STEPS & ISSUES IN THE NDA REVIEW PROCESS

Nasim Moledina, Division of Anti-Infective Drug Products*
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CMC PRE NDA MEETING

DMF Review

i

Is Plant ready for
Inspection?

v

Is rolling CMC
submission
acceptable?

P.2



PRE-NDA MEETING

Review proposed
package insert

Determine
indications

sought

P.3

Advise Company to:

(1) delete extra
indications or

(2) provide data or
written justification
supporting them

4—NO

Evaluate
summary of
NDA Data

YES

!

Are all claimed
indications consistent
with DAIDP's PTC?

Review and summarize
agreements in previous
meeting minutes,
telecon memoranda,

MORs

Review

accumulated
"problem list" for

product

Save written
summary or
notes for

inclusion in MOR

Prepare meeting
minutes

Are there
deficiencies from
other disciplines?

Communicate
deficiencies to
Sponsor by FAX
transmission




Review Proposed
Labeling for

PREPARE FOR 45-DAY MEETING

Review Pre-NDA
Summary and

Claimed
Indications

Triage and Plan
Division of Labor

Determine
Studies/Centers
to be Audited
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Agreements

Decide if Advisory
Committee will be
needed

Organize
Historical
Perspective of
Product

Determine Need
for Consultation

P.11

Determine Clinical
Fileability

Identify any
Formulation
Issues

P. 12
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Organize Historical Perspective of Product

ISSUES:

Are other formulations already
approved?

If so, when and for which indications?
Were other drug formulations of this
drug product submitted as NDAs but

turned down?

Is this a resubmission based on a
previous NA or AE action?




CLINICAL FILEABILITY

P.6

IS NDA ORGANIZATION ADEQUATE?

-Obtain Index and summary volumes

-For each study does the index list the location
of Study Report, Protocol, Listings, and
Investigators?

-Do summaries list for each indication the
number of patients and the number clinically
evaluable?

WERE AGREEMENTS KEPT?
v

-Using study summaries determine # of
patients for each indication.

-Working with statistician calculate power for
each indication.

-Compare to PreNDA agreements and to the
cure rate needed.

-Are there enough studies for each indication?

i

v

Assess Quality of
Data Submitted

Evaluate Electronic Submission
-Is organization adequate?

-Can data be accessed with
available software?

-Has Applicant submitted a written
verification of the validity of the data
in the CANDA?

i

Are Foreign
studies
evaluable?

P.8
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ASSESS QUALITY OF DATA SUBMITTED

Review
Collected Data
Points in CRF's

or CANDA

i

Are the data points clear?

ISSUES:

If concerns, is there a
need to request additional
CRF's (requires Division
Director's concurrence)?

NOTE: In most large NDAs it may not be possible to
evaluate data quality prior to the decision
whether to file the NDA.



Foreign Studies

Are the Concomitant Therapies Reported
Understood?
(different drug names for other countries)

i

Is Active Control (exact formulation)
Approvable in the US for the Indication?




TRIAGE AND PLAN DIVISION OF LABOR

EVALUATE RESOURCES EVALUATE RESOURCES

NEEDED AVAILABLE
How many patients Experienced reviewer
enrolled in ALL studies may do multiple
(including PK), by indications.
indication?

New reviewer may do
How many patients one indication or do
enrolled in all clinical safety review.

studies by indication?
Resources may cross
How many patients team lines if needed.
"evaluable" (according
to the applicant), by
indication?

Evaluate PDUFA
Deadline ('S’ or 'P!
drug review clock)

Formulate plan
to divide labor
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DETERMINE STUDIES/CENTERS TO BE AUDITED

ISSUES:
Is the study pivotal?

Are there concerns about
the quality of the data?
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DETERMINE NEED FOR CONSULTATION

ISSUES:

Do any organizations need to be
consulted? Examples are:

CDER Review Divisions
DAVDP
Reports Evaluation Branch
Medical Imaging
Gastrointestinal

Other Centers
CBER
CDRH

General Counsel

Other Regulatory Authorities
CDC
HPB
WHO




FORMULATION ISSUES

P. 12

1. Were the formulations used in clinical trials
bioequivalent to the to-be-marketed formulation?

2. If more than one NDA submitted (two or more
formulations of the same product), and clinical
study done using only one formulation, are they
bioequivalent?
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Review Regulatory Background

ISSUES:

Is the drug marketed in any other
country?

Is a dossier currently under review
by another regulatory authority?

Was an application submitted to
another regulatory authority and
rejected?

If so, why?
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REVIEW OF EACH INDICATION SOUGHT

Address Key Issues for

Each Indication P. 15

Consult IDSA/FDA's Draft "Guildelines for the
Evaluation of Anti-Infective Drug Products"
(for each indication)

Perform MEDLINE search for issues
and for drug

i

Read ISE & ISS

I

Read Study Summaries



http://www.fda.gov/cder/guidance/index.htm

P. 15

ADDRESS KEY ISSUES

ISSUES:

Were the studies conducted
under an IND? If not
conducted under an IND
(foreign), findings may be
considered supportive.

Was informed consent
(including verbal) obtained for
all studies?

If foreign studies were
conducted, did they adhere to
the Declaration of Helsinki? If
not, it may invalidate the study.

Did the applicant choose the
appropriate test-of-cure visit in
their analysis?

Were the appropriate analytical
points collected and scored by
the study design?

(Evaluate protocol design and
data found in listings)
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REVIEW OF INDIVIDUAL STUDIES

Protocol

Locate critical information :  Study Report __, Begin Writing Review by
Listings or Canda Summarizing Protocol

Address Critical Issues P. 18

Review DSI's "Clinical Investigators Disqualified" and
Misconduct Notification" Lists

i

Perform Random Validation Screen of Evaluability and

Clinical/Microbiologic Responses of at least 20% of cases P. 19
Assessment of Evaluability/Response Assignment P. 20
Apply 95% CI Approach Around Difference in Efficacy P 21
Rates Between Test and Comparator Drugs
Explore Consistency with Regulatory Precedence P.22

Finish Writing Review
for this Indication
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ADDRESS KEY ISSUES FOR EACH INDICATION

ISSUES:

Are there enough studies for each
indication sought?

Are the design of the studies for
each indication consistent with the
PTC?
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RANDOM VALIDATION SCREEN OF EVALUABILITY AND
CLINICAL/MICROBIOLOGIC RESPONSES

Using Protocol and Guidelines
Determine Evaluability and
Endpoint Criteria

i

Using Listings or CANDA Determine Reviewer
Assessment of

1. Evaluability

2. Clinical/Microbiologic Responses

Evaluating:

-Baseline data

-During

-End

-Test of Cure

-Follow-up
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EVALUABILITY/RESPONSE ASSIGNMENT

Disagreement Between
Reviewer and Sponsor
Evaluability Assignments?

YES

v

Reviewer Assigns
Evaluability to All Patients
from the Primary Data

i

Have FDA Biostatistician
Provide Confidence
Intervals Based on MO
Assessment
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CONSISTENCY WITH REGULATORY PRECEDENCE

ISSUES:

How was the indication reviewed in
recent applications?

Have we set a "regulatory precedence" in
previous regulatory decision-making? If
so, this may influence the standard by
which efficacy and safety are judged.




Characterize
Clinical &
Laboratory AEs

Characterize

P. 23

Safety Review

P.24

Are there any
Differences

AEs by
Indication

between
Indications?

Give AE Assessment Data to

Statistician to Perform Metanalysis

Across Indications

Are there any
Drug-Drug
Interactions?

-Consider Animal testing
and phase | data.

-Consider drug class

v

Perform special
analyses when
indicated

-Consider NDA data on
AEs and concomitant
meds

-Evaluate AEs according
to actual dose used (high
dose versus low dose)

-Evaluate AEs according
to duration of exposure

-Evaluate AEs in special
populations
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Characterize Clinical & Laboratory AEs

Identify Patients With:

From Tables in -Death . o
Integrated Summary of Safety | ® -Premature discontinuation
-Lab abnormalities

-Other adverse events

From Primary Data Are events appropriately classified?
(listings or CANDA) —® (Related or Unrelated to Study Drug)
v

Are the incidences of Adverse Events
Evaluate Package Insert -y
Accurate?
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Tying Things Together

Address
Critical
Issues

P. 26

Approvability
Meeting

Complete
Writing Draft
Review

v

Determine
Approvability via
Interdisciplinary

Consensus

Package
Insert Team
Meeting




Critical Issues

ISSUES:

Can approvability of one treatment indication
be used to support the approvability of
another indication (e.g., intra-abdominal
infections & GYN infections)

Is this the first drug product available to
treat this infection? This may infuence the
standard by which efficacy and safety are
judged.

Although efficacy may not demonstrate
equivalence, are there overriding patient
drug compliance or safety benefit issues
that weigh in favor of the new product?

P. 26



