Public-Source Meta-database Offerings

Supporting Strategic Decision-Making in Clinical Drug Development
June 2011

Pharsight

© Tripos, L.P. 2011 All Rights Reserved
A Certara™ Company



Contents

Introduction

e Context for Integrated Literature Modeling
e Pharsight Meta-database Offering
e Applications and Benefits

Currently Available Public-Source Meta-databases

e Summary by Therapeutic Area/Disease Indication

Slide 2 Phﬂw_ht

© Tripos, L.P. 2011 All Rights Reserved A Certara™ Company



Introduction: Why Public Source Data Modeling?

The development of a new drug is a high risk and costly activity that
involves multiple decisions and tradeoffs

Model-based approaches for combining proprietary data on a specific
compound with literature data of likely competitors offer powerful
tools for managing:

FDA has a growing base of experience with literature modeling and
model-based drug development, as part of its Critical Path Initiative
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Pharsight Meta-database Offering

Pharsight compiles therapeutic area data and information
from public source scientific literature to provide a
ready context for model-based meta-analysis that can
accelerate quantitative assessment of a compound's
performance relative to competing treatments

Pharsight has compiled indication-focused databases in
multiple therapeutic areas with a deliberate focus on
providing a framework upon which to build decision
enabling models

All data are formatted and entered in a “ready-to-model”
meta-database that undergoes multiple quality design
and check stages
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The Pharsight Meta-database Group

Dedicated team functioning within Pharsight Consulting Services (PCS)
Group

Provides a quality-driven means of building deliverable public source
bibliographies and clinical databases while ensuring that M&S
consultants can focus on M&S methods and results

The Meta-database group works collaboratively with PCS therapeutic
domain experts and modelers

Responsible for design, assembly, quality control, and maintenance of
Pharsight meta-databases

Operates according to proprietary internal procedures

Uses industry-standard tools (e.g., Thomson/ISI® Reference Manager®,
Golden Didger® software to capture graphical data from industry
journals)
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Public Data Sources

Public data sources on competitors and analogues from
the clinical and scientific literature, collectively called
“meta-data”, are diverse and include:

e Published journal articles

e Regulatory documents (e.g., FDA Summary Basis for
Approval, EMEA marketing authorization)

e Package inserts or promotional materials from the
drug manufacturer

e Published abstracts or poster presentations
e Meeting proceedings

e Web documents (e.g., press releases about new
clinical trial results)

e Online clinical trial registries
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Utilization of Pharsight Meta-databases

Assess literature and engage clinical teams to address key program
guestions about NCE attributes vs. competitors

Build dose-response models of the competitive landscape for a new
drug before NCE patient-level data are available

Combine public-source literature models with proprietary
sponsor/NCE data to produce an evolving picture of a compound's
competitive product profile

Update models as new proprietary and public information on the NCE
becomes available to assess likely clinical benefits and trade-offs

Make modeling results readily available to the team and communicate
predictive results of modeled product profiles using visualization
software tools, such as Pharsight’s Drug Model Explorer® (DMX®)
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Benefits of Integrated, Comparative Literature Modeling

Make explicit quantitative assessments between competing
treatments when no direct within-study comparisons are available

Predict clinical outcomes for NCEs even when no new clinical data are
collected
e At unstudied doses
e Extrapolation of steady-state effect from early short-duration
dose ranging trials

Bridge preclinical-to-clinical or biomarker-to-clinical relationships
within a common therapeutic class

Greater objectivity when predicting and inferring an NCE’s critical
efficacy/safety/tolerability attributes

e Compare NCE attributes and uncertainty with competing
therapies

e Compare with draft launch label targets

Slide 8 Phq{w

© Tripos, L.P. 2011 All Rights Reserved A Certara™ Company



Currently Available Public-Source Meta-databases:
Summary by Therapeutic Area and Disease/Indication

Therapeutic Area

Disease State/Indications

Anti-infectives

Fluoroquinolone Anti-infectives

Hepatitis C Virus (HCV)

Anti-inflammatory

Rheumatoid Arthritis (RA)

Cardiovascular

Congestive Heart Failure (CHF)
Hypertension
Hyperlipidemia/Dyslipidemia
Hypercholesterolemia

Thrombosis

Central Nervous System

Depression

Migraine Headache

Schizophrenia

Sleep Disorders (including Excessive Daytime Sleepiness)

Alzheimer’s Disease

Endocrine

Type |l Diabetes
Obesity

Gastro-intestinal

Gastro-esophageal reflux disease (GERD)
Irritable Bowel Disease (IBD)

Chronic Idiopathic Constipation

Genito-urinary

Female Sexual Arousal Disorder (FSAD)
Urinary incontinence

Benign Prostatic Hyperplasia (BPH)

Pain

Osteoarthritis Pain
Chronic Pain

Respiratory

Asthma

Chronic Obstructive Pulmonary Disease (COPD)
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Anti-infectives Public Source Meta-database:
Fluoroquinolones

Time Period: 1993-2006
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries

Slide 10 Pha;w

© Tripos, L.P. 2011 All Rights Reserved A Certara™ Company



Anti-infectives Public Source Meta-database:
Hepatitis C Virus (HCV)

Time Period: 1998-2005
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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Anti-inflammatory Public Source Meta-database:

Rheumatoid Arthritis (RA)

Time Period: 1996-10Q2010
Clinical Studies Included:

Named trials included:

References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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Cardiovascular Public Source Meta-database:
Lipids

Time Period: 2000-1H2007
Clinical Studies Included:
Name trials included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies
Disease State/Indication

Displays and Summaries
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Cardiovascular Public Source Meta-database:
Plant Stanols

Time Period: 1994-2005
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included
Scope of Therapies
Disease State/Indication

Displays and Summaries
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Cardiovascular Public Source Meta-database:
Bleeding Cascade Disorders and Control (Factor Xa)

Time Period: 1980- 2Q2010
Clinical Studies Included:

Name trials included:

References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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Cardiovascular Public Source Meta-database:
Combination Aldosterone Antagonist/Diuretic

Time Period: 1985-2004
Clinical Studies Included:
References Included:
Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries

Slide 16 Pha;w

© Tripos, L.P. 2011 All Rights Reserved A Certara™ Company



CNS Public Source Meta-database:
Antidepressants

Time Period: 1980-2006
Clinical Studies Included:
References Included:
Number of subjects included:
Literature Sources

Drugs Included

Scope of Therapies
Disease State/Indication

Displays and Summaries
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CNS Public Source Meta-database:
Antipsychotics

Time Period: 1980-2005
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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CNS Public Source Meta-database:
Sleep Disorders

Time Period: 1986-2004
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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CNS Public Source Meta-database:
Excessive Daytime Sleepiness

Time Period: 1994-2007
Clinical Studies Included:
References Included:
Number of subjects included:
Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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CNS Public Source Meta-database:
Migraine Headache

Time Period: 2000-2006
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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CNS Public Source Meta-database:

Alzheimer’s Disease

Time period: 1987-1Q2009
Clinical Studies Included:
References Included:
Number of subjects included:
Literature sources:

Drugs Included:
Scope of therapy:
Disease State/Indication:

Displays and Summaries:
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Endocrine Public Source Meta-database:
Diabetes

Time Period: 1988-10Q2010
Clinical studies included:
References Included:
Number of subjects included:
Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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Endocrine Public Source Meta-database:
Obesity

Time Period: 1972-2007
Clinical Studies Included:
Named trials included:
References Included:
Number of patients:
Literature Sources

Drugs Included

Scope of Therapies
Disease State/Indication
Displays and Summaries
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Gastro-intestinal Public Source Meta-database:
Gastro-esophageal reflux disease (GERD)

Time Period: 1975-2005

Clinical Studies Included:
References Included:

Number of subjects of included:
Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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Gastro-intestinal Public Source Meta-database:
Irritable Bowel Disease (IBD)

Time Period: 1992-2009
Clinical Studies Included:

Named trials included:

References Included:
Number of subjects included:
Literature Sources

Drugs Included

Scope of Therapies

Disease State/Indication

Displays and Summaries
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Gastro-intestinal Public Source Meta-database:
Chronic Idiopathic Constipation

Time Period: 1998-2007
Clinical Studies Included:
References Included:
Number of subjects included:
Literature Sources

Drugs Included
Scope of Therapies
Disease State/Indication

Displays and Summaries
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Genito-urinary Public Source Meta-database:
Female Sexual Arousal Disorder (FSAD)

Time Period: 2000-2006
Clinical Studies Included:
References Included:
Number of subjects included:
Literature Sources

Drugs Included
Scope of Therapies

Disease State/Indication

Displays and Summaries
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Genito-urinary Public Source Meta-database:
Urinary incontinence (Ul)

Time Period: 1998-2007
Clinical Studies Included:
Named trials included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included
Scope of Therapies
Disease State/Indication

Displays and Summaries
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Genito-urinary Public Source Meta-database:
Benign Prostatic Hyperplasia (BPH)

Time Period:1996 202008
Clinical Studies Included:
Named Trials:

References included:
Number of subjects included:

Literature Sources
Drugs included

Scope of Therapies
Disease State Indication

Disease and Summaries
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Pain Public Source Meta-database:
Osteoarthritis (OA) Pain

Time Period: 1989-3Q2007
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies
Disease State/Indication

Displays and Summaries

Slide 31 Pha;w

© Tripos, L.P. 2011 All Rights Reserved A Certara™ Company



Pain Public Source Meta-database:
Chronic Pain

Time Period: 1989-10Q2010
Clinical Studies Included:
References Included:
Number of subjects included:

Literature Sources

Drugs Included

Scope of Therapies
Disease State/Indication

Displays and Summaries
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Respiratory Public Source Meta-database:
Asthma

Time Period: 1989-202010
Clinical Studies Included:
References Included:
Number of subjects included:
Literature Sources

Drugs Included
Scope of Therapies

Disease State/Indication

Displays and Summaries
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Respiratory Public Source Meta-database:
Chronic Obstructive Pulmonary Disease (COPD)

Time Period:1985-20Q02010
Clinical Studies Included:

Named trials included:

References Included:

Number of subjects included:

Literature Sources

Drugs Included

Combination drugs

Scope of Therapies

Disease State/Indication

Displays and Summaries
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