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Why Should | Register?

It’s the Law! - FDAAA
If you want to publish your results! ICJME Requirements

CMS Billing Rule - Mandatory reporting of NCT# on claims for
items and services in “qualified clinical trails” for Medicare
coverage

Increases Research Transparency

* Helps people (patients, caregivers, providers, general public)
find ongoing clinical trials
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The purpose of clinical trial registration

1. to prevent selective publication and selective
reporting of research outcomes
. to prevent unnecessary duplication of research effort
. to help patients and the public know what trials are
planned or ongoing into which they might want to
enroll
4. to help give ethics review boards considering
approval of new studies a view of similar work and
data relevant to the research they are considering

W N

Retrospective registration, for example at the time of manuscript
submission, meets none of these purposes.

http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html



2013 Declaration of Helsinki

* Prospective registration
* Timely public disclosure of results



ICMJE Policy on Clinical Trial Registration

» Which trial should be registered if it is planned to
publish the results in a journal?

M All clinically directive trials which test any
clinical hypothesis about health intervention
and its outcomes

July 1, 2005



What is the ICMJE definition of a clinical trial?

(for example, drugs, surgical procedures, devices, behavioral treatments, dietary interventions, and process-of-care
changes). Health outcomes include any biomedical or health-related measures obtained in patients or participants,
including pharmacokinetic measures and adverse events. Purely observational studies (those in which the assignment
of the medical intervention is not at the discretion of the investigator) will not require registration. The ICMJE member
journals implemented the expanded definition of clinically directive trials for all trials that began enroliment on or after 1
July 2008. Those who are uncertain whether their trial meets the expanded ICMJE definition should err on the side of
registration if they wish to seek publication in an ICMJE journal. The ICMJE secretariat office is unable to review
specific studies to determine whether registration is necessary. If researchers or others have questions about the need
to register a specific study, they should err on the side of registration or consult the editorial office of the journal they
wish to publish the study in.

http://www.icmje.org/about-icmje/faqgs/clinical-trials-registration/



Secondary data analyses of primary (parent)
clinical trials should not be registered as separate
clinical trials, but instead should



ICMJE Policy on Clinical Trial Registration

» Which registration database should I choose?

must be accessible to the public at no charge
must be open to all prospective registrants

(meaning that investigators are able to register without
restriction by geo%raphlc location, academic affiliation,
patient demographics, or clinical condition)

must be managed by a not-for-profit
organization

there must be a mechanism to ensure the
validity of the registration data

should be electronically searchable
vl must include all data from the minimal data set




Which trials registries are acceptable to
the ICMJE?

The ICMJE accepts publicly accessible registration in any registry that is a primary register of the WHO International
Clinical Trials Registry Platform (ICTRP) (www.who.int/ictrp/network/primary/en/index.html) or in ClinicalTrials.gov,
which is a data provider to the WHO ICTRP. The ICMJE endorses these registries because they meet several criteria.
They are accessible to the public at no charge, open to all prospective registrants, managed by a not-for-profit
organization, have a mechanism to ensure the validity of the registration data, and are electronically searchable. An
acceptable registry must include the minimum 20-item trial registration dataset
(http://prsinfo.clinicaltrials.gov/trainTrainer/WHO-ICMJE-ClinTrialsgov-Cross-Ref.pdf or
www.who.int/ictrp/network/trds/en/index.html) at the time of registration and before enroliment of the first participant.
The ICMJE considers inadequate trial registrations missing any of the 20 data fields, those that have fields that contain
uninformative information, or registrations that are not made publicly accessible such as phase | trials submitted to the
EU-CTR. Although not a required item, the ICMJE encourages authors to include a statement that indicates that the
results have not yet been published in a peer-reviewed journal, and to update the registration with the full journal
citation when the results are published.

http://www.icmje.org/recommendations/browse/publishing-and-editorial-
issues/clinical-trial-registration.html



WHO ICTRP

« 58AF MAEAZ =] (2005)

(2) to establish a voluntary platform to link clinical trials registers in
order to ensure a single point of access and the unambiguous
identification of trials with a view to enhancing access to information
by patients, families, patient groups and others;

Sign up for WHO updates

International Clinical Trials Welcome to the WHO ICTRP
Registry Platform
The mission of the WHO International Clinical

About Trials Registry Platform is to ensure that a
complete view of research Is accessible to all

Registry Network those involved in health care decision making.
This will improve research transparency and

Search portal will ultimately strengthen the validity and value

of the scientific evidence base

Unambiguous trial identification

The registration of all interventional trials Is a scientific, ethical and moral P
Reporting of findings responsibility. -
News and events What is a clinical trial?

For the purposes of registration, a clinical trial is any research study that

prospectively assigns human participants or groups of humans fo one or more Registry Network
health-related interventions to evaluate the effects on health cutcomes. Clinical
trials may also be referred to as interventional trials. Interventions include but are
not restricted to drugs, cells and other biological products, surgical procedures,
radiologic procedures, devices, behavioural freatments, process-of-care changes,
preventive care, etc. This definition includes Phase | to Phase |V frials.

Publications

Clinical trials in children
Search for Trials

What is trial registration? Useful Resources

WHO regards trial registration as the publication of an internationally-agreed set of International Standards for Clinical Trial
information about the design, conduct and administration of clinical trials. These Registries

details are published on a publicly-accessible website managed by a registry ICTRP FAQ

conforming to WHO standards ICTRP Glossary




The ICMJE encourages registration of
research with non-trial designs, but
because the exposure or intervention in
non-trial research is not dictated by the
researchers, the ICMJE does not require it.
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WHO Trial Registration Data Set (Version 1.3)

Access the archive of previous versions

The minimum amount of trial information that must appear in a register in order for a

given trial to be considered fully registered. There are currently 24 items in the WHO
Trial Registration Data Set. It is sometimes referred to as the TRDS.

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



1. Primary Registry and Trial Identifying Number
Name of Primary Registry, and the unique ID number assigned by the Primary
Registry to this trial.

2. Date of Registration in Primary Reqistry
Date when trial was officially registered in the Primary Registry.

3. Secondary ldentifying Numbers
Other identifiers besides the Trial Identifying Number allocated by the Primary
Registry, if any. These include:

e The Universal Trial Number (UTN)

o |dentifiers assigned by the sponsor (record Sponsor name and
Sponsor-issued trial number (e.g. protocol number))

e Other trial registration numbers issued by other Registries (both
Primary and Partner Registries in the WHO Registry Network, and
other registries)

» |dentifiers issued by funding bodies, collaborative research groups,
regulatory authorities, ethics committees / institutional review boards,
etc.

All secondary identifiers will have 2 elements: an identifier for the issuing
authority (e.g. NCT, ISRCTN, ACTRN) plus a number.

There is no limit to the number of secondary identifiers that can be provided.

4. Source(s) of Monetary or Material Support
Major source(s) of monetary or material support for the trial (e.g. funding agency,
foundation, company, institution).



5. Primary Sponsor
The individual, organization, group or other legal entity which takes responsibility
for initiating, managing and/or financing a study. The Primary Sponsor is
responsible for ensuring that the trial is properly registered. The Primary Sponsor
may or may not be the main funder.

6. Secondary Sponsor(s)
Additional individuals, organizations or other legal persons, if any, that have
agreed with the primary sponsor to take on responsibilities of sponsorship.

A secondary sponsor may have agreed to:
e take on all the responsibilities of sponsorship jointly with the primary
sponsor; or
« form a group with the Primary Sponsor in which the responsibilities of
sponsorship are allocated among the members of the group; or

e act as the Primary Sponsor’s legal representative in relation to some or
all of the trial sites.

7. Contact for Public Queries
Email address, telephone number and postal address of the contact who will
respond to general queries, including information about current recruitment
status.

8. Contact for Scientific Queries
There must be clearly assigned responsibility for scientific leadership to a named
Principal Investigator. The Pl may delegate responsibility for dealing with
scientific enquiries to a scientific contact for the trial. This scientific contact will
be listed in addition to the PI.

The contact for scientific queries must therefore include:

i. Name and title, email address, telephone number, postal address and
affiliation of the Principal Investigator, and;

ii. Email address, telephone number, postal address and affiliation of the
contact for scientific queries about the trial (if applicable). The details for
the scientific contact may be generic (that is, there does not need to be a
named individual): e.g. a generic email address for research team
members qualified to answer scientific queries.
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13.

. Public Title

Title intended for the lay public in easily understood language.

Scientific Title
Scientific title of the study as it appears in the protocol submitted for funding and
ethical review. Include trial acronym if available.

Countries of Recruitment
The countries from which participants will be, are intended to be, or have been
recruited at the time of registration.

Health Condition(s) or Problem(s) Studied
Primary health condition(s) or problem(s) studied (e.g., depression, breast
cancer, medication error).

If the study is conducted in healthy human volunteers belonging to the target
population of the intervention (e.g. preventive or screening interventions), enter
the particular health condition(s) or problem(s) being prevented.

Intervention(s)
For each arm of the trial record a brief intervention name plus an intervention
description.

Intervention Name: For drugs use generic name; for other types of interventions

provide a brief descriptive name.

e For investigational new drugs that do not yet have a generic name, a
chemical name, company code or serial number may be used on a
temporary basis. As soon as the generic name has been established,
update the associated registered records accordingly.

e For non-drug intervention types, provide an intervention name with
sufficient detail so that it can be distinguished from other similar
interventions.



14.

15.

18.

Key Inclusion and Exclusion Criteria

Inclusion and exclusion criteria for participant selection, including age and sex.
Other selection criteria may relate to clinical diagnosis and co-morbid conditions;
exclusion criteria are often used to ensure patient safety.

If the study is conducted in healthy human volunteers not belonging to the target
population (e.g. a preliminary safety study), enter "healthy human volunteer”.

Study Type
Study type consists of:

1. Type of study (interventional or observational)
2. Study design including:
¢ NMethod of allocation (randomized/non-randomized)
e Masking (is masking used and, if so, who is masked)
e Assignment (single arm, parallel, crossover or factorial)
e Purpose

3. Phase (if applicable)

For randomized trials: the allocation concealment mechanism and sequence
generation will be documented.

. Date of First Enrollment

Anticipated or actual date of enrolment of the first participant.

. Sample Size

Sample Size consists of:
1. Number of participants that the trial plans to enrol in total.
2. Number of participants that the trial has enrolled.

Recruitment Status
Recruitment status of this trial:

e Pending: participants are not yet being recruited or enrolled at any site
Recruiting: participants are currently being recruited and enrolled
Suspended: there is a temporary halt in recruitment and enrolment
Complete: participants are no longer being recruited or enrolled

Other



18.

20.

Primary Outcome(s)
Qutcomes are events, variables, or experiences that are measured because it is
believed that they may be influenced by the intervention.

The Primary Outcome should be the outcome used in sample size calculations,
or the main outcome(s) used to determine the effects of the intervention(s). Most
trials should have only one primary outcome.

For each primary outcome provide:
1. The name of the outcome (do not use abbreviations)
2. The metric or method of measurement used (be as specific as possible)

3. The timepoint(s) of primary interest

Example:

Qutcome Name: Depression

Metric/method of measurement: Beck Depression Score
Timepoint: 18 weeks following end of treatment

Key Secondary Outcomes

Secondary outcomes are outcomes which are of secondary interest or that are
measured at timepoints of secondary interest. A secondary outcome may involve
the same event, variable, or experience as the primary outcome, but measured
at timepoints other than those of primary interest.

As for primary outcomes, for each secondary outcome provide:
1. The name of the outcome (do not use abbreviations)
2. The metric or method of measurement used (be as specific as possible)
3. The timepoint(s) of interest



21. Ethics Review
The ethics review process information of the trial record in the primary register
database. It consists of.

..
2l
3

Status (possible values: Not approved, Approved, Not Available)
Date of approval
Name and contact details of Ethics committee(s)

New 22. Completion date
Date of study completion: The date on which the final data for a clinical study

were collected (commonly referred to as, "last subject, last visit").

data SEt 23 Summary Resulis

B B L

8.
o

It consists of:

_ Date of posting of results summaries

. Date of the first journal publication of results

- URL hyperlink{(s) related to results and publications

_ Baseline Characteristics: Data collected at the beginning of a clinical study

for all participants and for each arm or comparison group. These data
include demographics, such as age and sex, and study-specific measures.

. Participant flow: Information to document the progress and numbers of

research participants through each stage of a study in a flow diagram or
tabular format.

_Adverse events: An unfavorable change in the health of a participant,

including abnormal laboratory findings, and all serious adverse events and
deaths that happen during a clinical study or within a certain time period
after the study has ended. This change may or may not be caused by the
intervention being studied.

_ Outcome measures: A table of data for each primary and secondary

outcome measure and their respective measurement of precision (eg a
95% confidence interval) by arm (that is, initial assignment of participants
to arms or groups) or comparison group (that is, analysis groups),
including the result(s) of scientifically appropriate statistical analyses that
were performed on the outcome measure data, if any.

URL link to protocol file{s) with version and date
Brief summary

24 IPD sharing statement
Statement regarding the intended sharing of deidentified individual clinical trial
participant-level data (IPD). Should indicate whether or not IPD will be shared,
what IPD will be shared, when, by what mechanism, with whom and for what
types of analyses. It consists of

1.
2.

Flan to share IPD (Yes, No, Undecided)
Plan description



CRIS

Clinical Research Information Service

The only primary registry of
WHO ICTRP in Korea

Established in 2010
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Moving Towards Transparency
of Clinical Trials

Summary o
i i Access to Summary Scientific Access to
Trial Existence
>>gi;::"°;0t:o>Full Proto>> of Results>> Publication> Full Data Set

- o
La - >

Clinical Trials Registry Results Database

Science. 2008, 319(5868): 1340—-1342.



Data Sharing Policy

Importance

® Sharing maximizes the value of collected data and
promotes follow-up studies of secondary research
guestions using existing data

® Sharing minimizes duplicative data collection, which in turn
reduces research costs and lowers the burden on human
research participants while positioning clinical trial data
as a public good

e Sharing respects the contributions of the patients who
consented to participate

=X : Ross, Joseph S., Harlan M. Karumholz. Ushering in a New Era of Open Science Through Data
Sharing. JAMA 309(13): 1355-1356



Policy statement

* |t states our expectation that all our funded
researchers should maximise access to their research
data with as few restrictions as possible.

* It requires applicants whose proposed research will
generate data that hold significant value as a resource
for the wider research community to submit a data
management and sharing plan as part of the
application process.

The Wellcome Trust will:
review data management and sharing plans, and any costs involved in
delivering them, as an integral part of the funding decision work with grant
holders on an ongoing basis to support them in maximising the long-term
value of key datasets resulting from their research.




NIH Data Sharing Policy

Effective October 1, 2003

m NIH expects timely release and sharing of final
research data for use by other researchers.

m NIH expects grant applicants to include a plan for
data sharing or to state why data sharing is not
possible, especially if $500K or more of direct cost is
requested in any single year

m NIH expects contract offerors to address data sharing
regardless of cost




US-NIH

Data Sharing Policy Implementation

e If an application describes a data-sharing plan, NIH
expects that plan to be enacted.

e If progress has been made with the data-sharing plan,
then note this in the progress report.

e In the final progress report, the Pl should note what steps
have been taken with respect to the data-sharing plan. /»
the case of noncompliance (depending on its severity and
duration) NIH can take various actions to protect the Federal
Government's interests. In some instances, for example,
NIH may make data sharing an explicit term and
condition of subsequent awards.
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Annals of Internal Medicine EDITORIAL

Data Sharing Statements for Clinical Trials: A Requirement of the
International Committee of Medical Journal Editors

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 registration. The ICMJE's policy re-
garding 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.




Annals of Internal Medicine EDITORIAL

Data Sharing Statements for Clinical Trials: A Requirement of the
International Committee of Medical Journal Editors

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).



Table. Examples of Data Sharing Statements That Fulfill These ICMJE Requirements*

Example 1

Example 2

Example 3

Example 4

Will individual participant
data be available
{including data
dictionaries)?

What data in particular
will be shared?

What other documents
will be available?

When will data be
available (start and end
dates)?

With whom?

For what types of
analyses?

By what mechanism will
data be made
available?

Yes

All of the individual
participant data collected
during the trial, after
deidentification.

Study Protocol, Statistical
Analysis Plan, Informed
Consent Form, Clinical
Study Report, Analytic
Code

Immediately following
publication. No end date.

Anyone who wishes to access
the data.

Any purpose.

Data are available indefinitely
at {Link to be included).

Yes

Individual participant data
that underlie the results
reported in this article,
after deidentification
(text, tables, figures,
and appendices).

Study Protocol, Statistical
Analysis Plan, Analytic
Code

Beginning 3 menths and
ending 5 years
following article
publication.

Researchers who provide
a methodologically
sound proposal.

To achieve aims in the
approved proposal.

Proposals should be
directed to xxx@yyy. To
gain access, data
requestors will need to
sign a data access
agreement. Data are
available for 5 years at a
third party website (Link
to be included).

Yes

Individual participant data that
underlie the results
reported in this article, after
deidentification (text, tables,
figures, and appendices).

Study Protocol

Beginning 9 months and
ending 3& months following
article publication.

Investigators whose proposed
use of the data has been
approved by an
independent review
committee ("learned
intermediary”) identified for
this purpose.

For individual participant data
meta-analysis.

Proposals may be submitted
up to 34 months following
article publication. After 36
months the data will be
available in our University's
data warehouse but without
investigator support other
than deposited metadata.
Information regarding
submitting proposals and
accessing data may be
found at (Link to be
provided).

Mo

Mot available

Mot available

Not applicable

Not applicable

Not applicable

Not applicable

* These examples are meant to illustrate a range of, but not all, data sharing options.
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The United States Office for Human Research
Protections has indicated that provided the appropriate
conditions are met by those receiving them, the sharing
of deidentified individual participant data from clinical
trials does not require separate consent from trial
participants.

Menikoff J. Letter from Jerry Menikoff, MD, JD, Director, Office for Human Research
Protections, to ICMJE Secretariat. 7 March 2017. Accessed at http://icmje.org/news-and-
editorials/menikoff_icmje _questions_20170307.pdf. Data Sharing Statements for Clinical
Trials: A Requirement of the ICMJE EDITORIAL Annals.
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