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REGULATORY PROJECT MANAGER

LABELING REVIEW
Date: December 5, 2014
NDA: 202971/S-003
Drug: Abilify Maintena (aripiprazole) for extended-release injectable
suspension
Sponsor: Otsuka Pharmaceutical Development & Communications, Inc.

Proposed Change: - treatment of schizophrenia

Labeling Supplements:
NDA | Supplement Received Status
202971 4 May 29, 2014 Approved 9/29/14
3 February 7, 2014 Pending
BACKGROUND

NDA 202971 Abilify Maintena was originally approved on February 28, 2013.
The last approved labeling, for comparison purposes, was the FDA approval letter
dated September 29, 2014 (NDA 202971/S-004). This “Prior Approval”
supplemental new drug provided for a pre-filled dual chamber syringe.

This review will encompass only the prior approval efficacy supplement 003
treatment of schizophrenia.

REVIEW

202971/S-003

Dated: February 7, 2014 (Standard)
CBE: No

Reviewed by Clinical and Stats

e The original labeling submitted by the sponsor on 2/7/14, underwent several
labeling revisions. These were conveyed to the sponsor during labeling
negotiations. The sponsor has accepted the revisions as outlined by the Agency.

e The labeling negotiations with the sponsor for this supplement were primarily to

sections 1, 2, 6 and 14 due to the fact that the sponsor wanted to make

the pivotal efficacy studies are described under Section 14.

DISCUSSION

e Some of the sponsor’s counterproposals were found to be acceptable, and the
sponsor accepted the majority of our proposed labeling.
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CONCLUSIONS

1. This supplement only provides for the labeling revisions listed above and denoted in
the attached annotated labeling when compared to the last approved labeling (see
approval letter dated 9/29/14).

2. Given that the sponsor has accepted the labeling revisions, as outlined in the

Agency’s labeling negotiations, I recommend issuing an approval letter for this
pending efficacy supplement.

{See appended electronic signature page}

Simran Parihar, Pharm.D.
{See appended electronic signature page}

Paul David, R.Ph. CPMS

Attachment: Annotated labeling
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

SIMRAN K PARIHAR
12/05/2014

PAUL A DAVID
12/05/2014
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Foob AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion

****Pre-decisional Agency Information****

Memorandum
Date: October 30, 2014
To: Simran Parihar, PharmD

Regulatory Health Project Manager
Division of Psychiatry Products (DPP)

From: Susannah K. O’'Donnell, MPH
Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA 202971 S-003
Abilify Maintena® (aripiprazole) Extended-Release Injectable Suspension

OPDP has reviewed the proposed product labeling (PI) for Abilify Maintena® (aripiprazole) Extended-
Release Injectable Suspension (Abilify Maintena) as requested in the consult from DPP dated March
19, 2014.

OPDP’s comments on the draft Pl for Abilify Maintena are based on the version provided by Simran
Parihar via email on October 16, 2014.

If you have any questions, please feel free to contact me by phone at 301-796-3245 or by email at
Susannah.ODonnell@fda.hhs.gov.

OPDP appreciates the opportunity to provide comments on these materials. Thank you!

62 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this [
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

SUSANNAH O'DONNELL
10/30/2014
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

CLINICAL INSPECTION SUMMARY

DATE: August 14, 2014

TO: Simran Parihar, Pharm.D., Regulatory Project Manager
Philip Kronstein, M.D., Medical Officer
Silvana Borges, M.D., Team Leader
Division of Psychiatry Products

FROM John Lee M.D., Medical Officer
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

THROUGH: Janice Pohlman, M.D., M.P.H., Team Leader
Kassa Ayalew, M.D., M.P.H., Branch Chief
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

SUBJECT: Evaluation of Clinical Inspections
APPLICATION: NDA 202971 S-03

APPLICANT: Otsuka Pharmaceutical Development, Inc.
DRUG: Aripiprazole (Abilify Maintena®™) Extended Release Injection
NME: No

INDICATION: Treatment of | ®® schizophrenia
THERAPEUTIC CLASSIFICATION: Standard
CONSULTATION REQUEST DATE: April 16,2014
INSPECTION SUMMARY GOAL DATE: September 8, 2014
REGULATORY ACTION GOAL DATE: November 7, 2014
PDUFA DUE DATE: December 7, 2014
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Page 2 Clinical Inspection Summary NDA 202971-3

I. BACKGROUND

In this NDA 202971 S-03, Otsuka Pharmaceutical Development & Commercialization, Inc. (Otsuka)
secks marketing approval of Abilify Maintena® for the treatment of | @ schizophrenia, including
schizophrenia in acute relapse. Abilify Maintena” is an extended-release depot formulation of aripiprazole
intended for infrequent dosing by intramuscular injection (IM).

Schizophrenia is a chronic disorder that requires on-going maintenance treatment for adequate cognitive
and social functioning. Relapse is common due to treatment non-compliance. About one-half of patients,
typically those dependent on alcohol or illicit drugs, are unable to adhere to the prescribed medication
regimen. An IM depot formulation may enhance treatment compliance and clinical outcome, as suggested
in the current (limited) literature comparing oral and depot formulations of schizophrenia medications.

Aripiprazole is approved for schizophrenia in the United States (US), the European Union (EU), Australia,
and several countries in Europe (non-EU), Asia, and Latin America. Developed jointly by Otsuka and H.
Lundbeck A/S, Abilify” oral tablets are approved in the US for: (1) treatment of adults and adolescents
with acute schizophrenia, (2) maintenance therapy in adults with schizophrenia, (3) treatment of adults and
adolescents with acute bipolar mania, (4) maintenance therapy in adults with bipolar disorder, and (5)
adjunctive therapy of major depressive disorder. The immediate-release IM injection is approved for
agitation in schizophrenia and for bipolar mania in the US and in the EU.

The favorable adverse event (AE) profile of aripiprazole makes it appealing as an IM depot formulation:
low incidence of extrapyramidal symptoms, low risk of prolactin elevation, decreased adrenergic and
anticholinergic effects, and minimal weight gain. A randomized, double-blind, placebo-controlled Study
31-12-291 was conducted to demonstrate the efficacy and safety of Abilify Maintena® in treating adults
with schizophrenia in acute relapse.

Study 31-12-291

A 12-week, Phase 3, Multicenter, Randomized, Double-blind, Placebo-controlled Trial of Aripiprazole
Intramuscular Depot (OPC-14597, Lu AF41155) in the Acute Treatment of Adults with Schizophrenia

This was a randomized, double-blind, placebo-controlled study (12-weeks acute treatment, two weeks
follow-up) conducted over 10 months (October 2012 to August 2013) in 340 subjects (168 aripiprazole,
172 placebo) enrolled at 41 sites (mostly US). The primary study objective was to evaluate the overall
efficacy of aripiprazole IM depot as acute treatment in subjects with schizophrenia.

o Subjects: Adults (age 18 to 65 years) with schizophrenia for at least one year, current acute psychotic
episode (including acute relapse) at screening and at baseline, diagnostic criteria per Diagnostic and
Statistical Manual, Edition 1V, Text Revision (DSM-IV-TR)

o Aripiprazole IM depot 400 mg or matching placebo was given every four weeks. A single dose
decrease to 300 mg (tolerability) and a single return to 400 mg dose (efficacy) were permitted. For the
first 14 days, in addition to depot IM injection, oral aripiprazole or matching placebo was also given.

e Major Endpoints: Primary endpoint was defined as the change from baseline to endpoint (Week 10) in
Positive and Negative Syndrome Scale (PANSS) total score

o Major secondary endpoint: Change from baseline to endpoint (Week 10) in Clinical Global
Impression Severity Scale (CGI-S) total score

o Safety monitoring: AEs, physical examination, electrocardiograms, laboratory testing (including
prolactin); suicidality using Columbia-Suicide Severity Rating Scale (C-SSRS) and Suicidal Ideation
Intensity (SSI) score; and extrapyramidal symptoms (EPS) using Simpson Angus Scale (SAS),
Abnormal Involuntary Movement Scale (AIMS), and Barnes Akathisia Rating Scale (BARS)
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II. INSPECTIONS

Study 31-12-291 was conducted at 41 clinical investigator sites, of which two were inspected in support of
this NDA review. The two sites were selected for inspection based on high subject enrollment and large
contribution to the overall treatment effect for the primary efficacy endpoint. The inspection outcomes for
the two sites are shown below.

Clinical Investigator Site Enroliment Inspection Outcome

Site 907, Study 31-12-291:

Tram K. Tran-Johnson, Pharm.D. ) June 16 — 27, 2014
1 CNRI Clinical Trials 25 subjects 3

446 26" Street, 6th Floor

San Diego, CA

Site 926, Study 31-12-291:

David P. Walling, Ph.D. . April 28 — May 9, 2014
2 Collaborative Neuroscience Network 21 subjects Rk

2600 Redondo Ave, Suite 500
Long Beach, CA

NAI = no action indicated (no significant GCP deviations)

1. Tram K. Tran-Johnson, Pharm.D.

a. What was inspected: Compliance with study protocols, good clinical practice (GCP) regulations,
and standard operating procedures (SOPs)

¢ Records review: Sponsor and IRB monitoring, financial disclosures, test article disposition and
accountability, and subject case records

¢ Subject records: 30 subjects were screened, 25 were enrolled, and 9 completed the study. Case
records were reviewed for all enrolled subjects, including detailed review for 10 subjects.

» Data verification: Subject eligibility, informed consent. subject randomization, study blind, major
efficacy endpoints, adverse events, protocol deviations, and subject discontinuations

b. General observations and comments:

No significant deficiencies were seen and a Form FDA 483 was not issued. Source records
appeared complete and accurate. Informed consent. AE reporting, drug accountability, and study
monitoring appeared adequate. All audited endpoint data were verifiable among source records,
CRFs, and NDA data listings.

Reviewer Comments: Two discontinued subjects (both randomized to aripiprazole) were
evaluated for PANSS and CGI-S at early termination visits while on non-study (prohibited)
schizophrenia medications: Subject 3351 was discontinued at Day 42 on quetiapine, and Subject
3418 was discontinued at Day 8 on olanzapine. These protocol violations are reported in the
NDA. For both subjects, limited data indicate lack of treatment response or appreciable
confounding by prohibited medication use (Subject 3418, CGI-S response prior to olanzapine
use). The observed protocol violations appear isolated and unlikely to be significant.

c. Assessment of data integrity: The data from this study site appear reliable.
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2. David P. Walling, Ph.D.
a. What was inspected: Compliance with study protocols, GCP regulations, and SOPs

e Records review: Sponsor and IRB monitoring, financial disclosures, test article disposition and
accountability, and subject case records

e Subject records: 23 subjects were screened, 21 were enrolled, and 13 completed the study. All
subject records were reviewed, including complete review for seven enrolled subjects.

e Data verification: Subject eligibility, informed consent, subject randomization, study blind, major
efficacy endpoints, adverse events, protocol deviations, and subject discontinuations

b. General observations and comments:

¢ No significant deficiencies were seen and a Form FDA 483 was not issued. Source records
appeared complete and accurate. Informed consent, AE reporting, drug accountability, and study
monitoring appeared adequate. All audited endpoint data were verifiable among source records,
CRFs, and NDA data listings.

e Minor deficiencies were verbally discussed (not cited). The observed deficiencies appeared
minor, isolated, and unlikely to be significant. The deficiency observations included:

o Small excursions beyond the protocol-specified limits for the maximum dose or the minimum
dosing interval for lorazepam and/or zolpidem (three subjects, once each)

o Discrepancies among source records about why lorazepam was given (two subjects, insomnia
versus agitation)

c. Assessment of data integrity: The data from this study site appear reliable.

III. OVERALL ASSESSMENT AND RECOMMENDATIONS

NDA 202971 S-03 is supported by Study 31-12-291 conducted between 2012 and 2013 in 340 subjects
enrolled at 41 study sites. In support of this NDA review, two study sites with high subject enrollment
were inspected, to include an audit of case records for 46 subjects (14% of total study enrollment). No
significant deficiencies were observed and all audited data were verifiable. The data from the two sites
appear reliable as reported in the NDA.

{See appended electronic signature page}

John Lee, M.D.

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

CONCURRENCE: {See appended electronic signature page}

Janice K. Pohlman, M.D., M.P.H.

Team Leader

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations
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{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H.

Branch Chief

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

JONG HOON LEE
08/15/2014

JANICE K POHLMAN
08/15/2014

KASSA AYALEW
08/15/2014
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REGULATORY PROJECT MANAGER
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW
OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements
Application: NDA 202971/S-003
Application Type: Efficacy Supplement
Name of Drug/Dosage Form: Abilify Maintena (aripiprazole) for extended-release injectable suspension
Applicant: Otsuka Pharmaceutical Co. Ltd
Receipt Date: February 7, 2014

Goal Date: December 7, 2014

1. Regulatory History and Applicant’s Main Proposals

This supplemental application proposes the following change: N

2. Review of the Prescribing Information

This review is based on the applicant’s submitted Word format of the prescribing information (PI).
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed
in the “Selected Requirements for Prescribing Information (SRPI)” checklist (see the Appendix).

3. Conclusions/Recommendations
No SRPI format deficiencies were identified in the review of this PI.

RPM PLR Format Review of the PI: October 2013 Page 1 of 10
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Selected Requirements of Prescribing Information

Highlights
See Appendix A for a sample tool illustrating the format for the Highlights.
HIGHLIGHTS GENERAL FORMAT and HORIZONTAL LINES IN THE PI

YES 1. Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with
2 inch margins on all sides and between columns.

Comment:

YES 2. The length of HL must be one-half page or less (the HL Boxed Warning does not count against
the one-half page requirement) unless a waiver has been granted in a previous submission (e.g.,
the application being reviewed is an efficacy supplement).

Instructions to complete this item: If the length of the HL is one-half page or less, then select
“YES” in the drop-down menu because this item meets the requirement. However, if HL is
longer than one-half page:

» For the Filing Period:

e For efficacy supplements: If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.

o For NDAs/BLAs and PLR conversions: Select “NO” because this item does not meet the
requirement (deficiency). The RPM notifies the Cross-Discipline Team Leader (CDTL) of
the excessive HL length and the CDTL determines if this deficiency is included in the 74-
day or advice letter to the applicant.

» For the End-of-Cycle Period:

e Seclect “YES” in the drop down menu if a waiver has been previously (or will be) granted
by the review division in the approval letter and document that waiver was (or will be)
granted.

Comment:

YES 3. A horizontal line must separate HL from the Table of Contents (TOC). A horizontal line must
separate the TOC from the FPI.
Comment:

YES 4. All headings in HL must be bolded and presented in the center of a horizontal line (each
horizontal line should extend over the entire width of the column as shown in Appendix A). The
headings should be in UPPER CASE Ietters.

Comment:

YES 5. White space should be present before each major heading in HL. There must be no white space
between the HL Heading and HL Limitation Statement. There must be no white space between
the product title and Initial U.S. Approval. See Appendix A for a sample tool illustrating white
space in HL.

Comment:

YES 6. Each summarized statement or topic in HL. must reference the section(s) or subsection(s) of the
Full Prescribing Information (FPI) that contain more detailed information. The preferred format

SRPI version 3: October 2013 Page 2 of 10
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Selected Requirements of Prescribing Information

1s the numerical 1dentifier in parenthesis [e.g., (1.1)] at the end of each summarized statement or
topic.
Comment:

YES 7. Section headings must be presented in the following order in HL:

Section Required/Optional
e Highlights Heading Required
* Highlights Limitation Statement Required
* Product Title Required
» |nitial U.S. Approval Required
e Boxed Warning Required if a BOXED WARNING is in the FPI
e Recent Major Changes Required for only certain changes to PI*
e Indications and Usage Required
* Dosage and Administration Required
* Dosage Forms and Strengths Required
o Contraindications Required (if no contraindications must state “None.”)
» Warnings and Precautions Not required by regulation, but should be present
» Adverse Reactions Required
e Drug Interactions Optional
* Use in Specific Populations Optional
» Patient Counseling Information Statement | Required
» Revision Date Required

* RMC only applies to the BOXED WARNING. INDICATIONS AND USAGE., DOSAGE AND
ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS sections.
Comment:

HIGHLIGHTS DETAILS

Highlights Heading

YES 8. At the beginning of HL, the following heading must be bolded and should appear in all UPPER
CASE letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”.
Comment:

Highlights Limitation Statement

YES 9. The bolded HL Limitation Statement must include the following verbatim statement: “These
highlights do not include all the information needed to use (insert name of drug product)
safely and effectively. See full prescribing information for (insert name of drug product).”
The name of drug product should appear in UPPER CASE letters.

Comment:

Product Title in Highlights
YES 10. Product title must be bolded.
Comment:

Initial U.S. Approval in Highlights

YES 11.Initial U.S. Approval in HL must be bolded, and include the verbatim statement “Initial U.S.
Approval:” followed by the 4-digit year.

Comment:

SRPI version 3: October 2013 Page 3 of 10
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YES

YES

YES

N/A

N/A

N/A

YES

N/A

Selected Requirements of Prescribing Information

Boxed Warning (BW) in Highlights

12.

13.

15.

All text in the BW must be bolded.
Comment:

The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if
more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and
other words to identify the subject of the warning (e.g., “WARNING: SERIOUS
INFECTIONS and ACUTE HEPATIC FAILURE”). The BW heading should be centered.

Comment:

. The BW must always have the verbatim statement “See full prescribing information for

complete boxed warning.” This statement should be centered immediately beneath the heading
and appear in italics.

Comment:

The BW must be limited in length to 20 lines (this includes white space but does not include the
BW heading and the statement “See full prescribing information for complete boxed
warning.”).

Comment:

Recent Major Changes (RMC) in Highlights

16.

17.

18.

RMC pertains to only the following five sections of the FPI: BOXED WARNING,
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION,
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS. RMC must be listed in
the same order in HL as the modified text appears in FPI.

Comment:

The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected
by the recent major change, together with each section’s identifying number and date
(month/year format) on which the change was incorporated in the PI (supplement approval date).
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”.

Comment:

The RMC must list changes for at least one year after the supplement is approved and must be
removed at the first printing subsequent to one year (e.g., no listing should be one year older than
revision date).

Comment:

Indications and Usage in Highlights

19.

If a product belongs to an established pharmacologic class, the following statement is required
under the Indications and Usage heading in HL: “(Product) is a (name of established
pharmacologic class) indicated for (indication)”.

Comment:

Dosage Forms and Strengths in Highlights

20.

For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted
subheadings or tabular presentations of information should be used under the Dosage Forms and
Strengths heading.

SRPI version 3: October 2013 Page 4 of 10
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Selected Requirements of Prescribing Information

Comment: only to be administered by IM in the gluteal muscle

Contraindications in Highlights

YES 2L All contraindications listed in the FPI must also be listed in HL or must include the statement
“None” if no contraindications are known. Each contraindication should be bulleted when there
1s more than one contraindication.

Comment:

Adverse Reactions in Highlights

YES 22.For drug products other than vaccines, the verbatim bolded statement must be present: “To
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch”.

Comment:

Patient Counseling Information Statement in Highlights

YES 23. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable:

If a product does not have FDA-approved patient labeling:
e “See 17 for PATIENT COUNSELING INFORMATION”

If a product has FDA-approved patient labeling:

e “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling”

e “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide”
Comment:

Revision Date in Highlights

YES 24. The revision date must be at the end of HL, and should be bolded and right justified (e.g.,
“Revised: 9/2013”).

Comment:

SRPI version 3: October 2013 Page 5 of 10
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Selected Requirements of Prescribing Information

Contents: Table of Contents (TOC)

See Appendix A for a sample tool illustrating the format for the Table of Contents.

25.

26.

27.

28.

29.

30.

31.

The TOC should be in a two-column format.
Comment:

The following heading must appear at the beginning of the TOC: “FULL PRESCRIBING
INFORMATION: CONTENTS”. This heading should be in all UPPER CASE letters and
bolded.

Comment:

The same heading for the BW that appears in HL and the FPI must also appear at the beginning
of the TOC in UPPER CASE letters and bolded.

Comment:
In the TOC, all section headings must be bolded and should be in UPPER CASE.
Comment:

In the TOC, all subsection headings must be indented and not bolded. The headings should be in
title case [first letter of all words are capitalized except first letter of prepositions (through),
articles (a, an, and the), or conjunctions (for, and)].

Comment:

The section and subsection headings in the TOC must match the section and subsection headings
in the FPIL.

Comment:

In the TOC, when a section or subsection is omitted, the numbering must not change. If a section
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the
following statement must appear at the end of TOC: “*Sections or subsections omitted from the
full prescribing information are not listed.”

Comment: Subsection 8.2 is omitted

SRPI version 3: October 2013 Page 6 of 10
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Selected Requirements of Prescribing Information

Full Prescribing Information (FPI)

FULL PRESCRIBING INFORMATION: GENERAL FORMAT

YES 32. The bolded section and subsection headings in the FPI must be named and numbered in
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should
be in UPPER CASE and title case, respectively). If a section/subsection required by regulation
is omitted, the numbering must not change. Additional subsection headings (i.e., those not
named by regulation) must also be bolded and numbered.

BOXED WARNING
INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
ADVERSE REACTIONS
DRUG INTERACTIONS
USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology
14 CLINICAL STUDIES
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

PN A WN =

Comment:

vES 33 The preferred presentation for cross-references in the FPI is the section (not subsection)
heading followed by the numerical identifier. The entire cross-reference should be in italics and
enclosed within brackets. For example, “/see Warnings and Precautions (5.2)]” or “[see
Warnings and Precautions (5.2)]”.

Comment: There are a few instances where the FPI subsections present the cross-references.

SRPI version 3: October 2013 Page 7 of 10
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Selected Requirements of Prescribing Information

34. If RMC:s are listed in HL, the corresponding new or modified text in the FPI sections or
subsections must be marked with a vertical line on the left edge.

Comment:
FULL PRESCRIBING INFORMATION DETAILS

FPI Heading

35. The following heading must be bolded and appear at the beginning of the FPI: “FULL
PRESCRIBING INFORMATION”. This heading should be in UPPER CASE.

Comment:

BOXED WARNING Section in the FPI
36. In the BW, all text should be bolded.

Comment:

37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if
more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS
INFECTIONS and ACUTE HEPATIC FAILURE”).

Comment:

CONTRAINDICATIONS Section in the FPI

38. If no Contraindications are known, this section must state “None.”
Comment:

ADVERSE REACTIONS Section in the FPI

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or
appropriate modification should precede the presentation of adverse reactions:

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

Comment:

40. When postmarketing adverse reaction data are included (typically in the “Postmarketing
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or
appropriate modification should precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug
name). Because these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.”

Comment: They have added, "No New adverse reactions have been identified with ABILIFY
MAINTENA."

PATIENT COUNSELING INFORMATION Section in the FPI

SRPI version 3: October 2013 Page 8 of 10
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41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING
INFORMATION section). The reference should appear at the beginning of Section 17 and
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication
Guide, Instructions for Use).

Comment: Medication Guide

YES 42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for
Use) must not be included as a subsection under section 17 (PATIENT COUNSELING
INFORMATION). All FDA-approved patient labeling must appear at the end of the PI upon
approval.

Comment:

SRPI version 3: October 2013 Page 9 of 10
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Selected Requirements of Prescribing Information

Appendix A: Format of the Highlights and Table of Contents

HIGHLIGHTS OF PRESCRIBING INFORMATION CONTRAINDICATIONS
These highlights do not include all the information needed to use [DRUG *  [text]
NAME] safely and effectively. See full prescribing information for » [text]
[DRUG NAME].
B WARNINGS AND PRECAUTIONS ——————— e
[DRUG NAME (nonproprietary name)} dosage form, route of » [text]
administration, controlled substance symbol] o [text]
Initial U.5. Approval: [year]
ADVERSE REACTIONS
WAERNING: [SUBJECT OF WARNING] Most common adverse reactions (incidence = x%) are [text].
See full prescribing informanon for complete boxed warming.
»  [texi] To report SUSPECTED ADVERSE REACTIONS, contact [name of
» [text] manufacturer] at [phone #] or FDA at 1-800-FDA-1088 or
wiwew_fida_gav/medwatcl
RECENT MAJOR CHANGES— — - - — DRUG INTERACTIONS
[section (X 3] [m/year] o [text]
[section (X.30] [m/year] . [text]

INDICATIONS AND USAGE————————————— -

________________ T% N S k | R ot foii B e 2
[DEUG NAME] is a [name of pharmacologic class] indicated for: D e

+  [text]

= EtEEt] .
e [text] [text]
— .. B See 17 for PATIENT COUNSELING INFORMATION [and FDA-
_é;mt-]-_ ----- DOSAGE AND ADMINISTRATION — oo oo approved patient labeling OF and Medication Guide].
o [tex
s [text] Revised: [m/vear]
—_—_DOSAGE FORMS AND STRENGTHS—— ———————
s [text]

FULL PRESCRIBING INFORMATION: CONTENTS=
WARNING: [SUBJECT OF WARNING]

JG ABUSE AN NDENC
1 INDICATIONS AND USAGE % DRUG ABUSE AND DEPENDENCE

91 Controlled Substance

1.1 [text] 92 Abuse

1.2 [text] 93 Dependence
! DOSAGE AND ADMINISTRATION 10 OVERDOSAGE

%é E:::% 11 DESCRIPTION

2. 2 NIC: L Y
3 DOSAGE FORMS AND STRENGTHS i %ﬁiﬁhﬁﬁgiiF;kOG&
4 CONTRAINDICATIONS 122 Pharmacodynamics
5 WARNINGS AND PRECAUTIONS 123 Phammacokinetics

5.1 [text] 12.4 Microbiology

32 [text] 12.5 Pharmacogenomics

§:ADVERSE RENCTIONS 13 NONCLINICAL TOXICOLOGY

gé E:EX:% 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
. gl A ] 132 Amimal Toxicology and/or Pharmacology
] DRUG INTERACTIONS 14 CLINICAL STUDIES

71 [text] 141 [text]

72 [text] 142 [text]
§ USE IN SPECIFIC POPULATIONS 15 REFERENCES

81 Pregnancy 16§EQW SUPPLIED/STORAGE AND HANDLING

8.2 Labor and Delivery 1%3\‘: COUNSELING INFORMATION

8.3 Nursing Mothers
8.4 Pediatmic Use

s Poibases of subsections omitted from the fll presenbing information are not
25 Genatmc Use ted =
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
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06/18/2014
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RPM FILING REVIEW
(Including Memo of Filing Meeting)
To be completed for all new NDAs, BLAs, and Efficacy Supplements [except SE8 (labeling
change with clinical data) and SE9 (manufacturing change with clinical data]

Application Information

NDA # 202971 NDA Supplement #:S- 003 Efficacy Supplement Type SE- 8

Proprietary Name: Abilify Maintena

Established/Proper Name: aripiprazole

Dosage Form: Extended-release suspension for injection
Strengths: 300 mg and 400 mg

Applicant: Otsuka Pharmaceutical
Agent for Applicant (if applicable): David Goldberger

Date of Application: 2/7/14
Date of Receipt: 2/7/14
Date clock started after UN:

PDUFA Goal Date: 12/7/14 Action Goal Date (if different):

Filing Date: 4/8/14 Date of Filing Meeting: 3/24/14

Proposed indication(s)/Proposed change(s) : General indication of “schizophrenia” and allow the sponsor
to describe the clinical trials they did

Type of Original NDA: [1505(b)(1)
AND (if applicable) [ 1505(b)(2)

Type of NDA Supplement: X1 505(b)(1)
[[]505(b)(2)

If 505(b)(2): Draft the “505(b)(2) Assessment” review found at:
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/ UCM027499.

Review Classification: X] Standard

[ ] Priority
If the application includes a complete response to pediatric WR, review
classification is Priority. [] Tropical Disease Priority
Review Voucher submitted
[ ] Pediatric Rare Disease Priority
Review Voucher submitted

If a tropical disease priority review voucher or pediatric rare disease
priority review voucher was submitted, review classification is Priority.

Resubmission after withdrawal? [ ] | Resubmission after refuse to file? [_]
Part 3 Combination Product? [_] [ Convenience kit/Co-package
[] Pre-filled drug delivery device/system (syringe, patch, etc.)
If yes, contact the Office of [] Pre-filled biologic delivery device/system (syringe, patch, etc.)
Combination Products (OCP) and copy | [T] Device coated/impregnated/combined with drug
them on all Inter-Center consults ["] Device coated/impregnated/combined with biologic

[] Separate products requiring cross-labeling

(] Drug/Biologic

[] Possible combination based on cross-labeling of separate
products

[ ] Other (drug/device/biological product)

Version: 2/7/2014 1
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Fast Track Designation
Breakthrough Therapy Designation
Rolling Review

Orphan Designation

Rx-to-OTC switch, Full
Rx-to-OTC switch, Partial
Direct-to-OTC

I | |

] PMC response

[_] PMR response:
[ ] FDAAA [505(0)]
[] PREA deferred pediatric studies [21 CFR
314.55(b)/21 CFR 601.27(b)]
[ ] Accelerated approval confirmatory studies (21 CFR
314.510/21 CFR 601.41)
] Animal rule postmarketing studies to verify clinical
benefit and safety (21 CFR 314.610/21 CFR 601.42)

Other:

Collaborative Review Division (if OTC product):

List referenced IND Number(s):

Goal Dates/Product Names/Classification Properties

YES

NA

Comment

PDUFA and Action Goal dates correct in tracking system?

If no, ask the document room staff to correct them immediately.
These are the dates used for calculating inspection dates.

Are the proprietary, established/proper, and applicant names
correct in tracking system?

If no, ask the document room staff to make the corrections. Also,
ask the document room staff to add the established/proper name
to the supporting IND(s) if not already entered into tracking
system.

Is the review priority (S or P) and all appropriate
classifications/properties entered into tracking system (e.g.,
chemical classification, combination product classification,
505(b)(2), orphan drug)? For NDAs/NDA supplements, check
the New Application and New Supplement Notification Checklists

for a list of all classifications/properties at:
http://inside.fda.gov:9003/CDER/OfficeofBusinessProcessSupport/ucm163969.ht
m

If no, ask the document room staff to make the appropriate
entries.

Application Integrity Policy

YES

NA

Comment

Is the application affected by the Application Integrity Policy

(AIP)? Check the AIP list at:

http://www.fda.qov/I CECI/EnforcementActions/ApplicationIntegrityPolicy/default
.htm

If yes, explain in comment column.

If affected by AIP, has OC/OMPQ been notified of the
submission? If yes, date notified:

User Fees

YES

NA

Comment

Is Form 3397 (User Fee Cover Sheet) included with
authorized signature?

Version: 2/7/2014
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User Fee Status

If a user fee is required and it has not been paid (and it
is not exempted or waived), the application is
unacceptable for filing following a 5-day grace period.
Review stops. Send Unacceptable for Filing (UN) letter
and contact user fee staff.

Payment for this application:

X Paid

] Exempt (orphan, government)

[] Waived (e.g., small business, public health)
(] Not required

If the firm is in arrears for other fees (regardless of

Payment of other user fees:

X Not in arrears

whether a user fee has been paid for this application), [] In arrears

the application is unacceptable for filing (5-day grace

period does not apply). Review stops. Send UN letter

and contact the user fee staff. | | | ‘
Exclusivity YES | NO | NA | Comment
Does another product (same active moiety) have orphan L] X

exclusivity for the same indication? Check the Orphan Drug

Designations and Approvals list at:
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/index.cfm

If another product has orphan exclusivity, is the product L] L] X
considered to be the same product according to the orphan
drug definition of sameness [see 21 CFR 316.3(b)(13)]?

If yes, consult the Director, Division of Regulatory Policy I,
Office of Regulatory Policy

Has the applicant requested 5-year or 3-year Waxman-Hatch | [X] L] L]
exclusivity? (NDAS/NDA efficacy supplements only)

If yes, # years requested: 3

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

Is the proposed product a single enantiomer of a racemic drug | [ X ]
previously approved for a different therapeutic use (NDAs

only)?

If yes, did the applicant: (a) elect to have the single L] O X

enantiomer (contained as an active ingredient) not be
considered the same active ingredient as that contained in an
already approved racemic drug, and/or (b): request
exclusivity pursuant to section 505(u) of the Act (per
FDAAA Section 1113)?

If yes, contact the Orange Book Staff (CDER-Orange Book
Staff).

Format and Content

] All paper (except for COL)
X] All electronic

Do not check mixed submission if the only electronic component | ] Mixed (paper/electronic)

is the content of labeling (COL).
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X CTD
[ ]Non-CTD
[ ] Mixed (CTD/non-CTD)

If mixed (paper/electronic) submission, which parts of the
application are submitted in electronic format?

Overall Format/Content YES | NO | NA | Comment
If electronic submission, does it follow the eCTD X RN

guidance?*

If not, explain (e.g., waiver granted).

Index: Does the submission contain an accurate Y L]

comprehensive index?

Is the submission complete as required under 21 CFR 314.50 | X L]
(NDAS/NDA efficacy supplements) or under 21 CFR 601.2
(BLAs/BLA efficacy supplements) including:

[ ] legible

[] English (or translated into English)

(| pagination

(] navigable hyperlinks (electronic submissions only)

If no, explain.

Forms and Certifications

Electronic forms and certifications with electronic signatures (scanned, digital, or electronic — similar to DARRTS,
e.g., /s/) are acceptable. Otherwise, paper forms and certifications with hand-written signatures must be included.
Forms include: user fee cover sheet (3397), application form (356h), patent information (3542a), financial
disclosure (3454/3455), and clinical trials (3674); Certifications include: debarment certification, patent
certification(s), field copy certification, and pediatric certification.

Application Form YES | NO | NA | Comment
Is form FDA 356h included with authorized signature per 21 | [X L]
CFR 314.50(a)?

If foreign applicant, a U.S. agent must sign the form [see 21 CFR
314.50(a)(5)].

Avre all establishments and their registration numbers listed X L] L]
on the form/attached to the form?

Patent Information YES | NO | NA | Comment
(NDAs/NDA efficacy supplements only)

Is patent information submitted on form FDA 3542a per 21 | X OO

CFR 314.53(c)?

Financial Disclosure YES | NO | NA | Comment
Are financial disclosure forms FDA 3454 and/or 3455 2 L]

included with authorized signature per 21 CFR 54.4(a)(1) and

(3)?

Forms must be signed by the APPLICANT, not an Agent [see 21

1

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/ucm072349.
padf
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CFR 54.2(q)].

Note: Financial disclosure is required for bioequivalence studies
that are the basis for approval.

Clinical Trials Database YES | NO | NA | Comment

Is form FDA 3674 included with authorized signature? X L]

If yes, ensure that the application is also coded with the
supporting document category, “Form 3674.”

If no, ensure that language requesting submission of the form is
included in the acknowledgement letter sent to the applicant

Debarment Certification YES | NO | NA | Comment

Is a correctly worded Debarment Certification included with | [X] O |
authorized signature?

Certification is not required for supplements if submitted in the
original application; If foreign applicant, both the applicant and
the U.S. Agent must sign the certification [per Guidance for
Industry: Submitting Debarment Certifications].

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...”

Field Copy Certification YES | NO | NA | Comment
(NDAS/NDA efficacy supplements only)

For paper submissions only: Is a Field Copy Certification | X NN
(that it is a true copy of the CMC technical section) included?

Field Copy Certification is not needed if there is no CMC
technical section or if this is an electronic submission (the Field
Office has access to the EDR)

If maroon field copy jackets from foreign applicants are received,
return them to CDR for delivery to the appropriate field office.

Controlled Substance/Product with Abuse Potential YES | NO | NA | Comment

For NMEs: L] L] X

Is an Abuse Liability Assessment, including a proposal for
scheduling, submitted per 21 CFR 314.50(d)(5)(vii)?

If yes, date consult sent to the Controlled Substance Staff:

For non-NMEs:
Date of consult sent to Controlled Substance Staff :

Pediatrics YES | NO | NA | Comment

Version: 2/7/2014
Reference ID: 3487480



PREA KX
Does the application trigger PREA?

If yes, notify PeRC RPM (PeRC meeting is required)?

Note: NDAs/BLAs/efficacy supplements for new active ingredients,
new indications, new dosage forms, new dosing regimens, or new
routes of administration trigger PREA. All waiver & deferral
requests, pediatric plans, and pediatric assessment studies must be
reviewed by PeRC prior to approval of the application/supplement.

If the application triggers PREA, are the required pediatric | [] L] X
assessment studies or a full waiver of pediatric studies
included?

If studies or full waiver not included, is a request for full L] L] X
waiver of pediatric studies OR a request for partial waiver
and/or deferral with a pediatric plan included?

If no, request in 74-day letter

If a request for full waiver/partial waiver/deferral is L] 0 X
included, does the application contain the certification(s)
required by FDCA Section 505B(a)(3) and (4)?

If no, request in 74-day letter

BPCA (NDAS/NDA efficacy supplements only): L] X

Is this submission a complete response to a pediatric Written
Request?

If yes, notify Pediatric Exclusivity Board RPM (pediatric
exclusivity determination is required)®

Proprietary Name YES | NO | NA | Comment

Is a proposed proprietary name submitted? L] L] X

If yes, ensure that the application is also coded with the
supporting document category, “Proprietary Name/Request for

Review.”
REMS YES | NO | NA | Comment
Is a REMS submitted? ] O X

If yes, send consult to OSE/DRISK and notify OC/
OSI1/DSC/PMSB via the CDER OSI RMP mailbox

Prescription Labeling [ ] Not applicable

Check all types of labeling submitted. X] Package Insert (PI)

[ ] Patient Package Insert (PPI)
(] Instructions for Use (IFU)

X] Medication Guide (MedGuide)
[ ] Carton labels

2 http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/PediatricandMaternalHealthStaff/ucm027829.htm
3 http://inside.fda.qov:9003/CDER/OfficeofNewDrugs/PediatricandMaternalHealthStaff/ucm027837.htm
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[ ] Immediate container labels
[ ] Diluent

[ ] Other (specify)

YES | NO | NA | Comment

Is Electronic Content of Labeling (COL) submitted in SPL X L]
format?

If no, request applicant to submit SPL before the filing date.

X
[

Is the P1 submitted in PLR format?*

If P1 not submitted in PLR format, was a waiver or L] L X
deferral requested before the application was received or in
the submission? If requested before application was
submitted, what is the status of the request?

If no waiver or deferral, request applicant to submit labeling in
PLR format before the filing date.

Al labeling (PI, PPI, MedGuide, IFU, carton and immediate | X RN
container labels) consulted to OPDP?

MedGuide, PPI, IFU (plus PI) consulted to OSE/DRISK? L] O X
(send WORD version if available)

Carton and immediate container labels, PI, PPI sent to L] L] X
OSE/DMEPA and appropriate CMC review office (OBP or

ONDQA)?

OTC Labeling X] Not Applicable
Check all types of labeling submitted. (] Outer carton label

[ ] Immediate container label

[] Blister card

[ Blister backing label

[] Consumer Information Leaflet (CIL)
[] Physician sample

] Consumer sample

[ ] Other (specify)
YES | NO | NA | Comment
Is electronic content of labeling (COL) submitted? L] L]

If no, request in 74-day letter.

Are annotated specifications submitted for all stock keeping | [] L] L]
units (SKUs)?

If no, request in 74-day letter.

If representative labeling is submitted, are all represented L] L] ]
SKUs defined?

If no, request in 74-day letter.

4

http://inside fda.gov:9003/CDER/OfficeofNewDrugs/StudyEndpointsandLabelingDevelopmentTeam/ucmO
25576.htm
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All labeling/packaging, and current approved Rx PI (if L] L] L]
switch) sent to OSE/DMEPA?

Other Consults YES | NO | NA | Comment
Avre additional consults needed? (e.g., IFU to CDRH; QT D (1 |[J |[orDP
study report to QT Interdisciplinary Review Team) Osl

If yes, specify consult(s) and date(s) sent:

Meeting Minutes/SPAs YES | NO | NA | Comment
End-of Phase 2 meeting(s)? L] X

Date(s):

If yes, distribute minutes before filing meeting

Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)? X L]
Date(s): 8/14/12

If yes, distribute minutes before filing meeting

Any Special Protocol Assessments (SPASs)? L] X
Date(s):

If yes, distribute letter and/or relevant minutes before filing
meeting
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ATTACHMENT

MEMO OF FILING MEETING

DATE: 3/24/14

BLA/NDA/Supp # NDA 202971

PROPRIETARY NAME: Abilify Maintena

ESTABLISHED/PROPER NAME: aripiprazole

DOSAGE FORM/STRENGTH: extended-release suspension for injection
APPLICANT: Otsuka Pharmaceutical

PROPOSED INDICATION(S)/PROPOSED CHANGE(S): General indication of
“schizophrenia” and allow the sponsor to describe the clinical trials they did.

BACKGROUND:

REVIEW TEAM:

Discipline/Organization Names Present at
filing
meeting?
(Y or N)

Regulatory Project Management RPM: Simran Parihar Y
CPMS/TL: | Steve Hardeman/Keith N
Kiedrow
Cross-Discipline Team Leader (CDTL) | Silvana Borges Y
Clinical Reviewer: | Philip Kronstein Y
TL: Silvana Borges Y
Social Scientist Review (for OTC Reviewer: | N/A
products)
TL:
OTC Labeling Review (for OTC Reviewer: | N/A
products)
TL:
Clinical Microbiology (for antimicrobial | Reviewer: | N/A
products)
TL:
Version: 2/7/2014 9
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Clinical Pharmacology Reviewer: | Huixia Zhang N
TL: Hao Zhu N
Biostatistics Reviewer: | Yeh-Fong Chen Y
TL: Peiling Yang Y
Nonclinical Reviewer: | Sonia Tabacova Y
(Pharmacology/Toxicology)
Supervisor: | Aisar Atrakchi N
Statistics (carcinogenicity) Reviewer: | N/A
TL:
Immunogenicity (assay/assay Reviewer: | N/A
validation) (for BLAs/BLA efficacy
supplements) TL:
Product Quality (CMC) Reviewer: | - -
TL: David Claffey N
Quality Microbiology (for sterile Reviewer: | N/A
products)
TL:
CMC Labeling Review Reviewer: | N/A
TL:
Facility Review/Inspection Reviewer: | John Lee, Joseph Peacock, | N
Kassa Ayalew
TL: Susan Thompson N
OSE/DMEPA (proprietary name) Reviewer: | N/A
TL:
OSE/DRISK (REMS) Reviewer: | N/A
TL:
OC/OSI/DSC/PMSB (REMS) Reviewer: | N/A
TL:
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(Reviewer) - OPDP

Bioresearch Monitoring (OSI) Reviewer: | N/A
TL:
Controlled Substance Staff (CSS) Reviewer: | N/A
TL:
Other reviewers Olga Salis (TL) and Susannah O’Donnell | N

Other attendees

FILING MEETING DISCUSSION:

GENERAL

o 505(b)(2) filing issues:

X Not Applicable

If no, explain:

0 Isthe application for a duplicate of a listed (] YES [] NO
drug and eligible for approval under section
505(j) as an ANDA?
o Did the applicant provide a scientific (] YES [] NO
“bridge” demonstrating the relationship
between the proposed product and the
referenced product(s)/published literature?
Describe the scientific bridge (e.g., BA/BE studies):
e Per reviewers, are all parts in English or English X YES
translation? [ ] NO

e Electronic Submission comments

List comments:

X] Not Applicable

If no, explain:

CLINICAL [ ] Not Applicable

X FILE

[ ] REFUSE TO FILE
Comments: [ ] Review issues for 74-day letter
o Clinical study site(s) inspections(s) needed? % YES

Version: 2/7/2014
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e Advisory Committee Meeting needed?

Comments:

If no, for an NME NDA or original BLA , include the
reason. For example:
O  this drug/biologic is not the first in its class
O the clinical study design was acceptable

O the application did not raise significant safety

or efficacy issues

O the application did not raise significant public

health questions on the role of the
drug/biologic in the diagnosis, cure,
mitigation, treatment or prevention of a
disease

[ ] YES
Date if known:

X NO
[ ] To be determined

Reason:

e Abuse Liability/Potential

Comments:

Not Applicable
FILE
REFUSE TO FILE

o 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?

Comments:

ot Applicable

X

[l

L]

] Review issues for 74-day letter
X N

] YES

1N

CLINICAL MICROBIOLOGY

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments:

Not Applicable
FILE
REFUSE TO FILE

o Clinical pharmacology study site(s) inspections(s)
needed?

YES
NO

BIOSTATISTICS

Comments: Information Request pending

L]

X

L]

L]

L]

X

L]

] Review issues for 74-day letter
L]

X

[ ] Not Applicable
X FILE

[ ] REFUSE TOFILE
L]

Review issues for 74-day letter
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NONCLINICAL
(PHARMACOLOGY/TOXICOLOGY)

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy
supplements only)

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments:

Not Applicable
FILE
REFUSE TO FILE

Review issues for 74-day letter

Environmental Assessment

e Categorical exclusion for environmental assessment
(EA) requested?

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments:

X YES
[ ] NO

[ ]YES
[ ] NO

[ ]YES
[ ] NO

Quality Microbiology (for sterile products)

e Was the Microbiology Team consulted for validation
of sterilization? (NDAs/NDA supplements only)

Comments:

X Not Applicable

[ ]YES
[ ] NO

Facility Inspection

o Establishment(s) ready for inspection?

= Establishment Evaluation Request (EER/TBP-EER)
submitted to OMPQ?

Comments:

[ ] Not Applicable

[ ] YES
NO

YES

[
[]
[] NO
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Facility/Microbiology Review (BLAs only) [ ] Not Applicable
[] FILE
[ ] REFUSE TO FILE
Comments: [ ] Review issues for 74-day letter
CMC Labeling Review
Comments:
[ ] Review issues for 74-day letter
REGULATORY CONCLUSIONS/DEFICIENCIES
L] The application is unsuitable for filing. Explain why:
= The application, on its face, appears to be suitable for filing.
Review Issues:
X No review issues have been identified for the 74-day letter.
[ ] Review issues have been identified for the 74-day letter. List (optional):
Review Classification:
X] Standard Review
[ ] Priority Review
ACTIONS ITEMS
L] Ensure that any updates to the review priority (S or P) and classifications/properties are
entered into tracking system (e.g., chemical classification, combination product
classification, 505(b)(2), orphan drug).
L] If RTF, notify everybody who already received a consult request, OSE PM, and Product
Quality PM (to cancel EER/TBP-EER).
L] If filed, and the application is under AIP, prepare a letter either granting (for signature by
Center Director) or denying (for signature by ODE Director) an exception for review.
L] Send review issues/no review issues by day 74
X Conduct a PLR format labeling review and include labeling issues in the 74-day letter
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
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