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Disclaimer:

* The opinions contained herein are those of the authors and are
not intended to represent the position of Brigham and Women's
Hospital or Harvard University.

* The MRCT Center is supported by voluntary contributions from
foundations, corporations, international organizations, academic
institutions and government entities (see www.MRCTCenter.org)
and well as by grants.

 We are committed to autonomy in our research and to
transparency in our relationships. The MRCT Center—and its
directors—retain responsibility and final control of the content of
any products, results and deliverables.
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Our Mission
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DEVELOP BEST PRACTICES
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Purpose-driven Data Sharing Will Enhance Scientific

Discovery And Public Trust

Benefits: Benefits only realized if

* Eliminate duplicative trials Risks are minimized, with attention to

 Enable new science discovery participant privacy

- Enhance correlative and — informed consent /respect for consent

explanatory science — Data anonymization
*  Evaluate common AEs by * Wide participation: including
compound class or subpopulation academia, biotech, government, etc
» ldentify surrogate endpoints * Data are interoperable and data sets

* Enhance public trust can be pooled

— Data standards are available, or
alternative methodology

— Metadata is shared
— Real-time analytics are available

* State-of-the-art security is in place
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Clinical Trial Data Sharing: Major Platforms

* CSDR Platform - leading industry multi-sponsor request site
 J&J - YODA project - Yale partners with J&J /Medtronic

* Duke Clinical Research Institute — Bristol Myers Squibb Strategic
Initiative (SOAR)

* Project Datasphere — cancer comparator data, and more
* NIH data repositories and (BIOLINCC and 60+ others)

* FDA Oncology’s data aggregation effort - Information Exchange and
Data Transformation (INFORMED), and others

e Cancer Moonshot, and others

Currently not interoperable nor are most of these systems integrated
Few voluntary academic or biotech data generator participants
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Clinical Trial Data Sharing: Major Policy Initiatives

e EMA Policy 70
e BMJ and others
 Proposed ICMIJE policy (not a slam dunk)

* NIH and FDA data sharing (CT.gov reporting) and other NIH
initiatives

e BMGF data sharing requirements

e QOther funders and foundations

& Vivli




Center and Background

The MRCT Center has championed efforts to enhance sharing of, and
access to, clinical trials data around the world.

&0 Vivli

CENTER FOR GLOBAL CLINICAL RESEARCH DATA

Vivli is being formed to provide governance and management of a
platform—agnostic to disease, country, sponsor and funder—to
reduce barriers to clinical trials data sharing.
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Scope

1) Enabling interoperability of data
from multiple sources;

LOWER BARRIERS

2) Hosting data for stakeholders that o A SLOBAL BoOD TO PARTICIPATION

do not have the ability to do so;

3) Coordinating and partnering with
existing data-sharing initiatives,
policies, and processes as
appropriate;

CENTER FOR GLOBAL CLINICAL RESEARCH DATA
IMPROVE
TRANSPARENCY

4) Promoting reasoned solutions to
challenges of data sharing.
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5 Essential Domains for Platform - o ’VlVll

CENTER FOR GLOBAL CLINICAL RESEARCH DATA

Platform Topics

IPD Intake and Curation Must be able to intake and curate data with
flexibility to scale to new types of data

Catalog Metadata and Dataset | Must have accurate structured metadata
|dentifiers and unigue identifiers for each dataset, to
enable precise granular searching

Review Process for Requests Must be able to accommodate different
review requirements and processes

Anonymization and DUAs Critical to maintain participant privacy

Analysis Tools and Workspace Must have a secure analysis space, enabling
as much cross-dataset aggregation as
possible, with the flexibility to develop
accommodation of many types of tools
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The Unique Remit of Vivli— Enhancing Discovery

Advanced metadata search and discovery capability

Simplified access request system to data residing on other platforms
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More communities and
Discovery of data can partners = more

be challenging discoverable data

As the enhanced metadata catalog matures, more data, including externally hosted
data, will be discoverable through Vivli
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Vivli: Providing Visibility and CombiningData in a

Centralized Platform
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SPONSOR * Anonymize ‘

' * Administer
DATA SETS Data: privacy researcher

o ® requests
09000 * Define 09000
. . . . standards 1 ‘ 7 1 * Centralized . . . .
CONTRIBUTORS review process REQUESTORS

* Harmonize

data sharing CENTRALIZED * Robust
policies PLATFORM search engine
~ ENABLES ACCESS TO DATA
PARTNER & COMBINED DATA SETS —
DATA SETS INTERFACES WITH EXISTING

& PARTNER PROGRAMS

Combined Industry, Academic, and Biotech data discoverable through one
search engine

Anonymized Individual Participant-Level Data (IPD) available for request
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Anonymization
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Vivli Solutions Offerings

Secure space to
Enhanced combine IPD data from
Metadata for multiple sources,
more precise including upload of
searchresults academic data

Centralized search
and request portal
for data hosted on

multiple platforms \p‘;en Search

Respecting other
contributor review IRP

processes and data use / e

terms while providing CSDR

user with centralized
" o

mechanism for request
Examples of existing platforms

Hosting for clinical trial data,

including minting DOI for
publication purposes
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Economies of Scale

Policy
e Data Contributor and Data Use Agreements
* Data Package definitions

* Harmonization of review process
* Policies on citation and publication of secondary analyses

Technical

* Standardized and computable catalog metadata

* Standardized IPD data format (e.g., SDTM, mapping into SDTM)
* Uniform anonymization standards and approaches

* Dataset identifiers and linkage management

Data and metadata curation pipelines benefit from scale

Easier to apply standards to one data hosting process for majority of IPD datasets
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Overcoming resistance

« Academic ambivalence

— Norequirement to change
* Few FDA-or EMA-regulated, investigator-initiated studies

— Lack of familiarity and understanding

— Some standards not yet developed or not well disseminated
— Challenges of change (e.g. training, IT, legacy data)

— Costs of transition (human, financial, systems)

* Approaches
— Carrots not sticks (then mandatory carrots, and lastly sticks)
— Funding opportunities for development of standards and for collaboration
— Regulatory and administrative convergence (e.g. US: NIH, FDA, OHRP, etc.)
— Science driven by academia
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Opportunities Offered by Vivli

* Hosting and curation of data
* Increased Data Discoverability

— Collaboration with academics and others not currently participating in data
sharing

e Economies of Scale

e Harmonization of Processes and Policies

— MRCT and Vivli will continue to pursue harmonization efforts and data
author status for academic credit

— Alignment of regulation, guidance, and requirements for funding
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Data Sharing Leadership Team

Mark Barnes, Faculty Co-Director, MRCT

Barbara Bierer, Faculty Co-Director,
MRCT

Rebecca Li, Executive Director, MRCT
Kristen Bolt, Program Manager, MRCT
Marla Brickman, Senior Director, Pfizer

Stuart Buck, Laura and John Arnold
Foundation

Anne Claiborne, Senior Program Officer,
IOM (now NAM)

Patrick Cullinan, Director, Global Clinical
Trial Transparency Takeda

Juergen Klenk, Management Consultant,
Deloitte

Michelle Mancher, Program Officer, NAS
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Sandra Morris, VP Strategy Realization,
Johnson and Johnson

Jennifer O'Callaghan, Clinical Data
Sharing Manager, Wellcome Trust

Nicola Perrin, Head of Policy for Strategy
Division, Wellcome Trust

Rohin Rajan, Management Consultant,
Deloitte

Frank Rockhold, Duke University

Jessica Scott, Director, NA Med Advocacy
and Policy, GlaxoSmithKline

Ida Sim, Co-Director of Biomedical
Informatics, UCSF

Kenji Takeda, Solutions Architect,
Microsoft

Yile
17



The MRCT Center’s Data Sharing Workgroup Members

Governance Work Stream

IT Work Stream

Business Models Work
Stream

Co-Chairs:

MRCT Center
Wellcome Trust
Arnold Foundation

Team Members:
Mark Barnes (MRCT Center)
Barbara Bierer (MRCT Center)
Stuart Buck (Arnold Foundation)
Marla Jo Brickman (Pfizer)
Nina Hill (Pfizer)
Rebecca Li (MRCT Center)
Nick Lingler (Deloitte Consulting)
Justin McCarthy (Pfizer)
Kris Bolt (MRCT Center)
Sandra Morris (Johnson & Johnson)
Jennifer O’Callaghan (Wellcome Trust)
Nicola Perrin (Wellcome Trust)
Paul Seligman (Amgen)
Ida Sim (UCSF)
Jessica Scott (GlaxoSmithKlein)
Catrin Tudur Smith (University of Liverpool)
Natalie Zaidman (Pfizer)
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Co-Chairs:

Ida Sim (UCSF)
Barbara Bierer (MRCT)

Team Members:

George Alter (U of Michigan)
Munther Baara (Pfizer)
Barbara Bierer (MRCT Center)
Kris Bolt (MRCT Center)

Brian Bot (Sage Bionetworks)
Anne Claiborne (IOM)

Khaled El Emam (U of Ottawa)
Ghassan Karam (WHO)

Sean Khozin (FDA)

Rebecca Kush (CDISC)
Rebecca Li (MRCTCenter)
Gene Lichtman (HCRI)
Michelle Mancher (IOM)
Chris Mavergames (Cochrane)
Eric Perakslis (Takeda)

Frank Rockhold (Duke=)

Co-Chairs:

Wellcome Trust
MRCT Center

Team Members:

Barbara Bierer (MRCT Center)
Patrick Cullinan (Takeda)
Rebecca Li (MRCT Center)
Peter Lyons (Deloitte)

Kris Bolt (MRCT Center)

Nicola Perrin (Wellcome Trust)
Rohin Rajan (Deloitte)
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Vivli Project External Advisory Committee

* Joe Ross (Yale)

*  Martin Murphy (CEO Roundtable
on Cancer)

* Martha Brumfield (Critical Path
Institute)

* Jane Perlmutter (Gemini Group)
e Sharon Terry (Genetic Alliance)
e Jacques Demotes (ECRIN)

* Scott McGoohan (BIO)

* Jocelyn Ulrich (PhRMA)

* Ben Rotz (CSDR)

Vasee Moorthy (WHO)

Howard Bauchner (JAMA)

Eric Peterson (DCRI)

Monica Bertagnolli (Dana-Farber)
Mark Wilson (Cochrane)

Ben Goldacre (Centre for
Evidence-Based Medicine)

Purvish Parikh (Asian Institute of
Oncology)

David Vulcano (HCA)

- i IV]_VI]_ 10/13/16

19



Discussion
&
Thank you
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Example of New Search Functionality

1. Question

Do anticholinesterase drugs slow dementia progression in patients

over 65 without Parkinsons?

Population Intervention / Comparator Outcome

2. Additional criteria

3. Query Results (93 studies)

Study ID: 00451435 ([ Select

The Effect of Anticholinesterase Drugs on Sleep in Alzheimer's Disease Patients
Walter AS Moraes, MD PhD

yr: AFIP Hosted on Vivli Curated: CSV
Hosted on Vivli  Curated: SAS
More information... Full, Post-Pub, Post-Reg

o r Calart
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