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Why do we need Pre-Competitive
Collaboration in Clinical Trials?



Moore’s Law: D
Transistor Count Doubling Every Two Years  TransCelerate
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Microprocessor Transistor Counts 1971-2011 & Moore’s Law
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Eroom’s Law:
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US Dollars Halved Every Nine Years

a Overall trend in R&D efficiency (inflation-adjusted)

FDA tightens

regulation

post-thalidomide

—— FDA clears backlog
following PDUFA

regulations plus small

=

=

=
|

- v

Number of drugs per billion US$ R&D spending*

10+
bolus of HIV drugs
i
1.0 | Ita N -
First wave of
biotechnology-
derived therapies
0.1 T T T T T I
1950 1960 1970 1980 1990 2000 2010

Source: Nature Reviews — Drug Discovery: Diagnosing the decline in pharmaceutical R&D efficiency Vol 11, March
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Some Causes of Declining Productivity in Trans
Drug R&D R

 Biomedical R&D increasingly
complex*

 Higher regulatory hurdles *

 Challenges too large for
individual companies to
overcome

*Source: Nature Reviews — Drug Discovery: Diagnosing the decline in pharmaceutical R&D efficiency Vol 11, March
2012, page 191 - 200
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Who is TransCelerate
How does it operate?
What are its Initiatives?
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TransCelerate BioPharma - A Responseto TransCelere
the Productivity Crisis in Drug Development s

 TransCelerate launched September 2012 by ten of the
largest global Pharmaceutical companies to

e advance innovation in drug R&D
 identify and solve common R&D challenges
o further improve patient safety

e Clinical Trial execution identified as a key priority
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Ten Major Pharmaceutical Companies
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Nine new member companies joined TransCeler:
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Board Members
Peter Carberry (Board Member)

SVP & Head of Global Development | Alfred Sandrock (Board Mem.ber)
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Sciences/Strategic

Steve Gilman (Board Member) Annalisa Jenkins (Board Chair)

EVP, R&D and CSO [EMD Serono  GlobalHead of R&D

Uschi Stoutenburgh (Operations Committee) Kathleen Ford (Operations Committee)
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/(Z\ @ President, Forest Research Institiute & CMO @Ed genics Garry Neil (Board Member)
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Non-Board Members
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= ALLERGAN SVP, R&D Business Services @ SHION OGI SVP, Portfolio quagement, Global
Development Office
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A flat organization structure has been developed to

manage projects and operational activities
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External Counsel

Accounting Firm

Audit Firm

Administrative Asst.

Board of Directors

Clinical Operations

Committee

Head of Delivery

Excellence & Corp
Affairs

Director of Projects

Director of Operations

Finance Lead

Sub-Committees

Change Management

Communications

Regulatory

Technology

Future Initiatives
Planning

Confidential - NOT FOR DISTRIBUTION

Initial Workstreams

Data Risk Based
Standards Monitoring
Site Qualif. & Comparators
Training Network

Investigator Collaboration
Platform

New Workstreams

. Common Special
Investigator :
Registry Protocol Populations
Template Network

Exploratory
Project 1

Exploratory

Project 2

Exploratory
Project 3

Redacted CSR

Retained Position

Contracted
Resources

Member
Representatives

11
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Not for profit entity created to drive collaboration as nfgimm INC.
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means to developing solutions for overcoming inefficiencies

Qur vision

To improve the health of people around the world by accelerating and simplifying the research and
development of innovative new therapies.

Our mission

To collaborate across the global research and development community to identify, prioritize, design
and implement solutions that drive the efficient, effective and high quality delivery of innovative new
therapies.

Our core values

Quality

Transparency & Openness
Trust & Integrity
Collaboration

Courage

12
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Strategically focusing engagement efforts with selected key stakeholder groups
The intent is not to recreate, but partner whenever feasible

_J
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http://sitesolutionssummit.com/wp-content/uploads/2012/01/SCRS-Logo_web600px_medium.png
http://www.pmda.go.jp/english/index.html
http://www.jcroa.gr.jp/eng/index.html
http://www.aaci-cancer.org/index.asp
http://www.transceleratebiopharmainc.com/
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Ongoi ng I n itiatives — progress (1 of 3) ACCELERATING THE DEVELOPMENT OF NEW MEDICINES

Five Selected Areas of Focus Have the Shared Goals of Increased Quality, Patient Safety and Accelerated
Development Timelines

Clinical Data  Accelerate current Increased quality of clinical « partnered with CDISC, Critical Path Institute, FDA
Standards —  efforts underway through data and enablement of and NCI on CFAST Therapeutic Area Program
Efficacy (in ~ CDISC to establish industry end-to-end data Steering Committee

Partnership efficacy data standards ~ flow » Asthma, Diabetes, Cardiovascular endpoints, QT
with CDISC studies, Multiple Sclerosis, Hepatitis C and

and CFAST) Traumatic Brain Injury selected as first TAs of focus

» Approved Breast Cancer, Influenza, Lipid-Lowering,
COPD, CV Imaging, MDD, RA, Psoriasis &
Schizophrenia project proposals

SHARE environment (metadata repository) press
release issued with CDISC in June 2013; SHARE
R1 Release went live Jan 31 2014

Asthma Therapeutic Area User Guide V1.0
published Nov 27

Comparator Establish a supply model ¢ Reduce the cost and » Determined in-scope products and required
Drugs for to source comparator effort for comparator documentation for distribution model
Clinical drugs between drug sourcing « Defined principles and process for drug
Trials companies for use in * Reduce the chance of distribution model
clinical trials counterfeit drug in study ¢ MSA's between members finalized
supply chain * First set of transactions initiated in July 2013

e Share critical data — like * Press release issued in August 2013
solid dose ambient temp * Multiple transactions continue to occur and direct
excursions benefits being realized
» Expansion of network activities for 2014 14
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Five Selected Areas of Focus Have the Shared Goals of Increased Quality, Patient Safety and Accelerated
Development Timelines

Model Develop an industry * Improvement in data * FDA and EMA feedback incorporated
Approach for framework for targeted, quality and patient * Position paper and methodology published in May
High-Quality, risk based clinical safety for clinical trials 2013 for access to entire clinical trial community;
Risk-Based trial monitoring e Reduction in effort » Update to the paper and associated training materials
Monitoring expended on low- published in January 2014

value activities * More than 30 pilots identified and launched with 8 of

these reviewed by FDA prior to initiation

» Over 2000 unigue downloads of position paper

» Conducted FDA orientation for the TransCelerate
RBM methodology

Shared Site Mutual recognition of * Improved quality of » Team formed to streamline site documentation
Qualification GCP training between clinical sites and  Establishment of framework for mutual recognition of
and Training pharmaceutical accelerated study GCP training completed

companies and start-up times » Minimum content elements

streamlining site + Reduce site burden » Process for awarding certificates

» Process for training providers to self attest to minimum
criteria/courses

» Mutual recognition framework established
» Created and published to TransCelerate website:

» CV and Site Profile Documents and Guidance

» Guidance for completion of FDA document 1571/72

» Guidance and Delegation of Responsibility form
 Planning for Pl Oversight Training and Training for

Sites Less Experienced with Clinical Trials

gualification process

15
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Ongoing Initiatives - progress (3 of 3) ACCELERATING THE DEVELOPMENT OF NEW MEDICINES

Five Selected Areas of Focus Have the Shared Goals of Increased Quality, Patient Safety and Accelerated
Development Timelines

Shared Site Establish a single, » Ease of use and » Defined components to leverage from existing
Collaboration intuitive interface for harmonized retrieval industry portals

Platform investigators, of content and » Board approval for analysis phase in June
(formerly regulators and member services for » Systems integrator, product partner and hosting
Common companies investigators partner selected

Investigator » Reduce site burden * Early adopters of system confirmed

Site Portal) + Reduce member

company costs

16



The future - a roadmap was created with the
future state in mind

Approved TransCelerate proj:ects
\

Iy
Current State | . _________ Y Future State
1 Ongoing projects \
« Disconnected interfaces I d01nd brol \ « Patient-centric clinical trial
\ :
«  Manual processes and : »  Data Standards \ design
interventions 1 » Risk Based Monitoring \\ +  End-to-end electronic data
. Limited standardized 1> C_omparaf[qr N_etwork (ES)_ _ \ flow
[0CESSEs : »  Site Qualification and Training (ES) \ . Seamless interfaces
P e Collaborative Technology Platform \
* Lot of customization I “  Automated
. Rework : New projects for 2014 \\ . Transparent
. . 1 .
* Variable quality , > Data Transparency/CSR Redaction* \, * Increased standardized
e Waittime I » Common Protocol Template ! processes
. Missing inf i : » Investigator Registry I’  Lessrework
1ssIng Information , > Clinical Trial Networks , ity by desi
. High costs | > Pgdiat_ric pa_tients ! Quality by design
_ 1 > Minority patients ! . Shorter cycle times
 Longcycle times 1 1
- Duplication of efforts : Exploratory projects for 2014 ,’ *  Costefficient
1 1 . Integration of Regulatory,
1> Exploratory project | I’ Safety and Medical Sciences
I'>  Exploratory project Il
1 > Exgloratorz Sro}ect Il I’ . Elimination of redundancies
| Lo RS e
1! e Conducting clinical trials
:I' together
/ e« “Colossal Data Analytics”
(ES) — Expanded Scope for 2014

* Workstream initiated to meet compliance deadline

17



New Initiatives (1 of 2)
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Common
Protocol
Template

Format of study protocols vary
from company to company
making interpretation difficult
for study sites, IRBs, and
regulators.

Study protocols have become
increasingly complex as no
agreed upon standards exists
driving up cost and time.

Manual set-up of clinical
systems based on non-
standard “manual” protocols
are time consuming, costly,
and prone to error

Standardize the format of
clinical protocols to ease
interpretation & enable down-
stream automation of many
clinical processes. Develop
industry-wide & regulator
accepted standards for
required protocol endpoints

» Higher productivity of sponsors, sites,
IRBs, and regulators

Less costly and time consuming
clinical trials

Enabler for downstream automated
setup of clinical and operational
systems & disclosure activities



New Initiatives (2 of 2)
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Investigator
Registry

Special
Populations
Clinical Trial
Networks
(minority &
pediatrics)

Sponsors invest significant time
and money in identifying
gualified investigators and
setting up study sites

* Qualified investigators with
adequate study patients are
difficult to find for special
populations — e.g. pediatric
and minority

» Studies in minorities and
pediatrics are costly and
lengthy

» Efforts are put into repeatedly
establishing a network for a
single study only to disperse
the network after study
completion

To create a shared repository  Reduced cost and time of setting-up
of investigators to support and running clinical trials
targeted patient selection

Lead the development of » Faster development of new drugs in
global investigator networks both pediatric and minority
for pediatric and minority populations

populations including
governance, investigator and
patient registries, and
technical infrastructure

» Reduced costs of pediatric and
minority trials
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 Drug Development is facing a productivity crisis

e TransCelerate BioPharma Inc. has been founded to

address aspects of this issue

« A number of critical initiatives are ongoing or will

start to improve the clinical trial process in key areas

20
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O u t I n e ACCELERATING THE DEVELOPMENT OF NEW MEDICINES

e TransCelerate Overview
e CFAST Overview

— Therapeutic Area Data Standards Organization
— TA Data Standards Projects

e Opportunity for Collaboration

— BRIDG: The Biomedical Research Integrated Domain Group (BRIDG) Model
— SHARE: The CDISC Shared Health And Clinical Research Electronic Library (CDISC SHARE)

21



Coalition For Accelerating Standards & fF AST
Therapies -- CFAST

@coisc, (e

accelerate

*CFAST - an initiative to accelerate clinical research and medical
product development by creating and maintaining data standards,
tools and methods for conducting research in therapeutic areas that
are important to public health

*An Objective - Identify common standards for representing clinical
data for studies of drug products in specific, prioritized therapeutic
areas [TA]

*To be implemented using CDISC structures (CDASH, SDTM)

*Support integration of clinical data from disparate sources as a foundation
for end-to-end data flow



FAS T Project Organization

CooAning For Aorelerating Stavedoed ang Menple

CDISC
Standards
Review Council

<>

CDISC
Chief Technology
Officer

€
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-

\_

CDASH Team

SDS Team

Questionnaires

Team

ADaM Team

Terminology
LCEINE

Other CDISC
Teams

J

CFAST

Therapeutic Standards
Steering Committee

T

NT OF NEW MEDICINES
CFAST Scientific
Advisory
Committee

Y

-

Project
Manager

~

<

Y

-

Therapeutic
Area
Clinical Experts

Concept
Creators

Statistical
Analysis
Experts

J

CDISC Team
Liaisons

\_

J

\_

Program
Manager

Process Expert
Consultant

SDTM Expert
Consultant

Terminology
Expert
Consultants

BRIDG Expert
Consultants

Technical
Writer

~

CFAST Governance

CDISC Teams

Program Resource

J

Project Resource

Review Community: CDISC, C-Path, FDA, TransCelerate BioPharma, Key Opinion Leaders, Medical
Associations, U.S. National Institutes of Health, Innovative Medicines Initiative
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The aim is to make therapeutic standards creation more of a production line
	Semi-Generic scoping team
	Validated Rating Scale team
	“Co-ordination of review” team
Use therapeutic experts only when needed
Project manager for each therapeutic team
Program manager for the whole effort
Multiple teams working in parallel
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CFAST TA Data Standards Development 2013  Trans

List of Projects |
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Asthma v1.0 - completed Nov 2013
Alzheimer’s Disease v2.0 — completed Dec 2013
Multiple Sclerosis

Diabetes in adults

Cardiovascular Endpoints

QT Studies

Traumatic Brain Injury

© N O U~ Wb RE

Virology — Hepatitis C

24
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Partial List of Projects
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Oncology — Breast Cancer
Schizophrenia

Influenza

Lipid-Lowering

Rheumatoid Arthritis

Major Depressive Disorder (MDD)
Cardiovascular Imaging (echo)
COPD

thd

10. thd

11. tbd

12. tbd

See http://www.cdisc.org/therapeutic for more information

A T L A

25
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TA Sta n d a rd S : B a Se I I n e CO nte nt ACCELERATING THE DEVELOPMENT OF NEW r\;fuu:u«zs

 Mindmap/model of disease area clinical concepts

e Essential core data elements with definitions, data types
(simple & ISO 21090), BRIDG and SDTM mappings

e SDTM domains and examples

e Minimum value sets (code lists) with definitions and c-codes
e User/Implementation Guide with permissions statement

e Standard CDASH CRFs with SDTM annotations, as appropriate
e ADaM Analysis model examples as available

e Possibly study design models

26
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e TransCelerate Overview
e CFAST Overview
e Opportunity for Collaboration

27
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What are opportunities for
collaboration ?
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Clinical Data Standards

eDavid Jordan david.jordan@abbvie.com

*Rhonda Facile (CDISC) rfacile@cdisc.org

Comparator Drugs for Clinical Trials - Terry Walsh terry.walsh@transceleratebiopharmainc.com

Risk Based Monitoring - Reb Tayyabkhan rehbar.tayyabkhan@bms.com

Shared Site Qualification and Training

*Sue McHale susan.mchale@astrazeneca.com

eKatarina Hugeneck hugeneck katarina@lilly.com

Shared Site Collaboration Platform - Jackie Kent kent jacalyn m@lilly.com

Common Protocol Template - Rob DiCicco robert.a.DiCicco@gsk.com

Investigator Registry - Bill Jordan william.jordan@sanofi.com

Special Populations Clinical Trial Networks - Susannah Hammond susannah.3.hammond@gsk.com

29


mailto:david.jordan@abbvie.com
mailto:rfacile@cdisc.org
mailto:terry.walsh@transceleratebiopharmainc.com
mailto:rehbar.tayyabkhan@bms.com
mailto:susan.mchale@astrazeneca.com
mailto:hugeneck_katarina@lilly.com
mailto:kent_jacalyn_m@lilly.com
mailto:robert.a.DiCicco@gsk.com
mailto:william.jordan@sanofi.com
mailto:susannah.3.hammond@gsk.com

i/p = In progress

n/a = Not applicable

dft = Drafted

v' = completed

? = not sure who / status

Safety Standards Domains

»
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Adverse Events

Comments

Concomitant Medications

Deaths (AE)

Demographics

Disposition

ECG Test Results

Exposure

Hepatotoxicity (central lab)

Laboratory Data

Medical History

Pharmacokinetics (lab, exposure?)

Subject Visits

Vital Signs

Adapted from Scott Getzin

CDISC, PhUSE
Tobics Collected Observed Analysis Reporting
P (CDASH) | (SDTM) | (ADaM) (TFL)

30



Therapeutic Area Standards (Defined)
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Topics

Alzheimer's Disease v1

Pain v1

Parkinson's Disease v1

Polycystic Kidney Disease v1

Tuberculosis v1

Virology v1

Asthma v1

Alzheimer’s Disease v2.0

Multiple Sclerosis

Diabetes in adults

Cardiovascular Endpoints

QT studies

Hepatitis C

Etc., Etc.

Adapted from Scott Getzin

Observed
(SDTM)

Analysis
(ADaM)

Reporting
(TFL)

ilp = In progress

n/a = Not applicable

dft = Drafted

v =completed

? = not sure who/ status
CDISC, PhUSE

31
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Alignment of Clinical Data Flow

N Data Tables,
Clinical Trial ; Observed Analysis Figures
Data Desi Collection D D q
Elow esign Systems atasets atasets an

Listings
Ind
Standards [ pR CDASH SDTM ADaM No/Few TFL
Alignment Stds Exist

& s’

Courtesy of Scott Getzin
32
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Speak to logical as well as well as physical.

Metadata available throughout the life cycle
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