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ensure that the design of the study
meets appropriate standards and to
ensure appropriate conduct and
reporting). The primary sponsor is
normally the main applicant for
regulatory authorisation to begin the
study. It may or may not be the main
funder.

Secondary
Sponsor(s)

Name

Additional individuals, organisations 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

o to take on all the responsibilities of
sponsorship jointly with the primary
sponsor; or

o to form a group with the primary
sponsor in which the responsibilities
of sponsorship are allocated among
the members of the group; or

o to act as the sponsor's legal
representative in relation to some or
all of the frial sites

o to take responsibility for the

accuracy of trial registration
information submitted

Contact for Public
Queries

Email, telephone number, or address

g

Email address, telephone number, or
address of the contact who will respond
to general queries, including information
about current recruitment status

Confact for
Scienfific Queries

Email, telephone number, or address

i

Affiliation

Email address, telephone number, or
address, and affiliation of the person to
contact for scientific inquiries about the
trial (e.g., principal investigator, medical
director for the study at the sponsor).
For a multi-center study, enter the
contact information for the.lead Principal
Investigator or overall medical director.

Public Title

Title intended for the lay public in easily
understood language.

10.

Scientific Tifle

E

Acronym

The SAG did not reach agreement on
this item during the Advisory Group
meeting.

11.

Countries of
Recruitment

sntncsers

The countries from which participants
will, are planned, or have been recruited
(as last reported to the Primary
Register).

12.

Health
Condition(s) or
Problem(s)
Studied

Primary health condition(s) or
problem(s) studied (e.g., depression,
breast cancer, medication error). Enter
one term per line in the field.

13.

Intervention(s)

Intervention name(s)

i

Enter the specific name of the
intervention(s) and the
comparator/control being studied, one at
a time. Use the Intemational Non-
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Other details (e.g., dose, duration, etc)
3
i
Click to add more experimental
interventions...

Control Intervention name

Other details of control (e.g., dose,
duration, etc.)

Click to add more control
interventions...

Proprietary Name if possible (not
brand/trade names). For an unregistered
drug, the generic name, chemical name,
or company serial number is
acceptable). If the intervention consists
of several separate freatments, listin
one line separated by commas (e.g.,
"low-fat diet, exercise"). For multi-armed
studies, describe the intervention(s) for
each arm in separate entries.

The control intervention(s) is/are the
interventions against which the study
intervention is evaluated (e.g., placebo,
no treatment, active control). If an active
confrol is used, be sure to enter in the
name(s) of that as well, or enter
"placebo"” or "no treatment” as
applicable for the control arm.

For each intervention, describe other
intervention details as applicable (dose,
duration, mode of administration, etc)

14. | Key Inclusion and
Exclusion Criteria

Inclusion Criteria

3

i

Exclusion Criteria

§
§

i

Inclusion and exclusion criteria for
participant selection, including age and
sex.

15. | Study Type

Single group study? i...........

If a multiple group study, is it

randomized?

A single group study is one in which all
participants are given the same
intervention. Trials in which participants
are assigned to receiving one of two or
more interventions are NOT single group
studies. Crossover trials are NOT single
group studies.

For muitiple group studies (2 or more
study groups), a trial is "randomized" if
participants are/were assigned to
intervention groups by a method based
on chance.

16. | Date of First
Enrollment

Anticipated or actual date of enroliment
of the first participant (MM/YYYY).

17. | Target Sample
Size

Number of participants that this frial
plans to or had planned to enroll as last
reported to the Primary Register.

18. | Recruitment
Status

Recruitment status of this trial, as last
reported to the Primary Register.

o Pending: participants are not yet being
recruited or enrolled at any site

o Active: participants are currently being
recruited and enrofled

o Temporary halt: there is a temporary
halt in recruitment and enrollment

o Closed: participants are no longer
being recruited or enrolled
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19.

Primary
Outcome(s)

Qutcome Name

%

Timepoints

i

i

Click to add more outcomes...

Outcomes are events or experiences
that trial investigators measure because
it is believed that they may be influenced
by the intervention or exposure. The
Primary Outcome should be the
outcome used in sample size
calculations, or the main outcome(s)
used to determine the effect of the
intervention(s).

Enter the names of all primary outcomes
of the trial, one at a time. Be as specific
as possible (e.g., “Beck depression
score'rather than just “depression”). For
each outcome, also provide all the
timepoints at which it is to be measured.
Examples: Outcome Name: all cause
mortality, Timepoints: one year; or
Outcome Name: Beck depression score,
Timepoint: 6,12, and 18 weeks

20.

Key Secondary
Outcomes

Outcome Name

§

Timepoints

H
H

Click to add more outcomes...

Outcomes are events or experiences
that trial investigators measure because
it is believed that they may be influenced
by the intervention or exposure.
Secondary outcomes are events or
experiences other than the primary
outcome(s) that will be used to evaluate
the intervention(s), and that are
specified in the study protocol.

Enter the name of each secondary
outcome measure of the trial, one ata
time. Also provide all the timepoints at
which this outcome is to be measured.
Examples: Outcome Name:
cardiovascular mortality, Timepoint: 6
months; or Outcome Name: functional
status, Timepoint: 4 and 8 weeks

* All entries should accurately reflect the study protocol. If the study was approved by an ethics
review board, entries should reflect the study protocol that received final approval from the
ethics board.
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C. Network of Member Registers
C.1 Network Structure

The Registry Platform seeks to develop common rules and expectations for registers, to achieve
the following objectives:

o Achieve the registration of all interventional trials worldwide

o Make it easy for Responsible Registrants'and the public to know which registers meet
international standards of acceptability

o Ensure that each trial is registered in the fewest number of registers necessary to meet
applicable local and regional regulations, and is registered once and only once in any
one register

To meet these objectives, the Registry Platform should establish a network of internationally
acceptable registers (“Member Registers”) that together are comprehensive but that minimize
overlap. “Responsible Registrants” can register their trials directly or indirectly (see below) with
Member Registers.

C.1.A Advice on composition of the network

Any register meeting WHO register membership criteria should be eligible to become a Member
Register.

Member Registers: We expect that Member Registers will mainly be national or regional
registers. Ideally, they will serve non-overiapping communities (defined as those that share
language, regulatory, and/or cultural factors), but will agree to cooperate in areas of potential
overlap. Individual countries, regions, or international scientific groupings may choose to form
partnerships with existing registers or to develop their own registers. In the interests of
minimizing the chance of duplicate registration and of conserving resources, the WHO should
encourage the formation of the minimum number of Member Registers necessary to serve
global needs.

Non-Member Registers: There exist many trial registers worldwide whose organizers may not
wish their register to serve as a Member Register, or which may not qualify as a Member
Register. These registers may serve other important functions, however. For example, a
university may sponsor a register to increase participant recruitment in its own trials, or a
disease-specific register may provide a central repository in which investigators can register
their trials related to interventions for that disease.

Non-member registers should establish an agreement with a single Member Register to ensure
that the trial is affiliated with only one Member Register. Non-member registers that establish a
satisfactory formal agreement with a Member Register (criteria to be defined) should be
designated Associate [Member] Registers of the WHO Registry Platform. Responsible
Registrants may enter the Trial Registration Data Set in a Member Register (direct registration)
and have that information sent to a non-member register, or the data could be entered first into
an Associate Register and then be uploaded to the Member Register (indirect registration).

! The "Responsible Registrant" for a trial is either the principal investigator (PI) or the primary sponsor, to
be decided by an agreement between the parties. The primary sponsor is "the individual, organisation,
group or other legal person taking on responsibility for securing the arrangements to initiate, manage and
finance a study", and is ultimately accountable for ensuring that the trial is properly registered. For multi-
center and multi-sponsor trials, it is the lead Pl or lead sponsor who should take responsibility for
registration. The responsible registrant should make every reasonabile effort to ensure that a trial is
registered once and only once in any one register, and that the trial is registered in the fewest number of
registers necessary to meet applicable regulations
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C.1.B Advice on operation of the network

The WHO should assist the appropriate parties in each member state (e.g., Member Registers,
national authorities, journal editors) to issue clear guidance on the appropriate member register
for Responsible Registrants in their region. The guidance will change as new Associate
Register agreements are formed and as national and regional registers begin operation.

Responsible Registrants should enter the Trial Registration Data Set for an individual trial only
once (including multicenter trials). Thereafter, the Trial Registration Data Set for that trial should
be exchangeable electronically among all trial registers worldwide.

C.2 Membership Criteria

The SAG agreed to the following Register Membership criteria, but cautions that these criteria
need further refinement and clarification before they should be put into place.

Register content

Registers must: _

e Accept registration of interventional trials, as defined by the WHO Registry Platform;

e Have their own register-specific numbering schedule apart from the UTRN to identify
individual register entries;

s Collect all items of the WHO Trial Registration Data Set, and must use the pick list
choices if any are defined (e.g., Recruitment Status). Additional items (e.g., study sites)
may be collected at the discretion of the register. Local format and presentation is at the
discretion of the register, provided it can export and import the Trial Registration Data
Set in the standard format.

e Assure informative entries in all content fields (eg, actual name of drug, not “a drug” in
the intervention field);

Agree never to remove a registered trial from the register;

e Display date of registration, and whether the item has been updated;

e Update entries on a regular basis (time interval and updating requirements to be
determined), and must display the last update date. Comply with mechanisms for linking
duplicate entries within and across registers, to ensure that all register-specific IDs that
have been issued will continue to link to a valid entry;

e Be legitimate representatives of the community they claim to serve (e.g., registers

*claiming to be a “national” register must be recognized by the named nation)

e Establish agreements with non-member registers in their country or region to coordinate
the exchange of the Trial Registration Data Set so that (1) Responsible Registrants have
to enter the data set only once, and (2) multiple registrations will be minimized;

In addition, the WHO should develop criteria for acceptable arrangements between Member
and non-member registers. Non-member registers with acceptable arrangements should be
designated Associate Registers to indicate their participation in the Registry Platform.

Trial Deduplication
Registers must:

1. Commit to identifying entries in their register that refer to a single trial and commit to
register modifications leading to only one valid register entry for each trial
("deduplication");

2. Commit to uploading to the central Reference Database in English the locally -
deduplicated entries for all interventional trials it registers, no later than some length of
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time (to be defined) after registration in the Member Register (to allow for local
deduplication, data verification, etc). If translation to English is required, a longer
turnaround time (to be defined) will be allowed;

Technical*
Registers must:
1. Commit to uploading all required information to the Registry Platform according to the
standardized interchange format (io be defined);
2. Commit to uploading or providing English-language content for all Registry Platform
transactions (or commit to paying WHO for translation services);
3. Be able to perform required electronic “handshakes” and provide authentication
information on all electronic transactions and processes with the WHO and other
Registry Platform entities

* On a case by case basis, the WHO will work with registers to develop interim data handling
procedures (e.g., comma-delimited files) for those registers not able to meet the technical
standards required for Member Registers.

Quality Assurance
Registers must:
1. Have a mechanism for authenticating an individual or group submitting trial information
(further details to be defined);
2. Have quality assurance procedures in place to ensure the validity of the registration
data, and that only informative content is submitted (further details to be defined);
3. Have security and other provisions against data corruption/loss, including but not limited
to a backup server and database.

Administrative
Registers must:

1. Be searchable by the public at no charge (either directly or through the Registry Platform
Search Portal);

2. Clearly define the registrant group that the register serves (e.g., all trialists in a particular
country or region) and must accept trials registered prospectively from all registrants
from that community;

3. Fully disclose its ownership and not-for-profit/for-profit status

4. Comply with WHO Registry Platform policies prohibiting trial registration conflicts of
interest:

An entity has a trial registration conflict of interest if that entity stands to gain
financially or otherwise from partial or selective registration of trials or trial
information. For example, an entity that could benefit from registering only
trials it expects to produce favourable resuits would have a conflict of
interest. Another example of a conflict of interest would be an entity that
could benefit from registering only some of the planned outcomes;

5. Comply with the WHO Registry Platform policy prohibiting receipt of grants, revenue
(e.g., advertising), or any other income from entities that may have a trial registration
conflict of interest as defined in Administrative Point 4;

6. Formulate and publicly declare an advertising code of conduct;
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7. Decare itself a Registry Platform Member Register only when it is a member in good
standing, and must remove all claims of membership from all websites and other
electronic and non-electronic material if membership is revoked or expires

8. Commit to participating with the Network of Registers on evaluating and improving
quality assurance, deduplication, and other issues, as decided by the Network

9. Commit to informing the WHO of all changes in its operations or otherwise that may be
relevant to register membership

10. Agree to have its membership revoked or to reapply for membership, if a member
register merges with another register or splits into more than one register

11. Agree that WHO will have the right to revoke membership if there is any breach of the
terms of membership

Not required for membership
1. Entries into registers do not have to be in English, and entries may be displayed in any
language, although uploads to the WHO must be in English (see Technical Point 2)
2. Registers are encouraged to but are not required to
a. coliect or store the study protocol itself
b. collect and store protocol amendments
¢. provide links to or include trial results
d. provide or link to an English version of the information they register
3. Registers are encouraged but not required to provide registration services free of charge
or at minimal cost
Registers are encouraged to but do not have to offer fee waivers to trialists with hardship
Registers do not have to be non-profit organizations

o

12/11/05 ~-67- 110f 17



Registry Platform Scientific Advisoty Group Meeting - 17-18 Nov 2005

D. Trial Deduplication

- D.1 Background

One of the goals of the Registry Platform is to provide an unambiguous method for identifying
individual trials worldwide. Achieving this goal is complicated because trials may be registered
in more than one register, particularly as local regulations may require registration in non-
member or multiple registers.

The process of deduplication requires skilled personnel assisted by computer programs that, at
best, identify pairs of trials that might be duplicates. There is little research or evaluation on the
accuracy of these computer systems, or on the overall accuracy of the process. In many cases,
a human expert has to contact the providers of the records to resolve uncertainties, a labor-
intensive process that can take considerable time. Familiarity with local sponsors, organizations,
languages, etc. would be essential in many cases, complicating deduplication efforts for trials
conducted in those countries.

The SAG endorses Registry Platform policies that will help to minimize the risk of duplicate trial
registration. Platform policy should:
o Clearly identify the Responsible Registrant, and assign to the Responsible Registrant
the responsibility for minimizing duplicate registration
o Define what constitutes a unique ftrial
o~ Standardize the Trial Registration Data Set to facilitate comparisions between register
entries
o Provide a network structure of Member Registers that minimizes the overlap of
constituencies, and increases the likelihood that Responsible Registrants register each
trial without duplication
o Encourage new Member Registers to develop only if required to meet global registration
needs
o Require Member Registers to perform deduplication of entries within their own registers
o Provide Member Registers a forum for sharing and developing best practices on
deduplication and quality assurance ,
o Provide training and capacity building for trial registration worldwide

The SAG believes that the primary preventive strategy against duplicate registration is to assign
an identifier to a trial at the earliest possible time, e.g., at the time of submission to the first
ethics review board for that trial. Thereafter, all ethics submissions, participant enroliment,
registrations, publications, etc. should use the initially assigned identifier. The logistics of
implementing such a system both locally and globally are daunting, however. The SAG
suggests that the WHO explore ways to assign a trial identifier as early in the trial registration
process as possible, including the potential integration of ethics review and trial registration.

D.1.A  Definition of Unique Trial

A trial is considered a “unique” trial if it is conducted according to a single document (the
protocol) that describes its objective(s), design, methodology, statistical considerations, and
organization. A multi-center trial is one that is conducted according to a single protocol but
carried out at more than one site. Even if different versions of the protocol are implemented at
each of the sites in a multi-center trial, they are all part of one unique trial and do not constitute
separate trials.?

D.1.B  Implementation of Trial Deduplication
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The SAG appreciates the importance of trial deduplication, at the same time as it recognizes the
difficulties. The SAG supports the approach of breaking the deduplication task down into two
levels:

1. Local Deduplication: The best strategy for deduplication is prevention. Member
Registers should verify that each new addition to its own register is not likely to be for a
trial that has aiready been registered within that same register. Many existing registers
already do local deduplication. All deduplication results should be shared with all
involved parties (registers and registrants) so that future duplicate registration may be
reduced. Member Registers should exchange information about experiences and
approaches, so as to improve their overall deduplication performance.

2. Global Deduplication: No entity currently performs deduplication of register entries
across registers. The SAG favors the WHO taking on this task, by providing a
clearinghouse database for entries from all Member Registers, and working with existing
groups who have extensive knowledge and prior experience with deduplication to
develop best practices.

In partnership with registers administrators and other experts, the WHO should continue to
investigate methods for quicker and more accurate deduplication, including but not limited to
computational approaches, data standardization and coding, and manual approaches.

D.1.C Universal Trial Reference Number

Global deduplication will be the responsibility of WHO, which will compare each register entry
against entries from all other registers. The SAG considered various approaches to doing this.
One possibility is to run a web-based search across all Member registers to identify register
entries that appear to be associated with each trial.

A large majority of the SAG endorsed the WHO assigning a Universal Trial Reference Number
(UTRN) to each unique trial as determined by the process of global deduplication. This
reference number serves a function -- cross-referencing entries across trial registers -- that no
existing number does. The consensus was that the overall benefits of having one global
reference number for each trial that is determined (as best we can) to be unique outweighs
other potential issues related to the introduction of a new number. The minority opinion was that
a new number would introduce more confusion than not.

It is unclear how much time the process of global deduplication will take. The WHO should aim
for the quickest turnaround possible,, combined with the desired level of accuracy. A trial should
be considered fully registered when it is registered in the Primary Register, so that assignment
of the UTRN will not delay the initiation of recruitment for a trial. The UTRN should be relayed
back to all registers and registrants affiliated with the trial.
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E. Coding and Data Interchange

E.1 Coding of Trial Registration Data Set {tems

Coding the values of key items in the Trial Registration Data Set (e.g., ltem 13 Intervention
name, ltem 12 Health condition or problem studied, and ltem 19 Primary Outcome Measure(s))
using standard vocabularies will allow for precise searching, which will be increasingly important
as more trials are registered. The WHO should consider coding key fields of the Trial
Registration Data Set and returning the coded terms to the Member Registers. The WHO
should continue to consult coding experts to develop an approach to maximizing the utility of
register entries in Member Registers.

Concern was raised by some SAG members that registering all interventional trials would result
in a "clogged system" overwhelmed by many small, early phase studies. The fear was that
potential trial participants may search for trials on a particular health condition and identify early
phase studies that are not of interest. However, if certain fields in the Trial Data Set are coded
using standard vocabulary that has a hierarchy of related concepts (e.g., MeSH), search portals
can filter out trials with characteristics typical of early phase studies, and thus filter out unwanted
trials.

E.2 Data Interchange Standards

Responsible Registrants will enter the Trial Registration Data Set only once, and that thereafter,
the information should be exchangeable electronically among all relevant data systems. To
achieve this data interchange, the Registry Platform should define a data interchange standard
reflecting the Trial Registration Data Set, but only after due diligence in exploring and
harmonizing with related information standards that already exist. These standards include
those by HL-7, CDISC, and the BRIDG group, EMEA, and others from both the commercial and
non-profit sectors. Care should also be taken to set the technical complexity of the standard at a
level appropriate to need, and to provide technical assistance to registers (e.g., from developing
countries) that may not have the technical expertise to implement the data interchange
standard.
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Interventional
Clinical Trial

Data Interchange
Standard

Deduplication

Direct Registration

Indirect
Registration

Member Register

Primary Register

Responsible
Registrant

Standard
Vocabulary

Unigue ID
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Glossary

Any research study that prospectively assigns human participants or
groups of humans to one or more health-related intervention to evaluate
the effect on outcomes. Interventions include but are not restricted to
drugs, cells and other biological products, surgical procedures, radiologic
procedures, devices, behavioral approaches, process-of-care changes,
preventive care, diagnostic procedures.

A set of rules for sending information between machines. includes
agreement and standardization on the concepts exchanged (e.g.,
"primary sponsor"), and agreement and standardization on the structure
of the actual message that is exchanged.

The process of determining whether two sets of trial information belong to
the same trial or whether they belong to 2 unique ftrials (see below).
Deduplication can happen within registers (local deduplication), as well as
among registers (global deduplication).

Occours when a Responsible Registrant submits the Trial Registration
Data Set of a trial to a Member Register for the purpose of registering that
trial

Occurs when a Responsible Registrant submits the Trial

Data Set of a trial to an Associate Member Register, which then

forwards that Data Set to the appropriate Member Register for registration
of that trial

A register that meets all Registry Platform criteria for international
acceptability. Member Registers belong to the Network of Member
Registers.

The Member Register in which a trial is first registered.

The "Responsible Registrant" for a trial is either the principal investigator
(PI) or the primary sponsor, to be decided by an agreement between

the parties. The primary sponsor is "the individual,organisation, group or
other legal person taking on responsibility for securing the arrangements
to initiate, manage and finance a study" (as defined in Trial Registration
Data Set), and is ultimately accountable for ensuring that the trial is
properly registered. For multi-center and multi-sponsor trials, it is the lead
Pl or lead sponsor who should take responsibility for registration. The
responsible registrant should make every reasonable effort to ensure that
a trial is registered once and only once in any one register, and that the
trial is registered in the fewest number of registers necessary to meet
applicable local and regional regulations.

A set of terms covering a domain of knowledge (e.g., medicine) that
can be used as a shared way to describe that domain of knowledge. The
terms may be related to each other in meaningful ways.

A unique identifier assigned by a register to each of its entries to identify
individual register entries. With local deduplication, the register-issued
unique ID will usually relate to a single, unique trial. However, if that trial is
also registered in another register, the trial will also have another register-
issued unique ID assigned by the other register. Thus, a register-issued
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Unique Trial

UTRN

12/11/05

ID will usually relate to a single, unique trial within that register but a
single, unique trial may have more than one register-issued unique {D.

A trial is considered a single trial if it is conducted according to a single
document (the protocol) that describes the objective(s), design,
methodology, statistical considerations, and organization of a trial. A
multi-center trial is one that is conducted according to a single protocol
but carried out at more than one site. Even if different versions of the
protocol are implemented at each of the sites in a multi-center trial, they
are all part of one trial and do not constitute separate trials

Universal Trial Reference Number, a number that the WHO Registry
Platform issues for each trial deemed to be unique across Member
Registers. The UTRN would be used to cross-reference entries for that
same frial across multiple registers. Each single, unique trial will have one
UTRN, and each UTRN will relate to a single, unique trial worldwide.
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