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~ 21st Century Cures Act RIL~

® FDADABRTOCRZEIEL., EHRBFNDERFIEEET H_ETH-LEERD
BAZMESESEZE (215t Century Cures Act) A, FRL284F12H7H (K)
[CE R4 R 5T LEREZ@BL. A/ \TKFEMN12E13BE L - FE1T,

https://www.statnews.com/2016/12/07/21st-century-cures-senate-passes/
http://www.nejm.org/doi/full/10.1056/NEJMp1615745?query=featured hom

It is clear that the discovery, development, and
delivery process is a cycle, meaning that even
data captured and analyzed at what some
might consider the “end” of the process - the
delivery phase - actively infuses new discovery
and development of better treatments. The
country that fully embraces the entirety of this
cycle will be the innovation leader for the 21st
Century. Thus, a key goal of the 21st Century
Cures initiative is to help ensure it is the United
States that charts this course.

(21st Century Cures Act ®White Paperd&k Y $#k#)

https://energycommerce.house.gov/sites/republicans.energycommerce.house.gov/files/analysis/21stCenturyCures/201405
01WhitePaper.pdf 32




21st Century Cures Act B R NOVEMBER 25, 2016

RULES COMMITTEE PRINT 114-67 TEXT OF HOUSE AMENDMENT TO THE SENATE
AMENDMENT TO H.R. 34, TSUNAMI WARNING,EDUCATION, AND RESEARCH ACT OF 2015

DIVISION A—21ST CENTURY CURES

TITLE I—INNOVATION PROJECTS AND STATE RESPONSES TO
OPIOID ABUSE

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII

TITLE II—DISCOVERY
: TITLE III—DEVELOPMENT:
TITLE IV—DELIVERY

TITLE V—SAVINGS

HRDODEZERCBEEDHE

FAFEDIRLE, KBEERLE R
DHREZD=ODEENEED

THESINTWS Y3y

=

DIVISION B—HELPING FAMILIES IN MENTAL HEALTH
CRISIS

DIVISION C—INCREASING CHOICE, ACCESS, AND
QUALITY IN HEALTH CARE FOR AMERICANS

DIVISION D—CHILD AND FAMILY SERVICES AND SUPPORT

htto://docs.house.aov/billsthisweek/20161128/CPRT-114-HPRT-RUOO0-SAHR34.odf 33




FR28%12A13HET  21st Century Cures Act RISt
~PROTECTION OF HUMAN RESEARCH SUBJECTS. ~

DIVISION A—21ST CENTURY CURES
TITLE I—DEVELOPMENT
Subtitle C—Modern Trial Design and Evidence Development
SEC. 3023. PROTECTION OF HUMAN RESEARCH SUBJECTS.
(a) IN GENERAL.—In order to simplify and facilitate compliance by researchers with
applicable regulations for the protection of human subjects in research, the Secretary
of Health and Human Services (referred to in this section as the “Secretary”) shall, to

the extent practicable and consistent with other statutory provisions, harmonize
differences between the HHS Human Subject Requlations al

(b) AVOIDING REGULATORY DUPLICATION AND UNNECESSARY DELAYS.—The |1\
Secretary shall, as appropriate— (1) make such modifications to the provisions of the| 3 \
HHS Human Subject Regulations, the FDA Human Subject Regulations, and the |
vulnerable populations rules as may be necessary—

(A) to reduce regulatory duplication and unnecessary delays;
(B) to modernize such provisions in the context of multisite and cooperd
research projects; and ";
(C) to protect vulnerable populations, incorporate local considerations, and su|
community engagement through mechanisms such as consultation with
researchers and human research protection programs, in a manner cong |
with subparagraph (B); and

http://docs.house.gov/billsthisweek/20161128/CPRT-114-HPRT-RU00-SAHR34.pdf 34
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21st Century Cures Act
~PROTECTION OF HUMAN RESEARCH SUBJECTS.~

(2) ensure that human subject research that is subject to the HHS Human Subjec’f_
Regulations and to the FDA Human Subject Regulations may— N
(A) use joint or shared review;
(B) rely upon the review of—
(i) anindependent institutional review board; or
(i) an institutional review board of an entity other than the sponsor of the
research; or
(C) use similar arrangements to avoid duplication of effort.

(c) CONSULTATION.—In harmonizing or modifying regulations or guidance under tl‘f}‘-“\“ \V4
section, the Secretary shall consult with stakeholders (including researchers, |
academic organizations, hospitals, institutional research boards, pharmaceutic?|
biotechnology, and medical device developers, clinical research organizations, ||
groups, and others). |

(dITIMING.—The Secretary shall complete the harmonization described in subsection (a)
not later than 3 years after the date of enactment of this Act.

(e) PROGRESS REPORT.—Not later than 2 years after the date of enactment of this Act,
the Secretary shall submit to Congress a report on the progress made toward
completing such harmonization.

http://docs.house.gov/billsthisweek/20161128/CPRT-114-HPRT-RU00-SAHR34.pdf 35



H H S / gDV U.5. Depariment of Health & Human Services

Office for Human Research Protections

Final Revisions to the Common Rule

The U.S. Department of Health and Human Services and fifteen
other Federal Departments and Agencies have issued final
revisions to the Federal Policy for the Protection of Human
Subjects (the Common Rule). The Final Rule was published in
the Federal Register on January 19, 2017. It implements new
steps to better protect human subjects involved in research, while
facilitating valuable research and reducing burden, delay, and
ambiguity for investigators.

Read the HHS Press Release

*Read the Final Rule (PDF - 794 KB)

https://www.hhs.gov/ohrp/regulations-and-policy/regulations/finalized-revisions-common-rule/index.html# 36



Federal Register /Vol. 82, No. 12 /Thursday, January 19, 2017 /Rules and Regulations
PART [—PROTECTION OF HUMAN SUBJECTS

§ .114 Cooperative Research

(a) Cooperative research projects are those projects covered by this policy that involve more
than one institution. In the conduct of cooperative research projects, each institution is
responsible for safeguarding the rights and welfare of human subjects and for complying
with this policy.

(b)(1) Any institution located in the United States that is engaged in cooperative

research must rely upon approval by a single IRB for that portion of the

research that is conducted in the United States. The reviewing IRB will be identified by the

Federal department or agency supporting or conducting the research or proposed by the

lead institution subject to the acceptance of the Federal department or agency supporting

the research.
(2) The following research is not subject to this provision:

(i) Cooperative research for which more than single IRB review is required by law
(including tribal law passed by the official governing body of an American Indian or
Alaska Native tribe); or

(i) Research for which any Federal department or agency supporting or conducting the
research determines and documents that the use of a single IRB is not appropriate for
the particular context.

(c) For research not subject to paragraph (b) of this section, an institution participating in a
cooperative project may enter into a joint review arrangement, rely on the review of another
IRB, or make similar arrangements for avoiding duplication of effort.

v
f

(o)
hTfps /TWWwW.gpo.gov/iidsys/pkg/F R-20T7-01-T97pdi720T7-0T058 par o)



Federal Register /Vol. 82, No. 12 /Thursday,
January 19, 2017 /Rules and Regulations

SUMMARY: The departments and agencies listed in this document
announce revisions to modernize, strengthen, and make more effective
the Federal Policy for the Protection of Human Subjects that was
originally promulgated as a Common Rule in 1991. This final rule is
intended to better protect human subjects involved in research, while
facilitating valuable research and reducing burden, delay, and ambiguity
for investigators. These revisions are an effort to modernize, simplify, and
enhance the current system of oversight.

DATES: This rule is effective on January 19, 2018. The compliance date for
this rule, except for §1.114(b) (cooperative research), is January 19,

2018. The compliance date for § 1l.114(b) (cooperative research)
is January 20, 2020.

https://www.gpo.gov/fdsys/pkg/FR-2017-01-19/pdf/2017-01058.pdf 3 8
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€ Traditionally, clinical trials have been designed to demonstrate how an
experimental treatment affects the symptoms of a condition or disease over
time in a large, representative patient population compared to a placebo or
other alternative. But based on the advances that have been made in
personalized medicine and health information technology, including the use
of real world data, is the randomized, double-blinded, placebo-
controlled model the best approach in all cases? The timelines, size,
failure rates, and costs of conducting trials are at all-time highs, with
administrative and requlatory burdens often contributing to such increases.
What can be done to help reverse these trends?

€ Finally, recent analyses have shown that the cost of developing a new
drug now exceeds $1 billion—double the costs in the early 1980s—and
that it takes upwards of 15 years from initial molecular targeting to bring a

drug to market. (21st Century Cures Act ®White Paperd Y $#k#%)

https://energycommerce.house.gov/sites/republicans.energycommerce.house.gov/files/analysis/21stCenturyCure
s/20140501WhitePaper.pdf 39
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21st Century Cures Act

~UTILIZING REAL WORLD EVIDENCE~

DIVISION A—21ST CENTURY CURES
TITLE ll—DEVELOPMENT
Subtitle C—Modern Trial Design and Evidence Development
SEC. 3022. REAL WORLD EVIDENCE.
Chapter V of the Federal Food, Drug, and Cosmetic Act is amended by inserting after
section 505E (21 U.S.C. 355f) the following:

“SEC. 505F. UTILIZING REAL WORLD EVIDENCE.
“(a) IN GENERAL.—The Secretary shall establish a program to evaluate the potential
use of real world evidence—
“(1) to help to support the approval of a new indication for a drug approved under
section 505(c); and
“(2) to help to support or satisfy post approval study requirements.

“(b) REAL WORLD EVIDENCE DEFINED.—In this section, the term ‘real world

evidence’ means data regarding the usage, or the potential benefits or risks, of a
drug derived from sources other than randomized clinical trials.

“(c) PROGRAM FRAMEWORK.—
“(1) IN GENERAL.—Not later than 2 years after the date of enactment of the 21st
Century Cures Act, the Secretary shall establish a draft framework for
implementation of the program under this section.

htto://docs.house.aov/billsthisweek/20161128/CPRT-114-HPRT-RUO0-SAHR34 .ndf 40
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“(d) PROGRAM IMPLEMENTATION.—The Secretary shall, not later than 2 years after
the date of enactment of the 21st Century Cures Act and in accordance with the
framework established under subsection (c), implement the program to evaluate
the potential use of real world evidence.

“(e) GUIDANCE FOR INDUSTRY.—The Secretary shall—
“(1) utilize the program established under sub section (a), its activities, and any

subsequent pilots or written reports, to inform a guidance for industry on—

“(A) the circumstances under which sponsors of drugs and the Secretary may
rely on real world evidence for the purposes described in paragraphs (1)
and (2) of subsection (a); and

“(B) the appropriate standards and methodologies for collection and analysis of
real world evidence submitted for such purposes;

“(2) not later than 5 years after the date of enactment of the 21st Century Cures Act
issue draft guidance for industry as described in paragraph (1); and

“(3) not later than 18 months after the close of the public comment period for the
draft guidance described in paragraph (2), issue revised draft guidance or final
guidance.

i
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Global good clinical practice (GCP) guideline amendment adopted

The 1996 ICH guideline on GCP is one of the most significant achievements of the ICH process.
establishing harmonised standards for clinical trials. The ICH Assembly adopted an important
amendment (ICH E6(R2)) that aums to encourage sponsors to implement improved oversight and
management of cliical trials. while continuing to ensure protection of human subjects
participating in trials and clinical trial data mtegrity. This amendment will now be implemented
by ICH members through national and regional guidance.

In parallel. the Assembly agreed to look at renewing the wider package of guidelines that relate to
GCP and clinical trial design. This will include updating current guidance on interventional trials
and expand on novel trial methodologies for diug registration such as non-interventional trials,
including use of new data sources such as real world evidence, patient registries, etc.

A reflection paper 1s expected to be published on the ICH website in early 2017, which will
include an outline of the long-term work plannmng, begmning with revision of the ICH E8
guideline in 2017. ICH recognises the high level of interest in GCP guidance and is commutted to
working with concerned stakeholders and will be seeking views as work goes forward.

http://www.ich.org/fileadmin/Public_Web_Site/News_room/B- 42
Press Releases/ICH GCG Press Releases/Press Release Osaka 10Nov2016 Final.pdf
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DIVISION A—21ST CENTURY CURES
TITLE II—DISCOVERY
Subtitle E—Advancement of the National Institutes of Health Research and Data Access
SEC. 2053. UPDATES TO POLICIES TO IMPROVE DATA.

Section 492B(c) of the Public Health Service Act (42 U.S.C. 289a-2(c)) is amended—

(1) by striking “In the case” and inserting the following: “(1) IN GENERAL.—In the case”;
and

(2) by adding at the end the following:“(2) REPORTING REQUIREMENTS.—For any new
and competing project of clinical research subject to the requirements under this section
that receives a grant award 1 year after the date of enactment of the 21st Century Cures
Act, or any date thereafter, for which a valid analysis is provided under paragraph (1)—
“(A) and which is an applicable clinical trial as defined in section 402(j), the entity
conducting such clinical research shall submit the results of such valid analysis to
the clinical trial registry data bank expanded under section 402(j)(3), and the
Director of the National Institutes of Health shall, as appropriate, consider whether such
entity has complied with the reporting requirement described in this subparagraph in
awarding any future grant to such entity, including pursuant to section 402(j)(5)(A)(ii)
when applicable; and

“(B) the Director of the National Institutes of Health shall encourage the reporting of the
results of such valid analysis described in paragraph (1) through any additional means
determined appropriate by the Director.”.

http://docs.house.gov/billsthisweek/20161128/CPRT-114-HPRT-RU00-SAHR34.pdf 43




Example: "Heart attack” AND "Los Angeles”

Clin iCﬂlTrialS_gov Search for studies: e

Ty T Advanced Search | Help | Studies by Topic | Glossary
our beta test si

IMPORTANT: Listing of a study on this site does not reflect endorsement by the National Institutes of Health. Talk with a trusted healthcare
professional before volunteering for a study. Read more...

Find Studies About Clinical Studies Submit Studies Resources About This Site

Home > Find Studies Text Size -

Find Studies

The Find Studies section of this site describes all the opfions for finding studies on ClinicalTrials.gov,
how to use those options to find the studies you are locking for, and how to read study records.

FIND STUDIES

Basic Search
Advanced Search
See Studies by Topic

Options for Finding Studies
See Studies on Map

How to Search

How to Use Search Results

Basic Search

Conduct a general search for studies. A general search may also be conducted using the search box on
How to Find Results of Studies the home page or at the top of every page of the site. See also How to Use Basic Search.

How to Read a Study Record
Advanced Search

Conduct a focused search of studies by matching one or more words entered in specific fizlds. See also
How to Use Advanced Search.

https://clinicaltrials.gov/ct2/search/index 44
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Locations of Registered Studies

The chart below shows the distribution of locations for all studies registered on ClinicalTrials. gov.

Percentage of Registered Studies by Location (as of October 16, 2017)
Total N = 256,763 studies

. Non-U.5. only (47%)

' . U.S. only (36%)

Not provided (12%)

Both U.S. and non-U.S. (5%)

Number of Registered Studies and Percentage of Total

Logaion (as of October 16, 2017)
Non-U.S. only 120,688 (47%)
Us.only | 91,710 (36%)
K[EEKER : £{A0D41% —~ | Not provided 30,314 (12%)
{Both U.S. and non-U.S. | 14,051 (5%)
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Clinical Trials Registration and Results Information Submission

SUMMARY:

This final rule details the requirements for submitting registration and
summary results information, including adverse event information, for
specified clinical trials of drug products (including biological products) and
device products and for pediatric postmarket surveillances of a device
product to ClinicalTrials.gov, the clinical trial registry and results data
bank operated by the National Library of Medicine (NLM) of the National
Institutes of Health (NIH). This rule provides for the expanded registry
and results data bank specified in Title VIII of the Food and Drug
Administration Amendments Act of 2007 (FDAAA) to help patients find
trials for which they might be eligible, enhance the design of clinical
trials and prevent duplication of unsuccessful or unsafe trials, improve the
evidence base that informs clinical care, increase the efficiency of drug
and device development processes, improve clinical research practice,
and build public trust in clinical research. The requirements apply to the
responsible party (meaning the sponsor or designated principal
investigator) for certain clinical trials of drug products (including biological
products) and device products that are regulated by the Food and Drug
Administration (FDA) and for pediatric postmarket surveillances of a
device product that are ordered by FDA.

DOCUMENT DETAILS

Printed version:
PDF

Publication Date:
09/21/2016

Agency:
Department of Health and Human
Services

Dates:

These regulations are effective
on January 18, 2017. Additional
information on the effective date
and the compliance date can be

found in Section I'V.F.
emEEREEEEN

'Eﬁectwe Date: .
| 01/18/2017 2
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Document Type:
Rule

Document Citation:
81 FR 64981

Page:
64981-65157 (177 pages)

CFR:

https://www.tederalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and-
results-information-submission

42 CFR 11
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ClinicalTrials.gov

What Is ClinicalTrials.qov?
O

The ClinicalTrials.gov registration requirements were expanded after Congress
passed the FDA Amendments Act of 2007 (FDAAA). Section 801 of FDAAA
(FDAAA 801) requires more types of trials to be registered and additional trial
registration information to be submitted. The law also requires the submission
of results for certain trials. This led to the development of the ClinicalTrials.gov
results database, which contains summary information on study participants
and study outcomes, including adverse events. The results database was
made available to the public in September 2008. FDAAA 801 also established

penalties for failing to register or submit the results of trials. In September
2016, HHS issued the Final Rule for Clinical Trials
Registration and Results Information Submission (42 CFR
Part 11) clarifying and expanding the registration and results information
submission requirements of FDAAA 801. This regulation takes effect
in January 2017.

£

an

httns://clinicaltrials.aov/ct2/about-site/backaround
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Summary of the Major Provisions of the Requlatory Action:
Results Information Submission

In general, this rule requires the submission of results information not later than
1 year after the completion date (referred to as the “primary completion date”) of the
clinical trial, which is defined as the date of final data collection for the primary
outcome measure. Results information submission could be delayed for up to 2
additional years from the date of submission of a certification that either an
unapproved, unlicensed, or uncleared product studied in the trial is still under
development by the manufacturer or that approval will be sought within 1 year after the
primary completion date of the trial for a new use of an approved, licensed, or cleared
product that is being studied in the trial. This rule also permits responsible parties to
request extensions to the results information submission deadlines for “good cause” as
well as a permanent waiver of results information submission requirements for
extraordinary circumstances (see Section IV.C.3 and Section IV.C.0).

https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and- 5 1
results-information-submission
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Summary of the Major Provisions of the Requlatory Action:
Results Information Submission

This final rule addresses the statutory requirement for the submission of summary
results information for applicable clinical trials of drug products (including biological
products) and device products that are approved, licensed, or cleared by FDA. It also
extends the requirement for results information submission to applicable clinical trials
of drug products (including biological products) and device products that are not
approved, licensed, or cleared by FDA. The rule requires the submission of data in a
tabular format summarizing participant flow; demographic and baseline characteristics;
primary and secondary outcomes, as well as results of any scientifically appropriate
statistical tests; and adverse event information. In addition, the rule requires the
submission of the full protocol and statistical analysis plan (if a separate
document) (see Section 1lI.D).

https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and- 52
results-information-submission
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Clinical Trials Registration and Results Information Submission

Summary of the Major Provisions of the Requlatory Action:
Adverse Events Information

This final rule requires the responsible party to submit information summarizing the
number and frequency of adverse events experienced by participants enrolled in a
clinical trial, by arm or comparison group, as well as a brief description of each arm or
group as a component of clinical trial results information. It also requires submission of
three tables of adverse event information: One summarizing all serious adverse
events; another one summarizing other adverse events that occurred with a
frequency of 5 percent or more in any arm of the clinical trial; and finally, one
summarizing all-cause mortality data by arm or group. This final rule clarifies that
these adverse event tables must include information about events that occurred,
regardless of whether or not they were anticipated or unanticipated. In addition, this
rule requires responsible parties to provide the time frame for adverse event data
collection and specify whether the collection approach for adverse events was
systematic or non-systematic. The final rule does not require a responsible party to
collect adverse event information that is not specified in the protocol (see Section
IV.C.4).

https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and- 53
results-information-submission
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Cl_iﬁrical Trials Registration and Results Information Submission

Summary of the Major Provisions of the Requlatory Action:
Regqistration

This final rule specifies requirements for registering applicable clinical trials at
ClinicalTrials.gov. It requires that the responsible party register an applicable clinical trial
not later than 21 calendar days after enrolling the first human subject (also referred to
as participant or subject), and it specifies the data elements of clinical trial information
that must be submitted at the time of registration. These data elements include the
descriptive information, recruitment information, location and contact information, and
administrative data elements listed in section 402(j) of the PHS Act, as well as
additional required data elements under the Secretary's authority to modify the
registration information requirements by rulemaking as long as such modifications
improve, and do not reduce, the clinical trial information available to the public in
ClinicalTrials.gov. We consider these additional required registration data elements
necessary to enable the NIH to implement other statutory provisions, indicate the status
of human subjects protection review of the trial, facilitate the public's ability to search
and retrieve information from ClinicalTrials.gov, and help ensure that entries are
meaningful and unambiguous. We note that some of these additional data elements
required under this rule were included in ClinicalTrials.gov before FDAAA was enacted
or have been implemented since 2007 as optional data elements (see Section IV.B). 54
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REGULATIONS

REGULATION (EU) No 536/2014 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 16 April 2014
on clinical trials on medicinal products for human use, and repealing Direcrive 2001/20/EC

{Text with EEA relevance)

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE EUROFEAN UNION,

Having regard to the Treatv on the Functioning of the European Union, and in particular Articles 114 and 168(4)(c)

thereof,
June 2017 MEMA Management Article 99
Board meeting T20194E [Z#EHA
#IRE, Entry into force

hall enter into force on the twentieth day following that of its publication in the Official Journal of the

It shall apply ¥s from six months after the publication of the notice referred to in Article 82(3), but in any event no

earlier than 28 May 2016.
I

http://ec.europa.eu/health/files/eudralex/vol-1/reg 2014 536/reg 2014 536 en.pdf 55
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REGULATION (EU) 2017/745 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 5 Apml 2017

on medical devices, amending Directive 2001/83/EC, Regulation (EC) No 178/2002 and
Regulation (EC) No 1223/2009 and repealing Council Directives 90/385/EEC and 93/42/EEC

Article 123
Entry into force and date of application

1. This Regulation shall enter into force on the twentieth day following that of its publication in the Official Journal of

the European Union.

2. It shall apply from 26 May 2020.
1 —
3. Bv way of derogation from paragraph 2:

(a) Articles 35 to 50 shall apply from 26 November 2017. However, from that date until 26 May 2020, the obligations
on notified bodies pursuant to Articles 35 to 50 shall apply only to those bodies which submit an application for
designation in accordance with Article 38;

(b) Articles 101 and 103 shall apply from 26 November 2017;

(c) Article 102 shall apply from 26 May 2018;

http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=uriserv:OJ.L_.2017.117.01.0001.01.ENG&toc=0J:L:2017:117:TOC 56




International Clinical Trials Registry Platform (ICTRP)

Primary Registries

g7y World Health
~ Organization

WHO Registry Criteria | WHO Data Set | Primary Registries | Partner Registries

Primary Registries in the WHO Registry Network

Primary Registries in the WHO Registry Network meet specific criteria for content,
quality and validity, accessibility, unique identification, technical capacity and
administration. Primary Registries meet the requirements of the ICMJE.

The registries that currently meet these criteria are:

Australian New Zealand Clinical Trials Registry Profile  Website
ANZCTR
razilian Clinical Trials Registry éREBEC Profile  Website
Chinese Clinical Trial Fleglﬁinr é hiCTR Profile  Website
Clinical Research Information Service (CRIS) Profile  Website
Republic of Korea
Clinical Trials Filegistry - India (CTRI} Profile  Website
Cuban Public Registry of Clinical Trials(RPCEC) Profile  Website
EU Clinical Trials Register (EU- CTFE Profile  Website
German Clinical Trials H& |ster DH Profile = Website
Iranian Registry of Clinica TrIE|5 (IRC Profile  Website
B O I o e Rrofie....VWehsie.....
:Japan Primary Registries Network (JPRN) Profile  Website(in :
e eateeeneeeneeenreeneeaneeeneeaareeneeeareenesean e nneeanes Japangse), .}

http://www.who.int/ictrp/network/primary/en/

Network members:

UMIN CTR Website

JapicCTl Website 57
JMACCT CTR
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Public Disclosure of Clinical Trial Results

Reporting of Findings of Clinical Trials

When researchers embark on a clinical trial, they make a commitment to conduct
the trial and to report the findings in accordance with basic ethical principles. This
includes preserving the accuracy of the results and making both positive and
negative results publicly available. However, a significant proportion of healthcare
research remains unpublished and, even when it is published, some researchers
do not make all of their results available. Selective reporting, regardless of the
reason for it, leads to an incomplete and potentially biased view of the trial and its
results. For more information please refer to "Reporting the Findings of Clinical

Trials™ in The Bulletin. WHO Statement on Public Disclosure of Clinical Trials Results

llllllllllllllIIIIIIIIIIIIIIIIIIIIII‘
a On April 14,2015, the World Health Organization (WHO) published a new -

' statement on the public disclosure of chmcal trial results . The WHO statement 5

dgfnes repoﬁmg ?merrames calrs fm results repor!mg of Dlaer bursrll. mes
unpublished trials, and outlines steps to improve linkages between clinical trial
registry entries and their published results.

A public consultation process has been done previously on the original draft
statement on public disclosure of clinical trials results and all the comments
submitted were taken into consideration when the new statement was written.

I_Wh_'il Statement on Public Disclosure of Clinical_Trial Re EU."E_}
httn://www.who .int/ictro/results/en/ 58
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WHO Statement on Public Disclosure of Clinical Trial Results

Background H&

Reiteration of WHO position on clinical trial registry sites

Before any clinical trial is initiated (at any Phase) its details are to be registered in a
publicly available, free to access, searchable clinical trial registry complying with
WHO'’s international agreed standards. The clinical trial registry entry should be made
before the first subject receives the first medical intervention in the trial.

Updating clinical trial registry entries

All clinical trial registry sites are to be updated as necessary to include final enrolment
numbers achieved, and the date of actual study completion (defined as the last data
collection timepoint for the last subject for the primary outcome measure). If clinical
trials are terminated, their status is to be updated to note the termination, and to
report the numbers enrolled up to the point of termination.

Reporting timeframes for clinical trials
Clinical trial results are to be reported according to the timeframes outlined below.
Reporting is to occur in BOTH of the following two modalities.

http://www.who.int/ictrp/results/reporting/en/ 59
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1. The main findings of clinical trials are to be submitted for publication in a
peer reviewed journal within 12 months of study completion and are to be
published through an open access mechanism unless there is a specific reason
why open access cannot be used, or otherwise made available publicly at most
within 24 months of study completion.

2. In addition, the key outcomes are to be made publicly available within 12
months of study completion by posting to the results section of the primary
clinical trial registry. Where a registry is used without a results database
available, the results should be posted on a free-to-access, publicly available,
searchable institutional website of the Regulatory Sponsor, Funder or Principal
Investigator.

It is noted that several journals allow open access publication of clinical trial
findings. Some journals have an explicit policy of supporting publication of negative
trials. These 12 month and 24 month timeframes represent the longest possible
acceptable timeframe for reporting and shorter timeframes are strongly
encouraged. It should be possible in most instances for reporting to occur in
shorter timeframes.

http://www.who.int/ictrp/results/reporting/en/ 60
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Reporting of past clinical trials results

Unreported clinical trials conducted in the past are to be disclosed in a publicly
available, free to access, searchable clinical trial registry. In addition it is desirable
that unreported clinical trials are published in a peer reviewed journal.

Inclusion of Trial ID in clinical trial publication

The Trial ID or reqistry identifier code/number is always to be included in all
publications of clinical trials, and should be provided as part of the abstract to
PubMed and other bibliographic search databases for easy linking of trial reports with
clinical trial registry site records. Bibliographic search databases such as PubMed are
encouraged to make Trial IDs easily available by inclusion in the abstract of each
clinical trial record.

Note on Data Sharing Initiatives

The benefit of sharing research data and the facilitation of research through greater
access to primary datasets is a principle which WHO sees as important. This
statement is not directed towards sharing of primary data. However WHO is actively
engaged with multiple initiatives related to data sharing, and supports sharing of
health research datasets whenever appropriate. WHO will continue to engage with
partners in support of an enabling environment to allow data sharing to maximise the
value of health research data.

http://www.who.int/ictrp/results/reporting/en/ 61
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MEDICAL JOURNAL EDITORS

Annals of Internal Medicine EDITORIAL

Data Sharing Statements for Clinical Trials: A Requirement of the

International Committee of Medical Journal Editors

The International Committee of Medical Journal Editors (ICMJE) believes there is an ethical
obligation to responsibly share data generated by interventional clinical trials because
trial participants have put themselves at risk. a2

Therefore, ICMJE will require the following as conditions of consideration for publication of a

clinical trial report in our member journals:

1._As of 1 July 2018 manuscripts submitted to ICMJE journals that report the results of clinical
trials must contain a data sharing statement as described below.

2. Clinical trials that begin enrolling participants on or after 1 January 2019 must include a data
sharing plan in the trial’'s reqistration. The ICMJE’s policy regarding trial registration is
explained at www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-
trial-registration.html. If the data sharing plan changes after registration this should be reflected
in the statement submitted and published with the manuscript, and updated in the registry
record.

Data sharing statements must indicate the following: whether individual deidentified participant

data (including data dictionaries) will be shared; what data in particular will be shared; whether

additional, related documents will be available (e.g., study protocol, statistical analysis plan, etc.);
when the data will become available and for how long; by what access criteria data will be shared

(including with whom, for what types of analyses, and by what mechanism).

This article was published at Annals.org on 6 June 2017.
http://www.icmje.org/news-and-editorials/data_sharing_june_2017.pdf 62



