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Critical Path Initiative - 2005 ( INSTITUTE
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. CRITICAL PATH
Consortia Model ( INSTITUTE

Critical Path Institute (C-Path) has developed a

consortium structure that provides a unique -
neutral, precompetitive environment to increase \\ﬁ
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Creating Consensus ( INSTITOTE

Predictive Safety Testing Consortium ™
[ PsTC Mmesi FDA
i . *  Biomarkers
PRO Patient-Reported Outcome Consortium .
AN TN DRUG EFFECTIVENESS y Patient
Reported
CAI\/\D Coalition Against Major Diseases Outcomes
- UNDERSTANDING DISEASES —| ® Disease
OF THE BRAIN Progression
Models
P KD Polycystic Kidney Disease Consortium e  Data
ssousoRTIun NEW IMAGING TESTS Standards

CPTR Critical Path to TB Drug Regimens @
- TESTING DRUG COMBINATIONS ] ‘ C D I SC
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CRITICAL PATH

CDISC and C-Path Partnership INSTITUTE

C-Path Collaborations:

FDA Qualification CAMD — Alzheimer’s

CAMD - Parkinson’s

CDISC
PKD — Polycystic Kidne
Data Standards Di yeystie jianey
isease

e PSTC — Safety Testing

CPTR — Tuberculosis




CRITICAL PATH

New Drug Development Tools ('NSTITUTE

7 Safety biomarkers “Qualified” by
FDA, EMA, and PMDA and being used by industry

~ 60 Biomarkers/PROSs in process

CDISC Data Standards set for Alzheimer’s disease;
Parkinson’s, TB and PKD in development

Database of 21 pooled industry trials opened for
researchers (~6000 Alzheimer’s disease patients)

Alzheimer’s: MRI qualified by EMA and disease
progression model & CSF biomarkers in FDA review



Data Standards (CRITICAL PATH CDISC
Value Proposition ™" ¢

CRITICAL PATH C-PATH ONLINE DATA REPOSITORY . PATH
( INSHIE CODR Version: v0.14.3 Database Version: 7.1 Data aggregatlon :
A 2

nnnnnnnnnn Batches Resource Ady m out

— Logout

New insights

Better science '

O Cognition tests are used to assess Alzheimer’s

SPECIAL REPORT

Striving for an integrated

drug development process for
neurodegeneration: the coalition against
major diseases

Klaus Romero'’, Brian Corrigan?, Jon Neville', Steve Kopko®
& Marc Cantillon'

L NeumWnt, Octo 11, Vol. 1, No. 5, Pages 379-385.



ADAS-Cog Score

CAMD Cognition Test Data ( INSTITUTE
ADAS-Cog (raw data)
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CAMD Database ( NsTITUTE

Baseline: Mild Moderate  Moderately Severe
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10-Year Disease Progression ( CRITICAL PATH
by Severity at Entry
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Database Selection Screen

CRITICAL PATH
L INSTITUTE

CODR

s | BN
gl

| CAMD-PD | | CAMDADMCI | | PSTC NonClinical | | PSTC Clinical | = PKD

CRITICAL PATH
C-PATH ONLINE DATA REPOSITORY {

, INSTITUTE

Logged in successfully

Welcome sbroadbent

Please select a database:

--------------
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Alzheimer’s Disease Data = ( CRITICAL PATH
Patients and Loved Ones

5.4M sufferers

6t Leading Cause of Death
15M Unpaid caregivers
$183B cost/yr

Projected cost of care by
2050: $1.1 Trillion

Copyright C-Path 2011



€ CDIsC

Therapeutic Area (
Standards Development

CRITICAL PATH
INSTITUTE

Therapeutic Version | FDA C-Path Projected
Area Tier Consortium | Availability

Tuberculosis

Polycystic
Kidney Disease

Parkinson’s
Alzheimer’s
Pain
Cardiovascular

Virology

Diabetes

Cardiovascular
Imaging

Schizophrenia

v1.0
v 1.0

v1.0
vi1l

v1.0

v 1.0

v 1.0
v1.0

v1.0

v1.0

T

CPTR June ‘12
PKD July “12

CAMD July “12
CAMD Sept ‘12
June 12

July ‘12

Sept ‘12

4Q12

2013

2013

14
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User Guide

CDISC Tuberculosis SDTM User Guide Version (1.0)

CDISC |mp|ementa’[i0n / (

€ CDisC

Tuberculosis-specific Therapeutic
Area Supplement to the Study Data
Tabulation Model
Implementation Guide

Prepared by the
Critical Path to TB Drug Regimens (CPTR)

Notes to Readers

®  This is the implamantation suida for Human Clinical Trials corasponding to Varsion 1.2 0f the CDISC
Study Data Tabulation Modal.

e  This Implementation Guidecomprisas version 3.1 2 (V3.1.2) ofths CDISC Submission Data Standards
and domainmodals.

CRITICAL PATH
INSTITUTE
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FDA Priority ReTiTuTE
Therapeutic Areas

U.s, FOOd and Drug Admlmstration AtoZIndex | Follow FDA | Subscribe to Emalls
FIOYA

Protecting and Promoting Your Health o SEARCH

Home | Food | Drugs | Medical Devices | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Radiation-Emitting Products | Tobacco Products

Drugs B

© Home © Drugs ©® Development & Approval Process (Drugs) @ Forms & Submission Requirements

Priority Therapeutic Areas for Development
Development & Approval Process
An initial inventory of data standards needs, resulted in the identification of 57 therapeutic areas prioritized into

o three tiers[1]. Further standardization of clinical study data specific to these and other therapeutic areas will
Forms & Submission facilitate the evaluation of medical products. To identify the preliminary priority areas several factors were
Requirements considered: (1) areas of particular need, (2) areas with existing data standardization projects underway, and
(3) areas with greater drug development pipeline activity. We encourage interested stakeholders to engage in

Electronic Submissions to COER
and, whenever possible, sponsor these data standardization efforts.

CDER Data Standards Program
Electronic Common Technical Priority Disease/Domain Areas for Data Standardization
Document (eCTD)

Standardize Efficacy data elements
In 57 therapeutic areas in 7yrs

16
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‘CDISC“ FDA Priority Therapeutic { (it ™
Areas for Development
FDA preliminary view of project start timing

12012 12018 2014 12015 | 2016 | 2017 Relliets



‘CDISC FDA Priority Therapeutic ( SRimlcaLRaY
Areas for Development

Tier 2

FDA preliminary view of project start timing

Addiction

18
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‘CDISC’ FDA Priority Therapeutic ( ST
Areas for Development

Diagnostic
radiopharmaceuticals

Chemotherapy-induced
nausea

2012 =i progress )

Copyright C-Path 2011




JRiSr ( consoiom @cpisc

Collaborative Research Agreement
v Review by C-Path & CDISC boards
» Complete C-Path / CDISC agreement for CFAST Alliance
» Establish steering committee

New Therapeutic Area (TA) standards projects (aka 55in5)
 Additional webinars: NIH, patient organizations
 Align Therapeutic Area standards priorities with key stakeholders
» Ongoing collaboration with other groups developing data elements

We would like your support and assistance
* Input on priorities for therapeutic area standards
* Promotion of standards development
* ldentification of potential funding sources

20
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“STANDARDS FOR PATIENTS”

8

Il
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CRITICAL PATH

Polycystic Kidney Disease (PKD) ( IEMMEAG

- Hereditary systemic disorder

- Bilateral kidney cysts leading to
marked expansion of

total kidney volume (TKV)

- Progressive reduction in kidney
function; Accounts for 8-10%
patients on dialysis

. Direct medical costs exceed
$1.5 Blyear

Source: Dr. Ron Perrone PKD Foundation & Tufts Univ.
Copyright C-Path 2011
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CRITICAL PATH
INSTITUTE

Current endpoint
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Source: Dr. Ron Perrone PKD Foundation & Tufts Univ.

60

Copyright C-Path 2011



CRITICAL PATH
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TUBERCULOSIS:
GLOBAL PUBLIC HEALTH IMPERATIVE

Credit: James Nachtwey Credit: CDC Public Health Image Library
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CRITICAL PATH

TB: Global Unmet Medical Need ('NST'TUTE

TB Prevalence, Burden and Impact

» TB kills 3,800 people every day and 1 person
every 25 seconds

2 billion people or approximately 1/3 of the
world’s population is infected with TB

* 9.4 million new cases annually

 TBis the leading cause of death amongst people
with HIV/AIDS

Cases of MDR and XDR-TB
are increasing

Copyright C-Path 2011



CPTR Alliance: Critical Path (¢ §iisg: ™
to TB Drug Regimens

BILL&MELINDA € CDIsC

(GATES foundation

), TB ALLIANCE

\ & ~ GLOBAL ALLIANCE FOR T8 DRUG DEVELOPMENT

CRITICAL PATH
INSTITUTE

A collaboration to accelerate the
development of new, safe, and highly

effective regimens for TB by enabling early

testing of drug combinations.

Copyright C-Path 2011


http://www.gatesfoundation.org/Pages/home.aspx
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Creating Consensus Science: New Tools and Tactics for Next-Gen Drug Development
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