Application (ANDA) submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Sodium Oxybate Oral Solution, 500 mg/mL. 
	In accordance with section 505-1 of the FDCA, we have determined that a risk evaluation and mitigation strategy (REMS) is necessary for products containing sodium oxybate to ensure that the benefits of the drug outweigh the risk of developing central nervous system and respiratory depression, and the potential for abuse and misuse associated with sodium oxybate. Under section 909(b)(1) of the Food and Drug Administration Amendments Act (FDAAA) of 2007, we identified sodium oxybate as a product deemed to hav
	In addition, in accordance with section 505-1(i) of the FDCA, an abbreviated new drug application (ANDA) is required to have a REMS if the applicable listed drug has an approved REMS. Pursuant to section 505-1(i) of the FDCA, a drug that is the subject of an ANDA and the listed drug it references must use a single shared system for elements to assure safe use unless FDA waives that requirement. The REMS for Xyrem (sodium oxybate) includes elements to assure safe use.  Therefore, a single shared system for t
	This letter is to inform you that, at minimum, the single shared system REMS program will be required to include the following elements: 
	Medication Guide: As one element of a REMS, FDA may require the development of a Medication Guide, as provided for under 21 CFR 208.  Pursuant to 21 CFR 208, FDA has determined that sodium oxybate poses a serious and significant public health concern requiring the distribution of a Medication Guide. The Medication Guide is necessary for patients’ safe and effective use of sodium oxybate.  FDA has determined that sodium oxybate is a product for which patient labeling could help prevent serious adverse effect
	Reference ID: 3195422 
	ANDA 202090 Page 2 
	Elements to Assure Safe Use: 
	. A requirement that healthcare providers who prescribe sodium oxybate are specially certified. To become certified, prescribers shall agree to complete the prescriber requirements in the REMS and shall enroll in the sodium oxybate REMS program. 
	. A requirement that sodium oxybate will only be dispensed by pharmacies that are .specially certified. To become certified, pharmacies shall agree to the .pharmacy/pharmacist requirements in the sodium oxybate REMS program. .
	. A requirement that sodium oxybate will only be dispensed to patients with documentation of safe-use conditions. Safe use conditions include confirming documentation that the pharmacy, prescriber, and patient are enrolled in the sodium oxybate REMS program.   
	Implementation System:  The REMS must include an implementation system to monitor and evaluate the implementation of the elements to assure safe use.  Include an intervention plan to address any findings of non-compliance with the elements to assure safe use regarding pharmacy certification and documentation of safe use conditions and to address any findings that suggest an increase in risk and take reasonable steps to work to improve implementation of these elements. 
	The Implementation System must include but is not limited to the following: 
	 A database of all enrolled entities.  A plan to monitor compliance of the certified prescribers, patients, and pharmacies to ensure that all requirements of the sodium oxybate REMS program are being met.   
	Your proposed REMS submission should include two parts: a “proposed REMS” and a “REMS supporting document.” Attached is a template for the proposed REMS that you should complete with concise, specific information (see Appendix A). Include information in the template that is specific to your proposed REMS for your product. Additionally, all relevant proposed REMS materials including enrollment forms, informed consents, and educational or training materials should be appended to the proposed REMS. Once FDA fi
	The REMS supporting document should be a document explaining the rationale for each of the elements included in the proposed REMS (see Appendix A). 
	Use the following designator at the top of the first page of your proposed REMS submission in bold, capital letters: 
	AMENDMENT FOR ANDA 202090 PROPOSED REMS 
	ANDA 202090 Page 3 If you have any questions, call Carrie Lemley, Labeling Project Manager at (240) 276-8986. Sincerely yours, 
	{See appended electronic signature page} 
	Gregory P. Geba, M.D., M.P.H. Director Office of Generic Drugs Center for Drug Evaluation and Research 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ROBERT L WEST 09/27/2012 Deputy Director, Office of Generic Drugs, for 
	Gregory P. Geba, M.D., M.P.H. 
	QUALITY DEFICIENCY - MINOR. 
	ANDA 202090 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room, Metro Park North VII 7620 Standish Place Rockville, Maryland 20855 
	Figure
	APPLICANT: Roxane Laboratories, Inc. 
	APPLICANT: Roxane Laboratories, Inc. 
	APPLICANT: Roxane Laboratories, Inc. 
	TEL: (614) 272-4785 

	ATTN:  Elizabeth Ernst 
	ATTN:  Elizabeth Ernst 
	FAX: (614) 276-2470 

	FROM:  Tina Nhu 
	FROM:  Tina Nhu 
	FDA CONTACT PHONE: (240) 276-8548 

	Dear Madam: 
	Dear Madam: 


	This facsimile is in reference to your abbreviated new drug application dated July 8, 2010, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Sodium Oxybate Solution, 500 mg/mL.  
	The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies which are presented on the attached page.   This facsimile is to be regarded as an official FDA communication and unless requested, a hard copy will not be m. 
	ailed

	Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until  have been addressed. The response to this facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures. Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT and should appear prominently in your cover letter.  
	all deficiencies

	We also request that you include a copy of this communication with your response.  Please direct any questions concerning this communication to the project manager identified above. 
	SPECIAL INSTRUCTIONS: 
	SPECIAL INSTRUCTIONS: 

	Effective , the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents will be: 
	01-Aug-2010

	Office of Generic Drugs, CDER, FDA .Document Control Room, Metro Park North VII .7620 Standish Place. Rockville, Maryland 20855. 
	All ANDA documents will only be accepted at the new mailing address listed above. For further information, please refer to the following websites prior to submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD):  or Federal Register: 
	http://www.fda.gov/cder/ogd
	http://www.fda.gov/cder/ogd

	/ 
	http://www.gpoaccess.gov/fr


	THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
	If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address. 
	ANDA: 202090 APPLICANT: Roxane Laboratories, Inc. .DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL .The deficiencies presented below represent MINOR deficiencies: .
	A. B. 
	      Sincerely yours, 
	{See appended electronic signature page}
	      Glen Smith      Acting Director      Division of Chemistry II       Office of Generic Drugs       Center for Drug Evaluation and Research 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	UBRANI V VENKATARAM 11/04/2011 For Glen Smith 
	QUALITY DEFICIENCY - MINOR. 
	ANDA 202090 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room, Metro Park North VII 7620 Standish Place Rockville, Maryland 20855 
	Figure
	APPLICANT: Roxane Laboratories, Inc. 
	APPLICANT: Roxane Laboratories, Inc. 
	APPLICANT: Roxane Laboratories, Inc. 
	TEL: (614) 272-4785 

	ATTN:  Elizabeth Ernst 
	ATTN:  Elizabeth Ernst 
	FAX: (614) 276-2470 

	FROM:  Tina Nhu 
	FROM:  Tina Nhu 
	FDA CONTACT PHONE: (240) 276-8548 

	Dear Madam: 
	Dear Madam: 


	This facsimile is in reference to your abbreviated new drug application dated July 8, 2010, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Sodium Oxybate Solution, 500 mg/mL.  
	The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies which are presented on the attached  pages.   This facsimile is to be regarded as an official FDA communication and unless requested, a hard copy will not be mailed. 
	3

	Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until  have been addressed. The response to this facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures. Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT and should appear prominently in your cover letter.  
	all deficiencies

	We also request that you include a copy of this communication with your response.  Please direct any questions concerning this communication to the project manager identified above. 
	SPECIAL INSTRUCTIONS: 
	SPECIAL INSTRUCTIONS: 

	Effective , the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents will be: 
	01-Aug-2010

	Office of Generic Drugs, CDER, FDA .Document Control Room, Metro Park North VII .7620 Standish Place. Rockville, Maryland 20855. 
	All ANDA documents will only be accepted at the new mailing address listed above. For further information, please refer to the following websites prior to submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD):  or Federal Register: 
	http://www.fda.gov/cder/ogd
	http://www.fda.gov/cder/ogd

	/ 
	http://www.gpoaccess.gov/fr


	THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
	If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address. 
	ANDA: 202090 APPLICANT: Roxane Laboratories, Inc. .DRUG PRODUCT: Sodium Oxybate Oral Solution, 500 mg/mL .The deficiencies presented below represent MINOR deficiencies: .
	A. Chemistry Deficiencies: 
	1. 2. 3. 4. 5. 6. 7. 8. 9. 
	10. 11. 12. 13. 14. 15. 16. 17. 18. 19. 20. 21. 
	B. 
	      Sincerely yours, 
	{See appended electronic signature page}
	      Glen Smith      Acting Director      Division of Chemistry II       Office of Generic Drugs       Center for Drug Evaluation and Research 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	UBRANI V VENKATARAM 07/06/2011 For Glen Smith (Acting Director) 
	M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE      FOOD AND DRUG ADMINISTRATION      CENTER FOR DRUG EVALUATION AND RESEARCH 
	DATE : .August 10, 2010 
	TO : .Director                         Division of Bioequivalence (HFD-650) 
	FROM  : .Chief, Regulatory Support Branch Office of Generic Drugs (HFD-615) 
	SUBJECT:. Examination of the bioequivalence study submitted with an ANDA 202090 for  Sodium Oxybate Oral Solution, 500 mg/mL to determine if the application is  substantially complete for filing and/or granting exclusivity pursuant to 21 USC 355(j)(5)(B)(iv). 
	Roxane Laboratories, Inc. has submitted ANDA 202090 for Sodium Oxybate Oral Solution, 500 mg/mL.  The ANDA contains a certification pursuant to 21 USC 355(j)(5)(B)(iv) stating that patent(s) for the reference listed drug will not be infringed  by the manufacturing or sale of the proposed product.  Also it is a . In order to accept an ANDA that contains a first generic, the Agency must formally review and make a determination that the application is substantially complete.  Included in this review is a deter
	first generic

	Please evaluate whether the request for study submitted by Roxane Laboratories, Inc. on  July 8, 2010 for its Sodium Oxybate product satisfies the statutory requirements of "completeness" so that the ANDA may be filed. 
	A "complete" bioavailability or bioequivalence study is defined as one that conforms with an appropriate FDA guidance or is reasonable in design and purports to demonstrate that the proposed drug is bioequivalent to the "listed drug". 
	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-202090 ORIG-1 ROXANE Sodium Oxybate 
	LABORATORIES 
	INC 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	EDWARD WASHINGTON 08/25/2010 
	DARR TS, NDA 021196, REV-QUALITY-03(General Review), final date: 04/28/2010 
	DARR TS, NDA 021196, REV-QUALITY-03(General Review), final date: 04/28/2010 
	5 


	The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. 
	The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. 
	1 


	Xyrem (sodium oxybate) [package insert]. Palo Alto, CA:  Jazz Pharmaceuticals, Inc. Revised April 2015. 
	Xyrem (sodium oxybate) [package insert]. Palo Alto, CA:  Jazz Pharmaceuticals, Inc. Revised April 2015. 
	2 


	Complete Response Letter for NDA 022531, dated October 8, 2010 
	Complete Response Letter for NDA 022531, dated October 8, 2010 
	3 


	Kumar, J. DRISK. Final REMS Review for Xyrem, dated February 27, 2015. 
	Kumar, J. DRISK. Final REMS Review for Xyrem, dated February 27, 2015. 
	4 


	Dispute Appeal Denied Letter to Jazz from Office of New Drugs, dated February 27, 2015 
	Dispute Appeal Denied Letter to Jazz from Office of New Drugs, dated February 27, 2015 
	5 


	The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. 
	The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. 
	1 


	Kumar J. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium oxybate. 09/01/2016 
	Kumar J. Division of Risk Management. Evaluation of proposed shared ANDA REMS for sodium oxybate. 09/01/2016 
	5 


	The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. 
	The goal of mitigating diversion in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. 
	1 


	Xyrem (sodium oxybate) [package insert]. Palo Alto, CA:  Jazz Pharmaceuticals, Inc. Revised April 2015. 
	Xyrem (sodium oxybate) [package insert]. Palo Alto, CA:  Jazz Pharmaceuticals, Inc. Revised April 2015. 
	2 


	See section 505-l(f)(3)(A) ofthe FD&C Act. See section 505-l(f)(3)(B) ofthe FD&C Act. See section 505-l(f)(3)(D) ofthe FD&C Act. 
	See section 505-l(f)(3)(A) ofthe FD&C Act. See section 505-l(f)(3)(B) ofthe FD&C Act. See section 505-l(f)(3)(D) ofthe FD&C Act. 
	See section 505-l(f)(3)(A) ofthe FD&C Act. See section 505-l(f)(3)(B) ofthe FD&C Act. See section 505-l(f)(3)(D) ofthe FD&C Act. 
	5 
	6 



	 21 CFR 1308.11(e)(1) and 1308.13(c)(6).   As explained in the 2015 Xyrem REMS approval letter, the goal of mitigating “diversion” in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. Supplement 15 Approval Letter at 2 (Feb. 27, 2015). 
	 21 CFR 1308.11(e)(1) and 1308.13(c)(6).   As explained in the 2015 Xyrem REMS approval letter, the goal of mitigating “diversion” in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. Supplement 15 Approval Letter at 2 (Feb. 27, 2015). 
	 21 CFR 1308.11(e)(1) and 1308.13(c)(6).   As explained in the 2015 Xyrem REMS approval letter, the goal of mitigating “diversion” in this REMS refers to preventing the sale or transfer of the drug outside the framework of the REMS in order to mitigate the risks of central nervous system depression, respiratory depression, abuse, and misuse. Supplement 15 Approval Letter at 2 (Feb. 27, 2015). 
	7
	8



	 See REMS modification notification letter, December 20, 2013. 
	 See REMS modification notification letter, December 20, 2013. 
	9


	As explained below in note 4, FDA interprets this provision to also encompass the failure to obtain final approval, where applicable, within 30 months of filing. 
	As explained below in note 4, FDA interprets this provision to also encompass the failure to obtain final approval, where applicable, within 30 months of filing. 
	3 


	On October 6, 2016, FDA issued a final rule on Abbreviated New Drug Applications and 505(b)(2) Applications, which had an effective date of December 5, 2016 (see 81 FR 69580). The final rule revised, among other things, certain patent certification requirements related to certain ANDA amendments (see 21 CFR 314.96(d)).  However, the substantive REMS amendments to the sodium oxybate ANDAs at issue here were all submitted prior to December 5, 2016. In this case, the final rule does not apply to these substant
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