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GUIDING PRINCIPLES IN NDA REVIEW

End-of-Phase 2 and Pre-NDA Meetings are key components of the NDA Review Process.

Notwithstanding regulatory requirements, all priority reviews should target toward completion
in 180 days or less

For Fast Track applications, ROLLING NDA's (i.e., pre-submission of pharm-tox reports,

clinical study reports, and even data summaries and listings from the first of two or more

pivotal trials) are encouraged. NOTE: This method requires some available capacity and
flexibility in reviewer workload, but has always proved feasible within HFD-530.

Review target dates must generally conform to the AC meeting calendar which is
pre-established at the beginning of the fiscal year (i.e., prior to precise knowledge of
NDA receipt dates).



REVIEW PROCESSES OCCURRING PRIOR
TO THE END-OF-PHASE 2 MEETING

Request & Review Background
Package from Sponsor
(to be submitted at least 2 weeks
prior to the scheduled meeting)

l

Review any
Submitted
Protocols for
Pivotal Studies

I

Define Key
Biologic Issues &
Acceptable
Endpoints

I

Meet with Statistician
(to convey an
understanding of important
biologic issues and to
discuss endpoints)

Define some Key
Analyses (working with
statistician) and Use
These to Confirm
Sample Size Estimates
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REVIEW PROCESSES OCCURRING AT
END-OF-PHASE 2 MEETING WITH SPONSOR

Discuss Proposed Pivotal

Studies (including any protocol
review comments)

Discuss:

1. Pediatric Rule
2. Pediatric Dosing Proposal
3. Pediatric Exclusivity

i

Attempt Agreement with
Sponsor on Issues

(study design, endpoints, data
collection, monitoring,
and analysis plan)

i

Introduce Caveats for
Scientific/Technological
Advancements that may

Occur During the Conduct of
the Pivotal Studies
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REVIEW PROCESSES OCCURRING SHORTLY
AFTER THE END-OF-PHASE 2 MEETING

Draft Memo to
Sponsor
Summarizing:

v v
Required or
End-of-Phase 2 Suggested Protocol
Agreements Revisions

l

Letter for Pediatric
Request




REVIEW PROCESSES OCCURRING DURING
CONDUCT OF PIVOTAL STUDIES

Review Progress
Reports on Studies

Develop Plans for CANDA
via Sponsor Meeting or

Telecon (this often precedes, but
may coincide with the Pre-NDA
meeting)
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REVIEW PROCESSES OCCURRING PRIOR
TO PRE-NDA MEETING

NOTE: Usually 6-9 months
prior to the proposed NDA
submission date.

Request Sponsor's Briefing
Packet
(to be submitted 2-4 weeks
prior to scheduled date)

i

Review Sponsor's
Briefing Packet

i

Set Up
Review Team

p.8



p. 9

REVIEW PROCESSES OCCURRING AT
PRE-NDA MEETING

Review Status of
Pivotal Studies
(including identification

of study sites and 1. Studies to be
enroliment by site) submitted for each

i discipline.

2. Analysis plan.

Discuss Content & Format

of Submission forEach | » 3. Format and content

Discipline for data sets.
4. Submit data sets on
diskette with programs
that reproduce key

Attempt Agreement on CRF's to be analysis.
Included in NDA

(with caveat for additional CRFs if
indicated during the course of the review of

the electronic form)

v

Attempt
Agreement on
Specific Key
Analyses

v

Attempt
Agreement on
Target Dates

v

Discuss Target Dates for Submission of
Preclinical & Clinical Data and Related
Administrative Issues

v

Discuss Possibility of Advisory
Committee Presentation
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REVIEW PROCESSES OCCURRING
FOLLOWING PRE-NDA MEETING

Assemble IND
Protocol Review &
Comments

i

Reread IND Protocol
Reviews and
Comments

Compose (in draft) Sections of
the NDA Review Dealing with

Protocol Design of Pivotal

Studies

Meet with Statistician

v

Sponsor's Proposed
Analysis Plan

to Discuss:

Begin Review of any

> Fast Track
Submissions

v

Biologic Issues Impacting
Selection & Execution of
FDA's Statistical Analysis

¢
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REVIEW PROCESSES OCCURRING
DURING THE Priority (FAST TRACK) NDA

* |If possible, approach this review in the same sequence as for an NDA
submitted formally as a single unit. (i.e., start with label, then study summary

reports, efficacy for each pivotal study, and then safety across studies and
by study).

* |If the Fast Track ROLLING NDA is submitted out of a conventional sequence,
begin the review with the most general efficacy and safety summaries available.
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ADVANCE NOTIFICATION OF NDA SUBMISSION

Receive Notification of NDA
Submission
(1-2 days in advance of mailing,
per agreement with sponsor)

PM* Notify
Review Team

PM Notify PM Consults Advisory
DSI Committee Schedule

* Project Manager

PM Prepares Gantt
Chart




REVIEW PROCESSES OCCURRING PRIOR p. 13
TO 45-DAY FILING MEETING

Review of Draft

Label p- 14
Perform Overview
of Submission p- 15
Project
Management p. 16

Timeline Meeting

v

Review Study
Reports of Pivotal p. 17
Studies

Communicate with

DS p. 18

Review a Small 19
Number of CRF's
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REVIEW OF DRAFT LABEL

Use the label to outline sponsor's

efficacy and safety claims as
presumed "best case" scenario.




Review NDA
Table of
Contents
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PERFORM OVERVIEW OF SUBMISSION

i

Review
Organization of
Submission

Mark volumes: include
study number and
content (report, analyses,
CRF tabulations, safety,
etc.)

’

Review ISE
and ISS

v

Get familiar with
electronic submission

Review Nature
of CRF's

i

Review Number
of CRF's
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PROJECT MANAGEMENT TIMELINE MEETING

* The project management timeline meeting occurs
approximately one week after formal submission.

* The meeting is used to discuss draft Gantt
charts and target dates (still subject to revision).

* Check if each discipline has received necessary data.

*

Check if statistical reviewer has received datasets.

* Check if DSI has been notified.
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REVIEW STUDY REPORTS OF PIVOTAL STUDIES

Focus on Conduct
and Results of
Analyses

EEE—
(agreed to at
End-of-Phase 2 and
Pre-NDA meetings)
Identify Efficacy

Analyses with
Marginal Effect

Identify Key Efficacy
Analyses
(i.e., "make or break"
analyses - based on
biologic issues)

47

Meet with Statistician
(to identify these analyses

and discuss statistician's
preliminary review)

Convey Concerns
about Exclusions to
Statistician
(during preliminary

Identify Patients Excluded from
Applicant's Efficacy Analyses &
Reasons for Exculsion

meeting)

Identify Efficacy Analyses
where Effect of Conclusion
Differs Between Pivotal
Studies

Identify Key Safety
Issues
(especially "make or
break" safety issues)

by Investigator to
Highlight Sites for
Potential Audit

Examine Breakdown

Examine Differences in
Study Design and Patient

Suggest Need for
Site Audit

47

Identify Efficacy Analyses
where Analytic Approach
Affects Conclusions

Population between (e.g., where ITT leads to
Studies different conclusions than
evaluable patient analyses)
Highlight any Examine Key
Trends which may Efficacy Analyses
——

Broken Down by
Investigator
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COMMUNICATE WITH DSI

Communicate with DSI to discuss sites for audit based on site
enrollment, questionable compliance history of study investigators,
and unusual trends in efficacy or safety data examined during
review of summary volumes of pivotal studies.
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REVIEW A SMALL NUMBER OF CRF'S

* Review a small number of electronic CRF's (10) to assure legibility, completeness, and
consistency with issues identified during review of summary volumes.

* The initial CRF review should focus on some representative patients excluded from

the sponsor's analyses, deaths on study, and early discontinuations from study
medication.



45-DAY FILING AND PLANNING MEETING

Determine if application
should be filed.

;

Discuss Status of
Preliminary Review

I

Schedule weekly
clinical/statistical
meetings

v

Define Requests for Additional
CRF's, Analyses, Patient
Follow-Up Data

v

Discuss the issue of Advisory Committee
presentation and need for outside experts

I

Decide on Separate or Joint
Medical-Statistical Review p-21

Project Management timeline meeting is to
discuss draft Gantt charts and taret dates
(still subject to revision)

i

Schedule monthly meetings with the Review
Team (global assessment meetings)
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PLAN STRATEGY

Meet with Statistician
to Discuss Review
Strategy

Agree on Division of
Labor

Weekly
meetings
with
statisticians

p. 22
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DIVISION OF LABOR

* Medical Officer:

* Spot validate data listings from CRF's.

* Evaluate appropriateness of patient exclusions in applicant's analyses.

* Select applicant's key analyses to be reperformed by statistician.

* Specify FDA analyses suggested by primary data and/or biologic
relevance. Perform simple analyses.

* Statistician
* Validate applicant's primary analysis.
* Perform FDA analyses suggested from discussion with Medical
Officer (focus on more sensitive analyses: Kaplan-Meier

plots, stratified analyses, regression analyses)

* Highlight problem analyses or analytic approaches. Discuss
biologic relevance with Medical Officer.
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DAYS 45-90

PURSUE REVIEW STRATEGY

Follow Ordered
Progression Through
NDA
(typically, Efficacy Pivotal
Study #1, Pivotal Efficacy
Study #2, Safety, etc. )

Review Safety
Initially as Integrated
Safety Summary

Consider Differences

(study design, population,

frequency of monitoring,
extent of follow-up)

Pursue Study by Study
Evaluation of Safety




ADVISORY COMMITTEE STRATEGY
(DAY 90)

Meet with Review Team to Discuss
Advisory Committee Strategy
(highight differences between applicant's and
FDA's analyses or conclusions)

Telecon with Applicant
to Discuss
Contentious Issues
and Attempt to
Resolve Differences in
the Presentation of the
Data
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CONTINUE REVIEW

DAYS 90-110

Continue with
Review Strategy

Receive and Review
Safety Update

Organize Data and
Analyses for Advisory
Committee Meeting




DAY 110

SEND BRIEFING
PACKAGE TO
A.C.

(day 110)

Page 1
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DAYS 110-120

PREPARE FOR A.C. PRESENTATION

Meet with Review
Team

l

Prepare Advisory
Committee Meeting
Presentation

l

Rehearse for
Advisory Committee
Meeting

Review Applicant's
Adivsory Committee
Package and Slides
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ACTIVITIES POST-ADVISORY COMMITTEE MEETING

Team Meets to Discuss
Advisory Committee
Presentations and
Deliberations

Telecon with Applicant to
Discuss Advisory
Committee Meeting and
any Cited Deficiencies,
Phase 4 Requirements

v

Meet with Statistician to
Define Writing
Responsibilities for NDA
Review
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WRITE REVIEW
(DAYS 120-150)

Review Follow-Up
Submissions from
Applicant

Write Draft NDA
Review

Initiate Labeling
Discussions with
Applicant
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FINALIZE REVIEW

(DAYS 150-165)

Finalize NDA
Review

v

Consult with DSI

Continue Labeling

Negotiations and

Revisions to Draft
Label
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FINALIZE LABEL
(DAYS 165-180)

Circulate
Review

Perform Rewrites,
Revisions, Addenda

Finalize
Label

Consult with
DDMAC




