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Abstract

Protocols of randomized controlled trials (RCT) are important for many stakeholders
including trialists, consumers, ethics boards, funding agencies and journal editors. However,
RCT protocols often incompletely describe important trial details or describe inadequate
methods. Biased methodological changes are also prevalent. This thesis’ objective was to
provide the evidence-base for the SPIRIT (Standard Protocol Items for Randomlzed Ttials)
Initiative, which aims to increase transparency by developing a reporting guideline for RCT
protocols. Guideline content was developed and refined by: 1) a Delphi survey of key
stakeholders and 2) a systematic review of empirical evidence. These two components
yielded divergent yet complementary perspectives for concepts that RCT protocols should
address. Cumulatively, 41 concepts related to trial methodology, administration/organization,
ethics and dissemination were recommended for inclusion and 24 concepts for further
discussion. These findings inform the SPIRIT guideline content and may ultimately help to

improve protocol transparency and the validity of healthcare literature.
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1.0 Introduction

Every randomized controlled trial (RCT) requires a protocol, a document describing
its rationale, methods, proposed analyses, and organizational/administrative details.
Protocols should be a comprehensive account of the proposed trial methodology, from trial
inception to publication of the research results. They provide investigators with a document
to guide trial conduct; trial participants with a detailed description of trial methodology;
research ethics committees/institutional review boards (REC/IRBs) with a foreknowledge of
predefined safeguards to protect participants’ interest; and research funders with a means of
accountability for adherence to proposed methods. Protocol review is essential to ensure that
trials meet scientific and ethical standards to protect all participants and future patients. As
such, RCT protocol content is extremely important.

Protocols must be clear, detailed and transparent, not only for practical reasons as
outlined above, but also to protect the trial from sources of bias. Bias may affect a trial
throughout the period of its conduct', such as during recruitment, interim analyses or early
stopping?, and at completion, such as during analysis™ and preparation for publication®. For
example, the absence of concealed patient allocation’®, lack of blinding/masking’ and
inappropriate randomization methods'® have been shown to bias treatment effect estimates.
Protocol development is an opportune time to identify design deficiencies and reduce such
potentially avoidable biases. Therefore, clearly written trial protocols are imperative so
researchers, funding agencies and REC/IRBs can accurately assess trial methodology.

Explicitly describing methods and analyses in protocols prior to trial inception also
facilitates external monitoring of whether biased changes are made based on the interim or

final trial results. Comparisons of trial protocols with corresponding journal publications



have consistently shown important, unacknowledged and biased differences between them.
For example, surveys have shown modifications of primary outcomes between the protocol

and the final report in approximately half of all trials examined® > ''.

A recent systematic
review of such studies suggests that between 13 and 31% of protocol-defined primary
outcomes are omitted from journal publications of trial results, and between 10 and 18% of
final publications report primary outcomes not mentioned in the protocol’. Furthermore,
outcomes reported in final publications were significantly more likely to be statistically
significant than those omitted. Potentially biased changes to or reporting of trial methods has
also recently been noted for sample size calculations'? and analysis methods including
planned subgroup analyses”’. While valid reasons may exist for changing trial methods,
these changes should be made explicit, approved by REC/IRBs and acknowledged in trial
reports, allowing readers the opportunity to assess the potential for bias.

In an attempt to monitor such problems, some journals now require submission of

14-18 However, even with such

protocols with manuscripts of trial results for peer review
initiatives, the absence of complete reporting in clinical trial protocols makes comparing
protocols and final reports difficult. A high proportion of trial protocols do not adequately
describe important methodological details. For example, incomplete reporting in protocols
has been shown for factors such as primary outcomes (25%)”, allocation concealment (59-
83%, depending on stringency of definition)'?, power calculations (27%)'? and sponsor and
investigators roles in aspects of trial conduct™.

Incomplete reporting is not specific to clinical trial protocols. Numerous studies have

provided evidence for such inadequacies in final research publications in many specialties

and in trials of various study designs*'?°. Whereas some research suggests that inadequate



reporting does not necessarily indicate poor trial conduct *'°, the lack of transparency
makes critical assessment of trials difficult.

As a result, a number of evidence-based initiatives have set out to improve the quality
of journal publications to guide recommendations. For example, the well-endorsed
CONSORT (CONsolidated Standards Of Reporting Trials) Statement’', a guideline aimed at
increasing the transparency of publications of parallel-group RCTs, has prompted the
development of extensions for other trial designs, such as cluster RCTs*?, pragmatic trials>
and equivalence and non-inferiority trials®*; for specific intervention types, such as non-
pharmacologic treatments>> and herbal interventions’®; and for other types of RCT reports,
such as abstracts®. Additionally, following the motivation for CONSORT, other

d® %°  Some of the Initiatives, such as

' independent initiatives have been develope
CONSORT and STARD (STAndards for the Reporting of Diagnostic accuracy studies)*’)
have been empirically shown to improve report quality*” **. As in the case of CONSORT,
some have also become endorsed by major editorial groups such as the International
Committee of Medical Journal Editors® , the World Association of Medical Editors, the
Council of Science Editors** and editorial boards of major healthcare journals.

As a consequence of some of these initiatives, the EQUATOR (FEnhancing the
QUAlity and Transparency Of health Research) Network®, an international collaboration
consisting of reporting guideline developers, journal editors, peer reviewers, medical writers
and funding agencies, was launched. The Network aims to increase the transparency, and
hence enhance the reliability of healthcare literature. Two recent projects conducted by this
group, a survey of guideline developers® and a systematic review of reporting guidelines for

healthcare research publications” ® indicate that most existing guidelines have been developed

using informal consensus methods (77 and 53%, respectively) and many do not describe



systematic methods for collating the empirical research to inform guideline content. A few
exceptions, including many of the initiatives mentioned above, were developed using
evidence-based approaches.

Despite the many reporting guidelines for publications, similar evidence-based
guidance is not available for protocols of RCTs. At least one funding agency refers
applicants to CONSORT, asking them to consider how they dealt with CONSORT items in
their protocols*®. While commendable, incomplete overlap exists between RCT protocols
and final publications. For example, trial protocols require a detailed account of
administrative/trial management issues not generally covered in reports of trial results.
Protocols are also often not limited by space constraints, allowing for more detailed
descriptions of important trial components.

Guidelines for trial protocol content are available from many sources such as
textbooks, funding applications and institutional guidelines. As no systematic assessment of
the development and content of these guidelines is known to exist, the background to this

thesis included a systematic review of existing recommendations.

1.1 Existing reporting guidelines for RCT protocols: a systematic review’

1.1.1 Objectives. The objectives of this systematic review were to identify guidelines for
reporting RCT protocols, assess the methods and levels of evidence used for guideline
development, and review the recommendations. The methods and results of this study are

reported briefly here; full details are available from the author.

' The systematic review described 1n this section was completed 1n partial fulfillment of the requirements for course EP1
6188 Systematic reviews and meta-analysis completed for the MSc degree 1n Epidemiology and Community Medicine



1.1.2 Methods. Studies were eligible for inclusion in this review if they described an
itemized guideline explicitly informing the content or major headings for RCT protocols.
Guidelines needed to pertain to, but needed not be limited to, protocols for RCTs (any type
including parallel-group, cluster RCTs), for research in humans. Tools were excluded if they
were intended solely to guide the reporting of non-randomized, non-controlled clinical trials;
guide the reporting of protocols of a narrow area of health care research, such as a specific
medical procedure, condition or laboratory test; or assess the quality of clinical trials
described in protocols, as this concept is not synonymous with reporting.

Searches were conducted in MEDLINE (1950 to April 18" 2007, Ovid Interface),
EMBASE (1980 to April 16™, 2007, Ovid Interface) and the Cochrane Methodology Register
(CMR; The Cochrane Library 2007, Issue 1). Additional records were identified using
reference lists, book chapters, related article features and citation snowballing. The final
subset was limited to English or French records due to practical limitations. One reviewer
screened records and extracted data using a pilot tested form; a second reviewer validated a
random sample at each level of screening (Level 1: 5%, Level 2: 25%) and extraction (10%).
Disagreements were resolved by consensus. In the case of multiple publications, all related
reports were consulted for additional information.

The following data were extracted from the included studies: report characteristics
(number of authors, country of corresponding author, year of publication, source); guideline
characteristics (format, intended scope); accountability (authors, date/version, contact
information); guideline development process (types of methods, number, country and role of
participants, time-frame of process); internal/external validity (using evidence in
development process, circulating document for expert validation within or outside working

group); dissemination, uptake, impact and funding; and recommended items (number and



content of items, supporting evidence, if applicable). The results were combined
qualitatively.  Pre-specified sub-group comparisons were guidelines limited to RCT
protocols versus those with a broader scope; guidelines with and without development
methods described; guidelines citing evidence for included items versus those without

evidence; and guidelines with versus those without described funding sources.

1.1.3 Results. A total of 7148 records were identified by electronic searches (1903
MEDLINE, 5011 EMBASE and 234 CMR). After removal of duplicates and screening of
titles and abstracts, 119 were classified as potentially relevant. One-hundred-and-thirty-one
full-text reports were retrieved (119 from the database search and 12 from books/personal
files), of which 30 reports, corresponding to 27 unique guidelines for clinical trial protocols,
were included in the review*’ .

The guidelines were published between 1977 and 2006 (78% from 1995-2006) as
journal articles (n = 13), book chapters (n = 11) and government/agency reports (n = 3).
Two were published in French and one in Spanish (with an English translation). The
corresponding authors/agencies were located in Belgium (1), Canada, (1), France (2), India
(1), Turkey (1), UK (9) and USA (10); locations of corresponding authors were not stated in
two reports. One document did not list any authors, a version date or contact inforrnation‘w;
25/27 (93%) included at least authors’ names or contact information.

5; 59; i i
553976 wwhile the remainder also

Three guidelines pertained only to RCT protocols
included non-randomized trials and other healthcare research. The guidelines were presented

mostly as checklists, bullet-lists or tables with accompanying text (12/27; 44%) or flow-

diagram (5; 19%); others included only a checklist/bullet-list/table (5; 19%) or text (5; 19%).



Types of recommended flowcharts/diagrams differed and included a flow of patients through

the study, trial design/procedures and organizational flowcharts.

1.1.3.1 Guideline development. Only four guidelines (15%) described development
methods: one report (the International Conference on Harmonization Tripartite Guideline for
Good Clinical Practice E6 [ICH E6])* and three journal articles*® "% 7. Of these four, one’
was RCT-specific. Methods described for guideline development included consensus

50; 76

meetings , informal consensus procedures48; 76 field testing/pilot testing76 and soliciting

feedback from a broader group (e.g. public/stakeholders)™ .

No reports indicated
performing either a systematic or non-systematic search of major research databases for

relevant literature or a formal (e.g. Delphi consensus) process for guideline development.

One guideline described methods meeting a broad definition of tool validation: the
tool was pilot tested, shared with a broad community including consumers/experts, and
modified in response to these methods’®. One additional guideline author reported soliciting
comments from the general public and indicated future plans to pilot test their tool*®.

The total number of countries represented by members contributing to each guideline
ranged from one (in 21/27 cases; 78%) to 117, Contributors’ disciplines/backgrounds were
reported for a minority of guidelines (9; 33%), and included clinical researchers (8
guidelines; 30%), bioethicists, biostatisticians, trial managers and information technology
personnel (1 guideline each). Only one report stated the time from inception of guideline

development to publication (4 years)’.

1.1.3.2 Items. Guidelines contained a median of 22 items (inter-quartile range [IQR] = 17,
29) with a range of 8 — 96 items. The 3 guidelines presented as institutional/collaborative

reports overall contained more items (median (IQR) = 54 (53, 56)) than those in the 11 books



(median (IQR) = 25 (20, 29)) or 13 journal articles (median (IQR) = 19 (14, 21)). No
differences were observed between other subgroups.

There were over 200 distinct items/concepts in the 27 reporting guidelines. Many
items overlapped in content but contained distinguishing features; very little consistency
existed across guidelines. Appendix 1 includes concepts addressed in at least five guidelines.

1.1.3.3 Evidence. Three reports (11%) cited evidence supporting at least one guideline item.

64; 74

The methods of identifying evidence were unclear in two cases while one, intended as a

software application for preparing protocols for pragmatic RCTs, reported searching the
Internet, reference lists, and contacting experts for evidence and previous guidelines’®.

Cited evidence supporting items was nearly non-existent, with the exception of
informal expert consensus between colleagues and authors. Where empirical or theoretical
evidence was cited for specific items, it was considerably outdated. For example, allocation
concealment has been shown to affect RCT results; thus plans to conceal allocation (e.g.
sealed envelopes, centralized allocation center), if any, should be detailed in the protocol.
Only one guideline cited evidence for this item which was limited to work by Schulz and
colleagues’ published in 1995, whereas other relevant evidence has since been published.
Similarly, the most recent evidence cited for sample size description was by Freiman and
colleagues’’ published in 1978, despite the subsequent publication of many other relevant
studies. This failure to cite evidence that had been published by the time of development and
publication of these guidelines suggests that comprehensive literature searches were not
performed.

Additionally, guidelines often did not recommend components with recent supporting

empirical evidence and, when recommended, often did not cite relevant evidence. For



example, none of the six studies published after pivotal research showing biased

modifications of primary outcomes> > "'

specifically requested primary outcomes. Only two
guidelines requested this information; both were published before this research. Empirical
evidence also suggests that published trials with competing interests related to industry and
trials funded by industry are more likely to report positive results than other trials® ™ 7,
however conflicts of interest and roles of the sponsor were only requested in two guidelines.
Another recent advance not evident in existing guidelines is the need for a thorough
literature search to provide rationale for the trial. While almost all of the reviewed
guidelines request background information and trial rationale, none specified the importance
of a systematic review for this purpose, a new requirement for some granting agencies™.
Empirical evidence has highlighted the deficiencies and bias associated with non-systematic

. 1,82
literature searches®'*®

. In the context of granting approval for human research, substantiation
of the need for a trial warrants considerable attention to ensure that patients are not being

subjected to treatments previously shown to be inferior or deprived of treatments previously

shown to be superior.

1.1.4 Limitations. This review had some limitations. Firstly, the assessment of evidence or
methods informing guideline development may not be complete as data were extracted solely
from the final report. Secondly, not all guidelines were located and included in this review.
As this was a course component, the review focused on database-indexed material, while
books and institutional/international collaboration reports were searched systematically but
not comprehensively. Books were identified via local libraries and the Internet (e.g.

www.amazon.com) using keywords, and reports were identified via reference lists; as such

they are only a sample of eligible reports. For example, only reports drafted or utilized by


http://www.amazon.com

47 50: 13 were referenced in included studies and thus included in this

the USA government
review. An update of this work will include a more comprehensive assessment of

funding/regulatory agency/governmental documents as well other relevant references not

available at the time of this review.

1.1.5. Conclusion. This review identified a number of reporting guidelines applicable to
RCT protocols. Despite very liberal definitions of ‘methods’, ‘evidence’ and ‘validity’, very
few guidelines could be considered up-to-date or evidence-based as determined by their
report. Evidence cited for guideline items mostly related to previous guidelines and expert
consensus.

The review highlighted the deficiencies of and inconsistencies between existing
guidelines, having implications for researchers preparing clinical trial protocols and
REC/IRBs, granting agencies and peer-reviewers who review research protocols. Special
attention should be paid not only to guidelines set forth by agencies, but also to the
increasing evidence-base informing the content RCT protocols.

Only one guideline described methods for tool development and included some
evidence for inclusion of items™. This tool was not intended specifically as a reporting
guideline, but rather as a computer software program for RCT protocol development. While
it appears very useful, its content was developed by informal consensus of five investigators
guided by a non-systematic internet search for previous guidelines. Other than this tool, no
concise, evidence-based guideline for reporting RCT protocols was identified.

Given the importance of RCT protocols, the evidence of protocol deficiencies, the
lack of evidence-based guidelines for RCT protocol and calls for greater access to RCT

protocols®® and clinical trial registration84, this is an opportune time to review the evidence



informing the content in RCT protocols and use it to develop recommendations for protocol
content. As a result, an international group of researchers have united for the SPIRIT
(Standard Protocol Items for Randomlzed Trials) Initiative, with the primary aim of
producing a guideline for reporting protocols of RCTs.  This thesis identifies the key

evidence informing the SPIRIT Initiative guideline.



2.0 Aims and Objectives

The overall objective of this thesis is to provide the evidence-base for developing a
reporting guideline for RCT protocols. The specific aims are to identify the evidence for a

checklist of key protocol items using the following two systematic approaches:

1. Development and refinement of checklist content based on consensus of key
expert stakeholders in clinical trials research
2. Identification and synthesis of evidence informing checklist content via

systematic review of the literature
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3.0 Development and Refinement of Guideline Content via Delphi
Consensus

3.1 Objective

The objective of this portion of the thesis was to generate and refine items for a

guideline for reporting RCT protocols using consensus among experts.

3.2 Methods

3.2.1 Overview — Delphi methodology

The Delphi method is “a structured process for collecting and distilling knowledge
from a group of experts by means of a series of questionnaires interspersed with controlled
opinion feedback”®. The Delphi method is useful when: 1) the research problem may
benefit from subjective judgments on a collective basis (i.e., little empirical evidence); 2) the
research population has diverse backgrounds; 3) more subjects are needed than can
effectively interact face-to-face; and 4) when conservation of anonymity of participants is

beneficial.

3.2.2 Selection of participants

One of the most important features for the validity of a Delphi consensus survey is
the selection of panel experts. We attempted to make this selection unbiased by having pre-
defined criteria for invited participants. As described by Adler and Ziglio®, experts had to
meet all of the following criteria: (1) knowledge and experience with the issues under
investigation; (2) capacity and willingness to participate; (3) sufficient time to participate;
and (4) effective communication skills. To meet this last requirement, participants were

required to be fluent in English.



We selected a varied group of participants for our panel to incorporate the interests of
the SPIRIT checklist’s many potential consumers and stakeholders. We targeted experts in
various aspects of clinical trial conduct, including trialists/clinicians, methodologists,
statisticians and senior study coordinators from each area of academia, industry and
government, where possible; REC/IRB members; members of funding and regulatory
agencies; and major healthcare journal editors. This diverse group was selected to increase
checklist generalizability and ideally increase endorsement and adherence.

Following the suggestions of Delbecq et al.*® we identified our potential panellists
using a multi-step, iterative approach: 1) nomination of experts by steering group members;
2) identification of experts by authorship on relevant guidelines or methodological research;
3) snowballing; and 4) supplemental methods to increase geographical/cultural diversity and
identify unique experts.

Firstly, SPIRIT steering group members - seven researchers with extensive
experience in clinical trial methodology and/or the development of reporting guidelines -
were asked to nominate a core set of individuals likely meeting the criteria stated above®.
Where possible, experts were ranked according to objective criteria. For example, clinical
trialists/clinicians were required to be an author on a minimum of five English-language
RCT publications over the past 10 years. High-ranking nominees were contacted and those
expressing willingness to participate (or interested in the project but unable to participate)
were asked for additional nominations (i.e., snowballing).

We then identified additional participants from specific groups by purposive
sampling, with emphasis on increasing the geographical distribution and areas of panellist
expertise. For example, additional clinical trialists were identified from the “ISI highly cited

5987

researchers in clinical medicine and specific location-based PubMed searches, while



adhering to minimum expertise criteria as stated above. Study coordinators were identified
by trialists’ nominations. Expert methodologists, ethics board members and funding agency
representatives were identified by searching relevant guidelines, existing empirical research
and targeted internet searches, again, requiring evidence for expertise this field (e.g. via
relevant publications and/or available biographical information).

Our objective was to include approximately 100 panellists to be able to detect
divergent opinions between respondent types, if present. ~We planned to recruit
approximately 40 trialists/clinicians, 20 methodologists, 15 study coordinators, 10 ethics
board heads/members, 10 funding agency representatives and 5 healthcare journal editors.
Although panellists were selected for expertise in one category, several met minimum

criteria for multiple areas of expertise (e.g., methodologist and journal editor).

3.2.3 Selection of preliminary items

An initial set of potential checklist items was collated based on a priori knowledge of
existing empirical evidence and previous protocol reporting guidance as reviewed in the
background to this thesis. Concepts present in a minimum of three existing guidelines were
included and similar concepts were combined. Each item included a heading and
description; wording and structure were kept similar to existing guidelines, where possible.
This list was circulated to the SPIRIT executive group members and one item (how the
results will be displayed such as planned tables and figures) was subsequently excluded. The
initial checklist contained 59 items grouped under the following broad headings: a) General
information; b) Introduction; c) Methods; d) Trial organization and administration; e) Ethical

considerations; f) Reporting and dissemination; and g) Other.



3.2.4 Delphi

Ethics approval was obtained for the Delphi survey through the Children’s Hospital
of Eastern Ontario.

Once the lists of potential participants and initial candidate items were finalized, a
three-round electronic Delphi survey was conducted to modify and refine the checklist.
Prior to survey inception, potential participants were informed electronically about the
upcoming survey and the background and objectives of the SPIRIT initiative, and their
participation was requested. They were informed of the anticipated study timeline, the
expected time commitment of participation and the methods used to collate their responses,
to select items for inclusion and to ensure confidentiality. They were informed that consent
to participate did not require participation in all rounds, but were encouraged to contribute to
each round to ensure the validity of the research. Where invitees declined participation, we
requested reasons for declining, where possible, providing the following response options: 1)
lack of time, 2) disagreement with survey purpose, 3) disagreement with the Delphi process
or 4) other (please specify). Approximately two weeks later, Round 1 of the survey was
administered electronically (by e-mail).

Each survey round was conducted over 5-6 weeks. In the first week, the
questionnaire was pilot tested. Pilot testing was conducted by 5-10 participants, depending
on the round, including steering group members and three additional panellists identified to
represent views of groups not represented in the steering group (e.g. Director of ethics
board). Pilot testers were asked to respond within one week of questionnaire receipt.

The survey was then administered and data collected over three weeks. Panellists

were sent the questionnaire electronically and asked to respond either by email or by
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facsimile by the deadline for the round (approximately three weeks later). Reminders were
sent to non-respondents approximately one week and a few days prior to the deadline for
each round. The final week of each round was reserved for collating the results and preparing
the succeeding round. This survey was conducted between July and November 2007.

Round 1 of the survey included each candidate item and description and requested
that participants rate, on a 10-point discrete visual analogue scale, the suitability of each item
for inclusion in a checklist for RCT protocols (Figure 1 and Appendix B). A rating of ‘1’
corresponded to ‘unimportant - should be dropped as an item to consider’ and ‘10°
corresponded to ‘very important — must be included’. Respondents were also given the
choice of selecting ‘no judgment’ if they did not feel comfortable rating a particular item.
Participants were provided with space for comments, edits and nominations of items not
included in this preliminary list. Additionally, Round 1 requested demographic information
including occupation/field and place of employment (university, hospital, government, non-
profit organization, for-profit organization, self-employed, other). Finally, we requested

respondents’ perceived level of expertise in participating in this process.

Section and Topic Description

Section 1: General information

1 Title Provide a descriptive title (e g population intervention main outcome) identifying the study
as a randomized controlled tnal

(1 [J2 s O+ Os Os 7 s e 10 DNOJudgment

Not imponant Very impontant

2 Tnal identifier Unique tnal identification number or name (e g tnal registration number protocol number}
and where registered (1 e name of tnal register)

O e s Oa s s [J7 s e 1o [ No judgment

Not important Very important

3 Protocol Version Include a version or amendment number and date
O+ M2 Os O« s e [J7 ™de [ds 1o [ Nojudgment
Not important Very imponant

Figure 1: Example of questionnaire layout from Delphi Round 1



Following Round 1, the moderator (student) collated all results, calculated medians
and IQRs for the scores for each item and combined text comments, where relevant.
Participant anonymity and confidentiality of responses were ensured; individual responses
were known only to the moderator.

Round 2 of the survey (Appendix B) contained all Round 1 items; however, they
were grouped categorically by collated Round 1 median scores rounded to the nearest whole
number (high importance — median 2 8; moderate importance - 6 < median 2 7; low
importance - median < 5). No changes were made to checklist wording. Respondents were
provided with summarized ratings (medians, IQRs and frequency distributions), their
previous rating and anonymous free text comments from all panellists for each item (Figure
2). Panellists were asked to read the comments provided by other panellists and to re-rate
each item (on a scale of 1-10 or ‘no-judgment’) in light of the previous rounds’ ratings and
comments, and to respond to existing comments, if desired. The final section of Round 2
contained new checklist items suggested by respondents from Round 1.

For items circulated in both Rounds 1 and 2, respondents were notified that,
following Round 2, original items with a median of 2 8 would be considered ‘included’ in
the first draft of the SPIRIT Checklist and items with a median of £ 5 would be considered
‘excluded’; these items would not be re-rated in Delphi Round 3. Newly introduced items

would be re-circulated. Analysis for Round 2 was similar to Round 1.
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Respondents’ rating from Round One Item- spec?ic comments Frequency distrl!')ution ratings

LY 4

l 1 Title Prov% a descriptive title {e g population intervention main outcom{ idenlifying the study as a randomized controlled / ]
tral

1

Previous comments,

®  The description offa tnal should be specific and not refer to a population that 1s not apphcable

esign” wouldydentify it as an RCT Also an important element when searching the literature

®  Wording could be Improt Ifeel mixes up Iwo Ideas
Your previous C 1 z 1 7 3 [
rating: 10 —_— —t,
D 1 2 3 4 5 6 7 8 No judgment
A T Not important Very imporiant

Comments:

M = Median; 25%75% = Inter-quartile range

Figure 2: Example of questionnaire layout from Delphi Round 2

The third, and final, round of the Delphi survey (Appendix B) contained five parts:
Part 1: Items rated of high importance (‘included’ - median 2 8); Part 2: Items rated of low
importance (‘excluded’ - median < 5); Part 3: Items introduced in Round 2; Part 4: Items
rated of moderate importance (6 < median = 7); and Part 5: ‘Included’ items requiring
additional feedback. Respondents were not asked to rate items where consensus had already
been reached (Parts 1 and 2). Consensus was defined by a median rating of eight or greater
or five or less after two rounds, stability of the ratings between rounds and no additional
significant issues noted from text comments. Panellists were asked to re-rate items in Part 3
as described previously, on a scale of 1-10 (see Figure 2).

In part 4 (items circulated for two rounds but where no clear consensus had been
established), respondents were asked to select ‘include’, ‘exclude’ or ‘unsure’, to indicate
their opinion on including the item in this reporting guideline (Figure 3a). Part 5 addressed
items where comments suggested that separate concepts in some items were of differing
importance, making rating difficult. Where possible, concepts were delineated and sub-items

were created; respondents were asked to rate each sub-item separately (Figure 3b).



A List of abbreviations: List and descnptors of abbreviations used throughout the protocol

Round 1:8(6,10) Round 2: 7 (5, 8) D Include [ Exclude [ unsure

Comments

Protocol Summary Provide a short summary of the proposed research  Where required include appropriate lay/non-technical

R fanguage
Provide a short summary of the proposed research
[J Include [] Exclude [ Unsure
Where required, include appropriate lay/non-technical language
|:] Include |:] Exclude D Unsure

Comments:

Figure 3: Example of questionnaire layout from Delphi Round 3: A) Items 1n Part 4, B) Items in Part 5.

3.2.5 Analysis

Medians and IQRs of group ratings were calculated for each item. For items where a
large range of responses or clear bimodal results were noted after two rounds, results were
explored by visual analysis of subgroup responses by respondents’ occupation and self-rated

expertise.

3.3 Results

3.3.1 Delphi participants

One hundred and sixty seven experts in various aspects of clinical trials were invited
to participate in the Delphi survey. Invitees were identified as follows: SPIRIT steering
group members (n = 7), steering group nominations (n = 87) snowballing (n = 42) and
targeted searches (by expertise) of the Internet, PubMed and ISI highly cited list (n = 37).
One-hundred-and-four potential participants (62%) accepted the invitation and no responses
were received from 44 (26%). Those declining participation (n = 19; 11%) were either too

busy/unable (15), not interested (1), or did not provide a reason (3). Of the panellists
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agreeing to participate, eight (8%) did not respond to either Round 1 or 2 and were not
invited to participate in Round 3. Thus, 96 experts comprised the final panel (Appendix C).
Seventy-four (77%) panellists responded to all three rounds, 15 (16%) responded to two
rounds and 7 (7%) responded to one round of the Delphi.

Panellists represented various groups involved in the development and assessment of
clinical trial protocols, meeting our a priori goals for proportions of profession/expertise
representation (Table 1). Most respondents were employed at least in part by a university,
hospital or governmental organization (90%), while a minority (4%) was employed solely by
for-profit organizations (e.g. pharmaceutical companies) and none were self-employed.

Most panellists (90%) reported high or mid-high levels of self-perceived expertise in
responding to this survey. The respondent selecting low-mid level of expertise had been
invited to participate due their expertise in guideline development/analysis; their responses

did not skew the results so they continued to be invited to participate on the panel.
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Table 1: Characteristics of Delphi survey panellists (N = 96)

Question n (%)
Profession®
Clinical trialists 30 (32)
Healthcare professional 28 (30)
Methodologist 28 (30)
Statistician 16 (17)
Trial coordinator 12 (13)
REC/IRB head/member 11 (12)
Journal editor 11 (12)
Funding agency representative 5 (5)
Regulator/regulatory board member 3(3)
Other 7 (8)
Place of employment®
University 58 (62)
Hospital 30 (32)
Government 13 (14)
Non-profit organization 9 (10)
For-profit organization 4 (4)
Self-employed 0 (0)
Other 5(5)
Self-perceived level of expertise
High level 49 (54)
Mid-high level 33 (36)
Mid level 8(9)
Low-mid level 1(1)
Low-level/no expertise 0 (0)

#Some panellists selected more than one relevant category

3.3.2 Delphi results

Figure 4 presents the flow of items and Tables 2 to 5 present the numerical results
obtained from the SPIRIT Initiative Delphi survey. Fifty-nine initial items were circulated in
Rounds 1 and 2 (Table 2). Fifteen additional items were suggested by respondents and were
circulated in Rounds 2 and 3 (Table 3). Initial items requiring a third assessment or
clarification in Round 3 are presented in Tables 4 and 5. Additional details are included

below. Frequency distributions may be found in Appendix D.
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59 original items

|

Round 1
|

'

15 new items

~—.

" Round2

-

19 items

Figure 4: Flow of items through Delphi consensus survey

9 items—> 23 sub-items

9
!
!
|
i

3.3.2.1 Round 1. Eighty-nine (95%) panellists from 17 countries responded to Round 1 of

the Delphi survey. Of the initial 59 items circulated for this round, respondents collectively

rated 56 items with a median of eight or greater, three with a median of 6 or 7, none with a

median of five or less (Table 2). All three items rated of moderate importance (Personnel

[Item 44], Logistics [Item 45] and Budget [Item 47]) were in Section 4: Trial organization

and administration. Fifteen new items were suggested by panellists (Table 3).
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Table 2: Initial set of checklist items results from Delphi survey Rounds 1 and 2

. Round 1 Round 2
?2‘:}::0" and Description
P Median (IQR)
Section 1: General Information
1. Title Provide a descriptive title (e g population, intervention, main
outcome) identifying the study as a randomized controlled 10 (9, 10) 10 (9, 10)
tnal
2. Trial identifier Unique tnal identification number or name (e g tnal
registration number, protocol number) and where registered 10 (9, 10) 10 (9, 10)
(1 e, name of tnal register)
3. Protocol Include a version or amendment number and date 10 (7, 10) 10 (8, 10)
Version , ,
4. Protocol Provide a short summary of the proposed research Where 9 (7, 10) 9 (7, 10)®
Summary required, include appropriate lay/non-technical language ’ ’
5. Names and Provide names and addresses (1 e , affiliated institution,
addresses company) of the primary investigators and sponsors 10 (9, 10) 10(8,10)
6. Table of Provide a list of the contents of the protocol and associated
contents page numbers 8(6,10) 8(5,9)
7. List of List and descriptors of abbreviations used throughout the a
abbreviations protocol 8(6,10) 7(58)
Section 2: Introduction
8. Rationale Outline the research topic and provide justification for
undertaking the study 10(9,10) 10(95,10)
9. Background of Summarnize previous studies on the topic, including
the study unpublished studies known to the investigators and sponsors,
and animal studies or other preclinical data, where relevant
Ideally, a relevant up-to-date systematic review should be 10(9.10) 10(9,10)
referenced or reported, supporting the need for the current
tnal (e g chnical equipoise)
10. Preliminary Describe any results of preliminary studies already obtained 9(8, 10) 9.8, 10)
data in the area of the proposed study (e g by investigators) ’ ’
11. Objectives State the specific objectives and hypotheses of the study 10 (10, 10) 10 (10, 10)
12. General Outhine the general approach to address the research
approach question 8 (6, 10) 7 (5, 9)°
13. Study Briefly describe and justify the site(s) where the research 1s to
location(s) be conducted, including relevant demographic and 9(7, 10) 8 (7, 9)°
epidemiological information about the country or region ’ ’
concerned
Section 3: Methods
14. Population Describe the target and study population and the source (e g
catchment area) of the study population 10 (9, 10) 10 (9, 10)
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. Round 1 Round 2
?ec:::on and Description
op Median (IQR)
15. Eligibility Describe the critena for inclusion and exclusion of potential
criteria participants, and justification for the exclusion of any 10 (10,10) 10 (10, 10)®
subgroup.
16. Sample size The estimated number of research participants needed to
achieve the study objective, and how this was determined, 10 (10, 10) 10 (10, 10)
including any assumptions and calculations used
17. Recruitment  Describe the process of recrutment (e g advertisements, 9(8, 10) 98, 10)
physician contacts) and enrolment ’ ’
18. Type of study A description of the type/design of trial to be conducted (e g
double-blind, placebo-controlled, parallel design) and tnal
framework (e g exploratory, superiorty, equivalence, non- 10 (10, 10) 10(10, 10)
inferiority)
19. Study Schematic diagram of study timetable and organizational 9 (8, 10) 9 (8, 10)®
timeline chart including design, procedures and stages of tnal. ’ ’
20. Describe the method to be used to generate the random
Randomization:  sequence list, including details of any restriction (e.g,
Sequence blocking, stratification) 10(9,10) 10(9,10)
generation
21. Describe the method used to implement the random
Randomization: allocation sequence (e g , numbered containers or central 10 (9, 10) 10 (10, 10)
Allocation telephone), clarifying whether the sequence will be concealed ’ !
concealment until Interventions are assigned
22, Describe who will generate the allocation sequence, who will
Randomization: enrol participants, and who will assign participants to their 10 (8, 10) 10 (8, 10)
Implementation  group.
23. Blinding State whether or not participants, those administering the
(masking) interventions, and those assessing the outcomes will be
aware of group assignment If relevant, how the success of 10(9,10) 10 (10, 10)
blinding will be assessed
24. Interventions Provide precise details of the interventions intended for each
group how they will be administered (e g dosage and dosage
form, device), where applicable. Justify the control 10 (10,10) 10 (10, 10)°
interventions used (e.g. no treatment, placebo or active
control).
25. Schedule(s)  State the number and duration of treatment pernods including 10 (9, 10) 10 (10, 10)
of Intervention(s) run-in and washouts, where applicable ’ ’
26. Concomitant List relevant treatment(s)/intervention(s) that are permitted or 10 (9, 10) 10 (9, 10)
interventions not, prior to and/or during the study ’ ’
27. Risks State the known or potential nsks and adverse reactions for
To become each study intervention 10 (9, 10) 10 (10, 10)
“Harms”
28. Outcomes Describe and define primary and secondary outcome
measures.
10 (10, 10) 10 (10, 10)
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. Round 1 Round 2
?gc:::on and Description
P Median (IQR)
29. Data Describe methods, including study instruments (e g
collection questionnaires, laboratory measurements) and time point(s), 10 (9, 10) 10 (9, 10)
of data collection, outcome measurement and recording
30. Follow-up State follow-up plans including descriptiton and schedule of 10 (8, 10) 10 (9, 10)
visits and logistics, if relevant
31. Data Describe plans for data entry, editing and management,
management including handling data collection forms and different versions 8 (7, 10) 8(7,9)
of data, data coding, and data storage
32. Quality State any methods used to enhance the quality of outcome
control assessment (e g, duplicate observations, training of 98, 10) 9(8, 10)
assessors, pilot testing, validation etc ) and data records to ! ’
ensure the completeness and accuracy of information
33. Compliance  Describe procedures and measures proposed to monitor
9 (8, 10) 9 (8, 10)
participant compliance (e g tablet return), If relevant
34. Safety State plans for monitoring the continuing safety of
Evaluations interventions administered for purposes of the tnal, including 10 (9, 10) 10 (9, 10)
specification of methods and timing of measuring safety ’ ’
parameters
35. Statistical Describe statistical methods to be employed to compare
methods groups for pnmary outcome(s) and secondary outcome(s) as
well as methods for additional analyses, such as subgroup
analyses and adjusted analyses State whether intention-to- 10(10, 10) 10 (10, 10)
treat or other analysis will be used for the primary
comparison(s)
36. Withdrawals  State critena that will be used to withdraw or exclude
participants from the tnal (e g compliance requirements), and
specify the data to be collected from withdrawn participants 10 (9, 10) 10 (9, 10)*
and follow-up, in a multi-centre study state when a centre
may be discontinued from the tnal
37. Missing data  Describe the methods to account for missing data or 9(8, 10) 98, 10)
erroneous data
38. Data and If relevant, descrnibe the composition and role of the data and
Safety safety monitoring board 9 (8, 10) 9 (9, 10)
Monitoring Board
39. Interim trial Describe the process and timing of any planned intenm
monitoring analyses 10(8,10) 10(9,10)
40. Stopping State the cntena for the premature termination of the tnal a
guidelines 10 (8, 10) 10 (9, 10)
41. Adverse Describe methods for recording and reporting both solicited
event reporting  and spontaneous adverse events, and provisions for dealing 10 (9, 10) 10 (9, 10)
with them
42. Emergency Information about how the code, if any, for the participants'
code-breaking identity is established, where 1t will be kept and when, how 10 (8, 10) 10 (8, 10)
procedure and by whom it can be broken in the event of an emergency
43. Limitations Describe the imitations of the proposed study, including 9(7, 10) 8 (6, 10)

possible bias in data collection, measurement and analysis
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. Round 1 Round 2
$§°:L°" and Description
p Median (IQR)

Section 4: Trial organization and administration

44. Personnel Provide names, affiiations, contact details, qualifications,
time commitment and job descniptions of tnial personnel 7 (5, 9) 6 (4, 7)
including investigators, statisticians, and other relevant staff, ’ ’
including consultants

45. Logistics Describe the availability of resources and logistics of the tnal
including administrative responsibilities (e g how they will be 7(5,8) 6 (4, 7)°
shared), equipment, and physical facihties ’ ’

46. Monetary and Name the source(s) of financial and matenal support, type of

material support support provided, amount, and how (e g to a research 9 (7, 10) 9 (7, 10)*
account or as an honorarnumy)

47. Budget Provide the budget for personnel, equipment, facilities and
supplies 63,9 5(2,6)

Section 5: Ethical considerations

48. Potential The potential benefits and risks of the research to study

benefits and participants and to society 10 (9, 10) 10 (9, 10)

risks

49. Agreement Descnbe the method to obtain individual informed consent,

and consent information provided to the patient and the name and posttion 10 (9, 10) 10 (9, 10)
of the person responsible for obtaining consent Provide a ’ ’
copy of the consent form and patient information leaflet

50. Surrogate If a prospective participant is not capable of informed

Consent or consent, provide information on how permission will be

Assent obtained from an authorized individual In the case of 10 (9, 10) 10(9, 10)
individuals below legal consenting age, provide information ’ ’
on how assent and permission from a legal guardian or other
authonzed individual will be obtained

51. The provisions for protecting the confidentiality and

Confidentiality anonymity of personal data and respecting the privacy of 10 (8, 10) 10 (9, 10)

and Anonymity  participants

52. Ethics State whether ethics approval has been obtained, if so,

approval provide the name of the committee(s) 10(9,10) 10(8,10)

53. Role of Describe the role of the sponsor in the tnal design, data

Sponsor collection, access to tnal data (including intenm data, audits 10 (8, 10) 10 (8, 10)
and regulatory inspections), data analysis and interpretation, ’ ’
and manuscnpt preparation

54. Conflict of Disclose financial or other real or perceived conflicts of

Interest interest 10 (9, 10) 10 (8, 10)

Section 6: Reporting and Dissemination

55. Protocol Describe how changes to the orniginal protocol, including the

Amendments statistical plan, will be communicated to investigators and
ethics committees and how these will be reported and 9(75,10) 9(7,10)

Jjustified In subsequent amendments of the protocol and/or the
final report, as appropnate
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Round 1 Round 2

_?gc:::on and Description
P Median (IQR)
56. Describe how the researcher(s) or sponsor(s) will disseminate
Dissemination the results to participants, health care professtonals, the 8 (7,10) 8 (7, 10)

public, or other relevant groups.

57. Publication Details on who has the nght to publish the study results or
Policy modify the manuscnpt (1 e principal investigator(s), co-

investigator(s), sponsor), including publication restrictions and 9(8,10) 9(7,10)
authorship guidelines.
Section 7: Other
58. References Provide a list of the references cited in the protocol 10 (9, 10) 10 (9, 10)
59. Appendix Provide refevant matenals including samples of the
Materials standardized case-report forms or other data collection forms 9(7,10) 8 (7, 10)?

(e g questionnaires) and consent/assent forms

®ltems re-circulated in Round 3 for final assessment and/or clarfication  All other items were circulated in Round 3 only to
present results

Many additional comments, both general and item-specific, were received in Round 1
of the survey. Only general comments are highlighted here; item-specific comments are
discussed in Chapter 5.

Many respondents stated that, although there were many items, most were important
and hence rated highly. Although there must be a ‘balance between guiding researchers and
being too prescriptive’ as suggested by a few respondents, some respondents stated that a
comprehensive list is more useful in light of the evidence for poor reporting in protocols (6
respondents) and due to the ‘serious business’ of clinical trials which ‘deserve[s] a detailed
reporting at any stage’ (1 respondent). Two respondents were concerned, however, about the
possible increased burden on trialists and one believed that, while all were potentially
important elements, it ‘depends on the length of the protocol’. Two panellists suggested that
some items could be available through sources other than the protocol (e.g. websites).

Other general comments related to the scope of the checklist including study designs
it should address and who the end user of the protocol or checklist will be. Originally, the

goal of the SPIRIT Initiative was to develop a reporting guideline for protocols of 2-group
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parallel design RCTs. Some insightful comments prompted us to consider the relevance of
this checklist to trials with more than 2-groups (2 respondents) and to clarify our intent to
target trials with individuals as the unit of randomization.

For some items, many respondents felt their ratings would likely differ depending
where the protocol was being submitted. For example, some ethical considerations are
important for a funded study submitted for ethics approval, but possibly excessive for a
funding application. Alternatively, “items such as logistics/management would be differently
appreciated by a funding body (who would like as much detail as possible...) than by others

b2

(publishers always have space constraints...).” As an alternative, one respondent suggested
considering separately “which items should be recommended as the minimal for an ethical
committee, a granting agency, or for publication in a clinical trial register”. In general, the
proposed checklist was intended for all RCT protocols regardless of the ultimate user
(trialists, granting agency, REC/IRB, journal) and this was reiterated in Round 2.

Finally, three respondents commented on the ambiguity of the term protocol. For
example, one panellist viewed the protocol “as the ‘clinical’ guidance document for the
study, while things like the Statistical Charter and the contract deal with issues related to data
management/analysis and remuneration and publication.” Another stated, “currently, the
research application we receive as a funder and the final protocol is not one and the same.”
We conveyed that we consider a protocol to be a document written prior to participant
enrolment to describe the objective(s), design, methodology, statistical considerations, and

organizational or administrative aspects of a clinical trial. We provided these comments to

panellists in the introduction to Round 2 and attempted to clarify ambiguities where possible.
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3.3.2.2 Round 2. Eighty-six (91%) panellists from 17 countries responded to Round 2 of the
Delphi survey. This round included all existing and the fifteen new items. Respondents were
given the opportunity to re-rate each original item considering the results of Round 1
(median, IQR, frequency distribution, text comments and previous individual response for
each item).

Overall, results suggested consensus was achieved for the majority of items
circulated in Round | and Round 2 (Table 2). Fourty-five (76%) of the original items were
considered ‘Included’ in (median = 8) and one item was considered ‘Excluded’ from (median
< 5; Budget) the draft checklist. Consensus was also confirmed for most items related to trial
methodology by the narrowing of score ranges (Appendix D). Interestingly, score ranges
widened slightly for many items classified under Section 4: Trial organization and
administration, Section 5: Ethical considerations and Section 6: Reporting and Dissemination
although this did not significantly affect medians or IQRs. Four items (List of abbreviations,
General Approach, Personnel and Logistics) were considered of ‘moderate’ importance. Of
the fifteen new items rated for the first time in this round (Items 60-72; Table 3), nine were

rated with a median 2 8, 6 with a median of 6 or 7 and none with a median < 5.
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Table 3: New items suggested by panellists in Delphi Round 1 Results from Delphi survey Rounds 2 and 3

Round 2 Round 3
Section and Topic Description -
Median (IQR)

60. Signatures Provide appropnate signatures including principal 6(3,9) 5(2, 8)
investigator(s) or chief medical officer ’ ’

61. Co-enrolment  State regulations pertaining to co-enrolment of participants 7(5,09) 7(5,8)

in studies into other research studies ’ ’

62. Investigational If relevant, describe the formulation, packaging, labelling and

product(s) supply of the investigational product and accountability 8(5,9) 7(5,9)
procedures

63. Biological If relevant, descnbe plans for laboratory evaluation,

specimens specimen collection, storage and shipping to central 8 (6, 10) 8 (6, 9)
laboratones

64. Data Provide a summary table (e g matnx) of all forms to be

collection forms collected at each time point 8(5,9) 8(6,9)

65. Validation of Describe reliability and vahdity of instruments to be used,

instrumentation including questionnaires, laboratory instruments, and analytic 8(6,9) 8(6,9)
tests, if known, or plans to establish such validation

66. Trial Describe the plans for trial monitoring (e g by a Chinical

Monitoring Research Associate) including if the monitonng process was 8(7,9) 8(6, 9)
independent from the principal investigator and sponsor and ’ ’
how often trial sites will be monitored

67. Reporting of Describe how the researcher(s) or sponsor(s) of trnals will

early stopping disseminate the results of trals that were stopped early (for
benefits, harms or futility) 8(5,10) 8(5,10)

68. Ancillaryand  Describe any foreseen further uses of personal data or

sub-studies biological matenals for related sub-studies or ancillary 7 (4, 9) 7(5,9)
studies *and whether consent was obtained for these ’ !
studies*

69. Pregnancy For research on pregnant women, specify plans for
monitoring the health of the woman and the short-term and 8 (6, 10) 7 (4, 10)
long-term health of the child

70. Post-trial care  State plans for post-trial follow-up and access to
investigational treatment, iIf relevant, specifying the means of 8 (6, 9) 8(6,9)
implementation, the duration of care and the individual or ’ ’
organization responsible for financially supporting this care

71. Post-trial Describe plan to store data/matenals after the tnal I1s

data/materials complete including the location(s), required length of storage 7(5,9) 7 (4, 8)

storage period and who will be responsible for the data

72. Feasibility Justify the feasibility of the trial including the acceptability of
the protocol for both participants and physicians and the 7 (4,9) 6 (3, 8)
capacity of recruitment ' ’

73. Insurance Details of plans including insurance coverage, to provide
treatment (including the funding of treatment) and 6 (3, 8) 5(2,7)
compensation for research-related disability or death

74. Data State who has ownership of data and disclose any

ownership agreement or contract with sponsor that imits principal 8 (7,10) 8 (7,10)

investigators ownership of data
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General comments received in Round 2 echoed those from Round 1. A number of
respondents again stated that the importance of some items was relative to the target end-user
and that other associated documents (e.g. contracts, statistical and Data and Safety
Monitoring Board (DSMB) charters, investigational brochures and laboratory or pharmacy
manuals) may address some concepts, with some panellists suggesting that the protocol then
reference all related documents. A few respondents also expressed concern about the length
and number of requirements, stating, for example, “academic clinical trials are already
seriously under resourced” and “presenting a protocol with all the information listed [may
give] an overwhelming amount of data with possible counter productive consequences.”

One new point was raised: a suggestion to exclude items requiring repeated protocol
amendments (e.g. Personnel, Study sites, REC/IRB approval) as the need for official

amendments and protocol resubmissions could potentially jeopardize trial progress.

3.3.2.3 Round 3. Eighty-four (89%) panellists from 16 countries responded to Round 3 of
the Delphi survey. As previously mentioned, items considered ‘Included’ or ‘Excluded’
following Round 2 were circulated (Parts 1 and 2, respectively) but not re-rated in Round 3.
The results for the 15 new items suggested by respondents in Round 1 (Part 3) are
presented in Table 3. Following Round 3, seven of these items were considered ‘Included’,
six were rated of moderate importance and two were considered ‘Excluded’ from the draft
checklist. Collectively, there was less conviction for including these items than for many
existing items, with eight being the highest median and most items having wide IQRs. The
seven ‘Included’ items and those considered of moderate importance were retained in the

draft checklist for further consideration and discussion at subsequent consensus meetings.
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Initial items receiving moderate support after Rounds 1 and 2 (Part 4) were re-
circulated in Round 3 (Table 4), when a further two items were excluded (Personnel {Item
44] and Logistics [Item 45]). A slim majority (52%) felt the item General approach (Item
12) should be included, but many comments (n = 28) stated it was addressed in existing
items such as objectives, type of study or protocol/summary. The remaining item (List of

abbreviations) was retained for further discussion.
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Table 4: Items rated ‘Moderate’ in Delphi Round 2: results from Deiphi survey Round 3

Round 3
Section and - I =Include
Topic Description E = Exclude
U = Unsure
n (%)
7. List of List and descriptors of abbreviations used throughout the protocol. I: 59 (74)
abbreviations E:15(19)
U: 6(8)
12. General Outline the general approach to address the research question. I: 43 (52)
approach E: 35 (42)
U: 5(6)
44, Personnel Provide names, affiliations and contact details of key trial personnel I: 33 (40)
including investigators, statisticians, and other relevant staff, (e.g. E: 42 (51)
consultants).? U: 7(9)
45. Logistics Describe the availability of resources and logistics of the trial including I. 22 (27)
administrative responsibilities (e.g. how they will be shared), equipment, E: 53 (64)
and physical facilities. U: 8(10)

*Text modified in Round 3 as a result of panellists’ comments

The final section of Round 3 of the Delphi (Part 5) addressed items where comments
indicated clarification of subcomponents was required for the validity of the results (even
where numerical results showed consensus). As shown in Table 5, delineating these items
more clearly demonstrated the specific sub-components of importance to panellists. For
example, in general, where items requested specific information plus a justification,
respondents were much more strongly in favour of requesting the main concept but not the
justification (e.g. study locations [I = 87%, justification: I = 46%] and eligibility criteria [I =
99%, justification: I = 66%]). Differing levels of support were also received for the four
components of the item Monetary and material support (source of support: I = 95%; type of
support - material, financial: I = 70%; amount of support: I = 30%; how support is provided:

1=35%).
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Table 5: Items requiring additional delineation/clarfication Results from Delphi survey Round 3

Round 3
Section and Initial description Sub-items 1= Include
Topic E = Exclude
U = Unsure
n (%)
4. Protocol Provide a short summary of the  A. Provide a short summary of the | 78 (94)
Summary proposed research Where proposed research E 4 (5)
required, Include appropriate U 1(1)
lay/non-technical language B. Where required, include appropniate I 50 (63)
lay/non-technical language E 21 (27)
U 8(10)
13. Study Briefly descnbe and justify the A. Briefly describe the sites(s) wherethe | 71 (87)
location(s) site(s) where the researchisto  research Is to be conducted E 9(11)
be conducted, including relevant U 2(2)
gg:ggg;?l): g;?ci;?tif ormation B. Briefly justify the sites(s) where the | 38 (46)
about the country or region research is to be conducted E 38 (46)
concerned U 6(8
C. Briefly describe relevant demographic | 38 (46)
and epidemiological information about E 29 (47)
the country or region where the research U 6 (8)
1s to be conducted
15. Eligibility Describe the criterta for inclusion  A. Describe the cntena for inclusionand | 81 (99)
criteria and exclusion of potential exclusion of potentiail participants E 1(1)
participants, and justification for U 0(0)
the exclusion of any subgroup B. Justify the exclusion of any subgroup | 55 (66)
E 23 (28)
U 5(6)
19. Study Schematic diagram of study A. Schematic diagram of schedule of I 69 (84)
timeline timetable and organizational procedures and visits for participants E 8 (10)
chart including design, through each stage of the trial U 5(6)
procedures and stages of tnal
B. Schematic diagram of the study | 48 (58)
timeline, specifying dates at which stages E 25 (30)
of the study are expected to be U 10(12)
completed
24, Provide precise details of the A. Provide precise details of the I 82 (99)
Interventions interventions intended for each interventions intended for each group E 1(1)
group how they will be how they will be administered (e g U 0(0)
administered (e g dosage and dosage and dosage form, device), where
dosage form, device), where applicable
applicable Justity the control B. Justify the control interventions used | 72 (87)
interventions used (e g no
treatment, placebo or active (e g no treatment, placebo or active E 7(8)
control) control) U 4(5)
36. State critena that will be used to  A. State criteria that will be used to I 78 (95)
Withdrawals withdraw or exclude participants  withdraw or exclude participants from the E 2 (2)
from the trial (e g compliance intervention (e g compliance U 2(2)
requirements), and specify the requirements, safety concerns)
data to be collected from B. Specify the data to be collected from I 70 (85)
withdrawn participants and
follow-up, In a multi-centre study withdrawn participants and how enrolled E 4 (5)
participants will be followed-up U 8(10)

state when a centre may be
discontinued from the tnal
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C. In a multi-centre study state when a I* 45 (55)
centre may be discontinued from the tnal E 24 (30)
U 13 (16)
40. Stopping State the critena for the A. If relevant, state the predefined | 76 (92)
guidelines premature termination of the statistical stopping boundaries for the E 5(6)
tnal early termination of the tnal U 2(2)
B. If relevant, state any non-statistical | 63 (76)
predefined cnitena for the early E- 10 (12)
termination of the tnal U 10(12)
46. Monetary Name the source(s) of financial ~ A. Name the source(s) of financial and I. 78 (94)
and material and matenal suppon, type of matenal support E 4(5)
support support provided, amount, and U 1(1)
how (e g to a research account .
or as an honorarium) B. List the type(s) of support provided I- 57 (70)
E 17 (21)
U 8(10)
C. State the amount of support provided | 25 (30)
E. 47 (57)
U 11 (13)
D. State how source(s) of support are | 29 (35)
provided (e g to a research account or E 44 (53)
as an honorarium) U- 10 (12)
59. Appendix Provide relevant matenals A. Provide relevant maternals including I 53 (65)
Materials including samples of the samples of the standardized case-report E 19 (23)
standardized case-report forms  forms U 10(12)
or other data collection forms B. other data collection forms (e g | 57(70)
(e g. questionnaires) and
consent/assent forms questionnaires) E 17 (21)
U 8(10)
C. consent/assent forms I- 60 (72)
E 19 (23)
U 4(5)

The results also showed that some respondents differentially interpreted the item
requesting a schematic diagram of study timeline as a) a schematic of the schedule of
procedures and visits for participants through trial stages and b) a schematic of the study
timeline including expected completion dates for trial stages. Results from Round 3 clearly
showed respondents favouring the former over the latter (I = 84% vs. 58%, respectively) as
items for the SPIRIT Statement.

Subgroup analysis of item-specific results showed some differences between
respondents by profession and level of self-perceived expertise, although these variables
were not independent; trial coordinators were significantly more likely to rate their perceived

level of expertise as mid-level or mid-high level and methodologists more likely to rate their
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expertise as high level. Subgroup comparisons and item-specific comments are presented
and discussed in Chapter 5 of this thesis for the synthesis of the Delphi and systematic

review results.
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4.0 Identification and Synthesis of Evidence Informing Guideline
Content

4.1 Objective

The objective of this portion of the thesis is to identify and synthesize the empirical
evidence supporting the importance of reporting particular concepts in RCT protocols via a

systematic review of the research literature.

4.2 Methods

4.2.1 Criteria for considering studies for review

Wherever possible, methods were pre-specified. Any changes between the protocol

and the final systematic review are distinguished in this report.

4.2.1.1 Types of studies. Reports were eligible for inclusion if they described an empirical
study examining trial elements of possible importance for inclusion in a reporting guideline
for RCT protocols. An empirical study was defined as an experimental or observational
study using the scientific method (e.g. has an objective, methods and results) and based on
verifiable facts (i.e., could be replicated). Eligible study designs included cohort, cross-
sectional and case-control studies or other unbiased samples of RCT protocols and/or
publications; systematic reviews of trial protocols, publications or methodological studies; or
experimental studies, such as RCTs or quasi-RCTs assessing relevant trial components,
nested within existing RCTs. Case reports, case series, simulation studies and studies
relating to hypothetical trials were excluded.

Reports had to describe, but needed not be limited to, studies examining protocols or

publications of RCTs of healthcare interventions. If results for RCTs were not reported
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separately from other study designs, a minimum of 80% RCTs was required (post-hoc
addition). Research on non-randomized studies alone was not considered.

Studies were eligible if they assessed one of the following: 1) reporting in RCT
protocols; 2) methodological, organizational or ethical aspects of RCTs described in
protocols or other reports and the study was deemed relevant to inform the development of
RCTs protocols; or 3) the association between specific RCT characteristics and trial
outcomes, such as efficacy, recruitment or retention. Studies assessing methodological
quality of trials as described in publications or protocols (point 2) were limited (post-hoc) to
RCTs conducted or published from 1992 to the present; studies of earlier cohorts were
excluded. Studies reviewing only final publication reporting quality were not eligible.
Reports could be descriptive, but had to include quantitative data subject to the eligibility
criteria previously described.

For practical reasons, only studies published in English or French were eligible.

There were no limits based on publication status of studies or date of publication.

4.2.1.2 Types of comparisons. Comparisons were as described in the included studies.
Broadly, these included the association between specific characteristics of RCTs (e.g. as

stated in protocols or final reports) and trial outcomes.

4.2.1.3 Outcomes. The primary outcomes of interest were:

1) Estimates of the association between specific characteristics of RCTs (e.g., in
protocols or published reports) and trial outcomes (e.g. effect sizes, recruitment, and
cost). Estimates, such as odds ratios or relative risks were recorded as described in
the original study report, including confidence intervals, where provided.

2) Prevalence of particular elements/concepts in protocols. Prevalence was reported
using both counts and relative measures, where possible.

3) Prevalence of deficiencies in RCT methodology, administration or ethical aspects
as assessed, for example, from trial protocols, final reports or audits.
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Other relevant empirical evidence was eligible, but was not pre-specified.

4.2.2 Search strategy for identification of studies

The initial electronic search was conducted in the following databases:
= MEDLINE (From 1950 to August 9™ 2007, Ovid interface)
» EMBASE (1980 to August 1%, 2007, Ovid interface)
* CMR (The Cochrane Library 2008, Issue 3, Wiley interface)

» CDSR, limited to Cochrane Methodology Reviews (The Cochrane Library 2008, Issue
3, Wiley interface)

Search strategies were developed in consult with an experienced information specialist
(Margaret Sampson, MLIS, PhD). No limits were included on publication language in the
search strategies. The MEDLINE search strategy excluded editorials, comments and news
articles and the EMBASE search strategy excluded editorials. The final MEDLINE search
strategy (Appendix E) was modified for EMBASE and the Cochrane Library to account for
indexing differences. To account for lack of indexing specificity in EMBASE for this type
of research, we electronically eliminated MEDLINE-indexed EMBASE citations prior to
combining citations across databases®.

Based on initial screening results, the MEDLINE and EMBASE searches had low
precision, while the CMR, which is populated by MEDLINE- and hand-searching, had
higher precision, included additional relevant records including conference abstracts, and did
not compromise sensitivity. However, there is a significant indexing lag in the CMR.
Therefore, the updated search was conducted as follows:

= MEDLINE (September 18“’, 2009, Ovid interface) using a variation of previous search
strategy in response to indexing changes effective 2008

= The CMR and CDSR (limited to Methodology Reviews) (The Cochrane Library 2009,
Issue 3, Wiley interface)
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Other methods of identifying relevant literature included the following:
= Citation snowballing - SCOPUS was used to identify publications from 2006 to present
citing included studies
= PubMed ‘related articles’ feature - top 40 related articles were searched for each
included study

» Scanning reference lists of included studies
= Searching previously identified reporting guidelines (as described in Chapter 1)

4.2.3 Methods of the review

4.2.3.1 Identifying relevant studies. All records were downloaded and imported into
Reference Manager 11% where duplicate records were removed. Screening forms were
pilot-tested by two reviewers. Titles and abstracts were screened by one reviewer using
broad criteria, and a second reviewer verified a 20% sample of the excluded studies. One
reviewer then screened the title and abstract of all remaining records; a second reviewer
independently screened a 10% random sample. The full-text of studies meeting predefined
eligibility criteria or those where eligibility remained unclear were screened by one reviewer;
a second reviewer independently screened a random sample of 100 records. Where
eligibility remained unclear after full-text screening, a second reviewer independently
screened reports and corresponding authors were contacted if necessary. Screening
questions are included in Appendix F.

All disagreements were resolved by consensus or, if necessary, by the involvement of
a third reviewer. Reviewers were not blinded to any report characteristics. One reviewer

searched reference lists, book chapters, related articles features and previous guidelines.

4.2.3.2 Data extraction. The data extraction form was pilot-tested by two reviewers on five

included studies. One reviewer extracted all remaining data and a second reviewer
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independently extracted a random sample of five articles, although initially they were to
verify a 10% sample; this change was due to logistical constraints.

The types of data extracted depended on the study design and the topic. In general,
the following data were extracted from the included studies, where relevant:

» Report characteristics (authors, publication status, journal, year of publication);

» Study characteristics (study design, country of corresponding author, objectives,
methods, selection criteria [e.g. source of trials], number of included studies/reports,
funding source);

» Characteristics of included studies/reports;

= Interventions (if relevant); and

= Number of, and evidence for, potential checklist items to which the study pertained.

If study pertained to additional concepts not previously considered, this was also
noted.

Duplicate information, such as primary data included in more than one secondary
publication, was extracted only once. Missing information or clarifications were obtained by

e-mail contact with corresponding authors, where possible.

4.2.3.4. Data analysis and synthesis. Quantitative data were extracted from each included
study and relative measures were calculated from count data (e.g. percentages from
fractions), where relevant. Data were first organized by included study and then all data
relevant to specific candidate checklist items were collated.

Although initially intended, we did not perform a formal risk of bias assessment (i.e.,
‘quality assessment’) of the included studies or a formal assessment of the level and
consistency of the evidence (e.g. GRADE approach®®) due to the heterogeneous nature of the
studies and the lack of evidence to guide this synthesis for the types of studies included.
Rather, information indicative of internal (methodology of studies) and external
(generalizability) validity was extracted. Studies were defined as having a narrow or broad

scope based on study design and narrow or broad topic based on clinical content area.
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The overall strength of the evidence derived from the results of the systematic review
was rated for each candidate checklist item (Strong, Moderate, Weak/None) to provide an
overview of the evidence. These ratings were based on a structured qualitative assessment of
the available empirical evidence for each potential checklist item, and in addition to the
results of the included studies, accounted for issues of directness, generalizability, and
consistency of the results, based on objective criteria where possible (Table 6).

One reviewer rated the strength of the evidence for all items and two additional
reviewers each independently rated a random sample of 10 items/sub-items (approx. 12 %).

No sub-group analyses, formal assessment of heterogeneity, publication or other

reporting biases were planned for this review.
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Table 6 Critena for grading strength of evidence from the systematic review for each candidate checklist item

Strength of Studies identified from systematic review
evidence Study design Study objective for Scope of study topic
relevant item
Strong Systematic review of - association between tnal  N/A generally broad topic scope
methodological studies charactenstic and
outcome
- prevalence of tnal
charactenstic or
reporting 1n protocols
Systematic review of - association between trnal - broad
RCTs (protocols or charactenstic and - narrow If examples are across
reports) outcome various ranges of specialties
Cohort/cross-section of - association between tnal - broad
RCTs {protocols or characteristic and - narrow If examples are across
reports) outcome various ranges of specialties
Moderate Systematic review of - assoclation between tnial - narrow If only one or two examples
RCTs (protocols or charactenstic and in narrow fields (1 € possibly
reports) outcome confounded by topic)
- prevalence of tnal - broad If supported by a strong
charactenstic or theoretical rationale
reporting In protocols - narrow If supported by strong
theoretical rationale and examples
are across various ranges of
specialties
Cohort outcome/cross- - association between tnal - narrow If only one or two examples
section of RCTs characternistic and in narrow fields (1e possibly
outcome confounded by topic)
- prevalence of tnal - broad if supported by a strong
charactenstic or theoretical rationale
reporting in protocols
Three or more - association between trial - If examples are across various
expernimental studies charactenstic and ranges of specialties
within RCTs outcome
Weak Systematic review of - prevalence of tnal - narrow If only one or two examples

RCTs (protocols or
reports)

characteristic or
reporting in protocols

in narrow fields (1 e possibly
confounded by topic)

Cohort outcome/cross-
section of RCTs

- prevalence of tnal
characteristic or
reporting In protocols

- narrow If only one or two examples
in narrow fields (1 € possibly
confounded by topic)

One or two experimental

studies within RCTs

- association between
tnal charactenstic and
outcome

- narrow If only one or two examples
in narrow fields (1 e possibly
confounded by topic)

None or Other

N/A N/A

E Exclude, | Include Q1 lower 25% quartile, N/A not applicable, RCT randomized controlled tnal

4.3.1 Study selection

4.3 Results

The search of MEDLINE, EMBASE, the Cochrane Library (CMR and CDSR) and

additional methods retrieved 7166, 6449, 2784 and 533 citations, respectively (Figure 5).

MEDLINE-indexed EMBASE citations (n = 5454) and duplicate citations (n = 753) were
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removed as described by Sampson and colleagues®™ and Reference Manager 11%
respectively. After screening the titles and abstracts of the remaining 10,725 citations, 8292
were excluded and 2433 were retrieved in full text. Authors were contacted for additional
data to assess eligibility for 135 studies. Kappa was not calculated as screening criteria were
modified after screening validation and discussion was required between reviewers for
approximately 15% of studies. Where uncertainty remained (n = 385), a second or third
reviewer screened records independently and all disagreements were resolved by discussion.
Studies were excluded for failing to meet the following criteria: 1) assessment of
methodological, organizational or ethical characteristics of RCTs or reporting in protocols
(44%); 2) assessment of characteristics relevant to RCT protocol content (6%); 3) empirical
study (29%); or 4) use of an eligible study design (10%). Another 12% of studies were
excluded for other reasons (less than 80% RCTs and results for RCTs not reported
separately, trials before 1992, results too specific/not generalizable, language other than
English or French, unable to contact author to determine eligibility).
Four-hundred-and-fifty-five reports were eligible for inclusion in this review (337
from database searches and 118 from additional methods). Following removal of overlapping
records (multiple and previous publications [including abstracts]) data were ultimately
extracted from 396 studies. Twenty-one studies were subsequently found to be included in
relevant methodological reviews, thus, although extracted data was retained, the following

section refers to the 375 most comprehensive reports.
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Identification

Screening

Eligibility

Included

Database total: 10945 records Total additional sources: 533
MEDLINE 7166 Reference hists: 341
EMBASE 995 (6649-5454 [sce text]) SCOPUS forward citation search- 89
CMR 2784 PubMed ‘Related articles’ 103

753 duplicate citations removed

v

A

10725 records screened
8292 records excluded

Reasons for exclusion:

Not relevant topic 4275; Not
relevant to protocol development
(e g 1n control of investigators).

322; Not empirical: 2128; Not
proper study design: 720; Other:

515; Language 332

v

v

2433 articles/studies assessed
for ehigibility

1978 articles/studies excluded
Reasons for exclusion

Not relevant topic 234, Not
relevant to protocol development
v (e g 1n control of investigators)-

297; Not empirical: 840; Not
proper study design: 269; Other.

338

v

455 articles/studies including
duplicates (e.g. abstracts of
full-text, studies included 1n
subsequent methodological

reviews)

A 4
375 included studies

Figure 5: Systematic review flow-diagram

4.3.2 Study characteristics

Of the included studies, most (n = 344; 92%) were published in full; 28 were
conference proceedings or published abstracts (7%), and four were unpublished or other
(Table 7). Most reports were presented or published recently: 2000-2009 (n = 315; 84%);
1990-1999 (n = 50; 13%); 1980-1989 (n = 9; 2%). Studies were published in 169 different
journals, most frequently in the Journal of Clinical Epidemiology (n = 23; 6%), British

Medical Journal (n = 19; 5 %), Journal of the American Medical Association (n = 16; 4%)
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and Controlled Clinical trials (n = 13; 3%). Corresponding authors were most frequently
based in North America (n = 190; 51%) or Europe (n = 143; 38%) and were from 28
countries, most frequently the USA, UK and Canada.

Two-hundred-and-one studies (54%) reported funding for their research: 171 (46%)
from not-for-profit agencies (e.g. government, charities), 10 (3%) from for-profit agencies,
11 (3%) from both and in 9 (2%) the type of funding source was unclear. The remainder
reported no funding (n = 19; 5%) or did not indicate whether the study was funded (n = 155;
41%, including 127/344 (37%) full-text articles and 28/28 (100%) abstracts).

Studies were classified as systematic reviews of methodological research (n = 39;
10%); systematic reviews (n = 96; 26%) or cohorts, case-control or cross-sections (n = 148;
39%) of RCT protocols or full text reports; experimental studies (e.g. RCTs) within RCTs (n
= 29; 8%) or other (e.g. other unbiased samples, relevant experimental case-reports; n = 63;
17%). Studies were most often relevant to only a few checklist items (median (IQR): 2
(1,3)) while 7 studies were relevant to 10 or more potential iterns” 7.

Approximately 40% of studies had a narrow scope and narrow topic (e.g. cross-
section in select journals of RCTs in a particular topic). Another 28% of studies had a broad
scope and narrow topic (e.g. SR of RCTs in a particular topic), 21% a narrow scope and

broad topic (e.g. cross-section in select journals on any topic), and 11% a broad scope and

broad topic (e.g. systematic review of RCTs in any topic).
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Table 7 Charactenstics of studies included in systematic review

Characteristic N =375
n (%)
Report
Conference or published abstract 28 (7)
Published — full text 344 (92)
Other (1 unpublished, 1 report, 1 conference abstract and additional 4 (1)
unpublished manuscript, 1 published correspondence)
Year
1980-1984 2(0.5)
1985-1989 7 (2
1990-1994 9 (2)
1995-1999 41 (11)
2000-2004 117 (31)
2005-2009 198 (53)
Journals
N =169
Country of corresponding author
USA 140 (37)
UK 63 (17)
Canada 50 (13)
The Netherlands 19 (5)
Denmark 12 (3)
Australia 9 (2)
Not reported 12 (3)
Other 70 (19)
Funding sources
Not reported 155 (41)
Reported
Non-profit 171 (46)
For profit (pharmaceutical company) 10 (3)
Both for-profit and not-for profit 11 (3)
Unclear 9 (2)
Reported no funding 19 (5)
Study design
SR of methodological research 39 (10)
SR of RCTs (protocols or full-text) 96 (26)
Cohort/Cross-section/case-control RCTs 148 (39)
Expermental (e.q. nested RCT in RCT) 29 (8)
Other 63 (17)
Number of relevant items/study, Median (1.Q.R.) 2(1,3)
Range 1-32

RCT randomized controlled tnal, SR systematic Review, UK United Kingdom, USA Unites States of America

Data extraction validation showed minor differences between reviewers, mostly
limited to the quantity of information extracted (e.g. extent of details of methodology of
included studies). In one instance, reviewers did not have 100% agreement on the candidate

checklist items to which the reference was relevant as the items’ sub-concepts overlapped
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(Monetary and material support, Role of sponsor and Conflict of interest). The primary
reviewer was more liberal in this instance and the discrepancy was resolved by discussion.
An example of data extraction results is included in Appendix G (Table 17); full data

extraction tables are available from the author

4.3.3 Synthesis of results

Table 8 presents references to relevant empirical research and the results of the
assessment of the strength of the evidence for each potential checklist item. Validation of
the rating of the strength of the evidence showed good agreement (Reviewers 1&2: 80%
agreement, weighted kappa = 0.787, n = 10 items; Reviewers 1&3: 80% agreement,
weighted kappa = 0.681, n = 10 items).

Two new concepts not previously captured in the Delphi were identified from the
systematic review. The first addresses the importance of including the names of protocol
authors and the second addresses planned methods of increasing adherence and retention.
These concepts received Weak and Moderate support from the systematic review,
respectively.

Overall, the results of the systematic review provide strong support for 23 items/sub-
items, moderate support for 23 and weak/no support for 44 items/sub-items. Further details

of these results are discussed in Chapter 5.
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Table 8: Systematic review results

Section/ Topic® SR References®

Section 1: General Information

1. Title Weak/None N/A

2. Trial identifier Moderate SR methods®’
Sample RCTs - prev 98

3. Protocol Version Weak/None N/A

4. Protocol Summary A. Weak/None N/A

4. Protocol Summary B. Lay Weak/None N/A

summary

5. Names and addresses Weak/None  Sample RCT — prev®®'®

6. Table of contents Weak/None N/A

7. List of abbreviations Weak/None N/A

Section 2: Introduction

8. Rationale Moderate SR methods®7/101,102-104
Sample RCTs — other®" 82
Sample RCTs — prevgs‘ 108

9. Background of the study Moderate Sample RCTs — other®" &2
Sample RCTs — prevgs’ 105110
incl- 111 112

10. Preliminary data Weak/None SR methods®” """
Sample RCTs — outcome'®
Sample RCTs - prev1 14,115
Other''®

11. Objectives Weak/None SR methods®”/ 01 102104
Sample RCTs - prev Hrne

12. General approach Weak/None SR methods'®*

13. Study location(s): A. Strong SR methods®”/ 10" 95104120123 g e RCTs — outcome®”

Descniption of sites(s) 94, 99, 124-132

13. Study location(s): B. Moderate Sample RCTs — prev21’ 133

Justification of sites(s) Other'34/135

13. Study locations C. Moderate Incl: 136 137

Relevant demographic and )

epidemiological information

Section 3: Methods

14. Population Moderate Sample RCTs — outcome®* 38
Sample RCTs — prevgz’ 139
(and others in Eligibility cnitena)

15. Eligibility criteria A. Strong SR methods?” 102, 122, 140, 141

Describe cniteria Sample RCTs — outcome®' 9% 124,127,138, 142, 143
Sample RCTs — prey™® 139 144150

— — Sample RCTs vs. target population % 145 151-173
15. Eligibility criteria B. Strong Other' 16
Justify exclusions Incl. 17
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Section/ Topic® SR References®
61. Co-enrolment in studies Weak/None N/A
16. Sample size Strong SR methodg®® 97+ 120
Other MA of method. SR
Sample RCTs — outcome®® 175177
Sample RCTs — prey 12 21192/ 98,114, 115,117, 153, 178-232
17. Recruitment Strong SR methodg®> 95 97 104,140,233 239
Sample RCTs - outcome' 1% 240242
Experimental in 2 1 RCT243:249
Sample RCTs - prev195
Other™°
Inc, 2517256
116, 257 258
18. Type of study Strong SR methods®>*
Sample RCTs - outcome' '3 259-262
Sample RCTs - prevzm’ 215
19, Study timeline: A. Weak/None SR methods'®"
94 127, 130, 263 264
See note
19. Study timeline B: Weak/None N/A
Schematic diagram of tnal
calendar dates
20. Randomizatio