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Outline

 Purpose of preclinical microbicide
development

« Conceptual view of the process

» Overview of the elements of preclinical drug
development

— PRO 2000
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Microbicide Preclinical Development

 Purpose

— To predict how a microbicide will behave in
humans before clinical testing

— To ensure that the estimated risk/benefit
profile of a novel microbicide is reasonable
for the proposed use

» Objective

— To rationally select the “"best product”
and eliminate failures quickly and early
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Basic Biomedical Research
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Discovery and the Product Development Pipeline
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Phase I Development Path
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What

Preclinical Virology
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needed for the Translation from

Preclinical to Clinical?

Preclinical Studies

“Critical Path”

General Preclinical Virology
= Antiviral activity

= Toxicity Cell lines/Primary cells
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= Mechanism of Action
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Plan for Microbicide Product Development
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The Microbicide Development Pipeline

10,000 -
100,000
cndts

ini pil
Discovery P\r;,clilnical P?:J,g;':sa ! 5*”3;5 _I _ . I Deployment
irology (Critical Path) Clinical Studies
Prod led
Product Recycled P re ucTI:ecyc €
i ’
Into Discovery Pipeline
Successful
Microbicide
Or
Microbicide
Strategy
Lead Identification Pipeline Development
And Product Multiple activities driven by Milestones that may
Optimization Eliminated occur sequentially or simultaneously

“ DHHS/NIH/NIAID/DAIDS October 19, 2009



Conclusions

<+ Discovery research and preclinical development is an iterative, risky,
complex task

< Microbicide preclinical selection algorithms are evolving processes,
informed by clinical trial results and state-of-the-art understanding of
HIV transmission.

— The goal is to identify the most promising candidates to advance while eliminating
those candidates that are not optimal.

<+ To date, it is not possible to validate a microbicide-specific preclinical
development path that is predictive for clinical efficacy and safety.

< Failure is a normal part of the process.

< There is a substantial body of data on safety and efficacy before any
candidate advances to clinical testing.
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"Other days you can hear a pin drop."
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