P harmacogenomics
~ A Regulatory Perspective
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FDA Mission: Overview

|

"?Safe Use of Experimental Products
"2 Assure Manufacturing Quality

"2 Approve Marketing Claims
Safety
Effectiveness

Product Characteristics

Clams Require Evidence



P harmacogenetics:
Pharmacology meets Genetics

Genes ond Pharmaodlogy:
"7 Absorption
?Pro—drug metabolism / Active metabolites
?Drug induced changes in metabolism
?Toxic drug metabolites
" Metabolism mediated drug—drug interactions

?Drug—Dis ease/(Gene 1nteractions



P harmacology T ool Kit
Types of T ools
"2 Useful to plan and conduct carly trials
"7 Explanatory tools
“Inclusion / Exclusion tools

?Dose finding tools



Drug Development T ool Kit

J—

Animal Pharmacology / Toxicology
ADME evaluation

Therapeutic Drug Monitoring
Pharmacodynamic Monitoring
Toxicity Monitoring

Adverse Event evaluation
Therapeutic Window Determination

Drug Interaction studies



Clinicd T herapeutic’s T ool Kit

JE—

Therapeutic Drug Monitoring
Pharmacodynamic Monitoring
Toxicity Monitoring

Symptom Titration

Pharmacogenomic Evaluation



Where will Pharmacogenomics
be used in clinicd practice ?

Select patients for therapy
Exclude patients from therapy

Evaluate observed toxicity

Predict effective dose

Follow-up unexplained high/low drug levels

Qualitatively ?
Quantitatively ?



Device Regulation Nitty Gritty

Questions:
Is the in vitro diagnostic (IVD) already marketed ?

[s this going to be a service of a single clinical lab ?
Will analyte specific reagents (ASRs) be purchased ?

[s there a 510(k) predicate to your new IVD ?

Can the drug be safely used without the IVD ?
Will the drug and IVD be co-marketed ?

Will the drug and IVD be combined in a kit ?



GeneticTests in Drug Trids

If agenetictest is used to saeen
oarfiagponts or o talor dose or schedule
for anew arug aduring dinicd tricls will

|aoeling of
test 7

e drug reauire
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Andyte S pecific R eagents

(ASR)

Antilbodes, spedfic receptor proteins,
nudeic aad seguences, andsimilar
piologod reagents which through

chemicd bindng or reac

ION W

A

Suls toNces N spedmen are intended for

IN bicdlogcd speamens

|dentification and quantification of an
iINndvidud chemicd sulcs tonce or ligond
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Pharmacogenomic T esting

Component ECs.
"2 Collection Device 2 Oral Fluid Swab
" Test Specimen 296 well plate
Container
"2 Analyte Specific "2 Gene probe
Reagent

?Testing Equipment ?PCR equipment
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HIV Testing - ' Home Brew’
R egulatory S fatus
”Medical devices

?FDA enforcement discretion

?Recognition of CLIA’s role



Testing - ASR

Regulatory S tafus::
Lab ASR Manufacturer

Tests with ASRs are Required to register and
Medical devices list
FDA enforcement Required to meet good
discretion manufacturing practices
Recognition of CLIA’s Required to report adverse
role events

Restricted distribution,
use, and labeling
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Certificate of Confidentidity

Researcn Record Protection
” Must be requested before clinical trial begins
?Applies to an entire IND or IDE
”Does not alter FDA access to records

?Blocks court access to research records

Apalicafions
® Genetic testing oReproductive Research
®» Mental Health ®STD Research

= Substance Abuse research  ®Research in the workplace
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L abeling of in vitro diagnostic
devices 809.10(b)

Proprietary and established names
Intended Use(s)

Summary and explanation of test
Principle of procedures
Information on reagents

Information on instruments

Information on specimen collection and
preparation
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L abeling of in vitro diagnostic
devices 809.10(b)

Procedur
Results

CS

Limitations of the procedure

Expected

' values

Specific |

berformance characteristics

Bibliography

Name and place of business

Date of the package insert






