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FDA’s Mission and Drug
Development

— FDA’s mission 1s to protect and advance public health ...

~ ... by helping to speed innovations that make mediciaes
and foods more effective, safer and more aff¥~" ".ple.

— This mission is reflected in the Critical Path Initiative

— lists opportunities on the “critical path™ to new medical products
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The Critical Path white paper lists
opportunities on the “critical path” to new

medicaly o duycts:
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target responders, monitor clinical response,

and serve as biomarkers of drugeffecti Vveness.

However, much development work and Challenge and Opportunity

standardization of the biological, statistical, on tth e Critical Pa th
o New Medical

and bioinformatics methods must occur Products

before these techniques can be easily and

widely used. Specific, targeted efforts could FoA
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yield early results.” March 2004




NCI and FDA Announce Joint Program to Streamline Cancer
Drug Development

— FDA Commissioner Mark McClellan, M.D., Ph.D., and NCI
Director Andrew von Eschenbach, M.D., said today that they
will establish a2 multi-part Interagency Agreement to enhance the
efficiency of clinical research and the scientific evaluation ot new
cancer medications. Areas of collaboration include:

“Developing markers of clinical benefit 7 “_.uarkers) for
evaluating new cancer medicines. The two agencies will work to
develop a standard approach for evaluating biomarkers that
demonstrate a drug's clinical effectiveness and that can
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Processing of Genomic Data Submissions from Industry to FDA

VOLUNTARY or Receiving
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IPRG / PGWG Activities

Genomic Data Submissions

~ Voluntary Genomic Data Submissions (VGDS)

~ Required submissions (IND, NDA, BLLA)
Policy development (U.S. & global)
Education (internal, external)
Research

— CRADA on Biomarker Valid.tion

— Clinical trials protocols

 Analysis of all labeling containing PGx
IT

— Database development
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IPRG — Organization

| Office of the Commissioner |

Appoints

Center Directors | OC Delegate

Appoint Appoints

Oversight

Exec. Secretary

Center Delegates

Appoint

Reviewers

IPRG Advisory Subcommittee




PROCEDURE FOR RECEIPT AND PROCESSING OF VGDSs

Sponsor

A

A 4

Central IPRG
Document Archive
Room* 1

I Report

* Central Document Room is responsible for:
Receive and process voluntary submissions
Establish a pre-IND application if a submission is a stand alone VGDS
Code submission
Enter data into the corporate database for tracking

** VVGDS Project Manager is responsible for:
Data entry in the corporate database /Archive
Delivery of VGDS to IPRG
Enter report into DFS
Provide admin support to ar~




VGDS Submissions

— Received 23 VGDS requests to date and have
scheduled or held 12 already.

— Includes two Joint FIDA-EMEA VGDS’s with
an additional two joint meeting requests be* .o

planned.

— Includes multiple VGDS’s on different drugs
ana follovw-up VGDS submissions of the initial

study:.




VGS Submission Types

~ Therapeutic Areas:
n cer (multiple types)
Y micr's Disease
Hypertension
Hypoglycemia
Depression
Obesity

RIieumatnia Artliritis

— Scientific and PGx areas:




Steps Towards Harmonization:
VGDS Goes Global

May 17, 2005: first joint FDA/IPRG — EMEA/PGWP —

sponsor meeting
— Videoconference
|— Preparation:

 Interaction before meeting included in depth scientific
evaluation of sponsor questions

— This pre-meeting dialogue between FDA and EMEA
resulted in a better product

~ Sponsor provided excellent presentation for interactive

discussion via videoconference: presenters ¥ iesent
at EMEA (London, UK) and FDA ™ _ckville, MD)




Steps Towards Harmonization:
VGDS Goes Global, cont’d

Meeting minutes are jointly prepared by FDA and EMEA
and are shared with sponsor

What we learned, next steps:

— FDA and EMEA evaluated, with only minor diff- cnces,
the submission similarly, no dispr*~  _. science

— Both agencies adjusted their sual format to
accommodate the requirements necessary for a joint
event

Positive experience: next meeting planned for Q4 2005

MOU and “Best Practices”

First step to “harmonizing”?




Pharmecogenomic Guidance
Development

Multiplex Tests for Heritable DNA Markers,
Mutations and Expression Patterns (Draft)

— WAMAALT0E.GoV/eorh/eivd/quidance/1210.html
Guidance for Industry: cGMP for Combination
Products

— www.fda.gov/oc/combination/oclove1dft. html
Guidance for Industry: Pharmacogenomic Data
Submissions

— http://www.fda.gov/cder/aenomics/requlatory.htm
Phzrmecogenomic Drug Device Co-development
Concept Paper (guidance in development)

— www.fda.gov/cder/aenomics/whatsNew.htm




Scientific and Public Input into PGx
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FDA/PhRMA/BIO/PWG/DIA WORKSHOP

APPLICATION AND VALIDATION OF GENOMIC BIOMARKERS
FOR USE IN DRUG DEVELOPMENT AND REGULATORY
SUBMISSIONS

I 0TI ADDIDR

IMPORTANCE OF GENOMIC BIOMARKER VAIIT)
INITIATIVES AT THE FDA

hict Operating Officer, FDA
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Use of Biomarkers in Drug Development — and
the S#utegic Use of VGDS

Voluntary

Submissions VGRS

Prototype Preclinical 1 ClinicalzDeveIopmen:i
Design or

Discovery Development

Basic

Research Phase Phase Phase

Target Identification of Clinical Utility for ) onsiderations
Selection Stratification Markers Stratification Ma Based on Trial Results

Target Label Considerations inical Validation for
Validation Based on Marker Status Stratification Marker

Analytical Validation I
Pre Clinical Feasiiility
Clinical Validation I
Clinical Utility I




Consortia Proposal

~ Biomarker consortia
—  Can expedite aggregation of data
~  Spread costs/risks
~ Adapt competitive mindset
~ Data charing/IP
~ Involvement of regulators important
—  BM selection for qualification
~ Protocol review
~ Can still maintain independence in data review

and policy formation

~ Several consortia under discussion/ forming

Courtesy of Chris Webster (Millennium /PhRMA)




Concluding Remarks
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www.fda.gov/cder/genomics




