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Risk Evaluation and Mitigation Strategy (REMS) Document 

LUMRYZTM (sodium oxybate extended-release) REMS Program 

I. Administrative Information

Application Number: NDA 214755 
Application Holder: Avadel CNS Pharmaceuticals, LLC 
Initial REMS Approval: 05/2023 

II. REMS Goal 

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

1. Informing prescribers, pharmacists, and patients of:

a. The risk of significant central nervous system (CNS) and respiratory depression
associated with LUMRYZ

b. The contraindication of use of LUMRYZ with sedative hypnotics or alcohol

c. The potential for abuse, misuse, and overdose associated with LUMRYZ

d. The safe use, handling, and storage of LUMRYZ

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

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

b. Monitor for inappropriate prescribing, misuse, abuse, and diversion of LUMRYZ

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

III. REMS Requirements

Avadel CNS Pharmaceuticals, LLC must ensure healthcare providers, patients, pharmacies, and 
wholesalers, distributors, and other entities that distribute LUMRYZ comply with the following 
requirements: 

1. Healthcare providers who prescribe LUMRYZ must:

To become certified 
to prescribe 

1. Review the drug’s Prescribing Information.

2. Review the Prescriber Brochure.

3. Enroll in the REMS by completing the Prescriber Enrollment Form and
submitting it to the REMS Program.

-
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Before treatment 
initiation (first 
dose) 

4. Assess the patient’s health status to determine if LUMRYZ is medically
appropriate by screening for history of alcohol and drug abuse, sleep-
related breathing disorders, compromised respiratory function, depression
and suicidality. Document and submit to a certified pharmacy using the
Prescription Form.

5. Assess the patient’s health status to determine if LUMRYZ is medically
appropriate by screening for concomitant use of sedative hypnotics, other
CNS depressants or other potentially interacting agents. Document and
submit to a certified pharmacy using the Prescription Form.

6. Counsel the patient on the serious risks and safe use, handling, and
storage of LUMRYZ using the Patient Brochure.

7. Enroll the patient by completing and submitting the Patient Enrollment
Form to the REMS Program.

8. Order the prescription using the Prescription Form and submit it to a
certified pharmacy.

Before treatment 
re-initiation 

9. For patients disenrolled for suspicion of abuse, misuse, or diversion:
Communicate with the pharmacy regarding all relevant patient history
and re-enroll the patient if the prescriber and pharmacist agree.

10. For patients with a lapse in treatment of 6 months or longer: Order the
prescription using the Prescription Form and submit it to a certified
pharmacy.

During treatment; 
within the first 3 
months of starting 
treatment and 
recommended 
every 3 months 
thereafter 

11. Assess the patient for concomitant use of sedative hypnotics, other CNS
depressants, or other potentially interacting agents, serious adverse
events, and signs of abuse and misuse, including an increase in dose or
frequency of dosing, reports of lost, stolen, or spilled medication, and/or
drug-seeking behavior.

At all times 12. Report all potential serious adverse events, including CNS depression,
respiratory depression, loss of consciousness, coma, death, and any cases
of suspected abuse, misuse, or diversion to Avadel CNS Pharmaceuticals,
LLC.

13. Report requests to disenroll a patient to a certified pharmacy.

2. Patients who are prescribed LUMRYZ:

Before treatment 
initiation 

1. Review the Patient Brochure.

2. Receive counseling from the prescriber on the serious risks associated
with LUMRYZ and safe use, handling, and storage of LUMRYZ using the
Patient Brochure.

3. Enroll in the REMS Program by completing the Patient Enrollment Form
with the prescriber. Enrollment information will be provided to the REMS
Program.

4. Complete the Patient Counseling Checklist with the pharmacist.
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During treatment 5. Adhere to the safe use conditions described in the Patient Brochure.

6. Complete the Patient Counseling Checklist with the pharmacist based on
changes in medication and/or medical history.

During treatment; 
within the first 3 
months of starting 
treatment and 
recommended 
every 3 months 
thereafter 

7. Be monitored for concomitant use of sedative hypnotics, other CNS
depressants, or other potentially interacting agents, serious adverse
events, and signs of abuse and misuse, including an increase in dose or
frequency of dosing, reports of lost, stolen, or spilled medication, and/or
drug-seeking behavior.

Before treatment 
re-initiation, after 
lapse in treatment 
for 6 months or 
longer 

8. Complete the Patient Counseling Checklist with the pharmacist.

At all times 9. Inform prescriber and the pharmacy about any new medications or
medical conditions.

3. Pharmacies that dispense LUMRYZ must:

To become 
certified to 
dispense 

1. Designate an authorized representative to carry out the certification process
and oversee implementation and compliance with the REMS Program on behalf
of the pharmacy.

2. Have the authorized representative review Certified Pharmacy Training Program
– Pharmacy Staff Module and Pharmacist Module.

3. Have the authorized representative successfully complete the Pharmacy Staff
Knowledge Assessment and Pharmacist Knowledge Assessment and submit it to
the REMS Program.

4. Have the authorized representative enroll in the REMS by completing and
submitting the Pharmacy Enrollment Form.

5. Train all relevant staff involved in dispensing using the Certified Pharmacy
Training Program – Pharmacy Staff Module.

6. Have all relevant staff involved in dispensing successfully complete the
Pharmacy Staff Knowledge Assessment.

7. Train all pharmacists involved in dispensing using the Certified Pharmacy
Training Program – Pharmacy Staff Module and the Pharmacist Module.

8. Have all pharmacists involved in dispensing successfully complete the
Pharmacy Staff Knowledge Assessment and Pharmacist Knowledge Assessment.

9. Establish processes and procedures to assess the patient’s 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.
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10. Establish processes and procedures to verify and document the patient has no
other active, overlapping prescriptions for sodium oxybate and other oxybate
products and the patient and prescriber have not been disenrolled from any of
the REMS for oxybate products for suspected abuse, misuse, or diversion by
contacting the other REMS for oxybate products.

11. Establish processes and procedures to verify 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.

12. Establish processes and procedures to assess the patient’s potential for abuse,
misuse, and diversion by reviewing the alerts and Risk Management Report
histories in the REMS Program.

13. Establish processes and procedures to provide 24/7 toll-free access to a
LUMRYZ REMS trained pharmacist; to dispense no more than a one-month
supply for the initial shipment and no more than a three-month supply for
subsequent shipments; and to ship, track, and verify receipt of LUMRYZ to the
patient or patient-authorized adult designee using an overnight service.

14. Establish processes and procedures to report each prescription filled for
LUMRYZ to the other REMS for oxybate products and document to the LUMRYZ
REMS Program.

15. Establish processes and procedures to reconcile LUMRYZ inventory using the
pharmacy’s inventory management system.

16. Establish processes and procedures to provide dispensing data and shipment
and receipt dates to the REMS program.

Before dispensing 17. For new patients and existing patients who restart treatment after not 
receiving LUMRYZ for 6 months or longer: Counsel the patient using the Patient 
Counseling Checklist. Document and submit to the REMS Program using the 
Patient Counseling Checklist. 

18. For patients who report a change in their medication use or medical history:
Document and submit to the REMS Program using the Patient Counseling
Checklist.

19. Assess the patient’s 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 through the processes
and procedures established as a requirement of the REMS Program.

20. Verify the patient has no other active, overlapping prescriptions for oxybate
products that overlap with the current prescription for LUMRYZ and that the
patient and prescriber have not been disenrolled from any other REMS for
oxybate products for suspected abuse, misuse, or diversion by contacting each
REMS for oxybate products through the processes and procedures established
as a requirement of the REMS Program. Document and submit to the REMS
Program.

21. Obtain authorization by contacting the REMS Program to verify the pharmacy is
certified, the prescriber is certified, the patient is enrolled, and the patient has
no active, overlapping prescriptions for LUMRYZ.
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22. For patients previously disenrolled for suspicion of abuse, misuse, or diversion:
Communicate all relevant patient history to the prescriber and determine
whether to re-enroll the patient.

23. Verify the patient’s 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 through the processes and
procedures established as a requirement of the REMS Program.

24. Assess the patient’s potential for abuse, misuse, and diversion by reviewing the
alerts and Risk Management Report histories in the REMS Program.

25. For patients who request an early refill or if abuse, misuse or diversion is
suspected: Discuss the request or concern with the prescriber.

26. Dispense no more than a one-month (30 day) supply for the initial shipment.

27. Dispense no more than a three-month (90 day) supply for subsequent
shipments.

Before shipping 28. Verify the patient’s shipping address and that the patient or patient-authorized
adult designee will be available to receive the shipment through the processes
and procedures established as a requirement of the REMS.

29. Ship LUMRYZ directly to each patient or a patient-authorized adult designee
through the processes and procedures established as a requirement of the
REMS.

30. Provide new patients with the Patient Brochure with their first shipment.

After shipping 31. Track and verify receipt of each shipment of LUMRYZ through the processes
and procedures established as a requirement of the REMS.

32. Document and submit the dispensing data, and shipment and receipt dates to
the REMS Program.

To maintain 
certification to 
dispense, every 
year 

33. Train all relevant staff involved in dispensing LUMRYZ using the Certified
Pharmacy Training Program – Pharmacy Staff Module.

34. Have all pharmacy staff involved in dispensing LUMRYZ successfully complete
the Pharmacy Staff Knowledge Assessment.

35. Train all pharmacists involved in dispensing LUMRYZ using the Certified
Pharmacy Training Program – Pharmacy Staff Module and Pharmacist Module.

36. Have all pharmacists involved in dispensing LUMRYZ successfully complete the
Pharmacy Staff Knowledge Assessment and Pharmacist Knowledge Assessment.

At all times 37. Provide 24/7 toll-free access to a REMS trained pharmacist.

38. Ship LUMRYZ directly to the patient or a patient-authorized adult designee
using an overnight service.

39. Document and report all potential adverse events reported by all sources,
including CNS depression, respiratory depression, loss of consciousness, coma,
and death to Avadel CNS Pharmaceuticals, LLC.
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40. Report lost, stolen, destroyed, or spilled drug to the REMS Program using the
Risk Management Report.

41. Report each prescription filled for LUMRYZ to each REMS for oxybate products
through the processes and procedures established as a requirement of the
REMS. Document and submit to the REMS Program.

42. Monitor all instances of patient and prescriber behavior that give rise to a
reasonable suspicion of abuse, misuse, and diversion, including all requests for
early refills, and all reports of lost, stolen, destroyed, or spilled drug. Report to
the REMS Program by completing and submitting a Risk Management Report.

43. Not distribute, transfer, loan, or sell LUMRYZ.

44. Not stock LUMRYZ in retail pharmacies.

45. Maintain records of staff training and completion of knowledge assessments.

46. Maintain records of inventory reconciliation using the pharmacy’s inventory
management system.

47. Maintain records of all processes and procedures including compliance with
those processes and procedures.

48. Comply with audits carried out by Avadel CNS Pharmaceuticals, LLC or a third
party acting on behalf of Avadel CNS Pharmaceuticals, LLC to ensure all
processes and procedures are in place and are being followed.

Wholesalers, distributors, and other entities that distribute LUMRYZ must: 

To be able to 
distribute  

1. Establish processes and procedures to ensure that the drug is
distributed only to certified pharmacies.

2. Train all relevant staff involved in distributing LUMRYZ on the
program requirements.

At all times 3. Distribute only to certified pharmacies.

4. Maintain records of all drug distributions.

5. Comply with audits carried out by Avadel CNS Pharmaceuticals,
LLC or a third party acting on behalf of Avadel CNS
Pharmaceuticals, LLC to ensure all processes and procedures are in
place and are being followed.

Avadel CNS Pharmaceuticals, LLC must provide training to healthcare providers who prescribe 
LUMRYZ. 
The training includes the following educational material: Prescriber Brochure. The training must be 
available on the REMS Program website or delivered by Avadel CNS Pharmaceuticals, LLC.  

Avadel CNS Pharmaceuticals, LLC must provide training to the pharmacies that dispense 
LUMRYZ. 
The training includes the following educational materials: Certified Pharmacy Training Program – 
Pharmacy Staff Module and Pharmacist Module, Pharmacy Staff Knowledge Assessment, and Pharmacist 
Knowledge Assessment. The training must be available on the REMS Program website or delivered by 
Avadel CNS Pharmaceuticals, LLC. 
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To inform healthcare providers about the REMS Program and the risks and safe use of LUMRYZ, 
Avadel CNS Pharmaceuticals, LLC must disseminate REMS communication materials according 
to the table below: 
Target Audience Communication Materials & Dissemination Plans 
Healthcare providers who 
are likely to prescribe 
LUMRYZ 

REMS Letters: Healthcare Provider REMS Letter, Professional Society 
REMS Letter, with attachments LUMRYZ Prescribing Information, Fact 
Sheet 
1. Email within 14 calendar days of the date LUMRYZ is first

commercially distributed and 30 calendar days later.
a. Send by mail within 30 calendar days of the date the first

email was sent if a healthcare provider’s email address is
not available or the email is undeliverable.

b. Send a second email within 30 calendar days of the date
the first email was sent if the first email is marked as
unopened.

c. Send by mail within 30 calendar days of the date the
second email was sent if the second email is marked as
unopened.

2. Disseminate through the following professional societies and
request the letter or content be provided to their members:

a. American Academy of Neurology, American College of
Chest Physicians, Academy American of Sleep Medicine,
National Institute of Neurological Disorders and Stroke,
National Organization for Rare Disorders, American
Psychiatric Association, Society of General Internal
Medicine, American College of Physicians – Internal
Medicine Society, American Academy of Family Physicians,
American Academy of Physician Assistants, and American
Association of Nurse Practitioners.

To support REMS Program operations, Avadel CNS Pharmaceuticals, LLC must: 
1. Not stock LUMRYZ in retail pharmacies.

2. Authorize dispensing for each patient after verifying the pharmacy is certified, the prescriber is
certified, the patient is enrolled, and the patient has no active, overlapping prescriptions for LUMRYZ
or another oxybate product.

3. Establish and maintain a REMS Program website: www.LUMRYZREMS.com. The REMS Program website
must include the capability to complete prescriber certification online, complete pharmacy staff and
pharmacist knowledge assessments, the capability to enroll and manage patients online, including the
capability for pharmacies to obtain an authorization to dispense, complete Risk Management Reports,
complete the Patient Counseling Checklist, and the option to print the Prescribing Information,
Medication Guide, and REMS materials. All product websites for consumers and healthcare providers
must include prominent REMS-specific links to the REMS Program website. The REMS Program website
must not link to promotional product website(s).

4. Make the REMS Program website fully operational and all REMS materials available through the REMS
Program website and call center by the date LUMRYZ is first commercially distributed.

5. Establish and maintain a REMS Program call center for REMS participants at 1-877-453-1029.

6. Establish and maintain validated, secure, separate and distinct databases of all REMS participants
enrolled, certified and/or disenrolled in the REMS Program, including a patient database, certified
prescriber database, certified pharmacy database, and disenrolled prescriber database that will be
queried independently through electronic verification.
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7. Ensure prescribers are able to submit the Prescriber Enrollment Form online and by fax.

8. Ensure prescribers are able to submit the Patient Enrollment Form online and by fax.

9. Ensure prescribers are able to submit the Prescription Form by fax and mail.

10. Ensure prescribers are able to add refills and renew prescriptions by phone, fax, mail, and online
through a prescribing system.

11. Ensure patients are able to change certified prescribers.

12. Ensure pharmacies are able to submit the Pharmacy Enrollment Form by fax.

13. Ensure pharmacies are able to obtain authorization to dispense LUMRYZ online, including through the
pharmacy’s pharmacy management system, and by phone.

14. Ensure pharmacies are able to report lost, stolen, destroyed or spilled LUMRYZ by completing and
submitting a Risk Management Report online and by fax.

15. Ensure pharmacies are able to verify by phone the patient has no other active, overlapping
prescriptions for oxybate products and that the patient and prescriber have not been disenrolled from
the other REMS for oxybate products for suspected abuse, misuse, or diversion.

16. Ensure pharmacies are able to create an alert in the patient’s profile for repeated incidents of lost,
stolen, destroyed, or spilled drug by completing and submitting a Risk Management Report online and
by fax.

17. Ensure pharmacies and prescribers are able to request to disenroll a patient after review or receiving
report of incidents suggestive of abuse, misuse, or diversion by completing and submitting a Risk
Management Report online and by fax.

18. Ensure pharmacies are able to request to disenroll a prescriber by completing and submitting a Risk
Management Report online and by fax.

19. Report patient and prescriber disenrollment in the LUMRYZ REMS Program due to suspected abuse,
misuse, or diversion to other REMS for oxybate products by phone. Document in the LUMRYZ REMS
Program databases.

20. Notify prescribers within two (2) business days after they become certified in the REMS Program.

21. Provide certified pharmacies access to the REMS Program databases of enrolled and disenrolled
patients.

To ensure REMS participants’ compliance with the REMS Program, Avadel CNS Pharmaceuticals, 
LLC must: 
22. Verify annually that the authorized representative’s name and contact information correspond to those

of the current designated authorized representative for the pharmacy. If different, the pharmacy must
be required to re-certify with a new authorized representative.

23. Maintain adequate records to demonstrate REMS requirements have been met, including, but not
limited to, records of: LUMRYZ distribution and dispensing; certification of prescribers and pharmacies;
enrolled patients; and audits of REMS participants. These records must be readily available for FDA
inspections.

24. Establish a plan for addressing noncompliance with REMS Program requirements.

25. Monitor prescribers and pharmacies on an ongoing basis to ensure the requirements of the REMS are
being met. Take corrective action if noncompliance is identified, including de-certification.

Reference ID: 5166429



MED-US-LUM-2100001  Page 9 of 10 

26. Monitor certified prescribers and pharmacies for timely reporting to Avadel CNS Pharmaceuticals, LLC
of all potential adverse events and any behavior by patients or prescribers enrolled in the REMS
Program that raises suspicion of abuse, misuse, or diversion.

27. Audit certified pharmacies within 90 calendar days after the pharmacy places its first order of LUMRYZ,
and annually thereafter, to ensure all REMS processes and procedures are in place, functioning, and
comply with REMS Program requirements.

28. Audit wholesalers, distributors, and other entities that distribute LUMRYZ within 90 calendar days after
LUMRYZ is first commercially distributed and annually thereafter to ensure all REMS processes and
procedures are in place, functioning, and comply with REMS Program requirements.

29. Take reasonable steps to improve implementation of and compliance with the requirements in the
REMS Program based on monitoring and evaluation of the REMS Program.

IV. REMS Assessment Timetable

Avadel CNS Pharmaceuticals, LLC must submit REMS Assessments at 6 months, 12 months, and annually 
thereafter from the date of the initial approval of the REMS (05/01/2023). 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 calendar days before the 
submission date for that assessment. Avadel CNS Pharmaceuticals, LLC must submit each assessment so 
it will be received by FDA on or before the due date. 

V. REMS Materials

The following materials are part of the LUMRYZ REMS: 

Enrollment Forms: 
Prescriber: 

1. Prescriber Enrollment Form

Patient: 
2. Patient Enrollment Form

Pharmacy: 

3. Pharmacy Enrollment Form

Training and Educational Materials: 
Prescriber: 

4. Prescriber Brochure

Patient: 
5. Patient Brochure

Pharmacy: 
6. Certified Pharmacy Training Program

7. Pharmacy Staff Knowledge Assessment

8. Pharmacist Knowledge Assessment

Patient Care Forms: 
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9. Prescription Form 

10. Patient Counseling Checklist 

Communication Materials: 
11. Dear Healthcare Provider Letter 

12. Dear Professional Society Letter 

13. REMS Fact Sheet 

Other Materials: 
14. Risk Management Report 

15. REMS Program Website 
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IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
LUMRYZ is contraindicated for use in:

•	combination with sedative hypnotics.

•	combination with alcohol.

•	patients with succinic semialdehyde dehydrogenase 
deficiency.

WARNINGS AND PRECAUTIONS

Central Nervous System Depression

•	LUMRYZ is a central nervous system (CNS) 
depressant. Concurrent use of LUMRYZ with other 
CNS depressants, including but not limited to opioid 
analgesics, benzodiazepines, sedating antidepressants 
or antipsychotics, sedating antiepileptic 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 LUMRYZ is required, dose reduction or 
discontinuation of one or more CNS depressants 
(including LUMRYZ) should be considered.

o	If short-term use of an opioid (e.g., post- or 
perioperative) is required, interruption of treatment 
with LUMRYZ 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 LUMRYZ use.

•	Healthcare providers should caution patients about 
operating hazardous machinery, including automobiles 
or airplanes, until they are reasonably certain that 
LUMRYZ does not affect them adversely (e.g., impaired 
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 LUMRYZ.

Abuse and Misuse

•	LUMRYZ is a Schedule Ill controlled substance.
•	The active ingredient in LUMRYZ, 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 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 GHB, 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 GHB (e.g., increase 
in size or frequency of dosing; reports of lost, stolen, 
or spilled medication; drug-seeking behavior; feigned 
cataplexy).

LUMRYZ REMS 

•	LUMRYZ is to be prescribed only to patients enrolled in 
the LUMRYZ REMS. LUMRYZ is available only through 
a restricted distribution program called the LUMRYZ 
REMS because of the risks of central nervous system 
depression and abuse and misuse. Notable requirements 
of the LUMRYZ REMS include the following: 
o	Healthcare providers who prescribe LUMRYZ are 

specially certified. To be certified, prescribers must 
complete the Prescriber Enrollment Form and 
comply with the LUMRYZ REMS requirements. 

o	LUMRYZ will be dispensed only by pharmacies that 
are specially certified. 

o	LUMRYZ will be dispensed and shipped only to 
patients who are enrolled in the LUMRYZ REMS with 
documentation of safe use conditions. To be enrolled, 
patients must sign the Patient Enrollment Form and 
acknowledge that they have been counseled on the 
serious risks and safe use of LUMRYZ.

Further information is available at www.LUMRYZREMS.com 
or by calling 1-877-453-1029.

Depression, Suicidality, and Other Behavioral /  
Psychiatric Adverse Reactions

•	Depression, suicidal ideation and behavior, and other 
behavioral and psychiatric adverse reactions can occur 
in patients taking LUMRYZ.

•	The emergence of depression in patients treated with 
LUMRYZ 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 LUMRYZ. Psychiatric reactions reported in adult 
clinical trials in patients with narcolepsy administered 
LUMRYZ included irritability, emotional disorder, panic 
attack, agitation, delirium, and obsessive thoughts. 
Patients should be instructed to call their healthcare 
provider if they experience any of these events.

•	Anxiety can also occur in patients treated with LUMRYZ.

Use in Patients Sensitive to High Sodium Intake 

•	LUMRYZ has a high sodium content.
•	In patients sensitive to sodium intake (e.g., those 

with heart failure, hypertension, or renal impairment), 
consider the amount of daily sodium intake in each 
dose of LUMRYZ.

Most Common Adverse Events 

•	In the placebo-controlled clinical trial for LUMRYZ, the 
most common adverse reactions reported for any dose 
of LUMRYZ were nausea, dizziness, enuresis, headache, 
and vomiting.  

Adverse Reactions Leading to Treatment Discontinuation 

•	In Study 1, 15.9% of patients treated with LUMRYZ 
discontinued because of adverse reactions compared 
to 1.9% of patients receiving placebo. The most 
common adverse reaction leading to discontinuation 
was dizziness (4.7%). For LUMRYZ, 5.6% of patients 
discontinued due to adverse reactions on 4.5 g, 4.1% 
on the 6 g, 4.5% on the 7.5 g, and 3.9% on 9 g dose.

 

For complete safety information, please see the Prescribing Information for LUMRYZ. 3
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  PATIENT EVALUATION

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

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

o	 Serious adverse events

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

	 At all times 

o	 Report requests to disenroll a patient to a certified pharmacy

  REFILL PRESCRIPTIONS

	 Up to 5 refills are allowed on a LUMRYZ prescription (per DEA regulations for Schedule lll controlled substances).

	 Prescription refills and renewals may be conveyed by phone, fax, mail, and online through a prescribing system to the 
patient’s certified pharmacy. The patient’s certified pharmacy will send you a Prescription Form upon request.

o	 Fill out the Prescription Form completely and clearly to ensure timely fulfillment of your patient’s prescription.

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

o	 Fax the completed Prescription Form and all subsequent prescriptions to a certified pharmacy.
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Responsibilities of the LUMRYZ REMS 
Certified Pharmacy

FOLLOWING RECEIPT OF A PATIENT’S PRESCRIPTION THE CERTIFIED PHARMACY WILL:

	 Provide you with confirmation of each new LUMRYZ prescription received from your office

	 Contact the patient’s insurance provider to verify LUMRYZ prescription benefits

	 Prior to the first shipment, contact the patient to:

o	 Verify he/she will receive a copy of the Patient Brochure 

o	 Counsel the patient using the Patient Counseling Checklist on expectations about LUMRYZ therapy and how to 
prepare and take LUMRYZ doses safely and effectively

o	 Review important LUMRYZ safety information and precautions for LUMRYZ use

o	 Review LUMRYZ safe handling and storage procedures

o	 Review the adverse events associated with LUMRYZ use

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 comorbid medical conditions

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

o	 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

o	 Dispense and ship LUMRYZ by overnight service to the patient or his/her authorized adult designee

o	 Remind patients about weekly or monthly refills, as applicable

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

For your convenience, materials and information regarding the LUMRYZ REMS  
are available online at www.LUMRYZREMS.com

Please be sure to review the Prescribing Information prior to prescribing LUMRYZ for your patients.
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Guidelines for Dosing and Titrating LUMRYZ

DOSING LUMRYZ

	 LUMRYZ is for oral suspension in water and taken in a single dose orally at bedtime

	 The recommended starting dose is 4.5 g once per night 

	 The recommended dosage range is 6 g to 9 g once per night

	 Doses higher than 9 g per night have not been studied and should not ordinarily be administered

	 The dose of LUMRYZ should be titrated to effect

o	 LUMRYZ should be titrated in increments of 1.5 g per night at weekly intervals

o	 The dosage may be gradually titrated based on efficacy and tolerability

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

	 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.

NOTE: The patient’s first shipment of LUMRYZ cannot exceed a 1-month (30-day) supply and future shipments cannot 
exceed a 3-month (90-day) supply.

DOSING AND TITRATION

Total Single Dose

Recommended Starting Dose 4.5 g

Effective Dosage Range

6 g

7.5 g

9 g

Patients who are currently being treated with immediate-release sodium oxybate may be switched to LUMRYZ at the 
nearest equivalent dosage in grams per night (e.g., 7.5 g sodium oxybate divided into two 3.75 g doses per night to 7.5 g 
LUMRYZ once per night).

Please see the LUMRYZ Prescribing Information for additional guidelines for dosing and titration.

PATIENT DOSING INFORMATION

	 Inform patients that each packet of LUMRYZ contains LUMRYZ powder, which will need to be mixed with water for 
once-nightly dosing

	 Patients should prepare the dose of LUMRYZ prior to bedtime

o	 Instruct patients to make sure the LUMRYZ mixing cup is clean prior to preparing each dose

o	 Each packet of LUMRYZ should be mixed with approximately 80 mL of water (to Fill Line A) in the mixing cup 
provided

o	 After drinking the contents of the mixing cup, the patient should rinse the LUMRYZ mixing cup with an additional 
25 mL of water (to Fill Line B) and drink that as well to ensure all medication is ingested

o	 Patients should be instructed to store LUMRYZ in a secure place out of the reach of children and pets

	 LUMRYZ should be taken at least 2 hours after eating 

	 LUMRYZ should be taken while in bed
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LUMRYZ is a prescription medicine used to treat adults with narcolepsy to reduce excessive daytime 
sleepiness and/or cataplexy (suddenly weak or paralyzed muscles).

IMPORTANT INFORMATION ABOUT LUMRYZ INCLUDES THE FOLLOWING:
•	 When taking LUMRYZ, 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.

•	 LUMRYZ 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 LUMRYZ.

•	 Abuse of LUMRYZ 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).

•	 Each packet of LUMRYZ contains LUMRYZ powder, which will need to be mixed with water 
for once-nightly dosing prior to bedtime.

•	 Take 1 packet of LUMRYZ each day at bedtime.

•	 Mix and take LUMRYZ within 30 minutes. If not taken within 30 minutes of mixing, throw it 
away (dispose of it) and prepare a new dose.

•	 Avoid getting out of your bed after taking LUMRYZ. Some people fall asleep within 5 minutes 
of taking LUMRYZ and most will fall asleep within 15 minutes. The time it takes you to fall 
asleep might be different from night to night. 

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

•	 Keep LUMRYZ out of the reach of children and pets. Get emergency medical help right away 
if a child ingests LUMRYZ.

•	 Report all side effects to your healthcare provider.

WHAT WILL YOU FIND IN THIS BROCHURE?
This brochure answers important questions about how to get your LUMRYZ, how to use LUMRYZ 
properly, and how to store it safely. It also gives you important information about LUMRYZ.

WHAT IS THE LUMRYZ REMS?
The FDA has required a special program called a REMS for LUMRYZ because of the serious risks 
associated with LUMRYZ. Enrollment in the LUMRYZ REMS by prescribers, pharmacies, and patients 
is required by the FDA to ensure the benefits of LUMRYZ outweigh the risks associated with 
LUMRYZ. You are enrolled in the REMS when your healthcare provider sends the Patient Enrollment 
Form you signed to the LUMRYZ REMS. Your healthcare provider can then send your prescription 
for LUMRYZ to a certified pharmacy.

Certified pharmacy staff will review important information about LUMRYZ with you. They will also 
answer any questions you have about LUMRYZ.

WARNING:  LUMRYZ can cause serious side effects. 
Do not drink alcohol or take other medicines that make you sleepy.
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WHAT AM I REQUIRED TO DO IN THIS REMS?
As a patient, your responsibility is to discuss the safe use of LUMRYZ with your healthcare provider 
and to read this Patient Brochure before receiving your first LUMRYZ 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.

DO I HAVE TO ENROLL IN THIS REMS?
You and your healthcare provider will be required to sign a Patient Enrollment Form in order to 
receive LUMRYZ. You must verify that you have been counseled by your healthcare provider on the 
serious risks and safe use of LUMRYZ and that you were able to ask your healthcare provider any 
questions you have about LUMRYZ.

FILLING YOUR LUMRYZ PRESCRIPTION

HOW IS MY PRESCRIPTION FILLED?
All LUMRYZ prescriptions are filled only by 
pharmacies certified in the LUMRYZ REMS.

WHAT DOES A 
CERTIFIED PHARMACY DO?
Your healthcare provider sends your LUMRYZ 
prescription directly to a certified pharmacy.

After your healthcare provider sends in your 
first prescription of LUMRYZ, you will receive 
a call from your certified pharmacy to tell you 
how to get started with taking LUMRYZ and 
to answer any questions you may have about 
LUMRYZ. 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 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 LUMRYZ safely and provide a copy of this 
brochure with your first shipment. 

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

WHAT WILL I GET WITH MY LUMRYZ  
PRESCRIPTION?
With each prescription, you will get a carton 
containing individual, dose packets of LUMRYZ 
(each child-resistant dose packet contains 
one single dose of LUMRYZ, all of the same 
dose strength), a LUMRYZ-specific mixing cup 
for mixing your LUMRYZ dose with water in 
preparation for drinking the mixture, and a 
cap to close the mixing cup and assist with 
mixing (e.g., shaking or otherwise agitating the 
LUMRYZ and water after being placed in the 
mixing cup). 

HOW DO I GET MY LUMRYZ 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 LUMRYZ?
No. You can get your LUMRYZ only from a 
LUMRYZ REMS certified pharmacy. You may  
be able to have your LUMRYZ shipped to  
your home, 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 options available. 

ENROLLING IN THE LUMRYZ REMS
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WILL INSURANCE PAY FOR MY LUMRYZ?
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 LUMRYZ. In the unlikely event your insurance does 
not cover LUMRYZ or you can’t afford the out-of-pocket costs, ask the certified pharmacy about 
available financial assistance programs.

WHAT IS THE PHARMACY’S ROLE WITH MY INSURANCE?
An experienced pharmacy staff member will:

•	 Contact you to go over your prescription benefits and coverage

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

•	 Tell you about any LUMRYZ prescription savings plans for which you may qualify

•	 Work with your healthcare provider on prior authorizations, if required by your insurance 
company

•	 Provide information about any financial help that may be available to you

Your certified pharmacy’s attempt to get coverage from a third-party payer does not guarantee that 
you will get coverage.

INSURANCE COVERAGE
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WHAT SHOULD I DO IF I MISS A DOSE?
It is very important to take only one single dose of LUMRYZ each day at bedtime, as prescribed. If you 
miss a dose, skip that dose.

•	 Do not take LUMRYZ again until the next day at bedtime.

Empty any unused LUMRYZ solution that you prepared but did not take down the sink the next day. 
Clean the mixing cup by rinsing it with water and letting it dry before each use.

HOW SOON WILL I SEE A CHANGE IN MY SYMPTOMS?
After starting LUMRYZ, 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 LUMRYZ.

Tell your healthcare provider if you don’t feel any improvements while taking LUMRYZ. LUMRYZ may 
not be right for you.

WHAT ARE THE SIDE EFFECTS OF LUMRYZ?
LUMRYZ 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, increased tiredness, feelings of guilt or worthlessness, difficulty concentrating), 
and sleepwalking. If you have any of these side effects, call your healthcare provider right away. 

The most common side effects with LUMRYZ are nausea, dizziness, bedwetting, headache, and 
throwing up. 

These are not the only possible side effects with LUMRYZ. If you are worried about any possible side 
effects with LUMRYZ, talk with your healthcare provider or a pharmacist at a certified pharmacy.

ARE THERE ANY PRECAUTIONS I SHOULD TAKE WHILE ON LUMRYZ?
•	 While taking LUMRYZ, do not drink alcohol or take medicines that cause sleepiness.

•	 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 LUMRYZ.

•	 When you first start taking LUMRYZ, be careful until you know how it will affect you.

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

•	 Keep LUMRYZ in a safe place, out of the reach of children.

•	 Take LUMRYZ 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.

HOW DO I TAKE MY LUMRYZ?
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KEEP THIS BOOKLET AS A HELPFUL REMINDER

If you have questions or need information,  
contact the LUMRYZ REMS at  

1-877-453-1029.
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INDICATIONS AND USAGE

•	 LUMRYZ (sodium oxybate) for extended-release oral suspension is a central nervous system (CNS) depressant that 
is indicated for the following:

o	Treatment of cataplexy in adults with narcolepsy

o	Treatment of excessive daytime sleepiness (EDS) in adults with narcolepsy 

HOW SUPPLIED  

•	 LUMRYZ is shipped from a LUMRYZ REMS certified pharmacy directly to patients. Each shipment to a patient will contain:

o	A carton with the prescribed amount of LUMRYZ packets at the prescribed dose (each child-resistant package 
contains a packet of LUMRYZ 4.5 g, 6 g, 7.5 g, or 9 g)

o	A mixing cup for preparation of each single dose (LUMRYZ dose mixed with water)

o	For a new patient, the Patient Brochure

CONTROLLED SUBSTANCE SCHEDULING

•	 The active ingredient in LUMRYZ 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.

•	 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 LUMRYZ, sodium oxybate, is the sodium salt of GHB, a Schedule I controlled substance. 

•	 Federal law prohibits the transfer of LUMRYZ to any persons other than the patient for whom it was prescribed.

IMPORTANT SAFETY INFORMATION

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

•	 Central Nervous System Depression

LUMRYZ (sodium oxybate) is a CNS depressant. Clinically significant respiratory depression and obtundation 
may occur in patients treated with LUMRYZ at recommended doses. Many patients who received sodium 
oxybate during clinical trials in narcolepsy were receiving central nervous system stimulants.

•	 Abuse and Misuse

LUMRYZ (sodium oxybate) is the sodium salt of gamma-hydroxybutyrate (GHB). Abuse or misuse 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.

Because of the risks of CNS depression and abuse and misuse, LUMRYZ is available only through a restricted 
program under a Risk Evaluation and Mitigation Strategy (REMS) called the LUMRYZ REMS. For further information 
go to www.LUMRYZREMS.com or call 1-877-453-1029.  

BOXED WARNING
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CONTRAINDICATIONS

•	 LUMRYZ is contraindicated for use in:

o	combination with sedative hypnotics.

o	combination with alcohol.

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

WARNINGS AND PRECAUTIONS 

Central Nervous System Depression

•	 LUMRYZ is a CNS depressant.

•	 Concurrent use of LUMRYZ with other CNS depressants, including but not limited to opioid analgesics, 
benzodiazepines, sedating antidepressants or antipsychotics, sedating antiepileptic 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 LUMRYZ is required, dose reduction or discontinuation of 
one or more CNS depressants (including LUMRYZ) should be considered.

o	If short-term use of an opioid (e.g., post- or perioperative) is required, interruption of treatment with LUMRYZ 
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 LUMRYZ use.

•	 Healthcare providers should caution patients about operating hazardous machinery, including automobiles or 
airplanes, until they are reasonably certain that LUMRYZ 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 LUMRYZ.

Abuse, Misuse and Diversion

•	 LUMRYZ is a Schedule III controlled substance. 

•	 The active ingredient of LUMRYZ, sodium oxybate, is the sodium salt of GHB, 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 GHB, 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 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, reports of lost, stolen, or spilled 
medication, drug-seeking behavior, feigned cataplexy).

For complete safety information, please see the Prescribing Information for LUMRYZ.

IMPORTANT SAFETY INFORMATION

Reference ID: 5166429





8

OVERVIEW OF CERTIFIED PHARMACY RESPONSIBILITIES 

ENROLLMENT VERIFICATION

•	 The Prescriber Enrollment Form and the Patient Enrollment Form are sent to the LUMRYZ REMS by the prescriber.

•	 Information from the enrollment forms is maintained in the appropriate LUMRYZ REMS database by the LUMRYZ 
REMS.

•	 No duplicate patients may be enrolled.

•	 The LUMRYZ REMS will notify the prescriber of successful certification in the LUMRYZ REMS, and that he/she is 
eligible to prescribe LUMRYZ.

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 his/her 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 his/her certified pharmacy.

o	The prescriber will be notified by the LUMRYZ REMS that he/she cannot be certified due to credential 
verification failure.

•	 Patients must confirm they have been counseled on the serious risks and safe use of LUMRYZ; the certified 
pharmacy will also provide counseling for new patients, existing patients who restart treatment after not receiving 
LUMRYZ for 6 months or longer, and patients who report a change in their medication or medical history.

•	 Enrollment status is maintained in the LUMRYZ REMS.

o	The LUMRYZ REMS will confirm that the prescriber’s DEA, State License, and NPI numbers are active and that 
the prescriber has provided all REMS-required attestations.

o	A prescriber may be disenrolled from the REMS for expired DEA or NPI or for noncompliance with the LUMRYZ 
REMS.

o	Following enrollment, the patient remains in the LUMRYZ REMS unless his/her certified pharmacy and/or 
certified prescriber determine that the patient should be disenrolled.

•	 A certified prescriber and/or a certified pharmacy can request that a patient be disenrolled from the LUMRYZ REMS.

o	A patient may be disenrolled from the REMS for noncompliance with the LUMRYZ REMS, including multiple 
suspicious early refill requests, or other information indicating abuse, misuse, or diversion.

o	The LUMRYZ REMS will contact a prescriber if an enrollment form is received for a patient previously disenrolled 
from the REMS, or for suspicions of abuse, misuse, or diversion, and will provide the prescriber with all relevant 
patient history.

LUMRYZ REMS     |      PHARMACY STAFF MODULE
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PRESCRIPTION PROCESSING

•	 A certified pharmacy must validate all prescriptions prior to dispensing LUMRYZ. Before a prescription for LUMRYZ can be 
shipped to a patient, the certified pharmacy must:

o	Verify that the Prescription Form is complete and signed by the prescriber.

o	Verify that the Prescription Form was received from the prescriber’s office.

o	Verify the prescription is dated according to state-controlled substance regulations.

o	Verify the prescription is for no more than a 1-month (30-day) supply on a patient’s first LUMRYZ fill and no more	
than a 3-month (90-day) supply on subsequent fills.

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 prescription.

o	Review the patient information contained in the LUMRYZ REMS patient database using the secure web viewing 
portal and the Prescription Form, including:

◊	 Comorbid conditions and concomitant use of sedative hypnotics, certain other CNS depressants or other 
potentially interacting agents that either are unknown to the prescriber or pose a high risk of serious interaction 
with LUMRYZ.

–	 If comorbid conditions or patient use of a contraindicated medication is confirmed and if the prescriber has 
not indicated prior knowledge, then the pharmacist will notify and consult the prescriber about the comorbid 
conditions and risks of concomitant medication use and document the call and the prescriber’s treatment 
rationale on the Patient Counseling Checklist.

◊	 Alerts and Risk Management Reports (RMRs) regarding potential abuse, misuse, or diversion.

o	Contact the other REMS for oxybate products by phone to:

◊	 Verify that the patient has no other active, overlapping prescriptions for oxybate products that overlap with the 
current prescription.

◊	 Verify that the patient and prescriber have not been disenrolled from any other REMS for oxybate products for 
suspected abuse, misuse, or diversion.

o	Document that the calls to the other REMS for oxybate products were completed by submitting confirmation to 
the LUMRYZ REMS through the pre-dispense authorization (PDA) process.

o	Obtain a PDA from the LUMRYZ REMS upon receipt of a Prescription Form. The issuance of a PDA informs the 
pharmacy that the prescriber is certified, the patient is enrolled in the LUMRYZ REMS, and the patient has no other 
active, overlapping LUMRYZ prescriptions. The PDA also indicates that the pharmacy confirmed that the call was 
made to the other REMS for oxybate products to verify the patient has no other active, overlapping prescriptions 
for oxybate products that overlap with the current prescription for LUMRYZ and that the patient and prescriber 
has not been disenrolled from any other REMS for oxybate products for suspected abuse, misuse, or diversion, as 
described above. The PDA also indicates that the pharmacy confirmed that each prescription filled for LUMRYZ is 
reported to each REMS for oxybate products.

◊	 The certified pharmacy will process all LUMRYZ prescriptions, regardless of payment method, through the 
pharmacy management system (PMS) and obtain a PDA via electronic verification to verify the prescriber is 
certified, the patient is enrolled in the LUMRYZ REMS, the patient has no other active, overlapping LUMRYZ 
prescriptions, and the pharmacy confirmed that a call was made to the other REMS for oxybate products to 

LUMRYZ REMS     |      PHARMACY STAFF MODULE
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verify the patient has no other active, overlapping prescriptions for oxybate products that overlap with the 
current prescription for LUMRYZ and that the patient and prescriber has not been disenrolled from any other 
REMS for oxybate products for suspected abuse, misuse, or diversion, and the pharmacy confirmed that each 
prescription filled for LUMRYZ is reported to each REMS for oxybate products as described above.

◊	 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 LUMRYZ prescription. A PDA can also be obtained 
by accessing the secure pharmacy portal on the LUMRYZ REMS website or by calling the LUMRYZ REMS.

–	 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

–	 Confirmation that a call was made to the other REMS for oxybate products

–	 Confirmation that each prescription filled for LUMRYZ is reported to each REMS for oxybate products. 

◊	 If all safe use conditions are met, a PDA will be generated by the LUMRYZ REMS. The PDA will be maintained in 
the LUMRYZ REMS patient database. The certified pharmacy is authorized to dispense LUMRYZ upon receiving a 
PDA provided all other dispensing requirements are met. 

◊	 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 an active, overlapping prescription for LUMRYZ

–	 Pharmacy did not confirm that a call was made to the other REMS for oxybate products to verify the patient 
has no other active, overlapping prescriptions for oxybate products that overlaps with the current prescription 
for LUMRYZ, and that the patient and prescriber has not been disenrolled from any other REMS for oxybate 
products for suspected abuse, misuse, or diversion

–	 Pharmacy did not confirm that each prescription filled for LUMRYZ was reported to each REMS for oxybate 
products. 
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•	 If a certified pharmacy receives information regarding overlapping prescriptions for an oxybate product for a patient, 
the certified pharmacy responsible for dispensing the current prescription will notify and consult each prescriber.

o	Prescriptions are considered overlapping when more than one prescription for an oxybate product is dispensed for 
a patient 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 RMR to the LUMRYZ REMS, and the prescriber will be notified.

◊	 There are valid reasons why a patient may have overlapping prescriptions on file or on hold, 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 LUMRYZ to a patient must ensure that under these situations a 
patient does not receive multiple overlapping shipments of an oxybate product.

◊	 There are valid reasons why a patient may need an overlapping dispense of an oxybate product, including if the 
prescriber is changing the patient’s treatment, to avoid delivery issues, if there is a valid early refill (e.g., lost or 
stolen medication), or for titration timing.

•	 Once a PDA is obtained from the LUMRYZ REMS, review of the patient information in the patient database using the 
secure web viewing portal has been performed, and the other REMS for oxybate products have 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 Patient Brochure.

o	A pharmacist must counsel the patient by completing the Patient Counseling Checklist prior to the initial 
dispensing of LUMRYZ.

◊	 The certified pharmacy must submit the Patient Counseling Checklist to the LUMRYZ REMS online at  
www.LUMRYZREMS.com or complete a print version and fax to the LUMRYZ REMS at  
1-877-206-3198.

•	 A certified pharmacy must not stock LUMRYZ in retail pharmacies.

SHIPPING

All LUMRYZ 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 LUMRYZ to the LUMRYZ REMS by 
accessing the LUMRYZ REMS website (www.LUMRYZREMS.com) or calling the LUMRYZ REMS at 1-877-453-1029.

•	 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 LUMRYZ shipment.

•	 Daily tracking reports are generated to confirm the receipt of each order shipped.

•	 Lost shipments are investigated.
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Phone: 1-877-453-1029    |     www.LUMRYZREMS.com    |     Fax: 1-877-206-3198

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 RMR to the LUMRYZ REMS online at www.LUMRYZREMS.com 
or complete a print version and fax to the LUMRYZ REMS at 1-877-206-3198. This information is maintained in the 
prescriber and/or patient databases in the LUMRYZ REMS.

o	Request the LUMRYZ REMS to disenroll a patient who has demonstrated behavior that suggests potential abuse, 
misuse, or diversion by completing and submitting a RMR to the LUMRYZ REMS. 

o	Recommend that a prescriber who has demonstrated behavior that suggests potential abuse, misuse, or diversion 
be disenrolled by submitting a RMR to the LUMRYZ REMS.

•	 Review the patient’s RMR history and alerts in the LUMRYZ REMS 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 RMRs to the LUMRYZ REMS by completing and submitting the RMR online at www.LUMRYZREMS.com or 
by fax to 1-877-206-3198.

•	 Determine whether an alert should be placed in the patient’s profile in the patient database within the LUMRYZ REMS 
for repeated reports of lost, stolen, destroyed, or spilled drug for review prior to shipping LUMRYZ.

•	 Inform a pharmacist immediately if certified pharmacy staff suspects patients or prescribers of abuse, misuse, or 
diversion.

ADVERSE EVENT REPORTING

•	 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 LUMRYZ REMS.

o	Document and report all potential adverse events reported by all sources, including any CNS depression, 
respiratory depression, loss of consciousness, coma, and death by contacting Avadel CNS Pharmaceuticals, LLC at 
productsafety@avadel.com or 1-888-828-2335.

ONGOING PATIENT EDUCATION

Patients in the LUMRYZ REMS have access to ongoing education while taking LUMRYZ through:

•	 A 24-hour/7 day a week toll-free telephone help line staffed by a pharmacist trained in the LUMRYZ REMS,

•	 Continued contact with the certified pharmacy for every refill, and

•	 The LUMRYZ REMS website (www.LUMRYZREMS.com).
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CERTIFIED PHARMACY RESPONSIBILITIES

Certified pharmacies will:

•	 Limit the first prescription fill to no more than a 1-month (30-day) supply of LUMRYZ and no more than a 3-month 
(90-day) supply for subsequent prescription fills.

•	 Report potential adverse events to Avadel CNS Pharmaceuticals, LLC at productsafety@avadel.com or 1-888-828-2335.

•	 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.

•	 Certified pharmacies must complete and submit a RMR to the LUMRYZ REMS for all instances of potential abuse, 
misuse, or diversion.

•	 Utilize the LUMRYZ REMS, which has access to the secure, validated, separate and distinct LUMRYZ REMS 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 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

•	 Prescription history

o	Prescription information including:

•	 Date

•	 Dose

•	 Titration instructions (as applicable)

•	 Number of refills

•	 Directions

•	 Total quantity (dose packets and number of days’ supply)

•	 Concomitant medications

o	RMRs

o	Shipment information, including:

•	 Dates of shipments

•	 Dates of shipment receipts

•	 Patient addresses

•	 Designee information

•	 Number of shipments sent daily

•	 Quantities of LUMRYZ dispensed daily

o	Documentation of interactions with prescribers, patients, and other parties

These data must be available to the LUMRYZ REMS for review on an ongoing basis to ensure that LUMRYZ 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 LUMRYZ REMS using the certified pharmacy secure web 
viewing portal for the patient database and review it prior to dispensing LUMRYZ.
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PATIENT COUNSELING AND SCREENING

•	 Certified pharmacies must complete the Patient Counseling Checklist and submit to the LUMRYZ REMS prior to 
dispensing LUMRYZ for new patients, existing patients who restart treatment after not receiving LUMRYZ for 6 months 
or longer, and patients who report a change in their medication or medical history.

•	 For new patients (first shipment of LUMRYZ), and for patients who are restarting LUMRYZ treatment after not receiving 
product for 6 months or longer, the Patient Counseling Checklist must be completed in its entirety. 

•	 For prescription renewals and refills, if the patient has indicated a change in their medication use or medical history, 
the patient will be transferred to the pharmacist to determine if further counseling and prescriber outreach is 
required. Steps 1, 3, 4 and 5 of the Patient Counseling Checklist must be completed if the patient indicates that the 
patient is taking a new medication or has a new comorbid medical condition that is listed in Step 4 of the Patient 
Counseling Checklist.

•	 Each time a pharmacist completes the Patient Counseling Checklist, the pharmacist must:

o	Verify that early refill requests have been thoroughly questioned and approved through the RMR procedure (see 
below).

o	Screen the patient for concomitant use of contraindicated medications (sedative hypnotics), alcohol, other CNS 
depressants or 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 LUMRYZ prescription.

◊	 If patient use of a contraindicated medication 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 LUMRYZ.

◊	 Instruct the patient to alert the pharmacy to any new medication the patient begins as soon as possible.
o	Screen the patient for other medical conditions.

◊	 The pharmacist asks the patient what other medical conditions he/she has.

◊	 If the patient indicates that he/she has a certain medical condition listed on the Patient Counseling Checklist, 
the pharmacist counsels the patient and notifies the prescriber, if there is no confirmation of prior prescriber 
knowledge, about the medical condition prior to shipping LUMRYZ.

o	Document the results of the patient screening, all reported concomitant medications and comorbid medical 
conditions, the action(s) taken, and the date the Patient Counseling Checklist is completed in the LUMRYZ REMS.

o	Counsel the patient on proper drug disposal if patient has unused oxybate product from a prior prescription (e.g., 
receiving an early refill for a dosage increase, alternative dose form of oxybate products, etc.).

o	Submit the Patient Counseling Checklist to the LUMRYZ REMS online at www.LUMRYZREMS.com or complete a 
print version and fax to the LUMRYZ REMS at 1-877-206-3198.

•	 Certified pharmacies must provide patients with 24/7 access to a LUMRYZ REMS trained pharmacist.
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CLINICAL USAGE CLARIFICATIONS

The pharmacist must:

•	 Review the information on each Prescription Form.

•	 Notify and consult the prescriber if there are any clinical usage clarifications required, such as:

o	Dose over recommended dosage range (6 g to 9 g per night)

o	Non-standard doses or instructions

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 his/her 
certified pharmacy and with the LUMRYZ REMS.

PRESCRIPTION REFILLS

•	 Up to 5 refills are allowed on a LUMRYZ prescription (per DEA regulations for Schedule lll controlled substances).

•	 Refills may be submitted from the prescriber to the certified pharmacy by phone, fax, mail, and online through a 
prescribing system. When the prescription information is entered into the PMS, the LUMRYZ REMS will verify eligibility 
and issue a PDA.

•	 For information on the prescription processing requirements see Prescription Processing – in the Pharmacy Staff 
Module. 

•	 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	Certified pharmacy staff will contact the patient and schedule a shipment. The pharmacy staff will ask the patient if 
there has been any change in his/her medications or medical history.

o	If the patient reports a change in their medication or medical history, the pharmacy staff will then transfer the 
patient to a pharmacist who must complete the Patient Counseling Checklist. The patient should be counseled on 
the use or diagnosis of:

◊	 Sedative hypnotics (for example, diazepam, phenobarbital, zolpidem, etc.)

◊	 CNS depressants, including but not limited to opioid analgesics, benzodiazepines, sedating antidepressants or 
antipsychotics, sedating antiepileptic 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 completes refill counseling and confirmation of prescriber consultation or notification by 
completing and submitting the Patient Counseling Checklist as applicable to the LUMRYZ REMS online at  
www.LUMRYZREMS.com or by fax to 1-877-206-3198.

•	 All patient requests for early refills are to be questioned and documented by the pharmacist.

o	An early refill request is a request for LUMRYZ shipment prior to the date of the next shipment.

o	Requests to accommodate shipment logistics (scheduled delivery date falls on a Sunday, holiday, or vacation) are 
not considered early refills.

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.
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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 LUMRYZ REMS using the certified pharmacy secure web viewing portal for 
the patient database and review the patient’s prior 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 LUMRYZ to the patient only if approved by the prescriber.

◊	 Send new shipments to replace LUMRYZ 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 RMR to the LUMRYZ REMS online at 
www.LUMRYZREMS.com or by fax to 1-877-206-3198.

MONITORING AND ASSESSING FOR SIGNS OF ABUSE, MISUSE, AND DIVERSION

•	 Risk management events must be documented in the LUMRYZ REMS.

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 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	RMRs must document:

◊	 Patient and/or prescriber identifying information 

◊	 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 be monitored by the LUMRYZ REMS 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 RMR history and discuss the 
incident with the prescriber prior to shipping LUMRYZ.

o	Repeated reports of lost, stolen, destroyed, or spilled drug will be documented as an alert to the patient record 
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stored in the patient database of the LUMRYZ REMS 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 request the LUMRYZ REMS to disenroll a patient after review and 
discussion of incidents suggestive of abuse, misuse, or diversion by completing and submitting a RMR to the 
LUMRYZ REMS. All requests from prescribers to disenroll a patient will be reported to a certified pharmacy. The 
certified pharmacy is required to intake the request, then complete and submit the RMR to the LUMRYZ REMS to 
request disenrollment. Avadel CNS Pharmaceuticals, LLC will review the information and determine if the patient 
should be disenrolled.

o	Pharmacies may recommend that a prescriber be disenrolled by submitting a RMR to the LUMRYZ REMS. Avadel 
CNS Pharmaceuticals, LLC will review the information and determine if the prescriber should be disenrolled.

o	All RMRs must be reported to the LUMRYZ REMS online at www.LUMRYZREMS.com or by fax to 1-877-206-3198.

SHIPPING PROCEDURES

•	 LUMRYZ must be shipped via an overnight service with receipt signature required.

o	LUMRYZ 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/her certified pharmacy will verify with the overnight shipping service that 
Saturday delivery is available for the shipping address.

•	 Each LUMRYZ shipment must include: 

o	A carton with the prescribed amount of LUMRYZ packets at the prescribed dose (each child-resistant packet 
contains a single dose of LUMRYZ 4.5 g, 6 g, 7.5 g, or 9 g).

o	A mixing cup for preparation of each single dose (LUMRYZ dose mixed with water).

o	The Patient Brochure (new patients only).

•	 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 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	Receipt of each shipment of LUMRYZ by a patient must be reported to the LUMRYZ REMS by the patient’s certified 
pharmacy electronically, through the website (www.LUMRYZREMS.com), or by calling (1-877-453-1029).

INVENTORY CONTROL

The LUMRYZ inventory must be reconciled every two weeks and recorded in the pharmacy management system. 
A physical count must match the count in the pharmacy management system. If the LUMRYZ inventory cannot 
be reconciled, no other patient orders can be processed until an investigation is completed and approved by the 
Pharmacist in Charge. Documentation must be made available in the event of an audit. 
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