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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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Changes in the Data Sharing Culture

* Transparency mandates
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https://figshare.com/blog/2015_The_year_of open_data_mandates/143
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Goodbye Obama

the WHITE HOUSE PRESIDENTBARACK OBAMA Contact Us » Get Email Updates »

‘ BRIEFING ROOM ‘ ISSUES ‘ THE ADMINISTRATION PARTICIPATE 1600 PENN

HOME - BLOG

Making Federal Research Results Available to All

Summary: Completion of department and agency public access plans means the public will have

greater access to publications and data resulting from Federally-funded research.

“22 Federal departments and agencies accounting for more than 99% of
U.S. Federal R&D expenditures now have public access plans in place."

NIH Plans: https://grants.nih.gov/grants/NIH-Public-Access-Plan.pdf
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Scope of Personal Data

Any information:
* Relating to a natural, living person

* Who can be identified, directly or indirectly, in particular
by reference to an identifier such as:
— d hame
— an identification number
— location data
— online identifier, or

— one or more factors specific to the physical, physiological,
genetic, mental, economic, cultural or social identity of that
person.
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US Government funders

NIH Request for Information (RFI): Strategies for NIH Data Management, Sharing,
and Citation

Notice Number: NOT-OD-17-015

Data Sharing Plan
requirements: Koy Dates
I n St it u t i O n S’ FO u n d a t i O n S’ N S F’ ::L’:::,gf,’:;:fﬁz':ﬁﬁ i::“s]g’y 19, 2017 as per issuance of NOT-OD-17-025 (old date - December 29, 2016)

Related Announcements

DOD, DOE etc. as a condition of =&is

Issued by m) Data Science at NIH
re VIeW Of a p p I I Cat I 0 n National Institutes of Heale (NIH)V B -
NIA | Alzheimers Disese Data Science Community Common:
18 agency SpeCIfIC pO|ICIeS Data Science at the NIH  Workforce Development =~ Community Engagement |

>65 Repositories
Open Science Prize

Required data TheCloud dbGaP and the NIH

Vivien Bon 1 Data Science Home / Open Science Prize

The Unique
‘.ﬁ Insights
.)J‘ ’\‘ Op_en From
, ﬂ Science Shared
p Prize Data
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Clinical Trials Registries

Example: "Heart attack" AND "Los Angeles”

ClinicalTrials.gov

L . . Aservice of the U.S. National Institutes of Health Advanced Search | Help | Studies by Topic  Glossary
EU Clinical Trials Register
Now Available: Final Rule for FDAAA 801 and NIH Policy on Clini

Search for studies: Search

Home & Search Joining a trial Contacts About

Find Studies About Clinical Studies Submit Studies Resources About This Site
Clinical trials o ‘ _
Home > About This Site > History, Policies, and Laws Text Size v
The European Union Clinical Trials Register allows you to search for protocol and results information on:
« interventional clinical trials that are conducted in the European Union (EU) and the European Economic Area (EEA); ABOUT THIS SITE Hlstory, POllCleS, and Laws
« clinical trials conducted outside the EU / EEA that are linked to European paediatric-medicine development. "
o N This page provides information on selected events, policies, and laws related to the development and
Learn more about the EU Clinical Trials Register including the source of the information and the legal basis. T 4
IR LR S expansion of ClinicalTrials.gov. It is not intended to be comprehensive.

About the Results Database
The EU Clinical Trials Register currently displays 27502 clinical trials with a EudraCT protocol, of which 4080 are clinical trials conducted with subjects less than 18 . .

years old. History, Policies, and Laws

Contents
The register also displays information on 18612 older paediatric trials (in scope of Article 45 of the Paediatric Regulation (EC) No 1901/2006).

Media/Press Resources « 1997: Congress Passes Law (FDAMA) Requiring Trial Registration

Linking to This Site + 2000: NIH R ClinicalTrials.gov Web Site
2000-2004: FDA Issues Guidance for Industry Documents

Terms and Conditions

Disclaimer « 2004: ClinicalTrials.gov Wins the Innovations in American Government Award
& + 2005: International Committee of Medical Journal Editors Requires Trial Regi ion

Examples: Cancer AND drug name. Pneumonia AND sponsor name.

+ 2005: State of Maine Passes Clinical Studies Registration Law (Repealed in 2011)
How to search [pdf]

+ 2006: World Health Organization E Trial Regi ion Policy
» 2007: Congress Passes Law (FDAAA) Expanding ClinicalTrials.gov Submission Requirements
Advanced Search: Search tools @ o
« 2008: ClinicalTrials.gov Releases Results D:

+ 2008: Declaration of Helsinki Revision Promotes Trial Registration and Results Dissemination
« 2009: Public Meeting Held at the National Institutes of Health
+ 2013: European Medicines Agency Expands Clinical Trial Database to Include Summary Results
+ 2014: Notice of Proposed Rulemaking (NPRM) for FDAAA 801 Issued for Public Comment
‘ + 2014: NIH Draft Policy on Registration and Results Submission of NIH-Funded Clinical Trials Issued

Trials with a EudraCT protocol (1,028) Paediatric studies in scope of Art45 of the Paediatric Regulation (3,891) ‘

1,028 result(s) found. Displaying page 1 of 52.

. 201
+ 2016:
+ 2016: Final NIH Policy on the Dissemination of NIH-Funded Clinical Trial Information Issued

ational Cancer Institute Issues Clinical Trial Access Policy
inal Rule for FDAAA 801 Issued

(&) World Health
;\éy/{f’

’ Organization

International Clinical Trials

(‘% ‘Rggirstryl P}atform
Search Portal

Home Advanced Search ListByp» Search Tips UTN)» ICTRP website p Contact us
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Publishing Clinical Reports

e 00 European Medicines Agency - News and Events - Publication of clinical reports

(<> (2] (] [0] [+ ] O www.ema.europa.eu 3 Reacer 1)
m

Google Maps News ¥  Popular v

Annual Conference - PhUS... 1 PhUSE Single Day Event 1 www.phusewiki.org/docs/... I Conference Agenda 1 European Medicines Agen... I How to do Print Screen o... I + I 1

An agency of the European Union

EUROPEAN MEDICINES AGENCY “

SCIENCE MEDICINES HEALTH Text size: [a|/AllA| [Ste-wide search GO»

Search document library Q

Follow us: m

Home Find medicine Human regulatory Veterinary regulatory Committees m Partners & networks About us

P Home P News and Events P News and press release archive

News and press

release archive 2 . — T
Publication of clinical reports (4 Email () Print @ Help (& Share

Committee meeting

fichlights Press release Related documents

Calendar B European Medicines Agency
02/10/2014 policy on publication of clinical

Public consultations ) . o data for medicinal products for
Publication of clinical reports human use (02/10/2014)

Statistics EMA adopts landmark policy to take effect on 1 January 2015 T Questions and answers on the

European Medicines Agency

What's new The European Medicines Agency (EMA) has decided to publish the clinical reports that policy on publication of clinical
underpin the decision-making on medicines. Following extensive consultations held by data for medicinal products for

Media centre the Agency with patients, healthcare professionals, academia, industry and other human use (03/10/2014)
European entities over the past 18 months, the EMA Management Board unanimously

Leaflets adopted the new policy at its meeting on 2 October 2014. The policy will enter into Related content
force on 1 January 2015. It will apply to clinical reports contained in all applications for o _

RSS feeds centralised marketing authorisations submitted after that date. The reports will be » Release of data from clinical trials
released as soon as a decision on the application has been taken. » Publication and access to clinical-

trial data: an inclusive
development process

Newsletters "“The adoption of this policy sets a new standard for transparency in public health and

pharmaceutical research and development,” said Guido Rasi, EMA Executive Director.
Social media “This unprecedented level of access to clinical reports will benefit patients, healthcare .
N ; " " Contact point:
professionals, academia and industry.
Monika Benstetter or Martin Harvey
Tel. +44 (0)20 3660 8427
E-mail: press@ema.europa.eu

Publications
The new EMA policy will serve as a useful complementary tool ahead of the

Disease areas implementation of the new EU Clinical Trials Regulation that will come into force not
before May 2016. EMA expects the new policy to increase trust in its regulatory work as
it will allow the general public to better understand the Agency’s decision-making. In
addition, academics and researchers will be able to re-assess data sets. The publication
of clinical reports will also help to avoid duplication of clinical trials, foster innovation

Open “http://europa.eu/” in a new tab
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EU Transparency legal requirements: Clinical Trials Regulation

Article 81(4) of Regulation (EU) No. 536/2014

— EU database publically accessible by default, irrespective of the
Marketing Authorisation Procedure (national, central, mutual
recognition, decentralised), with exceptions justified on any of the
following grounds:

* Protection of personal data;
* Protection of commercially confidential information (in particular
taking into account the manufacturing and technical specifics of

the medicinal product, unless there is an overriding public
interest in disclosure);

* Protecting confidential communication between manufacturers
and EMA in relation to the preparation of the assessment report;

* Ensuring effective supervision of the conduct of a clinical trial.

MD
1/23/17 OMRCT Center 9




EU Transparency legal requirements: Clinical Trials Regulation

Article 81(4) of Regulation (EU) No. 536/2014
Results of trials are proposed to be made public:

12 months after the end of the trial — summary results and layperson summary

* 30 days after the decision on marketing authorization or its withdrawal by the
applicant — the clinical study report of trials authorized under this Regulation
and included in a EU marketing authorization application (central or national)

* Timing of release of details of phase | trials may be deferred until 12 months
after the trial (and published with the summary results)

* Protocols, subject information sheets, IMPDs and investigator brochures, may
be deferred differentially dependent on the nature of the IMP and of the trial.

“End of trial” is defined in Article 2(26) ‘End of a clinical trial’ as the last
visit of the last subject, or at a later point in time as defined in the protocol.
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EU Policy 70: Clinical Report Publishing

* Commercially confidential information (CCl) EMA position: majority of clinical
report content is not CCl

e Redaction principles set out in the policy

* Two sets of data prepared: (1) scientific review and (2) publication

 Justification table required: company justifies each redaction, EMA reviews
redactions & decides if accepted or not

Anonymisation

Data utility: important for researchers, EMA encourages utmost data
utility, balance to protect personal data, EMA guidance recommends
methodology to avoid (re)identification of clinical trial participants,

various techniques, evolving area.
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Journals

Annals of Internal Medicine

EDITORIAL

Sharing Clinical Trial Data: A Proposal From the International
Committee of Medical Journal Editors

he International Committee of Medical Journal

Editors (ICMJE) believes that there is an ethical ob-
ligation to responsibly share data generated by inter-
ventional clinical trials because participants have put
themselves at risk. In a growing consensus, many
funders around the world-foundations, government
agencies, and industry-now mandate data sharing.
Here we outline ICMJE's proposed requirements to
help meet this obligation. We encourage feedback on
the proposed requirements. Anyone can provide feed-
back at www.icmje.org by 18 April 2016.

The ICMJE defines a clinical trial as any research
project that prospectively assigns people or a group of
people to an intervention, with or without concurrent
comparison or control groups, to study the cause-and-
effect relationship between a health-related interven-
tion and a health outcome. Further details may be
found in the Recommendations for the Conduct, Re-
porting, Editing and Publication of Scholarly Work in
Medical Journals at www.icmje.org.

As a condition of consideration for publication of a
clinical trial report in our member journals, the ICMJE
proposes to require authors to share with others the
deidentified individual-patient data (IPD) underlying
the results presented in the article (including tables, fig-
ures, and appendices or supplementary material) no
later than 6 months after publication. The data under-

Proposal:

added an element to its registration platform to collect
data-sharing plans. We encourage other trial registries
to similarly incorporate mechanisms for the registration
of data-sharing plans. Trialists who want to publish in
ICMJE member journals (or nonmember journals that
choose to follow these recommendations) should
choose a registry that includes a data-sharing plan ele-
ment as a specified registry item or allows for its entry
as a free-text statement in a miscellaneous registry
field. As a condition of consideration for publication in
our member journals, authors will be required to in-
clude a description of the data-sharing plan in the sub-
mitted manuscript. Authors may choose to share the
deidentified IPD underlying the results presented in the
article under less restrictive, but not more restrictive,
conditions than were indicated in the registered data-
sharing plan.

ICMJE already requires the prospective registra-
tion of all clinical trials prior to enrollment of the first
participant. This requirement aims, in part, to prevent
selective publication and selective reporting of re-
search outcomes, and to prevent unnecessary duplica-
tion of research effort. Including a commitment to a
data-sharing plan is a logical addition to trial registra-
tion that will further each of these goals. Prospective
trial registration currently includes documenting the
planned primary and major secondary end points to

The SPRINT ﬁata Analysis Challenge o

To explore the potential of clinical trial data sharing, the New England Journal of
Medicine (NEJM) is hosting a challenge: use the data underlying a recent NEJM article
to identify a novel clinical finding that advances medical science.

How To Enter Rules FAQs News & Submit

# Judges

NEJM Data Sharing Collection

Qualifying Round deadline has been extended to February 8, 2017

Call for Entries: SPRINT Data Analysis Challenge

Clinical trials drive medical advances and have a direct impact on health outcomes. Thoughtful, transparent systems for the
responsible sharing of clinical trial data are important in maximizing the contribution of the patients who put themselves at risk
by participating in clinical trials. The New England Journal of Medicine (NEJM) is committed to working with the global medical
community to make the sharing of clinical trial data an effective, efficient and sustainable part of biomedical research.

To initiate an open conversation among researchers, data analysts, and patient participants, NEJM is hosting a web event,
Aligning Incentives for Sharing Clinical Trial Data summit, on April 3-4, 2017. Leading up to the event, NEJM is sponsoring a
SPRINT Data Analysis Challenge to demonstrate how clinical trial data can be used to identify additional advances in human
health.

Are you up to the SPRINT Challenge to explore the potential from sharing clinical trial data? If so, NEJM challenges you to analyze
the dataset underlying the SPRINT article — A Randomized Trial of Intensive versus Standard Blood-Pressure Control (N Engl ]
Med 373: 2103-2116) — and identify a novel scientific or clinical finding to advance medical science.

* A plan for data sharing as a component of clinical trial registration
* Sharing deidentified IPD required, 6 months following publication

1/23/17
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White House & USG Proponents

The NEW ENGLAND

JOURNAL of MEDICINE
CANCE@)NSHOT

Join the Vice President's Cancer Moonshot™ to:

unleash new breakthroughs.

In his final State of the Union address, the President asked the Vice President to head up a Pe rS peCtlve
new national effort to end cancer as we know it.

Strengthening Research through Data Sharing

Elizabeth Warren, J.D.
N Engl J Med 2016; 375:401-403 | August 4, 2016 | DOI: 10.1056/NEJMp1607282

Here's the ultimate goal: To make a decade's worth of advances in cancer prevention, diagnosis, and treatment, in five
years. Getting it done isn't just going to take the best and brightest across the medical, research, and data
communities — but millions of Americans owning a stake of it. Read the stories of the initiative on Medium, as well as
the White House facts sheets for investing in the Cancer Moonshot, Cancer Moonshot Summit, international cancer

research and care, and cancer clinical trials. o
= Comments open throuah Auaust 10. 2016

2013 Increasing Access to the Results of Federally Funded Research

in February 2015

"Data sharing" means making data

publicly visible and accessible in a timely manner at no cost (or no more than the cost of
reproduction), in a format which is machine-readable and based on open standards, along with

metadata necessary to find and properly use the data.
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IOM

Recommendation 1:
Create culture in which data sharing expected norm

e Funders and Sponsors should require data sharing
and provide appropriate support

e Journals should require sharing of analytic data set
supporting the published results of a trial

e Universities should require data sharing and
consider in promotion
* Research ethics committees Sharing Clinical Trial Data

MAXIMIZING BENEFITS, MINIMIZING RISK

e Regulatory agencies

MD
1/23/17 OMRCT Center 14



Specifics are important: “deidentified IPD”

* Anonymization:
— Information which does not relate to an identified or identifiable natural person

— Data rendered anonymous in such a way that the data subject is not, or no longer,
identifiable

* Pseudonymization:

Processing of personal data in such a way
— that the data can no longer be attributed to a specific data subject

— without the use of additional information

— as long as that information is kept separately and subject to technical and
organisational measures
— to ensure non-attribution to an identified or identifiable person

* Deidentification
— code may be maintained
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Goal of Mandates and Policies: Utility of Research Data

* Leverage existing data for new scientific questions

* Combine from across:
— Disease
— Regions
— Data generators

MD
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Rise in Data Repositories and Sharing Platforms

* New options for publishing data are being created
* Not all designed for secondary use or analysis

* Not all designed or capable of holding IPD data

* Multiplicity of repositories may challenge objective

Dataverse 53

Open source research data repository software @ OpenTrials

All the Data, on All the Trials, Linked

CIinicaIStudu
DataRequest.com 7

Open Science Framework
A scholarly commons to connect the entire research cycle
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Major Clinical Trials Data Sharing Platforms

* CSDR - leading industry multi-sponsor request site
* Clinicaltrials.gov — searchable database including summary results, not IPD
* YODA project - Yale partners with J&J /Medtronic

* Duke Clinical Research Institute — Bristol Myers Squibb Strategic Initiative
(SOAR), which supports open access to clinical trials data

* 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).

* OPENTRIALS —indexes all freely available information, no IPD
 EMA Database — CSRs submitted to the agency as part of a MAA

Currently not interoperable nor are most of these systems integrated
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Current Gap

We and others have identified significant current challenges to
utilizing existing data on clinical trials for further research:

 Many academicians and others do not have a means to make data
available in a turn-key fashion.

* Although technology has made it easier to make data available,
data are still difficult to discover.

* A robust centralized search engine does not exist to locate data
across the different data generators and data platforms.

 Combing datasets from different generators is resource- and time-
intensive due to inconsistent adoption of data standards, data
requirements, security standards and policies.

MD
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1) Enabling interoperability of data
from multiple sources;

2) Hosting data for stakeholders
that do not have the ability to do
SO;

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

4) Promoting reasoned solutions to
challenges of data sharing.

INCREASE ACCESS
TO A GLOBAL GOOD

CENTER FOR GLOBAL CLINICAL RESEARCH DATA

LOWER BARRIERS
TO PARTICIPATION

IMPROVE
TRANSPARENCY
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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

o O ®
re@ © B NS
O O
o | |
Searching multiple

databasesin a
fragmented landscape

More communities and
Discovery of data can partners = more

be challenging discoverable data

N
4

As the enhanced metadata catalog matures, more data, including externally hosted
data, will be discoverable through Vivli
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Vivli Solutions Offerings

Secure space to
Enhanced combine IPD data from

Metadata for multiple sources,

more precise including upload of
search results academic data

Centralized search
and request portal
for data hosted on

multiple platforms \ien Search

Respecting other
contributor review IRP

processes and data use /

terms while providing CSDR

user with centralized
GSK L|I|y JnJ Medtronic

mechanism for request
Examples of existing platforms

Hosting for clinical trial data,

including minting DOI for
publication purposes

W
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Why Vivli is Needed

e Data hosting capacity

— Vivliis a general access data platform that flexibly designed to meet global
capacity needs

* Analytic functionality / value

— current federated architectures (e.g., SENTINEL, PCORnet) offer only
limited analytic capabilities (e.g., counts)

— To enable meta-analysis and other aggregated analyses, datasets need to
be held in a single host environment

— The greater the proportion of IPD datasets held by one host, the greater
the ability to do aggregated analyses

— Scale and scope of IPD hosting
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Data Sharing: “Data Author” Designation

e Responsible for integrity and curation of data

* Data consistent with FAIR principles

* Listed on the primary publication

* Cited in Medline

e Searchable through NLM (and other search engines)

* Reflected on CV

* Utilized for promotions, tenure decisions, funding decisions
* Metrics to be developed over time
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Closing Remarks

e Clinical trial data sharing, including sharing (deidentified)
IPD, is rapidly becoming a reality
— In 2017: anticipate final ICMJE policy

* Forward progress in sharing aggregate research results
directly with participants (and public)

— In 2017: anticipate final EMA policy with requirements to post
summary results

— Anticipate US FDA will not require sharing summary results

* Progress in sharing individual research results
— In 2017: anticipate further guidance, no requirements

MD
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Discussion
&
Thank you
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