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NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 22-195 Supplement # | Efficacy Supplement Type SE-

Proprietary Name: none
Established Name: morphine sulfate oral solution
Strengths: 10 mg/5 mL and 20 mg/5 mL

Applicant: Roxane Laboratories
Agent for Applicant (if applicable): NA

Date of Application: May 16, 2007

Date of Receipt: May 17, 2007

Date clock started after UN:

Date of Filing Meeting: June 29, 2007

Filing Date: July 16, 2007

Action Goal Date (optional): User Fee Goal Date:  March 17, 2008

Indication(s) requested: releito severe acute and chronic pain

Type of. Original NDA: OONE o2 X
AND (if applicable)

Type of Supplement: oy O ®R2) [

NOT E:

(1) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a (b)(2), complete Appendix B.

Review Classification: S X ' P [

Resubmission after withdrawal? . Resubmission after refuse to file? [ ]
Chemical Classification: (1,2,3 etc.) 7

Other (orphan, OTC, etc.)

Form 3397 (User Fee Cover Sheet) submitted: ' YES X NO [

User Fee Status: Paid [X] Exempt (orphan, government) [ ]
Waived (e.g., small business, public health) [ ]

NOTE: Ifthe NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if> (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s
proposed labeling to labeling that has already been approved for the product described in the application.
Highlight the differences between the proposed and approved labeling. If you need assistance in determining
if the applicant is claiming a-new indication for a use, please contact the User Fee staff.
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. Is there any 5-year or 3-year exclusivity on this active moiety in any approved (b)(1) or (b)(2)
application? S
If yes, explain:
Note: If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendix B.
. Does another drug have orphan drug exclusivity for the same indication?  YES ] NO [X
° If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness

[21 CFR 316.3(b)(13)]?
YES [ NO [

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

. Is the application affected by the Application Integrity Policy (AIP)? YES [ NO
If yes, explain:
) If yes, has OC/DMPQ been notified of the submission? YES [ NO []
° Does the submission contain an accurate comprehensive index? YES [X NO []
If no, explain:
. Was form 356h included with an authorized signature? YES [X NO []
If foreign applicant, both the applicant and the U.S. agent must sign.
° Submission complete as required under 21 CFR 314.50? YES [X NO []
If no, explain:
. Answer 1, 2, or 3 below (do not include electronic content of labeling as an partial electronic
submission).
1. This application is a paper NDA YES KX
2. This application is an eND_A or combined paper + eNDA YES [
This applicationis:  All electronic [] Combined paper + eNDA [ ]
This application is in: NDA format [ ] CTD format [_]
Combined NDA and CTD formats [ ]
Does the eNDA, follow the guidance?
(http://www.fda.gov/cder/guidance/2353fnl.pdf) YES [] NO []

If an eNDA, all forms and certifications must be in paper and require a signature.

If combined paper + eNDA, which parts of the application were submitted in electronic format?

Additional comments:

3. This application is an eCTD NDA. YES [}
If an eCTD NDA, all forms and certifications must either be in paper and signed or be
electronically signed.

Additional comments:
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° Patent information submitted on form FDA 3542a? N/A YES [] NO [] '
Marketed unapproved drug. No patents.
) Exclusivity requested? YES, Years NO [X

NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required.

) Correctly worded Debarment Certification included with authorized signature? YES NO []]
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . .."

] Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?
YES [X NO [}
. If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
(B)? YES NO
L Is this submission a partial or complete response to a pediatric Written Request?  YES 0 No X

If yes, contact PMHT in the OND-IO

. Financial Disclosure forms included with authorized signature? YES X NO [
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.)

NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approval.
° Field Copy Certification (that it is a true copy of the CMC technical section) YES [X] NO [

] PDUFA and Action Goal dates correct in tracking system? YES [X NOo []
If not, have the document room staff correct them immediately. These are the dates EES uses for

calculating inspection dates.

) Drug name and applicant name correct in COMIS? If not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not

already entered.
) List referenced IND numbers: Pre-IND 75,041

. Are the trade, established/proper, and applicant names correct in COMIS? YES [X] No [
If no, have the Document Room make the corrections.

. End-of-Phase 2 Meeting(s)? Date(s) NO X
If yes, distribute minutes before filing meeting. ’

] Pre-NDA Meeting(s)? - Date(s) September 12, 2006 (actually Pre-IND) NO []
If yes, distribute minutes before filing meeting.
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o Any SPA agreements? Date(s) NO [X
If yes, distribute letter and/or relevant minutes before filing meeting.
Project Management
) If Rx, was electronic Content of Labeling submitted in SPL format? YES X NO []
If no, request in 74-day letter.
] If Rx, for all new NDAs/efficacy supplements submitted on or after 6/30/06:
Was the PI submitted in PLR format? YES [X NO [

If no, explain. Was a waiver or deferral requested before the application was received or in the
submission? If before, what is the status of the request:

If Rx, all labeling (P, PPI, MedGuide, carton and immediate container labels) has been consulted to
DDMAC? . YES X NO []
If Rx, trade name (and all labeling) consulted to OSE/DMETS? YES X NO []

If Rx, MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS? :
: NA K YES [] NO []

Risk Management Plan consulted to OSE/IO? NA X YES [ NO [

If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling submitted?  Already schedule I NA [X YES [] NO []

If Rx-to-OTC Switch or OTC application:

Proprietary name, all OTC labeling/packaging, and current approved PI consulted to

OSE/DMETS? YES [] NO []
L If the application was received by a clinical review division, has YES [ NO [
DNPCE been notified of the OTC switch application? Or, if received by
DNPCE, has the clinical review division been notified?
Clinical
. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES (X NO []
Chemistry
® Did applicant request categorical exclusion for environmental assessment? YES [X] No [
If no, did applicant submit a complete environmental assessment? YES [] NO []]
If EA submitted, consulted to EA officer, OPS? YES [] NO []
. Establishment Evaluation Request (EER) submitted to DMPQ? YES X NO []
) If a parenteral product, consulted to Microbiology Team? YES [] NO []
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ATTACHMENT

MEMO OF FILING MEETING

DATE: 6/25/07

NDA #: 22-195

DRUG NAMES: morphine sulfate oral solution 20 mg/5 mL and 10 mg/5S mL

APPLICANT: Roxane

BACKGROUND: This is a marketed unapproved drug.

(Provide a brief background of the drug, (e.g., molecular entity is already approved and this NDA is for an

extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline/Organization Reviewer
Medical: Howard Josefberg
Secondary Medical:
Statistical: None
Pharmacology: Belinda Hayes
Statistical Pharmacology:
Chemistry: Craig Bertha
Environmental Assessment (if needed):
Biopharmaceutical: Syed Al Habet
Microbiology, sterility: Bob Mello
Microbiology, clinical (for antimicrobial products only):
DSL Carolanne Currier
OPS:
Regulatory Project Management: Lisa Basham
Other Consults:
Per reviewers, are all parts in English or English translation? YES X NO [
If no, explain:
CLINICAL FILE [X REFUSETOFILE []
e Clinical site audit(s) needed? YES [ NO X
If no, explain: no clinical data
e Advisory Committee Meeting needed? YES, date if known NO X

» If the application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance?

NA X YES [] NO [
CLINICAL MICROBIOLOGY NA X FILE [] REFUSE TOFILE []

STATISTICS ' NA X FILE [] REFUSE TO FILE ]
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BIOPHARMACEUTICS FILE REFUSETOFILE []
¢ Biopharm. study site audits(s) needed? YES [X NO [7]
PHARMACOLOGY/TOX NA O FILE X REFUSETOFILE []
e  GLP audit needed? YES ] | NO [X
CHEMISTRY FILE [X REFUSE TOFILE []
¢ Establishment(s) ready for inspection? YES X NO [
e Sterile product? YES X NO [

If yes, was microbiology consulted for validation of sterilization?
, YES X NOo [

ELECTRONIC SUBMISSION:
Any comments: labeling only

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

il The application is unsuitable for filing. Explain why:

X The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for filing.

X No filing issues have been identified. Filing issues immediately addressed by
applicant. Application should be filed. -

] Filing issues to be communicated by Day 74. List (optional):

ACTION ITEMS:

1.X)  Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into COMIS.

2.[ ] IfRTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

3.[] Iffiled and the application is under the AIP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

4.l Iffiled, complete the Pediatric Page at this time. (If paper version, enter into DFS.)

5X] Convey document filing issues/no filing issues to applicant by Day 74.

Lisa E. Basham
Regulatory Project Manager
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Appendix A to NDA Regulatory Filing Review

NOTE: The term "original application" or "original NDA" as used in this appendix denotes the NDA
submitted. It does not refer to the reference drug product or "reference listed drug."

An original application is likely to be a 505(b)(2) application if:

(1) it relies on published literature to meet any of the approval requirements, and the applicant
does not have a written right of reference to the underlying data. If published literature is
cited in the NDA but is not necessary for approval, the inclusion of such literature will not, in
itself, make the application a 505(b)(2) application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug
product and the applicant does not own or have right to reference the data supporting that
approval, or :

(3) it relies on what is "generally known" or "scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to general information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose
combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC
monograph deviations(see 21 CFR 330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was
a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information
needed to support the approval of the change proposed in the supplement. For example, if the
supplemental application is for a new indication, the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns
or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was embodied in the
finding of safety and effectiveness for the original application or previously approved
supplements is needed to support the change. For example, this would likely be the case with
respect to safety considerations if the dose(s) was/were the same as (or lower than) the
original application, and.

(3). All other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied
upon for approval of the supplement, the application does not rely for approval on published
literature based on data to which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond
that needed to support our previous finding of safety and efficacy in the approval of the
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original application (or earlier supplement), and the applicant has not conducted all of its own
studies for approval of the change, or obtained a right to reference studies it does not own.
For example, if the change were for a new indication AND a higher dose, we would likely
require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new
aspect of a previously cited listed drug, to support the safety of the new dose, the supplement

would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is based on’
data that the applicant does not own or have a right to reference. If published literature is
cited in the supplement but is not necessary for approval, the inclusion of such literature will
not, in itself, make the supplement a 505(b)(2) supplement, or

(3) The applicant is relying upon any data they do not own or to which they do not have right of '
reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult
with your ODE’s Office of Regulatory Policy representative.

Appears This Way
On Original
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES [X NO [

If “No,” skip to question 3.

2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s): Avinza (21-260) and
Duramorph (18-565)

3. Is this application for a drug that is an “old” antibiotic (as described in the draft guidance implementing
the 1997 FDAMA provisions? (Certain antibiotics are not entitled to Hatch-Waxman patent listing and

exclusivity benefits.)
YES [ NOo X

If “Yes,” skip to question 7.

4. s this application for a recombinant or biologically-derived product?
YES [] NO [X

If “Yes “contact your ODE’s Office of Regulatory Policy representative.

5. The purpose of the questions below (questions 5 to 6) is to determine if there is an approved drug
product that is equivalent or very similar to the product proposed for approval that should be referenced as
a listed drug in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?
YES [] NO

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(c))

If “No,” to (a) skip to question 6. Otherwise, answer part (b and (c)).
(b) Is the pharmaceutical equivalent approved for the same indication for YES [ NO D
which the 505(b)(2) application is seeking approval?
(¢) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [ NO []
If “Yes,” (c), list the pharmaceutical equivalent(s) and proceed to question 6.
If “No,” to (c) list the pharmaceutical equivalent and contact your ODE’s Office of Regulatory Policy

representative.
Pharmaceutical equivalent(s):
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6. (a) Isthere a pharmaceutical alternative(s) already approved? YES [X NO []

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

If “No,” to (a) skip to question 7. Otherwise, answer part (b and (c)).

(b) Isthe pharmaceutical alternative approved for the same indication YES [X NO []
for which the 505(b)(2) application is seeking approval?

(c) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES [X NOo []]
If “Yes,” to (c), proceed to question 7.

NOTE: Ifthere is more than one pharmaceutical alternative approved, consult your ODE’s Office of
Regulatory Policy representative to determine if the appropriate pharmaceutical alternatives are referenced.

If “No,” to (c), list the pharmaceutical alternative(s) and contact your ODE’s Office of Regulatory Policy
representative. Proceed to question 7.

Pharmaceutical alternative(s): Avinza (21-260), Duramorph (18-565), MS Contin NDA 19-516)), Kadian
(NDA 20-616), Infumorph (NDA 18-565), Depodur (NDA 21-671), morphine sulfate for injection (NDA 19-
916), Oramorph SR (NDA 19-977)

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug

product (i.e. is the published literature necessary for the approval)?
YES NO [

If “Neo,” skip to question 8. Otherwise, answer part (b).

(b) Does any of the published literature cited reference a specific (e.g. brand name) product? Note that if
yes, the applicant will be required to submit patent certification for the product, see question 12. No.

8. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™).

This application provides for a change in dosage form to oral solution.

9. Is the application for a duplicate of a listed drug and eligible for approval under YES [ ] NO X
section 505(j) as an ANDA? (Normally, FDA may refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

10. 1Is the application for a duplicate of a listed drug whose only difference is YES [] NO X
that the extent to which the active ingredient(s) is absorbed or otherwise made
Version 6/14/2006
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available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(d)(9)).
11. Is the application for a duplicate of a listed drug whose only difference is YES [ NO X

that the rate at which the product’s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
If yes, the application may be refused for filing under 21 CFR 314.101(d)(9).

12. Are there certifications for each of the patents listed in the Orange YES X NO []
Book for the listed drug(s) referenced by the applicant (see question #2)?
(This is different from the patent declaration submitted on form FDA 3542 and 3542a.)

13. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

[[] Not applicable (e.g., solely based on published literature. See question # 7

[0 21 CFR314.50()(1)(i)(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):

IXI 21 CFR314.50(1)(1)(iA)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

[] 21 CFR314.50(i)(1)(i)(A)3): The date on which the patent will expire. (Paragraph III
certification)
Patent number(s):

X 21 CFR 314.50()(1)(i)}(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification) '

Patent number(s): 6,066,339 (Avinza)

NOTE: IF FILED, and if the applicant made a “Paragraph IV certification {21 CFR
314.500G)(1)(i)(A)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed [21 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification [21 CFR 314.52(e)]. OND will contact you to verify
that this documentation was received. DONE

(] 21 CFR314.50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50(1)(1)(i}(A)(4) above).
Patent number(s):

(]  Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

[] 21 CFR314.50(i)(1)(ii): No relevant patents.

[1 21 CFR314.50(%i)(1)(iii): The patent on the listed drug is a method of use patent and the
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labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not

claim any of the proposed indications. (Section viii statement)

Patent number(s):

14. Did the applicant:
o Identify which parts of the application rely on the finding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, pharm/tox section of
application relies on finding of preclinical safety for a listed drug.

If “Yes,” what is the listed drug product(s)

YES [] NO [X

and which sections of the 505(b)(2)

‘application rely on the finding of safety and effectiveness or on published literature about that

listed drug

Was this listed drug product(s) referenced by the applicant? (see question # 2)
YES [ NO [

o Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the
listed drug(s)?

NA [ YES X NO
BE studies with Avinza and Duramorph

15. (a) Is there unexpired exclusivity on this listed drug (for example, 5 year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book.

If “Yes,” please list:

YES [ NO

O

X

Application No.

Product No.

Exclusivity Code

Exclusivity Expiration
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NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 22-207 Supplement # Efficacy Supplement Type SE-

Proprietary Name: none ‘
Established Name: Morphine Sulfate Tablets
Strengths: 15 mg and 30 mg

Applicant: Roxane Laboratories
Agent for Applicant (if applicable): NA

Date of Application: June 7, 2007

Date of Receipt: June 8, 2007

Date clock started after UN:

Date of Filing Meeting: July 25, 2007

Filing Date: August 7, 2007

Action Goal Date (optional): User Fee Goal Date: ~ April 8, 2008

Indication(s) requested: relief of moderate to severe acute and chronic pain

Type of Original NDA: o O ®bR) X
AND (if applicable)

Type of Supplement: o O o U

NOTE:

1)) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a (b)(2), complete Appendix B.

Review Classification: s X p O

Resubmission after withdrawal? J Resubmission after refuse to file? [ ]
Chemical Classification: (1,2,3 etc.) 7

Other (orphan, OTC, etc.)

Form 3397 (User Fee Cover Sheet) submitted: | YES NO []
User Fee Status: Paid [X Exempt (orphan, government) O

Waived (e.g., small business, public health) O

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if: (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant’s
proposed labeling to labeling that has already been approved for the product described in the application.
Highlight the differences between the proposed and approved labeling. If you need assistance in determining
if the applicant is claiming a new indication for a use, please contact the User Fee staff.
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Note: If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendix B.
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Is there any 5-year or 3-year exclusivity on this active moiety in any approved (b)(1) or (b)(2)
YES

application?
If yes, explain:

Does another drug have orphan drug exclusivity for the same indication? YES

U

Page 2

NO

NO [X

If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness

[21 CFR 316.3(b)(13)]?

YES [] NO []
If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).
Is the application affected by the Application Integrity Policy (AIP)? YES [] No X
If yes, explain:
If yes, has OC/DMPQ been notified of the submission? YES [ NO []
Does the submission contain an accurate comprehensive index? YES X NO []
If no, explain:
Was form 356h included with an authorized signature? YES [ NO []
If foreign applicant, both the applicant and the U.S. agent must sign.
Submission complete as required under 21 CFR 314.50? YES [X NO [
If no, explain:
Answer 1, 2, or 3 below (do not include electronic content of labeling as an partial electronic
submission).
This application is a paper NDA YES
This application is an eNDA or combined paper + eNDA YES [
This applicationis: Al electronic [ ] Combined paper + eNDA [ ]
This application is in: NDA format [ ] CTD format [ ]

Combined NDA and CTD formats [_]

Does the eNDA, follow the guidance?
(http://www.fda.gov/cder/guidance/2353fnl.pdf) "~ YES [] NO []

If an eNDA, all forms and certifications must be in paper and require a signature.

If combined paper + eNDA, which parts of the application were submitted in electronic format?

Additional comments:

This application is an eCTD NDA. YES []
If an eCTD NDA, all forms and certifications must either be in paper and signed or be

electronically signed.

Additional comments:

Version 6/14/2006
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) Patent information submitted on form FDA 3542a‘7 N/A YES []] NO []

Marketed unapproved drug. No patents.

L Exclusivity requested? YES, Years NO X
NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is
not required.

. Correctly worded Debarment Certification included with authorized signature? YES [X] NO []

If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,

“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application.” Applicant may not use wording such as “To the best of my knowledge . . .."

. Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric

studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?
YES [X NO [

. If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and
(B)? YES [X NO

. Is this submission a partial or complete response to a pediatric Written Request? ~ YES 1 No X

If yes, contact PMHT in the OND-1O

. Financial Disclosure forms included with authorized signature? YES X NO []
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.)

NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approval.
] Field Copy Certification (that it is a true copy of the CMC technical section) YES [X] NO []

° PDUFA and Action Goal dates correct in tracking system? YES [X NO [
If not, have the document room staff correct them immediately. These are the dates EES uses for

calculating inspection dates.

. Drug name and applicant name correct in COMIS? If not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not

already entered.

° List referenced IND numbers: Pre-IND 75,041

L Are the trade, established/proper, and applicant names correct in COMIS? YES [X] NO []
If no, have the Document Room make the corrections.

. End-of-Phase 2 Meeting(s)? Date(s) NO X
If yes, distribute minutes before filing meeting.

L Pre-NDA Meeting(s)? Date(s) September 12, 2006 (actually Pre-IND) NO []

If yes, distribute minutes before filing meeting.

Version 6/14/2006
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. Any SPA agreements? Date(s) NO [X
If yes, distribute letter and/or relevant minutes before filing meeting.
Project Management
. If Rx, was electronic Content of Labeling submitted in SPL format? YES [X NO []
If no, request in 74-day letter.
. If Rx, for all new NDAs/efficacy supplements submitted on or after 6/30/06:
Was the PI submitted in PLR format? YES [X NO [

If no, explain. Was a waiver or deferral requested before the application was received or in the
submission? If before, what is the status of the request:

If Rx, all labeling (PI, PPI, MedGuide, carton and immediate container labels) has been consulted to

DDMAC? YES NO []
If Rx, trade name (and all labeling) consulted to OSE/DMETS? YES [X NO [

If Rx, MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS?
NA X YES [ NO [

Risk Management Plan consulted to OSE/IO? N/A YES [] NO []

If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for
scheduling submitted? Already schedule II NA YES [ NO [

If Rx-t0-OTC Switch or OTC application:

. Proprietary name, all OTC labeling/packaging, and current approved PI consulted to
OSE/DMETS? YES NO []
° If the application was received by a clinical review division, has YES [ NO []
DNPCE been notified of the OTC switch application? Or, if recelved by
DNPCE, has the clinical review division been notified?
Clinical
. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES [X NO []
Chemistry
. Did applicant request categorical exclusion for environmental assessment? YES [X] NO [
If no, did applicant submit a complete environmental assessment? YES [] NO []
If EA submitted, consulted to EA officer, OPS? YES [ NO []
. Establishment Evaluation Request (EER) submitted to DMPQ? YES X NO [
. If a parenteral product, consulted to Microbiology Team? YES [] NO []

Version 6/14/2006
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ATTACHMENT

MEMO OF FILING MEETING

DATE: 7/25/07

NDA #: 22-207

DRUG NAMES: morphine sulfate immediate-release tablets, 15 mg and 30 mg

APPLICANT: Roxane

BACKGROUND: This is a marketed unapproved drug,.

(Provide a brief background of the drug, (e.g., molecular entity is already approved and this NDA is for an

extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline/Organization Reviewer
Medical: Howard Josefberg
Secondary Medical:
Statistical: None
Pharmacology: : Belinda Hayes
Statistical Pharmacology:
Chemistry: Art Shaw
Environmental Assessment (if needed):
Biopharmaceutical: Syed Al Habet
Microbiology, sterility: Bob Mello
Microbiology, clinical (for antimicrobial products only):
DSI: Carolanne Currier
OPS:
Regulatory Project Management: Lisa Basham
Other Consults:
Per reviewers, are all parts in English or English translation? YES [X NO [
If no, explain:
CLINICAL ‘ , FILE [X REFUSETOFILE []
s Clinical site audit(s) needed? biopharm YES [ NO X
If no, explain: biopharm inspections
¢ Advisory Committee Meeting needed? YES, date if known NO X

o Ifthe application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical
necessity or public health significance?

NA X YES [] NO [
CLINICAL MICROBIOLOGY NA X FILE [ REFUSETOFILE []

STATISTICS N/A X] FILE [] REFUSE TO FILE |:I
Version 6/14/2006 ’ .
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BIOPHARMACEUTICS FILE X REFUSETOFILE []
e Biopharm. study site audits(s) needed? YES X NO []
PHARMACOLOGY/TOX NA [ FILE [X REFUSE TOFILE []
e GLP audit needed? YES O NO [X
CHEMISTRY FILE [X REFUSETOFILE []
e  Establishment(s) ready for inspection? YES NO []
e Sterile product? YES X NO [

If yes, was microbiology consulted for validation of sterilization?
YES NO [

ELECTRONIC SUBMISSION:
Any comments: labeling only

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

Il The application is unsuitable for filing. Explain why:
X The application, on its face, appears to be well-organized and indexed. The application

appears to be suitable for filing.

= No filing issues have been identified. Filing issues immediately addressed by
applicant. Application should be filed.

] Filing issues to be communicated by Day 74. List (optional):

ACTION ITEMS:

1.0X]  Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into COMIS.

2.[] IfRTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

3.[7] Iffiled and the application is under the AIP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

4.[X If filed, complete the Pediatric Page at this time. (If paper version, enter into DFS.)

51X Convey document filing issues/no filing issues to applicant by Day 74.

Lisa E. Basham
Regulatory Project Manager
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Appendix A to NDA Regulatory Filing Review

NOTE: The term "original application" or "original NDA" as used in this appendix denotes the NDA
submitted. It does not refer to the reference drug product or "reference listed drug."

An original application is likely to be a 505(b)(2) application if:

(1) it relies on published literature to meet any of the approval requirements, and the applicant
does not have a written right of reference to the underlying data. If published literature is
cited in the NDA but is not necessary for approval, the inclusion of such literature will not, in
itself, make the application a 505(b)(2) application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug
product and the applicant does not own or have right to reference the data supporting that
approval, or

(3) it relies on what is "generally known" or "scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to general information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods of analysis)
causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose
combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC
monograph deviations(see 21 CFR 330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was
a (b)(1) or a (b)(2)-

An efficacy supplement is a 505(b)(1) supplement if the suppiement contains all of the information
needed to support the approval of the change proposed in the supplement. For example, if the
supplemental application is for a new indication, the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns
or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was embodied in the
finding of safety and effectiveness for the original application or previously approved
supplements is needed to support the change. For example, this would likely be the case with
respect to safety considerations if the dose(s) was/were the same as (or lower than) the
original application, and.

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied
upon for approval of the supplement, the application does not rely for approval on published
literature based on data to which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approveﬂ of the change proposed in the supplemental application would require data beyond
that needed to support our previous finding of safety and efficacy in the approval of the
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original application (or earlier supplement), and the applicant has not conducted all of its own
studies for approval of the change, or obtained a right to reference studies it does not own.
For example, if the change were for a new indication AND a higher dose, we would likely
require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new
aspect of a previously cited listed drug, to support the safety of the new dose, the supplement
would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is based on
data that the applicant does not own or have a right to reference. If published literature is
cited in the supplement but is not necessary for approval, the inclusion of such literature will
not, in itself, make the supplement a 505(b)(2) supplement, or

(3) The applicant is relying upon any data they do not own or to which they do not have right of
reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult
with your ODE’s Office of Regulatory Policy representative.

Appears This Way
On Original
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications
. Does the application reference a listed drug (approved drug)? YES X NO []

If “No, " skip to question 3.

2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s): Avinza (NDA 21-260)
and Duramorph (NDA 18-565)

3. Is this application for a drug that is an “old” antibiotic (as described in the draft guidance implementing
the 1997 FDAMA provisions? (Certain antibiotics are not entitled to Hatch-Waxman patent listing and

exclusivity benefits.)
YES [] NO X

If “Yes,” skip to question 7.

4. Is this application for a recombinant or biologically-derived product?
YES [] NO [X

If “Yes “contact your ODE’s Olffice of Regulatory Policy representative.

5. The purpose of the questions below (questions 5 to 6) is to determine if there is an approved drug
product that is equivalent or very similar to the product proposed for approval that should be referenced as
a listed drug in the pending application.

(a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?
YES [] NO X

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(c))

If “No,” to (a) skip to question 6. Otherwise, answer part (b and (c)).
(b) Is the pharmaceutical equivalent approved for the same indication for YES [ NO [
which the 505(b)(2) application is seeking approval?
(c) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [] NO []
If “Yes,” (c), list the pharmaceutical equivalent(s) and proceed to question 6.
If “No,” to (c) list the pharmaceutical equivalent and contact your ODE’s Office of Regulatory Policy

representative.
Pharmaceutical equivalent(s):
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6. (a) Is there a pharmaceutical alternative(s) already approved? YES NO []

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

If “No,” to (a) skip to question 7. Otherwise, answer part (b and (c)).
(b) Is the pharmaceutical alternative approved for the same indication YES [X NO .[]
for which the 505(b)(2) application is seeking approval?

() Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES [X NO []
If “Yes, " to (c), proceed to question 7. |

NOTE: If there is more than one pharmaceutical alternative approved, consult your ODE’s Office of
Regulatory Policy representative to determine if the appropriate pharmaceutical alternatives are referenced.

If “No,” to (c), list the pharmaceutical alternative(s) and contact your ODE'’s Office of Regulatory Policy
representative. Proceed to question 7.

Pharmaceutical alternative(s): Avinza (NDA 21-260), Duramorph (NDA 18-565), MS Contin NDA 19-516)),
Kadian (NDA 20-616), Infumorph (NDA 18-565), Depodur (NDA 21-671), morphine sulfate for injection
(NDA 19-916), Oramorph SR (NDA 19-977)

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug
product (i.e. is the published literature necessary for the approval)?
YES [X No []

If “No, " skip to question 8. Otherwise, answer part (b).

{(b) Does any of the published literature cited reference a specific (e.g. brand name) product? Note that if
yes, the applicant will be required to submit patent certification for the product, see question 12. No.

8. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™).

This application provides for a change in dosage form to oral immediate-release tablet.

9. Is the application for a duplicate of a listed drug and eligible for approval under YES [] NO [X
section 505(j) as an ANDA? (Normally, FDA may refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

10. Is the application for a duplicate of a listed drug whose only differenceis =~ YES [} NO [X

that the extent to which the active ingredient(s) is absorbed or otherwise made
Version 6/14/2006
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available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(d)(9)).
1. TIs the application for a duplicate of a listed drug whose only difference is YES [ NO [X

that the rate at which the product’s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
If yes, the application may be refused for filing under 21 CFR 314.101(d)(9).

12. Are there certifications for each of the patents listed in the Orange YES X NOo []
Book for the listed drug(s) referenced by the applicant (see question #2)?
(This is different from the patent declaration submitted on form FDA 3542 and 3542a.)

13. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

[] Not applicable (e.g., solely based on published literature. See question # 7

1

X

O
0

Version 6/14/2006

21 CFR 314.50()}(1)()(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)
Patent number(s):

21 CFR 314.50(i)(1)(1))(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

21 CFR 314.50(1)(1)(1))(A)(3): The date on which the patent will expire. (Paragraph III
certification)
Patent number(s):

21 CFR 314.50(i)(1)(1)(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification)

Patent number(s): 6,066,339 (Avinza)

NOTE: IF FILED, and if the applicant made a “Paragraph IV certification {21 CFR
314.5006)(1)(()(A)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed [21 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification [21 CFR 314.52(e)]. OND will contact you to verify
that this documentation was received. DONE

21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50(1)(1)(i)(A)(4) above).
Patent number(s):

Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

21 CFR 314.50(i)(1)(ii): No relevant patents.

21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the
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labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)

Patent number(s):

14. Did the applicant:

¢ Identify which parts of the application rely on the finding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, pharm/tox section of

application relies on finding of preclinical safety for a listed drug.
YES [] NO X

If “Yes,” what is the listed drug produci(s) and which sections of the 505(b)(2)
application rely on the finding of safety and effectiveness or on published literature about that

listed drug
Was this listed drug product(s) referenced by the applicant? (see question # 2)
YES [ NO []

e Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the

listed drug(s)?
NA [ YES X NO []
BE studies with Avinza and Duramorph

15. (a) Is there unexpired exclusivity on this listed drug (for example, 5 year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book.

YES [] NO X

If “Yes,” please list:

Application No. Product No. Exclusivity Code Exclusivity Expiration

Appears This Way
On Original
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ACTION PACKAGE CHECKLIST

NDA # 22-195

Proprietary Name:

Established Name: Morphine Sulfate Applicant: Roxane Laboratories

Dosage Form: Oral Solution

RPM: Lisa Basham Division: DAARP I Phone # 301-796-1175
NDAs: 505(b)(2) NDAs and 505(b)(2) NDA supplements:

NDA Application Type: [ ] 505(b)(1) 505(b)(2) Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug
Efficacy Supplement:  []505(b)(1) ] 505(b)(2) name(s)):

(A supplement can be either a (b)(1) or a (b)(2) regardless | NDA 21-260 Avinza (King) & NDA 18-565 Duramorph (Baxter)

of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for | Provide a brief explanation of how this product is different from the

this application or Appendix A to this Action Package listed drug.
Checklist.) New dosage form: Avinza is a controlled-release oral capsule.
Duramorph is an injectable.

[ If no listed drug, check here and explain:

Review and confirm the information previously provided in
Appendix B to the Regulatory Filing Review. Use this Checklist to
update any information (including patent certification
information) that is no longer correct.

X Confirmed [ ] Corrected
Date: 5-6-08

< User Fee Goal Date March 17, 2008
< Action Goal Date (if different) :

<+ Actions

e Proposed action

e Previous actions (specify type and date for each action taken)

Requested in AP letter

< Advertising (approvals only) edin ;
Received and reviewe

Note: If accelerated approval (21 CFR 314.510/601.41), advertising must have been
submitted and reviewed (indicate dates of reviews)

Appears This Way
On Original
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e

< Application Characteristics

Review priority: X Standard [ Priority
Chemical classification (new NDAs only):

NDAs, BLAs and Supplements:
[] Fast Track

[] Rolling Review

1 cMA Pilot 1

] CMA Pilot 2

{1 Orphan drug designation

NDAs: Subpart H
[ Accelerated approval (21 CFR 314.510)
[ Restricted distribution (21 CFR 314.520)

Subpart I
[} Approval based on animal studies

NDAs and NDA Supplements:
[J OTC drug

Other:

Other comments:

BLAs: SubpartE
[T Accelerated approval (21 CFR 601.41)
[] Restricted distribution (21 CFR 601.42)
Subpart H
] Approval based on animal studies

*  Application Integrity Policy (AIP)

e  Applicant is on the AIP [] Yes X No
o This application is on the AIP [ Yes [ No
o Exception for review (file Center Director’s memo in Administrative 0 » Yes [J No

Documents section)

e OC clearance for approval (file communication in Administrative

Documents section)

[ Yes [] Notan AP action

% S B B
Sh

« Public communications (approvals only) -
e  Office of Executive Programs (OEP) liaison has been notified of action [ Yes [] No
e Press Office notified of action [T Yes [] No

e Indicate what types (if any) of information dissemination are anticipated

D4 None

[C] FDA Press Release
[] FDA Talk Paper

[] CDER Q&As

{1 Other

Appears This Way
On Original
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o

< Exclusivity

o NDAs: Exclusivity Summary (approvals only) (file Summary in Administrative X1 3/13/08
Documents section)

¢ Is approval of this application blocked by any type of exclusivity? X No [ Yes

e NDAs/BLAs: Is there existing orphan drug exclusivity for the “same” drug
or biologic for the proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for | [ No [ Yes
the definition of “same drug” for an orphan drug (i.e., active moiety). This If, yes, NDA/BLA # and
definition is NOT the same as that used for NDA chemical classification. date exclusivity expires:

e NDAS: Is there remaining 5-year exclusivity that would bar effective
approval of a 505(b)(2) application? (Note that, even if exclusivity remains, X No {1 Yes
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) ‘ exclusivity expires:

e NDAs: Is there remaining 3-year exclusivity that would bar effective '
approval of a 505(b)(2) application? (Note that, even if exclusivity remains, X No [ Yes

the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) exclusivity expires:

o NDAs: Is there remaining 6-month pediatric exclusivity that would bar X No [ Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity | If yes, NDA # and date
remains, the application may be tentatively approved if it is otherwise ready | exclusivity expires:

Jor approval.)

> Patent Information (NDAs and NDA supplements only)

¢  Patent Information:
Verify that form FDA-3542a was submitted for patents that claim the drug for X Verified

which approval is sought. If the drug is an old antibiotic, skip the Patent [] Not applicabie because drug is
Certification questions. an old antibiotic.
¢  Patent Certification [505(b)(2) applications]: 21 CFR 314.50())(1)(i)(A)

Verify that a certification was submitted for each patent for the listed drug(s) in X Verified

the Orange Book and identify the type of certification submitted for each patent.
21 CFR 314.50(1)(1)

X di) [ dgi
e [505(b)(2) applications] If the application includes a paragraph I certification, | [_] No paragraph III certification

it cannot be approved until the date that the patent to which the certification Date patent will expire
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).
e [505(b)(2) applications] For each paragraph IV certification, verify that the [L] N/A (o paragraph IV certification)

applicant notified the NDA holder and patent owner(s) of its certification that the | [X] Verified
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A" and skip to the next section below
(Summary Reviews)).

. [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s Yes O No

" Version: 7/12/2006
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notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(¢))).

If “Yes, " skip to question (4) below. If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day

period (see 21 CFR 314.107(£)(2))).

If “No, " the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive its
right to bring a patent infringement action or to bring such an action. After the
45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(£)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (5).

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day

] Yes

] Yes

[ Yes

[ Yes

period (see 21 CFR 314.107(£)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced

[ No

1 No

X No

K No
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within the 45-day period).

If “No, " there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes, " a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy I, Office
of Regulatory Policy (HFD-007) and attach a summary of the response.

% Summary Reviews (e.g., Office Director, Division Director) (indicate date for each
review)

3/17/08

BLA approvals only: Licensing Action Recommendation Memo (LARM) (indicate date)

<+ Package Insert

e Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

e Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

e Original applicant-proposed labeling

e Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

D

%+ Patient Package Insert

¢ Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

e Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

¢ Original applicant-proposed labeling

e Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

.
D3

Medication Guide

¢ Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

¢ Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

e Original applicant-proposed labeling

e Other relevant labeling (e.g., most recent 3 in class, class labeling)

®,
D

Labels (full color carton and immediate-container labels)

¢ Most-recent division-proposed labels (only if generated after latest applicant
submission)

e Most recent applicant-proposed labeling

< Labeling reviews and minutes of any labeling meetings (indicate dates of reviews and
meetings)

D

X] DMETS 2/6/08
] DSRCS

X] DDMAC 11/21/07
X] SEALD 3/13/08
[T] Other reviews

[J Memos of Mtgs

Version: 7/12/2006



Administrative Reviews (RPM Filing Review/Memo of Filing Meeting; ADRA) (indicate
date of each review)

3/13/08

< NDA and NDA supplement approvals only: Exclusivity Summary (signed by Division
Director)

X Included 3/13/08

< AlP-related documents
e  Center Director’s Exception for Review memo
e If AP: OC clearance for approval

N/A

Pediatric Page (all actions)

X Included 3/14/08

% Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by

Verified, statement is

U.S. agent. (Include certification.) acceptable
% Postmarketing Commitment Studies [l None
¢ Outgoing Agency request for post-marketing commitments (if located elsewhere | .
in package, state where located) included
¢ Incoming submission documenting commitment included
included

% Outgoing correspondence (letters including previous action letters, emails, faxes, telecons)

< Internal memoranda, telecons, email, etc.

% Minutes of Meetings

s  Pre-Approval Safety Conference (indicate date; approvals only) N/A

S [} No mtg Pre-IND 75,041
¢ Pre-NDA/BLA meeting (indicate date) (9/12/06)
e  EOP2 meeting (indicate date) X No mtg

e  Other (e.g., EOP2a, CMC pilot programs)

*,
L

Advisory Committee Meeting

XI No AC meeting

e Date of Meeting

e 48-hour alert or minutes, if available

% Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)

% CMC/Product review(s) (indicate date for each review)

6/11/08: 6/21/07, 12/3/07. 1/11/08,
2/11/08, 2/25/08, 3/3/08, 3/5/08

%+ Reviews by other disciplines/divisions/Centers requested by CMC/product reviewer
(indicate date for each review)

X None

% BLAs: Product subject to lot release (APs only)

] No

[ Yes

< Environmental Assessment (check one) (original and supplemental applications)

e [X Categorical Exclusion (indicate review date)(all original applications ané’
all efficacy supplements that could increase the patient population)

6/21/07 CMC review, page 46.

o [ ] Review & FONSI (indicate date of review)

e [] Review & Environmental Impact Statement (indicate date of each review)

g

? NDAs: Microbiology reviews (sterility & apyrogenicity) (indicate date of each review)

2/26/08
Not a parenteral product

Facilities Review/Inspection

D

< NDAs: Facilities inspections (include EER printout)

Date completed: 12/10/07 Robert
Mello

X Acceptable

[] withhold recommendation

Version: 7/12/2006
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< BLAs: Facility-Related Documents

Facility review (indicate date(s))

Compliance Status Check (approvals only, both original and supplemental
applications) (indicate date completed, must be within 60 days prior to AP)

] Requested
[1 Accepted
[] Hold

< NDAs: Methods Validation

il

¢ b

N Completed
| Requested
X Not yet requested
[} Not needed

< Pharm/tox review(s), including referenced IND reviews (indicate date for each review) 12/11/07
% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date

for each review) X None
< Statistical review(s) of carcinogenicity studies (indicate date for each review) Xl No carc

<  ECAC/CAC report/memo of meeting

«+ Nonclinical inspection review Summary (DSI)

imcal relew(s) tcate ateor each revzw)
BIOPHARM DATA ONLY

2.
"

X None requested

No New Clinical Data; see
summary review

% Financial Disclosure reviews(s) or location/date if addressed in another review

No New Clinical Data

% Clinical consult reviews from other review disciplines/divisions/Centers (indicate date of
each review)

X None

Microbiology (efficacy) reviews(s) (indicate date of each review)

X Not needed

< Safety Update review(s) (indicate location/date if incorporated into another review)

No New Clinical Data

? Risk Management Plan review(s) (including those by OSE) (indicate location/date if
incorporated into another review)

N/A

¢ Controlled Substance Staff review(s) and recommendation for scheduling (indicate date of
each review)

[ ] Not needed
Lori Love 12/13/08

% DSI Inspection Review Summary(ies) (include copies of DSI letters to investigators)

[ ] None requested

o  (linical Studies
¢ Bioequivalence Studies 10/11/07 Jagan Parepally
o Clin Pharm Studies
<+ Statistical Review(s) (indicate date for each review) X None
¢+ Clinical Pharmacology review(s) (indicate date for each review) [[] None 12/21/07

Appears This Way
On Original
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Appendix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CER
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new 1nd1cat10n (or otherwise owns or has right of
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
Office of Regulatory Policy representative.

- Version: 7/12/2006
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ACTION PACKAGE CHECKLIST

NDA # 22-207

Proprietary Name:
Established Name: Morphine Sulfate
Dosage Form: Tablets

Applicant: Roxane Laboratories

RPM: Lisa Basham

Division: DAARP ’ Phone # 301-796-1175

NDAs:
NDA Application Type: []505(b)(1) [X] 505(b)(2)
Efficacy Supplement:  [] 505(b)(1) [[] 505(b)(2)

(A supplement can be either a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

505(b)(2) NDAs and 505(b)(2) NDA supplements:
Listed drug(s) referred to in 505(b}(2) application (NDA #(s), Drug
name(s)):

NDA 21-260 Avinza (King) & NDA 18-565 Duramorph (Baxter)

Provide a brief explanation of how this product is different from the
listed drug.

New dosage form: Avinza is a controlled-release oral capsule.
Duramorph is an injectable.

{1 Ifno listed drug, check here and explain:

Review and confirm the information previously provided in
Appendix B to the Regulatory Filing Review. Use this Checklist to
update any information (including patent certification
information) that is no longer correct.

X Confirmed [ Corrected
Date: 5-6-08

¢ User Fee Goal Date
< Action Goal Date (if different)

April 8, 2008

% Actions

¢  Proposed action % I[}II‘; E]]CFII;A HAE
X None

e Previous actions (specify type and date for each action taken)

*

< Advertising (approvals only)

Note: If accelerated approval (21 CFR 314.510/601.41), advertising must have been

submitted and reviewed (indicate dates of reviews)

[} Requested in AP letter
[ Received and reviewed

Appears This Way
On Original
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T Application Characteristics

Review priority: <] Standard [ ] Priority
Chemical classification (new NDAs only):

NDAs, BLAs and Supplements:
[} Fast Track

[ Rolling Review

[] CMA Pilot 1

] CMA Pilot 2

[[] Orphan drug designation

NDAs: Subpart H ' BLAs: Subpart E
[[] Accelerated approval (21 CFR 314.510) [[] Accelerated approval (21 CFR 601.41)
[} Restricted distribution (21 CFR 314.520) [ Restricted distribution (21 CFR 601.42)
Subpart I Subpart H
[ Approval based on animal studies [ Approval based on animal studies
NDAs and NDA Supplements:
[ OTC drug
Other:

Other comments:

< Application Integrity Policy (AIP)

¢ Applicant is on the AIP [ Yes X No
e This application is on the AIP {1 Yes [ No
e Exception for review (file Center Director’s memo in Administrative [] Yes [ No

Documents section)

e OC clearance for approval (file communication in Administrative
Documents section)

[] Yes [[] Notan AP action

¢ Public communications (approvals only)

R SR

e Office of Executive Programs (OEP) liaison has been notified of action [ Yes [ No
¢  Press Office notified of action [ Yes [ No
X None

¢ Indicate what types (if any) of information dissemination are anticipated

Appears This Way
On Original
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[ FDA Press Release
] FDA Talk Paper
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[] Other
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< Exclusivity

e NDAs: Exclusivity Summary (approvals only) (file Summary in Administrative X 313 /08
Documents section)

¢ Is approval of this application blocked by any type of exclusivity? X No [] Yes

e NDAs/BLAs: Is there existing orphan drug exclusivity for the “same” drug
or biologic for the proposed indication(s)? Refer to 2/ CFR 316.3(b)(13) for | [X] No [ Yes
the definition of “same drug” for an orphan drug (i.e., active moiety). This | If, yes, NDA/BLA # and
definition is NOT the same as that used for NDA chemical classification. date exclusivity expires:

o NDAS: Is there remaining 5-year exclusivity that would bar effective

approval of a 505(b)(2) application? (Note that, even if exclusivity remains, X No [ Yes
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) exclusivity expires:

e NDAs: Is there remaining 3-year exclusivity that would bar effective

approval of a 505(b)(2) application? (Note that, even if exclusivity remains, | X] No O Yes
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
approval.) : exclusivity expires:

e NDAs: Is there remaining 6-month pediatric exclusivity that would bar X No (] Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity | If yes, NDA # and date
remains, the application may be tentatively approved if it is otherwise ready | exclusivity expires:
for approval.)

< Patent Information (NDAs and NDA supplements only)

¢ Patent Information:
Verify that form FDA-3542a was submitted for patents that claim the drug for X - Verified

which approval is sought. If the drug is an old antibiotic, skip the Patent [ Not applicable because drug is
Certification questions. an old antibiotic.
e  Patent Certification [S05(b)(2) applications]: 21 CFR 314.50()(1)(z)(A)

Verify that a certification was submitted for each patent for the listed drug(s) in X Verified

the Orange Book and identify the type of certification submitted for each patent.
21 CFR 314.50(i)(1)

XK @ 0O dip
e [505(b)(2) applications] If the application includes a paragraph III certification, | [] No paragraph III certification

it cannot be approved until the date that the patent to which the certification Date patent will expire
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).
e [505(b)(2) applications] For each paragraph IV certification, verify that the L] N/A (no paragraph IV certification)

applicant notified the NDA holder and patent owner(s) of its certification that the | [X] Verified
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

e [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s X Yes L] No

' Version: 7/12/2006
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notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(¢))).

If “Yes, ” skip to question (4) below. If “No, " continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No, " continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

{(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day

period (see 21 CFR 314.107(£)(2)))-

If “No, " the patent owner (or NDA holder, ifit is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive its
right to bring a patent infringement action or fo bring such an action. After the
45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(£)(3)?

If “Yes, " there is no stay of approval based on this certification. Analyze the next

paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (3).

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2)). If no written notice appears in the

1 Yes

[T Yes

3 Yes

] Yes

NDA file, confirm with the applicant whether a lawsuit was commenced

[ No

] No

X No

X No
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review)

within the 45-day period).

If “No, " there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy II, Office
of Regulatory Policy (HFD-007) and attach a summary of the response.

< Summary Reviews (e.g., Office Director, Division Director) (indicate date for each

3/17/08

< BLA approvals only: Licensing Action Recommendation Memo (LARM) (indicate date)

Package Insert

Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

Original applicant-proposed labeling
Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

*,
o

Patient Package Insert

Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

Original applicant-proposed labeling

Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

o,
L4

Medication Guide

Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

Original applicant-proposed labeling

Other relevant labeling (e.g., most recent 3 in class, class labeling)

*,
A %4

Labels (full color carton and immediate-container labels)

Most-recent division-proposed labels (only if generated after latest applicant
submission)

Most recent applicant-proposed labeling

2,
o

Labeling reviews and minutes of any labeling meetings (indicate dates of reviews and
meetings)

X
0

A\

X
|
|

DMETS 2/6/08
DSRCS

DDMAC 11/21/07

SEALD 3/13/08
Other reviews
Memos of Mtgs
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Administrative Reviews (RPM Filing Review/Memo of Filing Meeting; ADRA) (indicate

date of each review)

3/13/08

NDA and NDA supplement approvals only: Exclusivity Summary (signed by Division
Director)

X Inctuded 3/13/08

AlP-related documents
¢ Center Director’s Exception for Review memo
e If AP: OC clearance for approval

N/A

Pediatric Page (all actions)

B Included 3/14/08

Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent. (Include certification.)

X

% Postmarketing Commitment Studies [] None
e Outgoing Agency request for post-marketing commitments (if located elsewhere | .
in package, state where located) included
¢ Incoming submission documenting commitment included
< Outgoing correspondence (letters including previous action letters, emails, faxes, telecons)
<+ Internal memoranda, telecons, email, etc.
«» Minutes of Meetings v .
e  Pre-Approval Safety Conference (indicate date; approvals only) N/A
¢ Pre-NDA/BLA meeting (indicate date) 51;1/8 6“; '8 Pre-IND 75,041
e  EOP2 meeting (indicate date) Xl No mtg

e Other (e.g., EOP2a, CMC pilot programs)

Advisory Committee Meeting

X] No AC meeting

e Date of Meeting

e  48-hour alert or minutes, if available

Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)

EME

CMC/Product review(s) (indicate date for each review)

8/10/08; 12/18/07, 2/12/08;
3/4/08; 3/13/08

Reviews by other disciplines/divisions/Centers requested by CMC/product reviewer
(indicate date for each review)

X None

BLAs: Product subject to lot release (APs only)

] Yes [ No

Environmental Assessment (check one) (original and supplemental applications)

o [X] Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

CMC Review #1 12/18/08, page 6

o [ ] Review & FONSI (indicate date of review)

e [ Review & Environmental Impact Statement (indicate date of each review)

NDAs: Microbiology reviews (sterility & apyrogenicity) (indicate date of each review)

Facilities Review/Inspection

< NDAs: Facilities inspections (include EER printout)

Date completed: 3/5/08
Acceptable
"] withhold recommendation

Version: 7/12/2006
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< BLAs: Facility-Related Documents
e  Facility review (indicate date(s))
* Compliance Status Check (approvals only, both original and supplemental
applications) (indicate date completed, must be within 60 days prior to AP)

'l Requested
[ Accepted
[] Hold

< NDAs: Methods Validation

[ ] Completed
Il Requested
X Not yet requested
] Not needed

Pharm/tox review(s), including referenced IND reviews (indicate date for each review) 12/11/07
% Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date
for each review) B None

% Statistical review(s) of carcinogenicity studies (indicate date for each review)

No carc

% ECAC/CAC report/memo of meeting

< Nonclinical inspection review Summary (DSI)

< Clinical review(s) (indicate date for each review)

X None requested

No New Clinical Data; see

BIOPHARM DATA ONLY summary review
% Financial Disclosure reviews(s) or location/date if addressed in another review No New Clinical Data
< Clinical consult reviews from other review disciplines/divisions/Centers (indicate date of X| None

each review)

% Microbiology (efficacy) reviews(s) (indicate date of each review)

[ Not needed

Safety Update review(s) (indicate location/date if incorporated into another review)

No New Clinical Data

% Risk Management Plan review(s) (including those by OSE) (indicate location/date if
incorporated into another review)

N/A

< Controlled Substance Staff review(s) and recommendation for scheduling (indicate date of
each review)

[j Not needed
Lori Love 12/13/08

< DSI Inspection Review Summary(ies) (include copies of DSI letters to investigators)

["] None requested

e Clinical Studies

¢  Bioequivalence Studies

10/11/07 Jagan Parepally

e  Clin Pharm Studies

% Statistical Review(s) (indicate date for each review)

Xl None

+#  Clinical Pharmacology review(s) (indicate date for each review)

[J None 12/21/07

Appears This Way
On Original
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Appendix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application.

{(2) Or itrelies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies). ‘

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to
support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
Office of Regulatory Policy representative.

Version: 7/12/2006
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iIForm Approved: OMB No. 0910 - 0297 Expiration Date: January 31, 2010 See instructions for OMB Statement, below. |
’r V "FPARTMENT OF HEALTH AND HUMAN  |IPRESCRIPTION DRUG USER FEE
SERVICES

IL FOOD AND DRUG ADMINISTRATION COVERSHEET

A completed form must be signed and accompany each new drug or biologic product application and each new supplement. See
exceptions on the reverse side. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.
Payment instructions and fee rates can be found on CDER's website: http://www.fda.gov/cder/pdufa/default.htm

1. APPLICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA
: NUMBER

ROXANE LABORATORIES INC

Elizebeth Errnst 29195

PO Box 16532

COLUMBUS OH 43216

Us

2. TELEPHONE NUMBER FOR APPROVAL?
614-2724785

5. DOES THIS APPLICATION REQUIRE CLINICAL DATA | !

[X1YES [INO |

IF YOUR RESPONSE 1S "NO" AND THIS IS FOR A
SUPPLEMENT, STOP HERE AND SIGN THIS FORM.
IF RESPONSE IS "YES", CHECK THE APPROPRIATE I

RESPONSE BELOW:

[] THE REQUIRED CLINICAL DATA ARE CONTAINED IN
THE APPLICATION

X] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

l : [22195 |

. PRODUCT NAME 6. USER FEE {.D. NUMBER
Roxane Laboratories Inc PD3007342

:ﬂ'HIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE
JICABLE EXCLUSION.

[]A LARGE VOLUME PARENTERAL DRUG PRODUCT [1 A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A
‘APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD, FEE
DRUG, AND COSMETIC ACT BEFORE 9/1/92 (Self

Explanatory) . )
[1 THE APPLICATION QUALIFIES FOR THE ORPHAN [] THE APPLICATION IS SUBMITTED BY A STATE OR
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
Food,Drug, and Cosmetic Act - DISTRIBUTED COMMERCIALLY

|8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [] YES [X] NO J

OMB Statement:

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send comments
regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Health and Human Services Food and Drug Administration An agency may not conduct or

Food and Drug Administration CDER, HFD-94 sponsor, and a person is not

CBER, HFM-99 12420 Parklawn Drive, Room 3046 required to respond to, a collection

1401 Rockville Pike Rockville, MD 20852 of information unless it displays a

Rockville, MD 20852-1448 currently valid OMB control
number.

ISIGNATURE OF AUTHORIZED COMPANY TITLE DATE

REPRESENTATIVE P Feer b fc
Do 0§ ot | ey | 577/27

9. USER FEE PAYMENT AMOUNT FOR THIS APPLICATION
$448,100.00

|[Form FDA 3397 (03/07)

Close Print Cover sheet
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= UFA CoverSheet

vod: OMB No. 0910 - 0297 Expiration Date: January 31, 2010 See instructions for OMB Statement, below. ]

PRESCRIPTION DRUG USER FEE
COVERSHEET

form must be signed and accompany each new drug or biologic product application and each new supplement. See
on the reverse side. If payment is sent by U.S. mail or courier, please include a copy of this compieted form with payment.
instructions and fee rates can be found on CDER's website: hitp/nww fda gavicder/pdufaldefauli.htm

[PELICANT'S NAME AND ADDRESS 4. BLA SUBMISSION TRACKING NUMBER (STN) / NDA
1 NUMBER

—TENT OF HEALTH AND HUMAN
ARTHE SERVICES

AND DRUG ADMINISTRATION

0D

{LABORATORIES INC

ih Emrnst 22.207

5. DOES THIS APPLICATION REQUIRE CLINICAL DATA
FOR APPROVAL?

X1 YES [INO |
IF YOUR RESPONSE IS "NO" AND THIS IS FOR A J

SUPPLEMENT, STOP HERE AND SIGN THIS FORM.
IF RESPONSE IS “YES", CHECK THE APPROPRIATE
RESPONSE BELOW:

[] THE REQUIRED CLINICAL DATA ARE CONTAINED IN
THE APPLICATION

[X] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO:

[22-207 ]

6. USER FEE 1.D. NUMBER

- PRODUCT NAME
PD3007389

Xoxane Laboratories

7. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE
APPLICABLE EXCLUSION.

[] A LARGE VOLUME PARENTERAL DRUG PRODUCT []1 A 505(b)(2) APPLICATION THAT NDOES NOT REQUIRE A
APPROVED UNDER SECTION 505 OF THE FEDERAL FOOD, FEE

DRUG, AND COSMETIC ACT BEFORE 9/1/92 (Self

Explanatory)
Lo {1 THE APPLICATION QUALIFIES FOR THE ORPHAN {1 THE APPLICATION IS SUBMITTED BY A STATE OR
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
1 Food,Drug, and Cosmetic Act DISTRIBUTED COMMERCIALLY
8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [] YES [X]NO !
OMB Statement:
Public reporting burden for this coflection of information is esti d to average 30 minutes per response, including the time for reviewing instructions,

I searching existing data sources, gathering and maintaining the data needed, and compleling and reviewing the coliection of information. Send comments
regarding this burden estimate or any other aspect of this collection of information, including suggesfions for reducing this burden to:

Department of Heaith and Human Services Foed and Drug Administration An agency may not conduct or

Food and Drug Administration CDER, HFD-94 sponsor, and a person is not

CBER, HFM-09 12420 Parklawn Drive, Room 3046 required fo respond to, a collection

1401 Rockviile Pike Rockville, MD 20852 of information unless it displays a

Rockville, MD 20852-1448 currently valid OMB contro!
number.

IGNATURE OF AUTHORIZED COMPANY TITLE DATE

EPRESENTATIVE
C hido vy c/sFas

lQ. USER FEE PAYMENT AMOUNT FOR THIS APPLICATION

$448,100.00
‘Furm FDA 3397 (03/07)

Close Print Cover sheet
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