
nm 
u Ottawa 

L'Universite canadienne 
Canada's university 



FACULTE DES ETUDES SUPERIEURES L = = J FACULTY OF GRADUATE AND 
ET POSTOCTORALES u Ottawa POSDOCTORAL STUDIES 

L'UmverMlc canadienne 
Canada's university 

Jennifer Marie McCaig Tetzlaff 
AUTEUR DE LA THESE / AUTHOR OF THESIS 

M.Sc. (Epidemiology) 
GRADE/DEGREE 

Department of Epidemiology and Community Medicine 

Developing an Evidence-Based Reporting Guideline for Randomized Controlled Trial Protocols: 

The SPIRIT Initiative 

TITRE DE LA THESE / TITLE OF THESIS 

David Moher DIRECTEUR (DIRECTRICE) DE LA THESE / THESIS SUPERVISOR 

CO-DIRECTEUR (CO-DIRECTRICE) DE LA THESE / THESIS CO-SUPERVISOR 

Lucie Brosseau Brendon Wilson 

Gary W. Slater 
Le Doyen de la Faculte des etudes superieures et postdoctorales / Dean of the Faculty of Graduate and Postdoctoral Studies 



Developing an evidence-based reporting guideline for 
randomized controlled trial protocols: 

The SPIRIT Initiative 

Jennifer Marie Tetzlaff 

Thesis submitted to the Faculty of Graduate and Postdoctoral Studies 
In partial fulfillment of the requirements 

For the MSc degree in Epidemiology and Community Medicine 

Department of Epidemiology and Community Medicine 
Faculty of Medicine 
University of Ottawa 

© Jennifer Tetzlaff, Ottawa, Canada, 2010 



1*1 Library and Archives 
Canada 

Published Heritage 
Branch 

395 Wellington Street 
Ottawa ON K1A 0N4 
Canada 

Bibliotheque et 
Archives Canada 

Direction du 
Patrimoine de I'edition 

395, rue Wellington 
Ottawa ON K1A 0N4 
Canada 

Your file Votre inference 
ISBN: 978-0-494-73762-0 
Our file Notre reference 
ISBN: 978-0-494-73762-0 

NOTICE: AVIS: 

The author has granted a non­
exclusive license allowing Library and 
Archives Canada to reproduce, 
publish, archive, preserve, conserve, 
communicate to the public by 
telecommunication or on the Internet, 
loan, distribute and sell theses 
worldwide, for commercial or non­
commercial purposes, in microform, 
paper, electronic and/or any other 
formats. 

L'auteur a accorde une licence non exclusive 
permettant a la Bibliotheque et Archives 
Canada de reproduire, publier, archiver, 
sauvegarder, conserver, transmettre au public 
par telecommunication ou par I'lnternet, preter, 
distribuer et vendre des theses partout dans le 
monde, a des fins commerciales ou autres, sur 
support microforme, papier, electronique et/ou 
autres formats. 

The author retains copyright 
ownership and moral rights in this 
thesis. Neither the thesis nor 
substantial extracts from it may be 
printed or otherwise reproduced 
without the author's permission. 

L'auteur conserve la propriete du droit d'auteur 
et des droits moraux qui protege cette these. Ni 
la these ni des extraits substantiels de celle-ci 
ne doivent etre im primes ou autrement 
reproduits sans son autorisation. 

In compliance with the Canadian 
Privacy Act some supporting forms 
may have been removed from this 
thesis. 

Conformement a la loi canadienne sur la 
protection de la vie privee, quelques 
formulaires secondaires ont ete enleves de 
cette these. 

While these forms may be included 
in the document page count, their 
removal does not represent any loss 
of content from the thesis. 

Bien que ces formulaires aient inclus dans 
la pagination, il n'y aura aucun contenu 
manquant. 

1+1 

Canada 



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 /terns for 7?andom/zed Trials) 

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 conduct1, such as during recruitment, interim analyses or early 

stopping2, and at completion, such as during analysis3"5 and preparation for publication6. For 

example, the absence of concealed patient allocation7" , lack of blinding/masking and 

inappropriate randomization methods10 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 
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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 examined3; 5; ". 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 protocol5. 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 calculations12 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 

protocols with manuscripts of trial results for peer review14"1 . However, even with such 

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)19, power calculations (27%)12 and sponsor and 

investigators roles in aspects of trial conduct20. 

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 designs21"26. Whereas some research suggests that inadequate 
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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) Statement31, 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 RCTs32, pragmatic trials33 

and equivalence and non-inferiority trials 4; for specific intervention types, such as non-

pharmacologic treatments35 and herbal interventions36; and for other types of RCT reports, 

-5-7 

such as abstracts . Additionally, following the motivation for CONSORT, other 

independent initiatives have been developed38' 39. Some of the initiatives, such as 

CONSORT and STARD (STAndards for the Reporting of Diagnostic accuracy studies)40) 

have been empirically shown to improve report quality41' 42. As in the case of CONSORT, 

some have also become endorsed by major editorial groups such as the International 

Committee of Medical Journal Editors43, the World Association of Medical Editors, the 

Council of Science Editors44 and editorial boards of major healthcare journals. 

As a consequence of some of these initiatives, the EQUATOR (Enhancing the 

QUAlity and Transparency Of health Research) Network45, 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 publications39 indicate that most existing guidelines have been developed 

using informal consensus methods (77 and 53%, respectively) and many do not describe 
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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 protocols4 . 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 review1 

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 in this section was completed in partial fulfillment of the requirements for course EPI 
6188 Systematic reviews and meta-analysis completed for the MSc degree in Epidemiology and Community Medicine 
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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 18th 2007, Ovid Interface), 

EMBASE (1980 to April 16th, 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 

5 



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 review47"76. 

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 information47; 

25/27 (93%) included at least authors' names or contact information. 

Three guidelines pertained only to RCT protocols55'5 ' 76, while the remainder also 

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])50 and three journal articles48170; 76. Of these four, one76 

was RCT-specific. Methods described for guideline development included consensus 

meetings50' 76, informal consensus procedures4 ' 7 , field testing/pilot testing7 and soliciting 

feedback from a broader group (e.g. public/stakeholders)50' 7 . 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 methods76. 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 l l 7 . 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 
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(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. 

The methods of identifying evidence were unclear in two cases 4 '74 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 guidelines7 . 

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 

colleagues9 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 

colleagues77 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 
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example, none of the six studies published after pivotal research showing biased 

modifications of primary outcomes3'5' " 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 trials6 '78 '79, 

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 agencies80. 

Empirical evidence has highlighted the deficiencies and bias associated with non-systematic 

literature searches81'82. 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 
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the USA government ' ' were referenced in included studies and thus included in this 

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 items76. 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 registration , this is an opportune time to review the evidence 
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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 Pandom/zed 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 Ziglio85, 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. 
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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 above85. 

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 

researchers in clinical medicine"87 and specific location-based PubMed searches, while 
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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 (eg population intervention main outcome) identifying the study 
as a randomized controlled trial 

• 1 D 2 D 3 C U Q s D 6 D ? D 8 D s D l O D N O judgment 

Not important Very important 

2 Trial identifier Unique tnal identification number or name (e g trial registration number protocol number) 
and where registered (i e name of tnal register) 

D l D 2 D 3 D 4 D s D e • ? D s D 9 C h o DNo]udgment 

Not important Very important 

3 Protocol Version Include a version or amendment number and date 

• l D 2 D 3 D 4 D 5 D 6 D ? D e D 9 Q l O DNo]udgment 

Not important Very important 

Figure 1: Example of questionnaire layout from Delphi Round 1 
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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 > 8; moderate importance - 6 < median > 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 > 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- specific comments Frequency distribution ratings _A T_ s 
1 Title Providfea descriptive title (e g population intervention main outcoma identifying the study as a randomized controlled 

• The description on& trial should be specific and not refer to a population that is not applicable 

Design" woulakidentrfy it as an RCT Also an important element when searching the literature 

Wording could be improved I feel mixes up iwo igeas 

D T r u Ds Be D? • 

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 > 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). 



List of abbreviations: List and descriptors of abbreviations used throughout the protocol 

Round 1:8 (6, 10) Round 2: 7 (5, 8) • Include • Exclude • Unsure 

Comments 

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

Provide a short summary of the proposed research 

I I Include O Exclude O Unsure 

Where required, include appropriate lay/non-technical language 

I I Include EH Exclude O Unsure 

Comments: 

Figure 3: Example of questionnaire layout from Delphi Round 3: A) Items in 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(%] 

Profession9 

Clinical trialists 
Healthcare professional 
Methodologist 
Statistician 
Trial coordinator 
REC/IRB head/member 
Journal editor 
Funding agency representative 
Regulator/regulatory board member 
Other 

Place of employment3 

University 
Hospital 
Government 
Non-profit organization 
For-profit organization 
Self-employed 
Other 

Self-perceived level of expertise 
High level 
Mid-high level 
Mid level 
Low-mid level 
Low-level/no expertise 

aSome 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. 

30 (32) 
28 (30) 
28 (30) 
16(17) 
12(13) 
11(12) 
11(12) 

5(5) 
3(3) 
7(8) 

58 (62) 
30 (32) 
13(14) 
9(10) 

4(4) 
0(0) 
5(5) 

49 (54) 
33 (36) 

8(9) 
1(1) 
0(0) 
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59 original items 

1 
15 new items Round 1 

I i 

' Round 2 "") 

*\ 46 items 

[ I 19 items i 
9 items-> 23 sub-items ] 

i 

Figure 4: Flow ol items through Delphi consensus survey 

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 

Section and 
Topic Description 

Round 1 

Median 

Round 2 

(IQR) 

Section 1: General Information 

1. Title 

2. Trial identifier 

3. Protocol 
Version 

4. Protocol 
Summary 

5. Names and 
addresses 

6. Table of 
contents 

7. List of 
abbreviations 

Provide a descriptive title (e g population, intervention, main 
outcome) identifying the study as a randomized controlled 
trial 

Unique trial identification number or name (e g trial 
registration number, protocol number) and where registered 
(i e , name of trial register) 

Include a version or amendment number and date 

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

Provide names and addresses (i e , affiliated institution, 
company) of the primary investigators and sponsors 

Provide a list of the contents of the protocol and associated 
page numbers 

List and descriptors of abbreviations used throughout the 
protocol 

10(9, 10) 

10(9, 10) 

10(7, 10) 

9(7, 10) 

10(9, 10) 

8(6, 10) 

8(6, 10) 

10(9, 10) 

10(9, 10) 

10(8, 10) 

9(7, 10)a 

10(8, 10) 

8 (5, 9) 

7 (5, 8)a 

Section 2: Introduction 

8. Rationale Outline the research topic and provide justification for 
undertaking the study 10(9, 10) 10(9 5, 10) 

9. Background of Summarize 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 
referenced or reported, supporting the need for the current 
trial (e g clinical equipoise) 

10. Preliminary Describe any results of preliminary studies already obtained 
data in the area of the proposed study (e g by investigators) 

11. Objectives State the specific objectives and hypotheses of the study 

10(9,10) 10(9,10) 

9(8,10) 9(8,10) 

10(10,10) 10(10,10) 

12. General Outline the general approach to address the research 
approach question 8(6,10) 7(5,9)a 

13. Study Briefly describe and justify the site(s) where the research is to 
location(s) be conducted, including relevant demographic and 

epidemiological information about the country or region 
concerned 

9(7, 10) 8 (7, 9)a 

Section 3: Methods 

14. Population Describe the target and study population and the source (e g 
catchment area) of the study population 



Section and Round 1 Round 2 
Description 

1 UfJIt. 

15. Eligibility 
criteria 

16. Sample size 

17. Recruitment 

Describe the criteria for inclusion and exclusion of potential 
participants, and justification for the exclusion of any 
subgroup. 

The estimated number of research participants needed to 
achieve the study objective, and how this was determined, 
including any assumptions and calculations used 

Describe the process of recruitment (e g advertisements, 
physician contacts) and enrolment 

Median 

10(10, 10) 

10(10, 10) 

9(8, 10) 

i (IQR) 

10(10, 10)a 

10(10, 10) 

9(8, 10) 

18. Type of study A description of the type/design of trial to be conducted (e g 
double-blind, placebo-controlled, parallel design) and trial 
framework (e g exploratory, superiority, equivalence, non-
infenonty) 

19. Study Schematic diagram of study timetable and organizational 
timeline chart including design, procedures and stages of trial. 

10(10,10) 10(10,10) 

9(8, 10) 

20. 
Randomization: 
Sequence 
generation 

Describe the method to be used to generate the random 
sequence list, including details of any restriction (e.g , 
blocking, stratification) 

9(8, 10)a 

10(9,10) 10(9,10) 

21. Describe the method used to implement the random 
Randomization: allocation sequence (e g , numbered containers or central 
Allocation telephone), clarifying whether the sequence will be concealed 
concealment until interventions are assigned 

10(9,10) 10(10,10) 

22. Describe who will generate the allocation sequence, who will 
Randomization: enrol participants, and who will assign participants to their 
Implementation group. 

10(8,10) 10(8,10) 

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 
blinding will be assessed 

10(9,10) 10(10,10) 

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 
interventions used (e.g. no treatment, placebo or active 
control). 

10(10,10) 10(10, 10)a 

25. Schedule(s) 
of Intervention(s) 

26. Concomitant 
interventions 

27. Risks 
To become 
"Harms" 

State the number and duration of treatment periods including 
run-in and washouts, where applicable 

List relevant treatment(s)/intervention(s) that are permitted or 
not, prior to and/or during the study 

State the known or potential risks and adverse reactions for 
each study intervention 

10(9, 10) 

10(9, 10) 

10(9, 10) 

10(10, 10) 

10(9, 10) 

10(10, 10) 

28. Outcomes Describe and define primary and secondary outcome 
measures. 

10(10,10) 10(10,10) 
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Section and 
Topic Description 

Round 1 Round 2 

Median (IQR) 

29. Data 
collection 

30. Follow-up 

31. Data 
management 

Describe methods, including study instruments (e g 
questionnaires, laboratory measurements) and time point(s), 
of data collection, outcome measurement and recording 

State follow-up plans including description and schedule of 
visits and logistics, if relevant 

Describe plans for data entry, editing and management, 
including handling data collection forms and different versions 
of data, data coding, and data storage 

10(9, 10) 

10(8, 10) 

8(7, 10) 

10(9, 10) 

10(9, 10) 

8 (7, 9) 

32. Quality State any methods used to enhance the quality of outcome 
control assessment (e g , duplicate observations, training of 

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 
participant compliance (e g tablet return), if relevant 

9(8,10) 9(8,10) 

9(8 ,10) 9 (8 ,10) 

34. Safety State plans for monitoring the continuing safety of 
Evaluations interventions administered for purposes of the trial, including 

specification of methods and timing of measuring safety 
parameters 

10(9,10) 10(9,10) 

35. Statistical Describe statistical methods to be employed to compare 
methods groups for primary outcome(s) and secondary outcome(s) as 

well as methods for additional analyses, such as subgroup 
analyses and adjusted analyses State whether intention-to-
treat or other analysis will be used for the primary 
companson(s) 

10(10,10) 10(10,10) 

36. Withdrawals State criteria that will be used to withdraw or exclude 
participants from the trial (e g compliance requirements), and 
specify the data to be collected from withdrawn participants 
and follow-up, in a multi-centre study state when a centre 
may be discontinued from the trial 

10(9,10) 10(9, 10)a 

37. Missing data 

38. Data and 
Safety 
Monitoring Board 

39. Interim trial 
monitoring 

40. Stopping 
guidelines 

41. Adverse 
event reporting 

42. Emergency 
code-breaking 
procedure 

43. Limitations 

Describe the methods to account for missing data or 
erroneous data 

If relevant, describe the composition and role of the data and 
safety monitoring board 

Describe the process and timing of any planned interim 
analyses 

State the criteria for the premature termination of the trial 

Describe methods for recording and reporting both solicited 
and spontaneous adverse events, and provisions for dealing 
with them 

Information about how the code, if any, for the participants' 
identity is established, where it will be kept and when, how 
and by whom it can be broken in the event of an emergency 

Describe the limitations of the proposed study, including 
possible bias in data collection, measurement and analysis 

9(8, 

9(8, 

10(8, 

10(8, 

10(9, 

10(8, 

9(7, 

10) 

10) 

10) 

10) 

10) 

10) 

10) 

9(8, 

9(9, 

10(9, 

10(9, 

10(9, 

10(8, 

8(6, 

10) 

10) 

10) 

10)a 

10) 

10) 

10) 
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Section and 
Topic 

Description 
Round 1 Round 2 

Median (IQR) 

Section 4: Trial organization and administration 

44. Personnel Provide names, affiliations, contact details, qualifications, 
time commitment and job descriptions of trial personnel 
including investigators, statisticians, and other relevant staff, 
including consultants 

7 (5, 9) 6 (4, 7)a 

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

46. Monetary and Name the source(s) of financial and material support, type of 
material support support provided, amount, and how (eg to a research 

account or as an honorarium) 

47. Budget Provide the budget for personnel, equipment, facilities and 
supplies 

9(7, 10) 

6 (3, 9) 

9(7, 10)a 

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 
risks 

10(9, 10) 10(9, 10) 

49. Agreement Describe the method to obtain individual informed consent, 
and consent information provided to the patient and the name and position 

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 

individuals below legal consenting age, provide information 
on how assent and permission from a legal guardian or other 
authorized individual will be obtained 

10(9,10) 10(9,10) 

10(9,10) 10(9,10) 

51. 
Confidentiality 
and Anonymity 

52. Ethics 
approval 

The provisions for protecting the confidentiality and 
anonymity of personal data and respecting the privacy of 
participants 

State whether ethics approval has been obtained, if so, 
provide the name of the committee(s) 

10(8, 10) 

10(9, 10) 

10(9, 10) 

10(8, 10) 

53. Role of Describe the role of the sponsor in the trial design, data 
Sponsor collection, access to trial data (including interim data, audits 

and regulatory inspections), data analysis and interpretation, 
and manuscript preparation 

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

10(8,10) 10(8,10) 

10(9,10) 10(8,10) 

Section 6: Reporting and Dissemination 

55. Protocol Describe how changes to the original protocol, including the 
Amendments statistical plan, will be communicated to investigators and 

ethics committees and how these will be reported and 
justified in subsequent amendments of the protocol and/or the 
final report, as appropriate 

9(7 5,10) 9(7,10) 
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Section and 
Topic 

56. 
Dissemination 

57. Publication 
Policy 

Description 

Describe how the researcher(s) or sponsor(s) will disseminate 
the results to participants, health care professionals, the 
public, or other relevant groups. 

Details on who has the right to publish the study results or 
modify the manuscript (i e principal mvestigator(s), co-
investigator(s), sponsor), including publication restrictions and 
authorship guidelines. 

Round 1 

Median 

8(7, 10) 

9(8, 10) 

Round 2 

(IQR) 

8(7, 10) 

9(7, 10) 

Section 7: Other 

58. References 

59. Appendix 
Materials 

Provide a list of the references cited in the protocol 

Provide relevant materials including samples of the 
standardized case-report forms or other data collection forms 
(e g questionnaires) and consent/assent forms 

10(9, 10) 

9(7, 10) 

10(9, 10) 

8(7, 10)a 

altems re-circulated in Round 3 for final assessment and/or clarification 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 

(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. 



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 1 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 > 8, 6 with a median of 6 or 7 and none with a median < 5. 
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Table 3: New items 

Section and Topic 

60. Signatures 

61. Co-enrolment 
in studies 

62. Investigational 
product(s) 

63. Biological 
specimens 

64. Data 
collection forms 

65. Validation of 
instrumentation 

suggested by panellists in Delphi Round 1 Results from Delphi 

Description 

Provide appropriate signatures including principal 
mvestigator(s) or chief medical officer 

State regulations pertaining to co-enrolment of participants 
into other research studies 

If relevant, describe the formulation, packaging, labelling and 
supply of the investigational product and accountability 
procedures 

If relevant, describe plans for laboratory evaluation, 
specimen collection, storage and shipping to central 
laboratories 

Provide a summary table (e g matrix) of all forms to be 
collected at each time point 

Describe reliability and validity of instruments to be used, 
including questionnaires, laboratory instruments, and analytic 
tests, if known, or plans to establish such validation 

survey Rounds 2 and 3 

Round 2 

Median 

6 (3, 9) 

7 (5, 9) 

8 (5, 9) 

8(6, 10) 

8 (5, 9) 

8 (6, 9) 

Round 3 

(IQR) 

5 (2, 8) 

7 (5, 8) 

7 (5, 9) 

8 (6, 9) 

8 (6, 9) 

8 (6, 9) 

66. Trial Describe the plans for trial monitoring (eg by a Clinical 
Monitoring Research Associate) including if the monitoring process was 

independent from the principal investigator and sponsor and 
how often trial sites will be monitored 

67. Reporting of 
early stopping 

Describe how the researcher(s) or sponsor(s) of trials will 
disseminate the results of trials that were stopped early (for 
benefits, harms or futility) 

8 (7, 9) 

8(5, 10) 

8 (6, 9) 

8(5, 10) 

68. Ancillary and 
sub-studies 

Describe any foreseen further uses of personal data or 
biological materials for related sub-studies or ancillary 
studies "and whether consent was obtained for these 
studies* 

7 (4, 9) 

8(6, 10) 

7 (5, 9) 

69. Pregnancy For research on pregnant women, specify plans for 
monitoring the health of the woman and the short-term and 
long-term health of the child 

7(4, 10) 

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

8 (6, 9) 8 (6, 9) 

71 . Post-trial 
data/materials 
storage 

72. Feasibility 

73. Insurance 

74. Data 
ownership 

Describe plan to store data/materials after the trial is 
complete including the location(s), required length of storage 
period and who will be responsible for the data 

Justify the feasibility of the trial including the acceptability of 
the protocol for both participants and physicians and the 
capacity of recruitment 

Details of plans including insurance coverage, to provide 
treatment (including the funding of treatment) and 
compensation for research-related disability or death 

State who has ownership of data and disclose any 
agreement or contract with sponsor that limits principal 
investigators ownership of data 

7 (5, 9) 

7 (4, 9) 

6 (3, 8) 

8(7, 10) 

7 (4, 8) 

6 (3, 8) 

5 (2, 7) 

8(7, 10) 
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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. 



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 Delphi survey Round 3 

Section and 
Topic Description 

Round 3 

I = Include 
E = Exclude 
U = Unsure 

n (%) 

7. List of List and descriptors of abbreviations used throughout the protocol. 
abbreviations 

I: 59(74) 
E: 15(19) 
U: 6(8) 

12. General 
approach 

Outline the general approach to address the research question. I: 43(52) 
E: 35 (42) 
U: 5(6) 

44. Personnel Provide names, affiliations and contact details of key trial personnel 
including investigators, statisticians, and other relevant staff, (e.g. 
consultants).3 

I: 33(40) 
E:42(51) 
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) 

aText 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: 

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

Round 3 

Section and 
Topic Initial description Sub-items 

I = Include 
E = Exclude 
U = Unsure 

n (%) 

4. Protocol Provide a short summary of the 
Summary proposed research Where 

required, include appropriate 
lay/non-technical language 

A. Provide a short summary of the 
proposed research 

I 78(94) 
E 4(5) 
U 1(1) 

B. Where required, include appropriate 
lay/non-technical language 

I 50(63) 
E 21 (27) 
U 8(10) 

13. Study Briefly describe and justify the 
location(s) site(s) where the research is to 

be conducted, including relevant 
demographic and 
epidemiological information 
about the country or region 
concerned 

A. Briefly describe the sites(s) where the 
research is to be conducted 

I 71 (87) 
E 9(11) 
U 2(2) 

B. Briefly justify the sites(s) where the 
research is to be conducted 

I 38(46) 
E 38(46) 
U 6(8) 

C. Briefly describe relevant demographic I 38 (46) 
and epidemiological information about E 29 (47) 
the country or region where the research U 6 (8) 
is to be conducted 

15. Eligibility Describe the criteria for inclusion 
criteria and exclusion of potential 

participants, and justification for 
the exclusion of any subgroup 

A. Describe the criteria for inclusion and 
exclusion of potential participants 

I 81 (99) 
E 1(1) 
U 0(0) 

B. Justify the exclusion of any subgroup I 55(66) 
E 23(28) 
U 5(6) 

19. Study Schematic diagram of study 
timeline timetable and organizational 

chart including design, 
procedures and stages of trial 

A. Schematic diagram of schedule of I 69 (84) 
procedures and visits for participants E 8(10) 
through each stage of the trial U 5 (6) 

B. Schematic diagram of the study I 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 
Interventions interventions intended for each 

group how they will be 
administered (e g dosage and 
dosage form, device), where 
applicable Justify the control 
interventions used (e g no 
treatment, placebo or active 
control) 

A. Provide precise details of the I 82 (99) 
interventions intended for each group E 1(1) 
how they will be administered (eg U 0 (0) 
dosage and dosage form, device), where 
applicable 

B. Justify the control interventions used I 72 (87) 
(e g no treatment, placebo or active E 7 (8) 
control) U 4(5) 

36. State criteria that will be used to 
Withdrawals withdraw or exclude participants 

from the trial (e g compliance 
requirements), and specify the 
data to be collected from 
withdrawn participants and 
follow-up, in a multi-centre study 
state when a centre may be 
discontinued from the trial 

A. State criteria that will be used to I 78 (95) 
withdraw or exclude participants from the E 2 (2) 
intervention (e g compliance U 2 (2) 
requirements, safety concerns) 

B. Specify the data to be collected from I 70 (85) 
withdrawn participants and how enrolled E 4 (5) 
participants will be followed-up U 8(10) 



C. In a multi-centre study state when a 
centre may be discontinued from the trial 

I- 45(55) 
E 24(30) 
U 13(16) 

40. Stopping 
guidelines 

State the criteria for the 
premature termination of the 
trial 

A. If relevant, state the predefined I 76 (92) 
statistical stopping boundaries for the E 5 (6) 
early termination of the trial U 2 (2) 

B. If relevant, state any non-statistical I 63 (76) 
predefined criteria for the early E- 10(12) 
termination of the trial U 10 (12) 

46. Monetary Name the source(s) of financial 
and material and material support, type of 
support support provided, amount, and 

how (eg to a research account 
or as an honorarium) 

A. Name the source(s) of financial and 
material support 

I. 78(94) 
E 4(5) 
U 1(1) 

B. List the type(s) of support provided I- 57(70) 
E 17(21) 
U 8(10) 

C. State the amount of support provided I 25(30) 
E. 47 (57) 
U- 11 (13) 

D. State how source(s) of support are I 29 (35) 
provided (eg to a research account or E 44 (53) 
as an honorarium) U- 10 (12) 

59. Appendix Provide relevant materials 
Materials including samples of the 

standardized case-report forms 
or other data collection forms 
(e g. questionnaires) and 
consent/assent forms 

A. Provide relevant materials including I 53 (65) 
samples of the standardized case-report E 19 (23) 
forms U 10(12) 

B. other data collection forms 
questionnaires) 

C. consent/assent forms 

e g I 57 (70) 
E 17(21) 
U 8(10) 

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 

36 



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. 

37 



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 9th, 2007, Ovid interface) 
• EMBASE (1980 to August 1st, 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 MEDLFNE 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 databases88. 

Based on initial screening results, the MEDLINE and EMBASE searches had low 

precision, while the CMR, which is populated by MEDLFNE- 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 18th, 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 

OQ 

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 



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 approach90) 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 Criteria 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 

methodological studies 
• association between trial 
characteristic and 
outcome 

• prevalence of trial 
characteristic or 
reporting in protocols 

N/A generally broad topic scope 

Systematic review of 
RCTs (protocols or 
reports) 

• association between trial 
characteristic and 
outcome 

• broad 
• narrow if examples are across 
various ranges of specialties 

Cohort/cross-section of 
RCTs (protocols or 
reports) 

- association between trial 
characteristic and 
outcome 

• broad 
• narrow if examples are across 
various ranges of specialties 

Moderate Systematic review of 
RCTs (protocols or 
reports) 

- association between trial 
characteristic and 
outcome 

- prevalence of trial 
characteristic or 
reporting in protocols 

Cohort outcome/cross-
section of RCTs 

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

- broad if supported by a strong 
theoretical rationale 

- narrow if supported by strong 
theoretical rationale and examples 
are across various ranges of 
specialties 

- association between trial 
characteristic and 
outcome 

Three or more 
experimental studies 
within RCTs 

- prevalence of trial 
characteristic or 
reporting in protocols 

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

- broad if supported by a strong 
theoretical rationale 

- association between trial 
characteristic and 
outcome 

if examples are across various 
ranges of specialties 

Weak Systematic review of 
RCTs (protocols or 
reports) 

• prevalence of trial 
characteristic or 
reporting in protocols 

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

Cohort outcome/cross-
section of RCTs 

• prevalence of trial 
characteristic or 
reporting in protocols 

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

One or two experimental 
studies within RCTs 

• association between 
trial characteristic and 
outcome 

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

None or Other N/A N/A 
E Exclude, I Include Q1 lower 25% quartile, N/A not applicable, RCT randomized controlled trial 

4.3 Results 

4.3.1 Study selection 

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

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

MEDLFNE-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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Database total: 10945 records 
MEDLINE 7166 

EMBASE 995 (6649-5454 [see text]) 
CMR 2784 

Total additional sources: 533 
Reference lists' 341 

SCOPUS forward citation search- 89 
PubMed 'Related articles'- 103 

10725 records screened 

2433 articles/studies assessed 
for eligibility 

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

reviews) 

375 included studies 

Figure 5: Systematic review flow-diagram 

753 duplicate citations removed 

8292 records excluded 
Reasons for exclusion: 

Not relevant topic 4275; Not 
relevant to protocol development 
(eg in control of investigators). 
322; Not empirical: 2128; Not 

proper study design: 720; Other: 
515; Language 332 

1978 articles/studies excluded 
Reasons for exclusion-

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

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

338 

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 items91"97. 

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). 

47 



Table 7 Characteristics 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) 
Experimental (e.g. nested RCT in RCT) 29 (8) 
Other 63(17) 

Number of relevant items/study, Median (I.Q.R.) 2(1,3) 
Range 1 -32 

RCT randomized controlled trial, 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/ Topic9 SR References" 

Section 1: General Information 

1. Title 

2. Trial identifier 

3. Protocol Version 

4. Protocol Summary A. 

4. Protocol Summary B. Lay 
summary 

5. Names and addresses 

6. Table of contents 

7. List of abbreviations 

Weak/None 

Moderate 

Weak/None 

Weak/None 

Weak/None 

Weak/None 

Weak/None 

Weak/None 

N/A 

SR methods97 

98 
Sample RCTs - prev 
N/A 

N/A 

N/A 

Sample RCT-prev99 '100 

N/A 

N/A 

Section 2: Introduction 

8. Rationale 

9. Background of the study 

Moderate 

Moderate 

SRmethods97'101,102"104 

Sample RCTs-other81,82 

Sample RCTs-prev96 '105 

Sample RCTs-other81,82 

Sample RCTs-prev9 6 , 1 0 5 1 1 0 

Incl:111'112 

10. Preliminary data Weak/None SR methods 97/101 

Sample RCTs - outcome 
Sample RCTs-prev114 ,115 

Other 

11. Objectives Weak/None SR methods97'101, 102-104 

Sample RCTs - prev 117-119 

12. General approach Weak/None SR methods 104 

13. Study location(s): A. Strong 
Description of sites(s) 

13. Study location(s): B. 
Justification of sites(s) 

13. Study locations C. 
Relevant demographic and 
epidemiological information 

Moderate 

Moderate 

o r . _ »u j 97/101, 95, 104, 120-123 0 „ , n -̂r , 91, 
SR methods Sample RCTs - outcome 
94,99, 124-132 

Sample RCTs - prev' 
Other1347135 

Incl: m 137 

,21, 133 

Section 3: Methods 

14. Population Moderate Sample RCTs - outcome94,138 

Sample RCTs-prev92 ,139 

(and others in Eligibility criteria) 

15. Eligibility criteria A. Strong 
Describe criteria 

15. Eligibility criteria B. Strong 
Justify exclusions 

SR methods 97, 102, 122, 140, 141 

91, 94, 124, 127, 138, 142, 143 
Sample RCTs - outcome 
Sample RCTs-prev96 ,139 ,144"150 

Sample RCTs vs. target population139,145,151~173 

Other116 

Incl. m 



Section/ Topic8 SR References 

61. Co-enrolment in studies Weak/None N/A 

16. Sample size Strong 
,10 

SR methods93,97,120 

Other MA of method. SR' 
Sample RCTs - outcome99,175~177 

C o m „ , „ D / ~ - i v „ „ „ , , 12 ,21 ,92 ,98 , 114, 115, 117, 153, 178-232 
Sample RCTs - prev 

17. Recruitment Strong SR methods 93,95 ,97 104, 140,233 239 

Sample RCTs - outcome 
Experimental in > 1 RCT 
Sample RCTs - prev195 

Other250 

incl.25'-256 

116,257 258 

113,240-242 

243-249 

18. Type of study Strong SR methods234 

Sample RCTs - outcome113,259"262 

Sample RCTs - prev210,215 

19. Study timeline: A. 
Schematic diagram of 
procedures and visits 

Weak/None SR methods 101 

Sample RCTs - outcome 
cSee note 

94 127, 130, 263 264 

19. Study timeline B: 
Schematic diagram of trial 
calendar dates 

Weak/None N/A 

20. Randomization: 
Sequence generation 

Strong 
,10 

SR methods93, 97 

Other MA of method. SR' 
o ~ i n ^ - r . 128,175 197,214,240,260,264 273 
Sample RCTs - outcome 
o ~ i o ^ - r 19 ,21 ,190 ,191 ,195 ,196 ,207 ,211 ,219 222,231, 
sample RCTs - prev 
274-285 
Other 
Incl. 

134 / 135 / 286,287 

21. Randomization: Strong 
Allocation concealment 7, 10, 290 

132 176, 186, 197, 214, 240, 260, 266-273, 

SR methods93,97,289 

Other MA of method. SR 
Sample RCTs - outcome 
291-297 

c , m . „ D ~ - , - , „ 19, 118, 133, 149, 179, 185, 187, 188, 190, 196, 201, 
Sample RCTs - prev 
204, 207, 211, 219, 222, 224, 225, 231, 274, 275, 278-281, 283-286, 298-309 

Incl. 8 9 91 175 265 282 310 314 

22. Randomization: 
Implementation 

Weak/None SR methods97 

91 272 

Sample RCTs - outcome 
Sample RCTs-prev1 8 8 2 7 4 , 3 0 1 

Other116 

23. Blinding (masking) Strong SR methods93,97,233 

Other MA of method. SRs7,10 290 

Sample RCTs - outcome9 4 , 1 3 2 , 1 7 6 , 1 8 6 , 2 1 4 , 2 4 0 , 2 6 0 , 2 6 6"2 6 8 , 2 7°" 
273, 292, 293, 296, 297, 315-319 

c ^ . cr-r,. 92. 114. 118. 133. 149> 1 5 ° . I 7 9 . 182> 185. 187. 188. 
Sample RCTs - prev 
190-193, 196, 202, 204, 207, 211, 219, 221, 222, 225, 229, 231, 269, 274-286, 
298-304, 306-309, 320-329 

Other (sample / survey) 330, 331 
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Section/ Topic8 SR References 

Incl. 8, 9, 91, 175, 265, 288, 291, 310-312, 314, 314, 332-335 

24. Interventions A. Details of Strong 
the interventions 

24. Interventions B. Justify the Strong 
control interventions 

SR methods93,97 ,104,123 

o , n o - r * 91,94,107,111-113,127,129,130,132,263, 
Sample RCTs - outcome 
264,268,291,336-341 

Sample RCTs - other82 

c , , <->r-Tc „ , Q „ 9 2 . 9 6 . 1°5 . 1 3 3 . 1 3 8 ' 2 0 2 ' 2 2 L 3 2 3 . 3 2 7 , 342-345 
Sample RCTs - prev 
Experimental in > 1 RCT 3 4 6 ' 3 4 8 

62. Investigational product(s) Moderate SR methods 349 

Sample RCTs - outcome 337 

25. Schedule(s) of 
Intervention(s) 

Moderate SR methods 97 

Sample RCTs - outcome 
°See note 

127,350 

26. Concomitant 
interventions 

Weak/None SR methods1 93 

Sample RCTs - prev 92, 222 

27. Risks/Harms Weak/None Sample RCTs - prev: 221 

28. Outcomes Strong SR methods5,93 ,97 ,290 

Sample RCTs - outcome4 , 9 8 , 1 2 9 , 1 8 3 , 2 1 4 , 2 9 3 , 3 4 4 , 3 5 1"3 5 4 

Sample RCTs - prev9 1 , 9 2 , 1 8 2 , 1 8 5 , 1 9 2 , 2 0 9 , 2 2 0 , 2 2 2 , 2 3 2 , 2 7 1 , 2 7 9 

343, 355, 356 

Incl. 
3, 9, 11, 99, 202, 265, 314, 357, 358 

29. Data collection Strong o n „ *u _i 97/101,123,290,359-363 
SR methods I 
Sample RCT - outcome352,364 

Co,v , „ i Q ar-r ~ , Q „ 9 2 . 1 1 7 . 1 8 5 . 2 0 2 ' 2 2 2 ' 2 8 8 - 3 2 2 . 3 5 6 
Sample RCT - prev 
Experimental in > 1 RCT365"370 

65. Validation of 
instrumentation 364 

Strong SR methods290,361,363 

Sample RCTs - outcome0 

„ . „ „ - , . 92,117,296,322,356 

Sample RCTs - prev 
Experimental in > 1 RCT365 

64. Data collection forms Weak/None N/A 

63. Biological specimens Weak/None N/A 

30. Follow-up Strong SR methods93,95,97 

C o . • — , - . „ , , t „ „ m Q 9 4 , 128, 260, 265, 270, 315, 339, 352 
Sample RCTs - outcome 
„ . _ _ T d133,222 
Sample RCTs - prev 
ir * i -̂  i r>/^-re371, 370,372, 373 
Experimental in > 1 RCT 31 . Data management 359, 361 Moderate SR methods: 

Experimental in > 1 RCT 366, 368, 374 

32. Quality control Moderate SR methods' 95, 97, 359 

Sample RCTs - prev 
Experimental in > 1 RCT 
, , 374 
Incl. 

117, 198,221 

375 

33. Compliance Moderate SR methods97; 361 

Sample RCTs - prev' 
Experimental in > 1 RCT 

221 

346 

34. Safety Evaluations Weak/None Experimental in > 1 RCT 365 

35. Statistical methods Strong SR methods' 



Section/ Topic8 SR References 

Other MA of method. SR 
i 

Sample RCTs - outcome 
376-387 

10 

91, 138, 175, 266-269, 271, 273, 293, 294, 322, 

e „ .„ D r T „ „ ,12, 13 ,21 ,92,114, 118, 119, 133, 149, 178, 181, 182, 
Sample RCTs - prev 
185-188, 191, 193, 195-198, 201; 203, 205-210, 212, 213, 216, 219, 222-224, 

226, 232, 270, 274, 275, 279, 280, 283, 284, 286, 298-300, 302-304, 307-309, 

320, 321, 323, 327, 328, 344, 355, 388-398 
Other399"410 

. . 282, 288, 310, 311, 333 

36. Withdrawals A. Criteria for 
withdrawal 

36. Withdrawals B. Data from 
withdrawals 

36. Withdrawals C. Centre 
withdrawal 

Weak/None 

Weak/None 

Weak/None 

Sample RCTs - outcome 

92 
Sample RCTs - prev 

N/A 

37. Missing data Moderate Sample RCTs - outcome382,387 

c , m „ , 0 n ^ T o „ r Q 1 ,12 , 198, 207, 232, 391, 395 
Sample RCTs - prev 
Q . 177 ,399 ,401 ,403 ,404 ,411 ,412 

38. Data and Safety 
Monitoring Board (DSMB) 

Weak/None SR methods' 97 

413 Sample RCTs - outcome 
96 

Sample RCTs - prev 
Experimental in > 1 RCT 
Additional studies (not included) 

375 

414,415 

39. Interim trial monitoring Moderate 97 SR methods 
Sample RCTs - prev 12,96 ,229 ,413 

40. Stopping guidelines A. 
Statistical stopping guidelines 

Moderate 97 

40. Stopping guidelines B. 
Non-statistical stopping 
guidelines 

Moderate 

SR methods 
Sample RCTs - prev: 96 413,416 

41. Adverse event reporting Weak/None Experimental in > 1 RCT 365 

42. Emergency code-
breaking procedure 

Weak/None N/A 

43. Limitations Weak/None N/A 

Section 4: Trial organization and administration 

44. Personnel Strong SR methods 

Sample RCTs - outcome 
Other116,368 

97/101. 95, 102, 120 

91, 113, 126, 1£ , 310 ,417 ,418 

45. Logistics Weak/None SR methods95 

46. Monetary and material 
support A. Source(s) of 
financial and material support. 

Strong SR methods6 , 7 8 , 1 2 0 , 4 1 9 , 4 2 0 

107, 131, 132, 135, 136, 138, 268, 271 282, 
Sample RCTs - outcome 
291, 294, 421-436.437 (add-on data to 3\ 

C , v „ , l „ ar-Tc' „ m „ 1 1 ° . 11S, 285, 297, 310, 320, 438, 439 
Sample RCTs - prev 
, ,79, 105, 106, 319, 343, 440-443 
Incl. 
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Section/ Topic8 SR References 

46. Monetary and material 
support B. Type(s) of support 

46. Monetary and material 
support C. Amount of support 

46. Monetary and material 
support D. How support is 
provided 

47. Budget 

60. Signatures 

66. Trial monitoring 

70. Post-trial care 

71. Post-trial data/materials 
storage 

72. Feasibility 

73. Insurance 

Moderate 

Weak/None 

Weak/None 

Weak/None 

Weak/None 

Weak/None 

Weak/None 

Weak/None 

Moderate 

Weak/None 

Sample RCTs-outcome2 9 4 , 4 3 9 , 4 4 2 

Other116 

Sample RCTs - outcome113 

N/A 

N/A 

N/A 

SR methods97 

SR methods95 

Experimental in > 1 RCT370 

N/A 

SR methods9 7 , 1 0 3 , 1 0 4 , 1 2 2 , 1 2 3 , 2 3 8 , 3 6 0 

cSee note 

N/A 

74. Data ownership Moderate SR methods 78 

Sample RCTs - outcome 
Sample RCTs - prev444 

cSee note 

106 

Section 5: Ethical considerations 

48. Potential benefits and 
risks 

Moderate SR methods 
cSee note 

95, 101, 123 

49. Agreement and consent Strong SR methods97'101; 104/445; 9 5 , 1 2 2 , 2 3 4 , 2 3 8 , 4 4 6 ' 
453 

Sample RCTs - outcome 
Sample RCTs-prev9 6 , 2 2 1 , 4 5 4 , 4 5 5 

Experimental in > 1 RCT456"462 

Incl 116 ,251 '257-463"469 

452 

50. Surrogate consent or 
assent 

51. Confidentiality and 
Anonymity 

52. Ethics approval 

53. Role of sponsor 

54. Conflict of Interest 

68. Ancillary and sub-studies 

69. Pregnancy 

Weak/None 

Weak/None 

Weak/None 

Moderate 

Strong 

Weak/None 

Weak/None 

N/A 

N/A 

Sample RCTs -

SR methods78 

Sample RCTs -
Sample RCTs -

SR methods78 

Sample RCTs -
440 

N/A 

N/A 

96, 100,454 
prev 

, 106,138,294,421,422,440 
- outcome 

444, 470 
- prev 

t 79, 138, 268, 294, 297, 422, 429, 431-434, 439, 
outcome 

Section 6: Reporting and Dissemination 

55. Protocol Amendments Strong SR methods5 

Sample RCTs -
Sample RCTs -

t 4,353 
- outcome 

12, 13, 19, 98, 148, 159, 325, 344, 354, 470 
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Section/ Topic3 SR References'1 

56. Dissemination Strong SR methods 5 97 120 121 438 

Sample RCTs - outcome 
, , 136 137, 428 474 476 

Incl 

99 129 353 386 471 473 

67. Reporting of early 
stopping 

Weak/None Sample RCTs - prev' ,476 

57. Publication Policy Moderate SR of methods 78 438 

386 
Sample RCTs - outcome 
0 , n / ^ - r 444 470 
Sample RCTs - prev 
, , 79 105 442 
Incl 

Section 7: Other 

58. References 

59. Appendix materials A. 
Case-report forms 

Weak/None 

Weak/None 

N/A 

N/A 

59. Appendix materials B. 
Other data collection forms 
(e g questionnaires) 

Moderate SR methods 
Sample RCTs 

363 

• outcome 
,296 

364 

Sample RCTs - prev' 
Experiment in > 1 RCT 365 

59. Appendix materials C. Strong 
Consent/assent forms 

SR methods 104 / 445. 95 123 238 360 449-452. 446 /448 

Sample RCTs - prev 
, , 463 467-469 
Incl 

100 455 

Section 6: Reporting and Dissemination 

Protocol Authors Weak/None Sample RCT -prev' 470 

Methods of increasing 
Adherence and retention 

95 373 Moderate SR methods' 

Experiment in > 1 RCT 
346 

altem numbers are based on Delphi survey, see Chapter 3 
bSR methods = Systematic review of methodological studies, Sample RCTs - outcome = Sample of RCTS (e g SR, cohort, 
cross-section) examining the association between trial characteristic and trial outcome, Sample RCTs - prev = Sample of 
RCTS (e g SR, cohort, cross-section) examining the prevalence of trial characteristic (e g adequacy of methods), incl = 
studies extracted but included in subsequent methodological reviews (Note not all studies included methodological reviews 
were independently extracted and thus not all are included here) 
c Studies may be indirectly relevant to item and additional indirect evidence may be included in other items 
dOther potentially relevant studies not included if adequacy of follow-up was not clearly in control of the investigator 
eSome references more relevant to possible new item on methods to increase adherence/retention 
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5.0 Synthesis of Evidence from Delphi Consensus Survey and 
Systematic Review 

5.1 Objective 

The objective of this chapter of the thesis is to provide an overview and a comparison 

between the results of the Delphi consensus survey (Chapter 3) and systematic review 

(Chapter 4) for each candidate item. 

5.2 Methods 

To facilitate the comparison of the Delphi consensus survey and systematic results, 

the strength of the evidence from the Delphi numerical results was rated using the same 

categorization as the systematic review (Strong, Moderate or Weak/None). The criteria used 

to make these assessments were modified from those used during the Delphi rounds to 

account for the spread of the results and corresponding criteria were developed for items 

rated using the categories 'Include', 'Exclude' and 'Unsure' in Round 3. To be rated as 

Strong, the lower quartile (Ql) was required to be greater than or equal to 8; correspondingly 

a minimum of 75% of respondents had to have indicated that the item should be 'Included'. 

Items receiving a Median score of 6 or 7 were considered to have Moderate support, as were 

items with a Median score greater than or equal to 8 but with a Ql < 8 and items where 50-

74% of respondents indicated the item should be 'Included'. Finally, items receiving a 

Median score of 5 or less, or where less than 50% of respondents indicated 'Include', were 

considered to have Weak/No support. This categorization was based on objective criteria 

and was done by one researcher. For details on the strength of the evidence from the 

systematic review, please see Chapter 4. 
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Final recommendations were then made based on this evidence for each potential 

item for the SPIRIT Initiative. These recommendations were derived from a combined 

assessment of the strength of the Delphi evidence, visual analysis of the Delphi subgroup 

results by profession and self-rated expertise, Delphi panellists' item-specific comments, and 

the strength of the systematic review evidence. 

The recommendation options were as follows: 

• Include item (with or without further discussion), 
• Include concept but further discussion or consideration of overlap needed 
• Further discussion (no explicit recommendation made), or 

• Exclude item (with or without further discussion). 

These recommendations were not validated and should be viewed as an overall 

interpretation of the evidence rather than part of the scientific content of this thesis. 

Three examples of the synthesis process and the information used to derive 

recommendations are included in Appendix G. 

5.3 Results 

5.3.1 Overview 

Overall, the Delphi provided strong support for 50 items/sub-items, moderate support 

for 29 items/sub-items and weak/no support for 9 items/sub-items. Agreement between the 

Delphi and systematic review results was poor (Weighted kappa = 0.123), due mostly to the 

lack of empirical evidence for certain items with strong pragmatic or ethical relevance. 

Tables 9 to 15 present the results of the assessment of the strength of the evidence for 

each potential checklist item. Additional notes in these tables include common item-specific 

comments from Delphi panellists (and suggestions derived from these comments) and sub-



group differences, which were noted where they opposed recommendations or where they 

informed items warranting further discussion. 

The results are discussed under the eight sub-headings used to draft the SPIRIT 

checklist. The text does not address all items or included studies; rather, the results are 

tabular and examples are highlighted. Full item descriptions are available in Chapter 3 and 

all included studies are listed in Chapter 4. 

5.3.2 Item-specific recommendations 

Section 1: General information. Little supporting empirical evidence was found for items 

in Section 1 of the checklist (Table 9). Many items, however, received strong Delphi 

support, highlighting the practical rationale for their inclusion (Title, Trial identifier, 

Protocol version and Names and addresses). The Delphi also provided strong support for 

the item Protocol summary, although not for a specific request for a lay summary (Protocol 

summary [B]). The items Table of contents and List of abbreviations received only moderate 

support from the Delphi. Although some subgroups favoured including such structural 

components, the evidence does not support including them in the SPIRIT checklist; further 

discussion may be required. 

Five of eight items in this section were recommended for inclusion and the remainder 

for exclusion. 
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Table 9: Synthesis of Delphi survey and systematic review results: recommendations for the SPIRIT checklist -
Section 1: General Information 

Section/ Topic8 

1. Title 

2. Trial identifier 

3. Protocol 
Version 

4. Protocol 
Summary A. 

Delphi 

Strong 

Strong 

Strong 

Strong 

SR 

Weak/ 
None 

Moderate 

Weak/ 
None 

Weak/ 
None 

Recomm­
endation 

Include 

Include 

Include 

Include 

Additional considerations based on Delphi 
comments 

• Consider revising based on Delphi comments 

• Not relevant at all protocol stages (e.g. before 
funding). Suggest to add, "if applicable" 

-

-

4. Protocol Moderate Weak/ Exclude • Subgroup analysis showed more support from 
Summary B. Lay None REC/IRB representatives and journal editors (I = 
summary 75% each) than other groups (I = 62%) and by 

those with lower levels of self-rated expertise. 
• Could be requested separately by relevant 
groups 

5. Names and 
addresses 

6. Table of 
contents 

7. List of 
abbreviations 

Strong 

Moderate 

Moderate 

Weak/ 
None 

Weak/ 
None 

Weak/ 
None 

Include 

Exclude 

Exclude, 
further 
discussion 

• Addresses should be changed to "affiliations" or 
clarified as institutional addresses. 

-

• Subgroup analysis showed more support by 
REC/IRB representatives (I = 75%), 
funders/regulators (I = 86%) and journal editors (I 
= 78%) than other groups (I = 73%). 

I = Include 
altem numbers are based on Delphi survey; see Chapter 3 

Section 2: Introduction. Many items in Section 2 also received strong support from the 

Delphi; however, some items were also supported by empirical evidence (Table 10). For 

example, the Delphi provided strong support for the items Rationale, Background of the 

study and Preliminary data. The empirical support overlapped between Rationale and 

Background of the study (both received moderate support from the systematic review) while 

the support for Preliminary data was weak. As recommended by many Delphi respondents, 

consideration to merge these three items is recommended. 
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Table 10: Synthesis of Delphi survey and systematic review results: recommendations for the SPIRIT checklist -
Section 2: Introduction 

Section/ Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

8. Rationale Strong Moderate Include 
concept, 
consider 
overlap 

• Consider merging with "Background of the 
study" 

9. Background of Strong 
the study 

Moderate Include 
concept, 
consider 
overlap 

• Consider merging with "Rationale" 
• Re-examine rationale for 
"equipoise/uncertainty" and "systematic review" 
(conflicting comments); 
• Re-consider wording of "ideally" (RE: 
systematic review) (conflicting comments) 

10. Preliminary 
data 

11. Objectives 

12. General 
approach 

Strong 

Strong 

Moderate 

Weak/ 
None 

Weak/ 
None 

Weak/ 
None 

Include 
concept, 
consider 
overlap 
Include 

Exclude 

• Consider merging with "Background of the 
study" (and also, possibly "Rationale" as per 
previous comments) 

-

• Wording/concept too vague. 
• Concept already captured/should be 
combined with other items: e.g. "Type of Study" 
or "Background of the studyTRationale" 

13. Study 
location(s): A. 
Description of 
sites(s) 

Strong Strong Include 

13. Study 
location(s): B. 
Justification of 
sites(s) 

Weak/ 
None 

Moderate Exclude 

13. Study locations 
C. Relevant 
demographic and 
epidemiological 
information 

Weak/ 
None 

Moderate Exclude 

• Clarification needed; some comments 
suggest this should be a general description of 
country or region but not sites. Others support a 
general description of sites but not a list of all 
sites as this might change, requiring protocol 
amendments. Still others support a list of actual 
known sites as it speaks to the ability to meet 
recruitment targets. 
• Many panellists do not support "justification" 
of sites, although others find it important in 
certain situations. 
• Emphasize "briefly describe" (already 
included in description). 
• Sub-group analyses suggested REC/IRB 
members and journal editors (JE) were more in 
favour of including sub-items B and C (Sub-item 
B, REC/IRB: I = 63%, JE: I = 78%; Sub-item-C , 
REC/IRB: I = 75%, JE: I = 78%) than other 
groups (I = 43% for both) 
• Consider discussing additional points in the 
E&E 

E&E = Explanation and elaboration document; I = Include 
altem numbers are based on Delphi survey; see Chapter 3 

Two concepts included in the item Background generated substantial debate from 

Delphi panellists: 1) requiring evidence of trial adherence to the ethical principle of 

'equipoise'/clinical uncertainty and 2) the conduct or reference of an up-to-date systematic 

review supporting the need for the trial. Empirical evidence81' 105' 105~107, ,07-110 supported 
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including both of these concepts in the SPIRIT checklist, highlighting the importance of 

justifying trial merit in the context of current evidence. 

The item Objectives, on the other hand, did not receive strong empirical support but 

was recommended for inclusion. Although lacking direct empirical evidence, it was among 

the most strongly supported in the Delphi (Median (IQR) = 10 (10, 10)) and is supported by 

logical argument and indirect evidence. 

The three Delphi-derived sub-components of Study location(s) received conflicting 

support. Trial location (e.g. countries/cities and types of setting such as primary care or 

community) and the total number of trials sites have both been associated with recruitment 

success101'104'122~124 (albeit not consistently94'131) and attrition127'128. Trial location has also 

been associated with trial outcome ~, trial quality aspects (e.g., authenticity of 

randomization134) and trial generalizability1 3. The evidence therefore suggests the SPIRIT 

checklist include at a minimum, the location and potential number of study sites (i.e. Study 

location(s) [A]). The results did not support including Study locations [B] or [C] in SPIRIT 

checklist. 

Overall, five of the eight concepts in this section were recommended for inclusion 

(three for possible merging) and three for exclusion from the SPIRIT checklist 

Section 3: Methods. The level of support for the items in Section 3 varied substantially 

(Table 11); 13 of 41 concepts received strong support from the both the Delphi and 

systematic review, one received weak support from both, and the remainder received 

differing support. 



Table 11: Synthesis of Delphi survey and systematic review results recommendations for the SPIRIT checklist • 
Section 3 Methods 

Section/ Topic8 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

14. Population Strong Moderate Include 
item, 
consider 
overlap 

• Consider overlap with "Eligibility criteria" and 
of last concept (describe "catchment area") with 
"Study location(s)" 
• Consider if this is less relevant/too 
burdensome for multi-centre studies 
• Despite considerations above, 
recommended for inclusion 

15. Eligibility 
criteria A. Describe 
criteria 

Strong Strong Include 

15. Eligibility 
criteria B. Justify 
exclusions 

Moderate Strong Include 

• Consider revising sub-item ("justification") so 
as not to suggest all (e g obvious) exclusions 
need to be justified 
• Consider concern with term 'obvious' 
(subjective), reiteration may be needed 
• Subgroup analysis showed REC/IRB 
members (I = 75%), trial coordinators (I = 80%) 
and Journal editors (I = 89%) supporting sub-
item B than other groups (61%) 

61 . Co-enrolment in 
studies 

Moderate Weak/ 
None 

Exclude • Consider capturing concept in "Eligibility 
criteria" 

16. Sample size Strong Strong Include • Consider revising to address comments (e g 
include explicit request for assumptions such as 
minimum clinically important difference/non-
infenonty margins etc and the source of data for 
these assumptions, with citations, if relevant) 

17. Recruitment Strong Strong Include • Comments suggest that recruitment methods 
may be site-specific, and thus difficult to 
describe in the protocol 
• Many panellists felt a general overview 
including a description of where patients will be 
recruited from (e g Study location(s)) and by 
whom (e g clinician) is appropriate, but not how 
(e g newspaper advertisements, mailing 
strategies, when patients are approached) 
However, the data from the systematic review 
support including this information 

18. Type of study Strong Strong Include • Consider revising based on Delphi 
comments 

19. Study timeline: 
A. Schematic 
diagram of 
procedures and visits 

Strong Weak/ 
None 

Include 
concept, 
consider 
overlap 

• Many Delphi panellists found the 
requirement for a "Schematic diagram" too 
prescriptive and not often necessary as this 
information could be presented in other formats, 
particularly for 'simple' trials 
• Consider addressing the concept (e g an 
overview of participant-level treatments, visits 
and follow-up throughout the trial) in checklist, 
possibly combining it with another existing item 
(e g "Schedule(s) of mtervention(s)"), 
• Consider including a suggestion, not a 
requirement, for a 'Schematic diagram' 
• Sub-group analysis showed funding agency 
representatives less supportive for inclusion (I = 
40%) than other groups (85%) 

19. Study timeline 
B: Schematic 
diagram of trial 
calendar dates 

Moderate Weak/ 
None 

Exclude 
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Section/ Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

20. Randomization: 
Sequence 
generation 

Strong Strong Include • Consider excluding request for block size 
and possibly specifically requesting such 
information be omitted from protocol 

21. Randomization: 
Allocation 
concealment 

Strong Strong Include 

22. Randomization: 
Implementation 

Strong Weak/ 
None 

Include 
item, 
consider 
overlap 

• Consider conceptual overlap with 
"Randomization sequence generation" ('who' 
generated it), "Recruitment" ("who will enrol 
participants") and "Randomization - allocation 
concealment" ("who will assign participants to 
their group") 
• If kept, consider refocusmg this to address 
"how" the randomization sequence is 
implemented rather than "who" implemented it 

23. Blinding 
(masking) 

Strong Strong Include • Consider revising to address blinding of 
other relevant groups (i e , more than the three 
currently mentioned) 
• Consider removing final statement (e g 
assessing success of blinding) to match new 
CONSORT statement 

24. Interventions A. 
Details of the 
interventions 
24. Interventions B. 
Justify the control 
interventions 
62. Investigational 
product(s) 

Strong 

Strong 

Moderate 

Strong 

Strong 

Moderate 

Include 

Include 

Exclude 

-

• Consider if this belongs in different section 
(e g Background) as suggested by a few 
panellists 

• Consider addressing some concepts 
included in this item at a higher level within 
"Interventions" 

25. Schedule(s) of 
Intervention(s) 

26. Concomitant 
interventions 

Strong 

Strong 

Moderate 

Weak/ 
None 

Include 
concept, 
consider 
overlap 

Include 

• Consider overlap with concept in "Study 
timeline A" 
• As above, consider suggesting, not a 
requiring, a 'Schematic diagram' 

• Supporting evidence is likely topic-specific 
thus not included in review 
• Suggested for inclusion based on 
theoretical/logical argument (pragmatism and 
safety) 

27. Risks/Harms Strong Weak/ 
None 

Include • Supporting evidence is likely topic-specific 
concept, thus not included in review 
consider • Suggested for inclusion based on 
overlap theoretical/logical argument (pragmatism and 

safety) 
• Consider potential overlap (and possible 
merging) with "Safety evaluations" and "Adverse 
event reporting" 
• If not merged, consider if more suitable for 
Section 5 Ethical considerations 
• Revise based on Delphi comments 

28. Outcomes 
29. Data collection 

65. Validation of 
instrumentation 

Strong 

Strong 

Moderate 

Strong 

Strong 

Strong 

Include 

Include 

Include 
concept, 
consider 

-

-

• Consider merging concept within (or as sub-
item to) "Background", "Outcomes" [most 
frequently suggested], "Data collection" or 
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Section/ Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

overlap "Quality control" 
• Consider explicitly asking for citations for 
instruments, if relevant 
• Consider requesting forms as an appendix 
• Sub-group analysis showed this was less 
strongly supported by funding and regulatory 
agency representatives (Median [IQR] = 5 [2, 7]) 
than other groups (8 [6, 9]) 

64. Data collection 
forms 

Moderate Weak/ 
None 

Exclude • Comments strongly support the importance 
of having a list of data collection forms including 
when they will be used, however the mandated 
table was not strongly supported, nor was a 
distinct checklist item 
• Consider addressing this concept in "Study 
timeline" (and "Schedule of Interventions", if 
combined), information could be presented as 
part of 'schematic diagram' 
• Consider requesting forms as an appendix, 
not in protocol, could require extensive 
amendments to the protocol as forms are 
drafted and amended 

63. Biological 
specimens 

Moderate Weak/ 
None 

Exclude, 
further 
discussion 

• Comments state this is very important if 
relevant, but not always relevant and needs only 
a high level description 
• Some included concepts (e g shipping) were 
deemed relevant for an Operations Manual 
while others (e g specimen collection) should 
be kept with the protocol 
• Consider as a suggested appendix to 
protocol, if relevant 
• Sub-group analysis suggests that this is less 
important to funding and regulator agency 
representatives (Median [IQR] = 4 [2, 6]) than to 
other groups (8 [ 6, 9]) 
• Further discussion may be warranted due to 
borderline Delphi results (Median [IQR] = 8 [6, 
9]) and potential logistical rationale 

30. Follow-up Strong Strong Include 

31 . Data 
management 

Moderate Moderate Further 
discussion 

• Many panellists felt a high-level view of 
some concepts (data entry, data 
retention/storage) is appropriate but most others 
should be detailed elsewhere 
• If included, consider modifying to "Briefly 
describe " or "Summarize " and revising 
concepts 
• If excluded, consider capturing important 
concepts (e g data entry) in other items (e g 
"Data collection", "Quality control") 

32. Quality control Strong Moderate Include 
concept, 
further 
discussion 

• Some panellists felt this belonged in a 
separate document (Operations manual, 
Standard operating procedures) or was already 
included in separate items (e g "Data 
collection", "Statistical analysis") 
• Consider overlap with other items 
• Consider revising 

33. Compliance Strong Moderate Further 
discussion 

• Some panellists felt this was less important 
in trials with intention to treat analyses 
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Section/ Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

• Consider refocusmg to capture planned 
methods to increase compliance (and possibly 
retention) - concepts not explicitly addressed in 
checklist - rather than plans to measure it 

34. Safety 
Evaluations 

Strong Weak/ Include • Supporting evidence is likely topic-specific 
None concept, thus not included in review 

consider • Suggested for inclusion based on 
overlap theoretical/logical argument (pragmatism and 

safety) 
• Consider potential overlap in concepts (and 
possible merging) with "Risks/Harms", "Adverse 
event reporting", "Outcomes" and/or "Data 
collection" 

35. Statistical 
methods 

Strong Strong Include • Consider revising to state that if details are 
elsewhere (e g , Statistical analysis plan) an 
overview of methods and reference for details is 
appropriate 
• Consider creating sub-items to delineate 
some of the (most) important concepts (based 
on empirical evidence) 

36. Withdrawals A. 
Criteria for 
withdrawal 

Strong Weak/ 
None 

Include 

36. Withdrawals B. 
Data from 
withdrawals 

Strong Weak/ 
None 

Include 
concept 

36. Withdrawals C. 
Centre withdrawal 

Moderate Weak/ 
None 

Exclude 

• Description needs to be revised to address 
concerns of terminology and phrasing 
• Consider keeping concepts A and B as one 
item 
• Sub-group analysis suggest that journal 
editors are more in favour of including sub-item 
C (I = 78%) than other groups (55%) 

37. Missing data Strong Moderate Include • Some panellists preferred including this in a 
item, further separate document (e g analysis plan) 
discussion • Some panellists thought this item was 

important but felt it needed to be edited (e g 
change 'account for missing data') 
• Evidence conflicted as to whether methods 
of dealing with missing data should be 
determined at the outset of a trial Pre-
specification may avoid biased alteration of 
statistical analysis plan but it may be difficult 
(and possibly inappropriate) to pre-specify prior 
to knowing the pattern of (and reasons for) 
missing data 
• Further discussion regarding level and type 
of information requested 

38. Data and Safety 
Monitoring Board 
(DSMB) 

39. Interim trial 
monitoring 

Strong Weak/ Further • Consider requesting only presence/absence 
None discussion of DSMB, details (e g composition) are 

suggested to be more appropriate for DSMB 
charter 

Strong Moderate Include • Consider revising to address most important 
concepts and request where further details may 
be found (e g , DSMB charter or analysis plan) 

40. Stopping 
guidelines A. 
Statistical stopping 
guidelines 

Strong Moderate Include 

40. Stopping Strong 
guidelines B. Non-

Moderate Include 

• Consider emphasizing that these are 
guidelines, not boundaries/rules 
• Consider modifying description to state 
"early termination of trial" rather than "premature 
termination of trial" 
• Consider clarifying intent of item (e g 
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Section/ Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

statistical stopping 
guidelines 

DSMB-, Sponsor-, REC/IRB- or Steering 
committee- governed stopping guidelines) 
• Consider guiding expected level of detail 
• Sub-group analysis suggested that funding 
and regulatory agency representatives (I = 57%) 
and trial coordinators (I = 60%) were less 
supportive of sub-item B than other groups (I = 
78%) 

41 . Adverse event 
reporting 

Strong Weak/ 
None 

Include 
concept, 
consider 
overlap 

• Supporting evidence is likely topic-specific 
thus not included in review 
• Consider overlap with "Risks/Harms" and 
"Safety evaluations" and consider merging into 
one or two items 
• Methods of collecting 'solicited adverse 
events' and spontaneous adverse events may 
be distinct issues. The first may conceivably be 
part of "Outcomes" and "Data collection" 
• Some panellists felt that aspects of reporting 
adverse events (particularly serious adverse 
events) are governed by regulatory 
requirements and thus not needed in every 
protocol. Others supported including this for the 
same reasons (to ensure regulatory 
requirements are met). 

42. Emergency Strong Weak/ Include • Consider requesting only a higher-level 
code-breaking None concept, description or within an existing item (e.g. 
procedure consider Blinding, Safety evaluations/Adverse event 

overlap reporting). 
• Consider requesting where details of these 
procedures may be found (e.g. Standard 
operating procedures, Operations manual) 

43. Limitations Moderate Weak/ 
None 

Exclude 

I = Include; IQR = Inter-quartile range 
altem numbers are based on Delphi survey; see Chapter 3 

For instance, data supporting Eligibility criteria complement obvious pragmatic 

reasons for clearly delineating eligibility criteria in protocols. Eligibility criteria are 

associated with recruitment and attrition94' 97' 102' 122; 124' 127' 140' 141, generalizability of trial 

results154' 158 and trial outcome138' 143, although some studies show differing results91' 147. 

Studies in many disciplines also show eligibility of less than 50% of with-need or on-

treatment populations for relevant trials139' 141' ,51156' 158' 159' 164' 165' 165170' 172, suggesting 

'evidence-based' treatment decisions are often based on trials of highly selected participant 

samples, thus questioning their applicability. Evidence also suggests that many eligibility 
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criteria are not appropriate or are poorly justified ' ' ' 14 ' ' and that excluding certain 

subgroups may inadvertently exclude other seemingly independent subgroups142' 161' 163. 

Finally, eligibility criteria may be changed or selectively reported in different publications14 ' 

159. Both components related to this item ([A]: criteria and [B]: justification of criteria) are 

recommended for the SPIRIT checklist. 

Other extensively studied items include Randomization: Sequence generation, 

Allocation concealment, Blinding (masking) and Statistical methods. Although individual 

study results conflict, methodological studies across a range of disciplines and 

methodological reviews ' ' " have associated these concepts with trial outcome, 

recruitment efficiency and subsequent publication, and demonstrated inadequate 

methodology related to these factors (see Table 8, Chapter 4). Studies also show trial 

protocols lacking or insufficiently describing trial methods7' 12' 19' 325' 344 and inconsistent 

descriptions of trial methods between protocols and subsequent publications, often without 

justification or mention of protocol amendments7' 12' 325. Thus, these items have been 

recommended for inclusion. Evidence also suggests that SPIRIT request clear delineation of 

trial methodology rather than rely on terminology such as 'randomized', 'double-blind' or 

'intention-to-treat analysis' as these terms have been used to represent, sometimes 

inaccurately, a multitude of trial methods12'134'206'207'232'324'330'331'390'391. 

The Delphi and review results also informed changes to existing descriptions of items 

strongly supported for inclusion. For example, the description of Sequence Generation 

should arguably not include block-sizes, where relevant, as this may jeopardize allocation 

concealment integrity19. Pre-specifying all statistical methods may also be difficult, and 

possibly inappropriate, as some require understanding of the data, such as patterns of or 

reasons for missing data; thus, the item Statistical methods may need revision to capture this. 
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Similarly, many Delphi panellists suggested modifying the description of the item 

Recruitment, arguing that recruitment strategies might be site-specific and hence impractical 

or cumbersome to state in the protocol. Some felt knowing the setting (Study locations) and 

who recruited participants (e.g., physician, nurse, consultant) was important but not the 

recruitment methods (e.g. advertisements, paid incentives). However, empirical evidence 

suggests that different recruitment methods and trial characteristics can not only affect the 

number of participants eventually recruited95' 113' 116' 233"239' 241' 243"250 but also the type of 

participants recruited, and subsequently the generalizability of the trial results241' 245' 25°. 

Therefore, the request for these details in the checklist is supported. 

In other instances, Delphi panellists suggested merging overlapping concepts. For 

example, some panellists suggested combining Data collection forms (summary matrix of 

forms used at specific time-points) with Study timeline [A] (schematic diagram of procedures 

and visits throughout the trial), which, in turn, was suggested to overlap with Schedule(s) of 

Interventions). The systematic review provided at most moderate support for these three 

items; as such, merging them in some form was recommended. For example, one item 

requesting a schematic diagram detailing each visit's administered interventions and 

collected data (with which forms) could capture all of these concepts. Similar overlap was 

noted for the items Data collection, Validation of instrumentation, Data management and 

Quality control, and for Risks, Safety evaluations and Adverse event reporting, yielding 

similar recommendations. 

In some cases, the systematic review provided lack of support because existing item-

specific empirical support would be mostly topic-specific (i.e., not generalizable to most 

RCTs) and hence was excluded from the review. Where Delphi results captured strong 

supporting pragmatic or ethical rationale, such as for Risks/Safety evaluations/Adverse event 
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reporting, Concomitant interventions, Withdrawals, Interim trial monitoring and Stopping 

guidelines, these items were recommended for inclusion. 

Only three items in this section were recommended for exclusion based on the results 

without further consideration for merging or capturing them within existing items: 

Limitations, Study timeline [B] (schematic diagram of trial calendar dates), and Withdrawals 

[C] (criteria to withdraw a study centre). 

Section 4: Trial organization and administration. In contrast to Section 3, most items in 

Section 4 received at most moderate or weak support from the Delphi and systematic review 

and were recommended for exclusion (8 of 14 items) or for further discussion (no explicit 

recommendation; 3 items) (Table 12). 

Sub-item [A] of Monetary and material support (sources of support), however, 

received strong support from both the Delphi and the systematic review. Many studies report 

an increased proportion of positive results (or results otherwise favouring trial funders, such 

as decreased adverse events) in pharmaceutically funded trials compared to trials funded by 

non-profit organizations or trials with mixed or no funding (see Table 8, Chapter 4). 

Hypotheses for this bias' source include greater use of inactive or poorly absorbed controls, 

differential dosing, selective reporting (of outcomes and full studies), biased interpretation of 

results and lack of adherence to the ethical principle of equipoise in industry-funded trials78' 

106, 107,268, 4i9, 424 ^ number of studies also assessed the role of trial quality but found 

industry funded trials to be of equal or greater quality than non-industry funded trials6'29'78' 

135, 29i, 3io, 420, 421 Monetary and material support sub-item [B] (type of support) received 

moderate support and sub-items [C] (amount of support) and [D] (how support is provided) 
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received weak/no support and thus were recommended for further discussion and exclusion, 

respectively. 

The suggested exclusion of one item based on Delphi results, Personnel (I = 40%, E 

= 51%, U = 9%), was refuted by the evidence from the systematic review. Characteristics of 

trial personnel have been associated with trial recruitment102; "3 , retention95 and data 

collection368. Specifically, studies have found an association between 

statistician/biostatistician/epidemiologist participation and aspects of trial methodological 

quality such as the presence of a priori sample size calculations, the use of objectively 

assessed outcomes and appropriate statistical analyses126'310' 417, 418, although not all results 

Q l . 1QQ 

were statistically significant ' . This item was thus recommended for inclusion. However, 

in congruence with Delphi panellists' comments, empirical evidence did not support some 

components of this item (e.g. job descriptions), while other components (e.g., names and 

affiliations/contact details) may be captured in existing checklist items. Thus, further 

discussion regarding the item's scope and description is recommended. 
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Table 12: Synthesis of Delphi survey and systematic review results recommendations for the SPIRIT checklist -
Section 4- Trial organization and administration 

Section/Topic8 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

44. Personnel 

45. Logistics 

Weak/ Strong Include • Item, as written, is not supported for 
None item, inclusion 

further • Some panellists felt a detailed list of names 
discussion and roles of personnel requires burdensome 

protocol amendments. 
• Some of the components of this item 
appear to have some empirical support (e g 
knowledge of roles of key trial personnel and 
some of the qualifications of those individuals, 
such as the presence of a trial statistician) as 
they indicate the personnel support and 
expertise available to the trial, while others do 
not appear to be empirically supported (e g 
time commitment and job descriptions) 
• Some components are captured in current 
item "Names and addresses" (names and 
affiliations/contact details) 
• Further discussion required but consider 
including with substantial modifications to 
scope and description 

Weak/ Weak/ Exclude • Subject to change requiring many protocol 
None None amendments 

• Others state this demonstrates adequate 
infrastructure for trial; thus important for 
funding applications. Subgroup analysis by 
profession (Round 3) does not show increased 
support by funding agency representatives (I = 
0%, E = 80%, U = 20%) compared to all other 
groups combined (I = 29%, E = 62%, U = 9%). 
• If included in some capacity, consider 
requesting only general information with 
reference to location of details (e.g 
Operations Manual) 

46. Monetary and 
material support A. 
Source(s) of financial 
and material support 

Strong Strong Include • Will not be known at all protocol stages 
(e g application for funding), consider 
including "if relevant" 

46. Monetary and 
material support B. 
Type(s) of support 

Moderate Moderate Further 
discussion 

• Consider overlap with "Role or sponsor" 
and "Conflict of interest" 
• Subgroup analysis by profession shows 
greater support from methodologists, REC/IRB 
members, funding agency representatives and 
journal editors (I = 79, 75, 100, 100%, 
respectively) than from other groups (I = 60%, 
E = 30%, U = 10%) 
• Trend for increased support with higher 
self-perceived expertise. 

46. Monetary and Weak/ Weak/ 
material support C. None None 
Amount of support 

Exclude • Subgroup analysis by profession shows 
greater support from journal editors (I = 78%, 
E = 22%, U = 0%) than other groups (I = 24%, 
E = 61%, U = 15%), could be requested in 
journals' instructions to authors 
• Trend for increased support with lower self-
perceived expertise 

46. Monetary and Weak/ Weak/ Exclude Subgroup analysis by profession shows 
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Section/Topic3 Delphi SR Recomm 
endation 

Additional considerations based on Delphi 
comments 

greater support from journal editors (I = 89%, 
E = 11 %, U = 0%) than other groups (I = 26%, 
E = 60%, U = 14%); could be requested in 
journals' instructions to authors 
• Trend for increased support with lower self-
perceived expertise 

47. 

60. 

66. 

Budget 

Signatures 

Trial monitoring 

Weak/ 
None 

Weak/ 
None 

Moderate 

Weak/ 
None 

Weak/ 
None 

Weak/ 
None 

Exclude 

Exclude 

Further 
discussion 

• Funding may be unknown at outset; 
budgets may differ from site-to-site; budgets 
may change requiring many amendments to 
protocol; issues of privacy. 

-

• Consider addressing concept in "Quality 
control" (or possibly "Data and Safety 
Monitoring Board", depending on intended 
scope) 

• Important for ethical reasons, if relevant; 
most obviously in trials without widespread 
access to standard treatments 
• Concerns included feasibility of knowing 
this at outset of trial (before demonstrating 
intervention efficacy) 
• If included, request only high level 
description, where relevant 

• Although not unanimous, the prevailing 
view was that this information belongs 
elsewhere (e.g., Manual of Operations, 
Standard Operating Procedures) or as part of 
an existing item (e.g., "Data management" or 
"Biological materials") 
• Often governed locally by the sponsor or 
by regulatory bodies, making it difficult to 
specify in protocol 
" Consider requesting disclosure of where 
this information can be found 

72. Feasibility Moderate Moderate Exclude • Important but covered elsewhere in 
protocol (e.g. "Preliminary data", "Study 
locations(s)", "Recruitment", "Sample Size", 
"Agreement and Consent" and "Ethics 
approval") 
• Some panellists also noted the importance 
of this information for funding agencies but not 
for other protocol forms. However, subgroup 
analysis by profession (Round 3) does not 
show increased support from funding agency 
representatives over other groups ((Median 
(IQR) = 3 (1,6)) vs. 6(3, 8)). 
• Subgroup analysis showed more support 
by trial coordinators (Median [IQR] = 9 [7, 10]) 
than other groups (5 [3, 8]). 

73. Insurance 

74. Data ownership 

Weak/ 
None 

Moderate 

Weak/ 
None 

Moderate 

Exclude 

Include 
concept, 
further 
discussion 

-

• Unclear where this item belongs (e.g. Trial 
organization and administration, Ethical 
considerations or Reporting and 
Dissemination). 

material support D. None None 
How support is provided 

70. Post-trial care Moderate Weak/ Further 
None discussion 

71. Post-trial Moderate Weak/ Exclude, 
data/materials storage None further 

discussion 
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Section/Topic8 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

• Empirical evidence provided at most 
'moderate' support but it may be considered 
stronger due to its association with "Monetary 
and Material support" and the bias found in 
industry-sponsored trials. 
• Consider overlap with items 
"Dissemination" or "Publication policy". 
• Consider revising based on Delphi 
comments. 

E = Exclude, I = Include; IQR = Inter-quartile range; U = Unsure 
altem numbers are based on Delphi survey; see Chapter 3 

Section 5: Ethical considerations. Seven of nine items in this section were recommended for 

inclusion (Table 13). Similar to Section 1 (General information), many items in this section 

received strong support from the Delphi but moderate or weak/no support from the 

systematic review. While practical rationale superseded the lack of empirical evidence for 

many items in Section 1, both ethical and practical rationale governed the importance of 

many items in this section (e.g. Confidentiality and anonymity and Ethics approval). 

Strong empirical evidence, however, supported the item Agreement and Consent. 

Although some results conflict234'448'457"4 , many methodological studies suggest that the 

content, quantity and mode of delivery of consent information may affect trial recruitment 104, 

116, 122,238.447,477 , participant comprehension 447, 449, 451, 452, 456, 461, 462, 477 „ „ „ : a 4 . „ 4 6 1 , 477 

, anxiety , 

retention 5' and recruitment costs251, providing strong support for disclosure of consent 

methods. As asserted by some Delphi panellists, the evidence does not support a separate 

item for Surrogate consent or assent; these concepts could be addressed together. 

The items Role of sponsor and Conflict of interest also received strong support from 

the Delphi with moderate and strong support, respectfully, from the review. Additionally, 

their conceptual association with the item Monetary and material support (sub-items A and 

B) and corresponding overlapping empirical evidence supports these items. Studies 

suggested that the risk of bias may be higher in trials with participating trial sponsors (Role 
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of sponsor) or investigators standing to benefit from the trial outcome (Conflict of interest), 

in particular in industry-sponsored trials79'294' 421'431_433; 439. Furthermore, there is evidence 

that the processes and progress of a substantial number of industry-funded trials are in the 

sponsor's control444' 470. Thus, disclosing this involvement or these conflicts may be 

important at the outset of the trial and these items were recommended for inclusion. 

Overall, seven concepts in this section were recommended for inclusion (one for 

merging) and two for exclusion from the SPIRIT checklist. 
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Table 13: Synthesis of Delphi survey and systematic review results recommendations for the SPIRIT checklist -
Section 5 Ethical considerations 

Section/ Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

48. Potential 
benefits and 
risks 

Strong Moderate Include • Due to breadth of concept, assigning relevant 
research to this item was somewhat difficult 
Additional relevant empirical support may be 
present in other items 
• Consider revising to describe information 
requested more clearly 

49. Agreement 
and consent 

Strong Strong Include • Overlaps with "Appendix materials C Consent 
forms", request for forms may be omitted from this 
item with a reference to appendices (Note 
consent form may vary by institution, request for a 
template might be more appropriate than actual 
forms) 
• Remove request for "name" of individual who 
will seek consent, as this will vary Consider 
revising to request type of trial personnel (e g , 
primary care physician, nurse, PI) who will obtain 
consent 
• Consider revising based on Delphi comments 

50. Surrogate Strong Weak/ Include • May be site-specific and therefore only general 
consent or None concept, information may be relevant for the protocol 
assent consider • Consider merging with "Agreement and 

overlap consent" 

51. 
Confidentiality 
and Anonymity 

Strong Weak/ 
None 

Include 

52. Ethics Strong Weak/ Include • Consider modifying description to address 
approval None Delphi comments 1) capture situations where 

REC/IRB approval has not yet been obtained to 
request if it will be (e g , "all sites will obtain local 
REC/IRB approval", 2) remove specific request for 
names of committees as this may require many 
amendments for some trials 

53. Role of 
sponsor 

Strong Moderate Include • Moderate support by evidence may be stronger 
due to association with "Monetary and Material 
support" 
• Consider either revising terminology or defining 
the term "sponsor" 
• Consider moving this item to Section 4 Trial 
organization and administration (recommended) or 
Section 3 Methods, whether this information is 
purely ethical is subjective 
• Consider overlap with "Monetary and material 
support B types of support" 

54. Conflict of 
Interest 

Strong Strong Include • Consider specifying whose conflict of interest is 
being requested (suggested examples included 
principal investigators and sponsor/funder) 
• Many panellists felt, while important, this should 
not be in the protocol consider adding clause 
requesting where details of conflict of interest may 
be found if not detailed in protocol 

68. Ancillary and Moderate Weak/ 
sub-studies None 

Exclude • Some panellists felt concepts in this item did not 
belong in the protocol due to varying issues of 
complexity and lack of knowledge of these studies 
at the time of protocol development Additionally, 
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Section/ Topic3 Delphi SR 
Recomm 
endation 

Additional considerations based on Delphi 
comments 

each ancillary study should have its own protocol 
and REC/IRB approval. 
• Many respondents felt this should be a 
component of "Agreement and consent" (whether 
consent is given for future use of specimens and 
data). 

69. Pregnancy Moderate Weak/ Exclude • Comments suggest this is important but too 
None specific for this checklist; underlying concepts are 

already addressed in existing items, (e.g., "Follow-
up", "Post-trial care", "Risks/Harms" and "Safety 
evaluations") 

altem numbers are based on Delphi survey; see Chapter 3 

Section 6: Reporting and Dissemination. No items in this section received strong support 

from the Delphi and only two were supported by strong empirical evidence (Table 14). 

Firstly, recent studies show changes between pre-specified methods (e.g. as stated in trial 

protocols, registration or regulatory data) and those disclosed in trial reports, such as primary 

outcomes4' 5' 98' 353' 3 5 \ sample size calculations12, eligibility criteria148' l59, allocation 

concealment19 and blinding325 methods, descriptions of intervention344 and analysis 

methods12' 13'353'354. In some cases, these changes appear to favour statistically significant 

results4' 5 '353 and in very few are modifications or reasons for modifications disclosed in 

available protocol amendments or final trial reports3' " ' 12'354. Therefore highlighting how 

potential changes will be communicated to appropriate stakeholders is important and the 

item Protocol amendments was recommended for inclusion. 
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Table 14: Synthesis of Delphi survey and systematic review results: recommendations for the SPIRIT checklist • 
Section 6: Reporting and Dissemination 

Section/Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

55. Protocol 
Amendments 

Moderate Strong Include • Many panellists felt this should be covered in a 
separate document such as the Statistical analysis 
plan or Standard Operating Procedure, or in the 
final publication 
• If covered, the importance depends on type of 
protocol change; a general statement would suffice 
• Consider revising based on Delphi comments 

56. 
Dissemination 

Moderate Strong Include • Comments suggest this will often not be known 
at the outset and risks becoming a 
ritualistic/mechanical statement with little useful 
information. Others state that indicating whether a 
publication plan exists is sufficient (and if so, by 
whom). 

67. Reporting of Moderate Weak/ 
early stopping None 

Exclude Consider merging concept with "Dissemination" 

57. Publication 
Policy 

Moderate Moderate Include • Some panellists felt this was more appropriate 
for the contract than the protocol; consider 
requesting only higher level information and a 
reference to where details may be found. 

altem numbers are based on Delphi survey; see Chapter 3 

With respect to the item Dissemination, no evidence currently supports disclosure of 

all dissemination plans (e.g., direct contact with study participants, investigators, consumer 

associations, policy makers). However, there is a clear increased tendency for studies with 

significant results to be published, published sooner and published more often than studies 

with negative or non-significant results5 '97 ' l20 ' l29 '353 '386 '471 '473 '478. Eventual publication also 

appears to be due to investigators or sponsors failing to submit, rather than journal failing to 

accept, negative or null results5. Similarly, evidence of ghost authorship and constraints on 

publication, particularly in industry-sponsored trials444' 470, support the need for the item 

Publication policy. In concert with the evidence for bias in industry-sponsored research (see 

Monetary and material support), disclosing these details may help relevant parties assess the 

eventual accessibility and potential impact of trial results and make sponsors/investigators 

accountable for disseminating trial results. 
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Section 7: Other. All items in this final checklist section showed conflicting support. While 

one item was recommended for inclusion (Appendix materials [C]: consent/assent forms), 

further discussion was recommended for all four (Table 15). For example, similar to items 

such as Title and Trial identifier (recommended for inclusion), the practical importance of 

the item References may supersede the lack of empirical evidence. However, as with items 

such as Table of contents and Abbreviations (recommended for exclusion), specifically 

requesting this heading may be overly prescriptive in a guideline such as SPIRIT. Further 

discussion is recommended. 

Additional concepts. Finally, as mentioned in Chapter 4, two new concepts not captured in 

the Delphi were identified in the course of the systematic review. The first, an item 

requesting the names of protocol authors, may be important for accountability and issues of 

ghost authorship. In one study of industry-sponsored trial protocols, no protocols explicitly 

stated who had contributed to the trial design and only five (of 44) stated the author of the 

protocol470. None of these individuals, who were all employed by industry, were listed as 

authors or acknowledged in subsequent publications. This evidence alone contributed weak 

support for this item. 

The systematic review results also supported an item on methods for increasing 

adherence or retention ' ' " . Two existing items, Follow-up and Compliance, are 

somewhat related, however neither explicitly requests a description of methods planned to 

increase compliance/adherence or retention, the latter focusing currently on methods planned 

to measure compliance/adherence. Therefore, consideration of this concept for the checklist, 

possibly as a modification to the current item "Compliance", is recommended. 
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Table 15 Synthesis of Delphi survey and systematic review results recommendations for the SPIRIT checklist • 
Section 7 Other 

Section/Topic3 Delphi SR Recomm- Additional considerations based on Delphi 
endation comments 

58. References Strong Weak/ 
None 

Further 
discussion 

59. Appendix 
materials A. Case-
report forms 

Moderate Weak/ 
None 

Further 
discussion 

• Some panellists noted that case report forms 
are subject to change (requiring amendments) and 
thus should not be in the protocol but rather in an 
Operations manual 
• If excluded, consider requesting where this 
information can be found 
• Subgroup analysis by profession suggested 
greater support by journal editors and trial 
coordinators (I = 78 and 80%, respectfully) than 
other groups (I = 63%) 

59. Appendix 
materials B. Other 
data collection forms 
(e g questionnaires) 

Moderate Moderate Further 
discussion 

• May be a matter of preference rather than need 
as results/comments seem divided yet overall in 
favour of including this concept 
• Subgroup analysis by profession suggested 
greater support by journal editors and trial 
coordinators (I = 78 and 80%, respectfully) than 
other groups (I = 67%) 

59. Appendix 
materials C. 
Consent/assent forms 

Moderate Strong Include • Consent forms may be site-specific and require 
item, site-specific amendments; thus this may be difficult 
further to fulfill in practice 
discussion • Currently covered in "Agreement and consent", 

need to address overlap. 
• Subgroup analysis by profession suggested less 
support by funding agency and regulatory board 
representatives (I = 43%) than other groups (I = 
72%) 
• Consider reverting Appendix materials to one 
item, modifying wording to 'request' relevant 
materials, 'including.. , if relevant', rather than 
mandating each one 

I = Include 
altem numbers are based on Delphi survey, see Chapter 3 

5.3.3 Summary of recommendations 

Cumulatively, the results of the synthesis of the Delphi survey and systematic review 

identified 41 concepts/items that were recommended for inclusion in the SPIRIT checklist. 

An additional 23 concepts, some of which overlapped with existing items, received 

conflicting support and were recommended for further discussion. Two new concepts were 

identified that were not previously addressed, one of which is recommended for further 

consideration. Finally, 24 items were not strongly supported from either study and were 

recommended for exclusion from the SPIRIT checklist. 
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6.0 Discussion 

6.1 Summary of main findings 

This thesis has produced a large and rich volume of information for further 

development of the SPIRIT Initiative. In isolation, the Delphi and systematic review each 

provide complementary yet different perspectives. Together they provide substantive 

evidence for concepts that every RCT protocol should address. They also highlight 

congruencies and discrepancies between current expert advice and the available evidence and 

emphasize areas for further research. 

Ninety-six panellists from 17 countries and varying areas of expertise participated in 

the Delphi consensus. The process began with 59 candidate items derived mostly from 

existing checklists, subsequently adding 15 items and 14 sub-items while deleting items in 

succeeding rounds. Overall, the Delphi yielded strong support for 50 items, moderate 

support for 29 items and weak/no support for 9 items. 

The systematic review, on the other hand, provided empirical support for 

substantially fewer items: 23 items received strong support, 23 items moderate support and 

44 items weak/no support and included two potential new concepts. Empirical evidence 

included both primary and secondary methodological research, some associating various trial 

characteristics with outcomes, such as recruitment and effect estimates, and others estimating 

the prevalence of adequate trial methodology and protocol reporting. 

Cumulatively, perfect agreement between the Delphi and systematic review was 

attained for 30 items (17 Strong, 7 moderate, 6 weak/none) using the categories developed 

for this synthesis. As empirical evidence was not anticipated for some items relevant to trial 

logistics or ethics, many discrepancies were predictable; the Delphi was important for 
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capturing these items. Correspondingly, the sections 'General information' and 'Ethical 

considerations' contained many discrepancies while the section 'Methods' included many 

congruent ratings. 

The final recommendations were based on the quantitative Delphi results and the 

systematic review, and guided partly by Delphi panellists' item-specific comments. 

Ultimately, 41 concepts/items were recommended for inclusion, 24 for further discussion 

(e.g. overlapping items) and 25 for exclusion from the SPIRIT checklist. 

6.2 Relevance to key groups 

These findings have implications for various stakeholder groups. Most immediately, 

they provide a solid foundation for development of the SPIRIT Statement. The main 

expected products for the SPIRIT group include the Statement, describing the final checklist 

and its development, and an explanatory document, describing each item including the 

rationale and supporting evidence for the item and an exemplar of good reporting. The data 

and synthesis described herein provide substantial information for the SPIRIT group to 

develop and support recommendations. 

The results also highlight the volume of existing empirical research, emphasizing 

areas of abundant and deficient evidence, of relevance for clinical research methodologists. 

For example, substantial research indicates a risk of bias in trials with inadequate allocation 

concealment7'289'290, vague or modified descriptions of primary and secondary outcomes5 

and in trials supported by commercial sources or including investigators/authors with 

conflicts of interest 6' 78' 78 '79 ' 419' 429. This supports the need to disclose these details in 

protocols (and possibly trial registries) and, hence, indicates important concepts for the 

SPIRIT checklist. In other cases, such as the items Recruitment and Agreement and consent, 
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many overlapping secondary methodological studies (i.e., methodological systematic 

reviews) were located95'97'101'104'122' '40,233-239,446,449-452. ±e r e s u l t s o f t e n i d e n t i f i e d t h e need^ 

and prioritized topics, for future primary research studies. 

Still other concepts are supported by strong pragmatic, regulatory, scientific or ethical 

rationale but not currently by direct empirical evidence. For example, trial registration (and 

associated numbers: see item Trial identifier) has been adopted for a number of reasons 

including increasing recruitment and decreasing unnecessary duplication of effort, 

publication bias and selective reporting of trial results . While the need for trial registration 

has been clearly demonstrated5, evidence suggesting it meets its intended goals (e.g., by 

helping researchers locate unpublished registered trials and hence decreasing the effect of 

publication bias on systematic reviews, or by decreasing selective outcome reporting by 

making investigators/sponsors accountable for their choices), is still needed. As broadly 

mandated trial registration is still in its infancy84, studying its effects is only recently possible 

and additional research may assess its impact. By requesting this information and hence 

ensuring trials are registered in accessible registries at the outset, the SPIRIT Statement may 

play an important role in promoting general adherence to such initiatives; only then can their 

true value be realized. 

Interestingly, the results suggest an exponentially expanding volume of relevant 

methodological literature. Indeed, since the search for this review was completed (August 

2009), more relevant research has been published; for example, examining selective outcome 

reporting479 and publication bias480' 481. Updating the literature search for future SPIRIT 

checklist revisions would be prudent. 

By informing the SPIRIT checklist's further development, these results also have a 

broader significance for other groups. Firstly, the SPIRIT checklist should be of practical 
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benefit for trial investigators and personnel. Conceivably, developing one protocol meeting 

the needs of different ethics and funding submissions saves time and energy and provides 

consistency versus drafting multiple versions. Such a guideline also ideally encourages 

important discussions before trial initiation, such as plans for outcome assessment, analysis, 

authorship and publication. Additionally, it will ideally increase the accessibility of many 

methodological trial details, ensuring they are easily retrievable from protocols when needed. 

We hope it may also serve as a valuable educational tool for less experienced trialists. 

By improving RCT protocol reporting quality, the SPIRIT initiative may facilitate 

ethics, grant application and manuscript review processes. Submission of completed 

checklists with protocols may decrease the need for revisions to address incomplete content, 

thus facilitating initial trial phases. Also, if trialists indicate where information may be found 

-i 1. 409- 4.8^ 

(i.e., page number) as recommended by other guidelines ' ' , it will facilitate 

information retrieval. 

SPIRIT may also benefit consumers and trial participants. By clearly delineating 

information associated with bias in trials, protocols adhering to SPIRIT may help them to 

better assess whether and how their involvement will contribute to advancing healthcare. 

Although, conceivably, the average potential participant will not access the full protocol 

when deciding to participate, having this information accessible is important. For example, 

some consumers may wish to have a full list of expected benefits and risks, while others may 

wish to know how and where to access individual and final trial results. The transparency of 

protocols following the SPIRIT guideline may help potential participants make informed 

decisions. 

Finally, the SPIRIT Statement may also significantly impact peer reviewers, journal 

editors, systematic reviewers, and policymakers. By increasing the transparency in 
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protocols, it may facilitate comparisons with reports of trial results, affecting publication and 

post-publication activities, and decision-making. However, barriers to trial protocol access 

will also need to be overcome . Where appropriate, the structure and wording of some items 

may follow the CONSORT statement31, facilitating these comparisons. 

Conceivably, all RCT trials will have a protocol. A study by Chan and Altman 4 

suggested that PubMed indexes over 6,000 RCTs annually. This finding does not account 

for trials indexed in other databases (e.g. between 20% and 70% of trials depending on the 

discipline485) and the minimum of 40% of trials not reaching full publication478. SPIRIT may 

improve the transparency and accessibility of information known to be associated with bias, 

and ultimately decrease bias in trials. Thus, the broad applicability of the results of this 

thesis and the SPIRIT Initiative is clear. 

6.2.1 Feedback for reporting guideline development 

The results of this research may also have relevance for those considering or 

embarking on development of a reporting guideline. The recently established EQUATOR 

Network aims primarily to "improve reliability and value of medical research literature by 

promoting transparent and accurate reporting of research studies" 5' 4 . The Network has 

487 

begun compiling guidance on reporting guideline development methods , although, within 

the Network, this is a new and evolving process. This thesis may provide useful feedback 

for the Network by highlighting some lessons learned, particularly related to process 

efficiency relative to return. Other lessons are discussed below. 

Firstly, from the author's perspective, the Delphi process was an efficient method 

yielding a very rich volume of information. Most importantly, our panellists, selected to 

represent multifarious potential users of SPIRIT, were experienced, interested and committed 
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to completing the process; we obtained approximately 90% response rates for each round and 

77% of panellists completed all three rounds. The Delphi could not have been successful 

without their continued dedication. Selecting potential panellists requires sufficient time and 

thought to ensure they meet the criteria suggested by previous guidance - namely that they 

have extensive knowledge and experience in the topic under investigation, capacity, 

willingness and sufficient time to participate, and effective communication skills 85. This step 

is pivotal to both Delphi success and validity. 

The current study used personalized surveys sent individually by email. Although 

time-consuming, this method may have helped yield our high response rates. Our response 

rates were also likely increased by other development and delivery methods, some of which 

are supported by empirical evidence488"494: survey pre-notification/invitation to participate, 

notification of (and adherence to) expected arrival times of rounds, clear outline of 

expectations including time-commitments, written commitment by panellists to participate 

(reply by email), follow-up contacts with questionnaires (two in this case) to non-

respondents, previous rounds' responses and assurance of confidentiality. Future endeavours 

should consider these methods. 

Distributing the survey and collating the data using an Internet-based tool may 

substantially increase Delphi efficiency. Such options existed but were cost-prohibitive for 

the current work. Some inexpensive Internet-based survey toolseg'495 were investigated; 

however, at the time they did not provide the ability to feedback individual subject responses 

which was deemed important for ease of panellist participation and the validity of our 

process. These will likely become more accessible and should be explored for future work. 

Secondly, the systematic review was also an important component for this thesis. 

However, it may have possibly been conducted more efficiently for its purposes herein. It 
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was initially planned and executed as a traditional systematic review, aiming for an 

exhaustive, comprehensive search for relevant evidence, representing a potential 

improvement over previous guidelines which appear to have relied mostly on expert 

knowledge of the empirical literature31'482'483. As such, we employed broad search strategies 

and extensive data extraction. This search retrieved a substantial amount of non-relevant 

literature and relied on methods other than database searches for locating relevant 

methodological research, the limitations of which are discussed below. The diversity of the 

literature also made screening difficult. Consequently, screening criteria were revised 

numerous times, requiring re-screening of records and substantially increasing time and 

effort. 

Other groups conducting similarly broad reviews have noted analogous problems97' 

496' 4 7, concluding that topics of this scope do not amend themselves well to the standard 

systematic review format due to the immense breadth of literature and the difficulty 

retrieving, screening, extracting and synthesizing data in a systematic (and reproducible) 

way97' 498. For example, Prescott and colleagues conducted a systematic review of factors 

Q7 

limiting the quality, number and progress of RCTs . Like the present review, they included 

studies of varied designs and topics and noted a level of subjectivity in the screening and 

data extraction processes. 

Unlike the current review, however, they opted for a systematic rather than 

comprehensive approach, limiting their search to electronically indexed literature and to 

research published over a 10-year period. Even given these publication limits and 

recognition that not all relevant studies were located, they advised: "Given the breadth of 

this review, it should probably not be revisited in its entirety. The authors found that the 
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workload was excessive, and even though an update would not repeat all that has been done 

here it would still be a large undertaking." 

Although only one example, this review had significant supporting resources; it was 

commissioned and funded by the United Kingdom's National Health Service, National 

Institutes of Health Research and was completed by a team of ten researchers4 . Our current 

review, on the other hand, was not funded and was conducted by a much smaller review 

team. Indeed, evidence (including the background systematic review of existing protocol 

l O . -5Q 

guidelines) suggests that few reporting guidelines receive funding for their development ' . 

Furthermore, funding for personnel/research assistant support has been nearly non-existent 

for such initiatives. Therefore, unless significant resources are available, logistical 

constraints for future initiatives may warrant consideration of alternative review methods. 

To aid future work, an initial scoping exercise is recommended to gauge the quantity 

and characteristics of available research5 ' 5 '. This process may more clearly delineate the 

types of studies and data present to help prioritize search and extraction methods accounting 

for logistical constraints. Although increasing time up-front, a scoping exercise may reduce 

overall time for the review. 

Alternative approaches to literature retrieval and review conduct may also be 

appropriate500 and have been recommended for other broad or complex reviews496'502. For 

example, one complex systematic review located most studies (70%) by personal files and 

expert knowledge (24%) or supplementary search methods (46%), with few located by 

'protocol' driven database searches496. We identified most included studies (74%) by 

electronic search strategies; however, we did not contact experts specifically to identify 

literature. 
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Alternatively, step-wise literature retrieval, such as targeted searches and retrieval by 

study hierarchy, or prioritized data extraction, such as preliminarily categorizing the 

evidence by study type and objectives, may have increased the efficiency of this process. In 

these instances, the intent is to find sufficient evidence to formulate and support 

recommendations rather than be exhaustive. For example, Sampson and colleagues 

conducted a systematic review to identify evidence to develop a checklist for peer review of 

electronic search strategies4 7. Their initial electronic literature search was supplemented by 

additional methods (e.g., reference lists) only for checklist concepts where less than five 

supporting studies had been identified. 

However, using comprehensive search strategies to locate and collate evidence has 

greater face-validity for reporting guideline development. In the current circumstance, 

assuring that important studies would have been located by using such alternate approaches 

is not possible and comparisons of different search strategies would be useful for future 

research. Nevertheless, unless financial and logistical resources significantly increase for 

such processes, the development of other guidelines or future updates of SPIRIT may benefit 

from more restrictive and tailored approaches to literature retrieval and synthesis. 

Overall, the Delphi and systematic review ultimately yielded complementary 

information. Although both components are recommended for future endeavours, 

consideration of some alternative approaches to those described for the current studies may 

be warranted. 

6.3 Comparison with other existing guidelines 

No existing RCT-specific protocol guidelines have employed development 

approaches as comprehensive as in the current research. Nevertheless, the prominence of 
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some existing guidelines may call into question the need for the SPIRIT initiative. To 

examine how the current recommendations align with existing guidelines, a rudimentary 

mapping of such concepts to seven prominent guidelines is provided in Appendix H. Four of 

these guidelines were included in this thesis' background review: the ICH E650, those 

produced by the United States Centers for Disease Control and Prevention47 and the National 

Institutes of Health , and the only RCT-specific guideline citing methods for development 

(PRACTIHC)76. This analysis also included two additional high-status guidelines not 

identified for that review: the Council for International Organizations of Medical Sciences' 

International Ethical Guidelines for Biomedical Research Involving Human Subjects503 and 

that produced for the United Kingdom's National Health Service's University College of 

London504. The final guideline was selected as it is currently used by the Canadian Institutes 

of Health Research , one of the agencies funding SPIRIT'S consensus meetings. Although a 

selected sample, this exemplifies the current recommendations compared to existing 

recognized guidelines. 

The majority of concepts recommended for inclusion or further discussion for the 

SPIRIT checklist are included in most of these guidelines. However, less than half of the 

guidelines included the following items, which have been recommended for further 

consideration for SPIRIT: 

Trial identifier 
Protocol version 
Preliminary data 
Allocation 
concealment 
Implementation of 
randomization 
Schematic of study 
timeline/Schedule of 
interventions 

Justification of control 
interventions 
A specific item on 
follow-up (although all 
requested this 
information within 
other items) 
Data from withdrawals 
Presence of DSMB 
Specific request for 
both statistical and 

non-statistical 
stopping rules 
Monetary and material 
support - types of 
support 
Post-trial care 
Data ownership 
Ethics approval 
Role of sponsor 
Conflict of interest 
Protocol amendments 



• Appendix of case- • Appendix of data 
report forms collection form 

As defined, most of these items received strong support from either or both the 

Delphi and systematic review, thus corroborating their potential importance in protocols and 

suggesting missing components from some previous guidelines. The four items above 

receiving only moderate support from this thesis (Monetary and material support - types of 

support, Post-trial care, Data ownership and Appendix of data collection forms) were all 

recommended for further discussion. 

No items recommended for exclusion from the SPIRIT checklist were present in 

greater than half of the exemplar guidelines. 

Re-examining the introductory systematic review shows one item present in many 

(13/27) previous guidelines, which is currently recommended for exclusion: 'costs' or 

'budget'. The evidence/methods cited in previous guidelines for recommending this item 

was based on guidance from books and informal expert consensus. In our formal consensus, 

this item received the lowest support of any item. It was also not supported by empirical 

evidence, and thus was recommended for exclusion from the SPIRIT checklist. This does 

not suggest that budgetary considerations are unimportant for all stakeholders. Rather, it 

indicates that this concept is not supported for inclusion in a minimal set of items for all RCT 

protocols. Relevant groups requiring this information, such as funding agencies, may request 

this in addition to the protocol. 

The current project did not directly address at least 50 additional concepts in the 

seven guidelines, some of which were specific sub-components of broader concepts already 

addressed in the draft checklist (e.g. specific request for dissemination procedures in the case 

of a negative outcome - the current draft requests disclosure of all dissemination plans 
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regardless of outcome). Most were recommended in only one guideline, suggesting little 

support from other experts groups. 

As previously mentioned, the preliminary SPIRIT Delphi list was generated from 

items included in at least three guidelines in the reporting guideline systematic review 

(Chapter 1: Introduction). Two concepts included in three of current exemplar guidelines 

were not circulated in this preliminary list. The first, an appendix of patient 

leaflets/information for patients, was not circulated as it was present in only one guideline 

identified for the background review76. The second, Planned/dummy tables and figures, was 

included in three previous guidelines but was the only item suggested for exclusion by the 

Steering Group executive from the preliminary Delphi list. Further discussion may be 

warranted for these concepts. 

An additional nine items were present in two of the exemplar guidelines: 

• Justification of route of administration, dosage etc. 
• Support for feasibility of recruitment (estimated numbers of eligible/recruited 

participants and time needed to meet sample size requirements) 
• Whether withdrawn patients are to be replaced 
• Type and duration of follow-up for participants after adverse events 
• Statements pertaining to adherence to research governance good clinical 

practice and/or the specific guidelines themselves 
• Economic evaluations 
• Consumer involvement 
• Intended use of study findings 

• 'Other' measures taken to avoid/minimize biases 

Again, some of these concepts are included within existing items. Few are supported 

by empirical evidence from the systematic review, with the exception of justification of route 

of administration and dosage (addressed indirectly in Interventions [A] and [B]) and possibly 

feasibility of recruitment (addressed indirectly in Sample size). The items above may 

warrant further consideration for SPIRIT, such as incorporation into existing items or for 

discussion in the explanation and elaboration document. 
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Overall, the current recommendations are highly congruent with those enforced by 

existing prominent guidelines. However, the evidence derived in this thesis supports 

including additional empirically supported items not previously addressed in most of these 

guidelines, suggesting areas of deficiency in previous guidance. 

6.4 Limitations of approaches 

Although Delphi surveys enable collaboration of respondents from various 

geographical locations in a confidential, non-threatening environment, their results are only 

as valid as the opinions of the experts constituting the panel. Even if consensus is attained, 

validating whether this consensus is 'truth' is difficult, and expert opinion remains 

considered among the lowest levels of empirical evidence5 5. To safeguard the validity of 

our results we carefully selected a panel representing key stakeholders. Furthermore, 

structured, pre-defined methods were employed to minimize biased response collation. The 

Delphi results indicated support for similar components as other major guidelines with no 

major evident omissions, suggesting some congruency with other expert groups. 

Despite this, our Delphi was limited by the ultimate participation of relatively few 

panellists representing specific groups. Firstly, few respondents self-identified as funding 

agency or regulatory board representatives (n = 5 and 3, respectively) or for-profit 

organization employees (n = 4). Thus, these groups' views could not significantly influence 

overall ratings. This was addressed by reviewing subgroup results and noting differences 

where relevant. 

We also did not directly capture consumers/trial participants' views. One consumer 

representative was initially nominated for the Delphi by a SPIRIT Steering group member 

with the intent to request additional nominations from this individual. Despite pursuing 
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different approaches, current contact information was not found for this individual for the 

Delphi nor were alternate representatives located/nominated. Very few existing guidelines 

i o o n 

have captured the views of this important group ' and it is unclear how their participation 

may have affected the results. Considering this unique perspective for future SPIRIT 

activities such as pilot testing the checklist will be important 

Delphi validity is also dependent on question phrasing and respondents having 

appropriate opportunities to communicate their perspectives effectively. In our study, each 

round was pilot tested to increase survey comprehensibility, and ideally, results validity. The 

survey design was also flexible to capture the panellists' needs as they arose. For example, 

at their request, we increased the number of text boxes for additional comments and 

addressed major general comments and ambiguities in each survey round. Finally, we 

delineated items requiring further clarification. 

The validity of our systematic review depended on study selection, risk of bias in 

included studies and synthesis methods. To minimize selection bias, a thorough literature 

search was conducted, eligibility was not limited by publication status and pre-defined 

selection criteria were employed. Many included studies were located by supplementary 

search methods (e.g. screening reference lists (7%), PubMed related articles searches (10%) 

and citation snowballing (9%)), potentially subjecting the results to reporting biases 

including citation and location bias506. Not all relevant studies will likely have been 

identified despite comprehensive searching, as developing precise search strategies for 

methodological literature and complex reviews is difficult496' 507. Due to logistical 

constraints, search strategies relied mostly on subject headings (e.g. Medical Subject 

Headings in MEDLINE) except in instances where no relevant subject headings existed, 

rather than a mixture of MeSH and free text as is often suggested497'506 . 
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The resulting volume of literature also made duplicate screening of records and data 

extraction (as initially planned) logistically impossible; duplicate screening and extraction of 

a smaller sample of records/studies instead validated the processes. Many studies required 

discussion between reviewers, suggesting some eligibility criteria were subjective. As 

screening and extraction were conducted mostly by one reviewer, study selection and 

allocation of evidence may have been subject to bias. Whenever obvious ambiguity arose, a 

second (or third) reviewer was consulted. 

Although based on objective criteria wherever possible, grading the empirical 

evidence was qualitative and somewhat subjective. However, good agreement was attained 

between reviewers, giving strength to the validity of this process. 

Finally, the cumulative recommendations were based on one researcher's 

interpretation of the Delphi's quantitative and qualitative results and the systematic review's 

data. Where possible, these recommendations were derived from objective criteria (Delphi 

scores, strength of empirical evidence), however, this synthesis was not validated and 

recommendations are intended as a guide. The component information is provided to enable 

independent assessment of the evidence, and the SPIRIT steering committee will have access 

to all extracted data. 

6.5 Next steps for the SPIRIT Initiative 

The SPIRIT Steering group and select stakeholders have participated in two 

consensus meetings. The first built on the Delphi results. Since then, the second consensus 

meeting was held and the checklist and explanatory document have been drafted 

independently from the current work, providing a unique opportunity to compare current 

drafts to cumulative evidence from this thesis. 
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The next steps for the SPIRIT initiative include finalizing the guideline by 

developing the associated Statement and explanatory documents for publication, and 

determining final publication strategies (i.e. multiple simultaneous publication as has been 

done for other guidelines31; 40'482; 483); processes currently underway. The SPIRIT checklist 

will also need to be pilot tested to assess its usability and comprehensibility and to determine 

if it facilitates protocol development (i.e. for trialists), protocol review or submission 

processes (i.e., for REC/IRB, funding and regulatory agencies, journals) or protocol use (i.e. 

for trialists, trial coordinators/personnel, consumers) as intended. 

Moher and colleagues have recently developed guidance for developing reporting 

guidelines . They recommend a number of post-publication activities of relevance for 

SPIRIT, some of which are currently underway, including seeking endorsement by some 

major stakeholders. In alignment with their recommendations, evaluating SPIRIT'S impact 

will also be important, as will encouraging adherence to the checklist and seeking and 

collating stakeholders' feedback for possible future updates. 

6.6 Barriers to the uptake of SPIRIT 

One barrier to the SPIRIT Initiative's success is the existence of previous guidelines. 

The methodological shortcomings of most previous guidelines, and the absence of several 

important concepts (some clearly associated with bias in trials), however, demonstrates a 

clear need for this evidence-based guidance. No other guidelines identified for reporting 

RCT protocols have used such comprehensive development methods, including the 

collaboration of such a broad group of stakeholders and a comprehensive systematic review 

for relevant empirical evidence to inform recommendations. 



An additional barrier is the concern that adhering to the SPIRIT checklist may 

increase the time burden for trialists. Using the background systematic review of existing 

protocol guidelines as a guide, prominent institutional/governmental guidelines included a 

median (IQR) of 54 (53, 56) items. As an illustration, if the current recommendations were 

adopted exactly, the SPIRIT statement would include between 41 and 65 items (in the 

unlikely event that no items were merged), suggesting minimal, if any, increased demand on 

trialists. However, assessing SPIRIT's impact on perceived burden and protocol length will 

be important components of pilot testing and impact assessment. 

Identifying funding for SPIRIT and similar initiatives remains a challenge. While the 

SPIRIT Initiative has benefited from financial support to host two consensus meetings, all 

research and planning for this initiative, as with many others ' have remained largely 

voluntary. This poses a challenge for maintaining the currency of such guidelines and it is 

hoped that initiatives such as the EQUATOR Network will help call attention to this need. 

Finally, SPIRIT'S success depends ultimately on the uptake and endorsement of the 

guideline by relevant groups. We invited various stakeholders to participate in the guideline 

development process in an attempt to ensure we adequately addressed their views. 

Additional initiatives are also currently underway to seek endorsement by other groups. 

The need for this initiative and the methodological strength supporting the final 

checklist will ideally overcome the challenges described above. Other guidelines such as 

CONSORT have faced similar barriers, but have received endorsement by major groups and 

journals43' 44' 508 and have significantly improved reporting in trials41. These results are 

encouraging and suggest reason for optimism. Having been built upon and potentially 

ameliorating the evidence-based approach of previous guidelines, it is hoped that the SPIRIT 

Initiative will similarly influence the transparency of RCT protocols. 
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7.0 Conclusions 

This thesis provides a large volume of rich information to guide the development of 

the SPIRIT checklist, an evidence-based guideline for reporting RCT protocols. The 

divergent methods - one reliant on formal consensus of experts from diverse areas and the 

other on empirical evidence from the methodological literature - have yielded sometimes 

conflicting, but ultimately complementary, guidance on important concepts for reporting in 

RCT protocols. This work will be of value for development of the SPIRIT checklist and 

associated documents. By increasing the transparency and accessibility of information 

known to be associated with bias in trials, these findings are ultimately aspired to effect a 

much larger group of stakeholders by helping to improve the reliability and validity of the 

medical literature guiding healthcare decisions. 
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9.0 Appendices 

9.1 Appendix A: Items Included in Previous Protocol Guidelines 

Table 16: Items included in previous protocol guidelines 
Item 

Title/Fact sheet/Title Page 
Summary/Abstract 
Table of contents 

Frequency 
(%)a 

N = 27 
13(48) 
11 (41) 
6(22) 

Introduction 
General aims/Problem/Questions 
Background information 

Preliminary data/previous work by investigator 
Additional details 

Specific Objectives/Hypotheses 

14(52) 
24 (89) 

5(19) 
6(22) 

20 (74) 
Study Design 

Overview of design 
Time frame/period of study 
Additional details 

18(67) 
11 (41) 
5(19) 

Subjects 
Clearly identify target population 
Subject selection 

Eligibility criteria 
Sampling design 

Allocation/Allocation concealment 
Randomization/Stratification procedures 

Patient consent procedures 

7(26) 
19(70) 
19(70) 
6(22) 
5(19) 
5(19) 
6(22) 

Procedures 
Measurements and Methods 

Eligibility/Baseline 9(33) 
Variables/Outcomes 

Statement of outcomes (two ask for primary and secondary 
outcomes, some specify predictor vs. confounder vs. outcome) 
Definitions and measurements of variables 

Treatment/Intervention 
Details (e.g. description and schedule, dosage regimen packaging) 
Allowable concomitant therapies/treatments 
Timing 
Blinding 
Pre-testing/training plans 

Methods of data collection/handling 
Data management, monitoring and quality control 
Statistical Issues (general) 

Sample size 
Compliance and missing data (strategies) 

25 (93) 

17(63) 
18(67) 
9(33) 
5(19) 
6(22) 
5(19) 
5(19) 

14(52) 
14(52) 
20 (74) 
18(67) 
6(22) 

Statistical tests to be performed 6(22) 



Item Frequency 
(%)a 

N = 27 
Monitoring trial progress 

Interim analyses 
Early stopping rules/termination policy 

Procedures for handling/reporting adverse events 
Protocol amendments 

6(22) 
7(26) 

10(37) 
5(19) 

Project management 
Personnel and committees 
Administrative responsibilities (and how they will be shared) 
Roles of collaborators/investigators 
Biosketches/CV's of investigators 

Resources required (staff, facilities, equipment and supplies) 
Cost/Budget 
Ethical and legal issues 

Patient consent 
Reporting (methods of dissemination of findings, politics of publication) 
References 
Appendices/Supplements 

Sample patient consent form 

6(22) 
6(22) 
7(26) 
5(19) 
9(33) 

13(48) 
17(63) 
7(26) 

10(37) 
14(52) 
9(33) 
7(26) 

Flowcharts/Diagrams (e.g. patient flow, organizational schema, etc.)' 5 (19) 
"These values should be considered approximate due to incomplete overlap between items across checklists 
and differences in terminology; this process will be validated in subsequent review updates. 
Note: Concepts included at least five guidelines 
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9.2 Appendix B: Delphi Surveys 

9.2.1 Round 1 

Survey ID # _ 

The SPIRIT Initiative Delphi - Round One 

Survey ID#_ 

Welcome to Round One of tne SPIRIT initiative Delphi consensus survey Please take a moment to review these 
instructions 

The aim of this Delphi survey is to develop a reporting guideline for protocols of 2-group parallel design 
randomized trials The intention Is that the final SPIRIT guideline will be versatile such mat it ma> be adopted 
tor use b\ multiple parties including funding agencies research ethics boards and journals One major benefit to 
trialists would be that the> could use the same standard protocol for each submission although certain 
appendices vould be more relevant for some submissions than o.hers With \our expertise and those of our 
other panelists we hope to refine and modify this initial list of items for nclusion in he SPIRIT checklist 

Items are arranged under seven headings corresponding to sections commonly found in protocols of randomized 
trials For each item please select your rating on a scale of 1-10 A score of to indicates you feel the item is 
ven, important (i e muM be included in final guideline1! a score of 1 indicates the item is unimportant {i e should 
be dropped as an item to consider) If you do not feel qualified to rate a Dartictilar item please select no 
judgment 

• To make your selection electronically simply click on your selection with your cursor 
• To change your rating unselect your previous rating and click on your new choice 
• You are not able to directly modify the text however following each section a space is 

provided where you may add free text comments suggest reiterations or suggest additional 
items you feel would be of benefit for inclusion in the SPIRIT checklist 

• If you prefer you may print your form and return it by facsimile In this case please mark your 
selections with an X 

Your responses to Round One will be Kno\ n only to the moderator of this Delphi (Jennifer Tetzlaff) anon\ mcus 
responses will be collated and summarized for Round Two 

We estimate Round One will require approximately 30 minutes to complete You do no» need to complete the 
questionnaire at once but may save your responses and return to the questionnaire at any time if \ou 
experience any difficulties win the form in relation to the format or design please lei me Know 

Helping develop this guideline is important and we thank YOU very much tor \our time We ask that you 
complete and return this form by Friday September 7th 2007 either electronically by email to 
]tetzaif(djcheo on ca or b\ fax {+on 613-738 4300) to Jennifer Tetzlaff 

Thank vou for taking the time to participate in this important mitative 

We look forward to your responses' 

Section and Topic Description 

Section 1 General Information 

^^^J 

3rowde a descrptrve itle (e g population intervention main outcome) identifying the stud\ 
as a randomized controlled trial 

• 1 D 2 • ' • • ! • Q D ' D ' D« O l0 rjNoiuaqment 
No impor ant Very importan 

Jnique trial identication number or name (e g rial registration number pro ocol number) 
and v nere registered 0 e name of trial register) 

D 1 D ^ C h D 4 D D b • - D 8 • « Q 1 0 O o i K i g m e n . 

Noi imncrant Wry important 

Include a version or amendment number and date 

• i D ' D J D < D D » D ' D " D ' D » DNOludgmem 

Not impor ant ^er\ important 

-rovide a shor* summary of tne proposed research Where required include appropriate 
iay/non technical language 

D ' D 2 Q i Q J • D b D ' • ' Q j D m • Nojidgmenl 

Notirrporant Ver important 

Provide names and addresses of the primary investigators and sponsors 

D ' D ' D l D i D O ? D ' D - D < D ' » D N o ^ j m e n 

Not mpofant Very important 

°roude a list of the contents of the protocol and associated page numbers 

C M O - 1 D ^ Q J D • Q 7 D • * D 1 0 D N o j u l g m e n , 

Not rrporan Ver, impomn 

7 List of abbreviations List and descriptors of abbreviations used tnroughout the protocol 

• 1 Q 2 D i D 4 • D * D ' D e D « D m • « « „ „ , , « 

Not mporani Ver, mportini 

Comments or additional items (Section 1) 

1 Title 

2 Trial identifier 

3 Protocol Version 

4 Protocol Summary 

5 Names and 
addresses 

6 Table of contents 

Page 1 o' 10 Dage 2 of 10 
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Survey ID U 

22. Implementat ion 

23. Bl inding (masking) 

24. Interventions 

25. Schedule(s) of 
Intervention (5) 

26. Concomitant 
interventions 

28 Outcomes 

29. Data col lect ion 

Describe who will generate the allocation sequence who will enroll participants and who will 
assign participants to their group 

• 1 C\2 D 3 Q 4 Qb D 6 Q 7 D 8 Q 9 [ J 1 0 • No judgment 

Not important Very important 

State whether or not participants those administering the interventions and those assessing 
the outcomes will be aware of group assignment If relevant how the success of blinding will 
be assessed 

D l L 7 U D 3 E h E I 5 D S D ^ D ? > D & D 10 D No judgment 

Not important Very important 

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 
interventions used (e g no treatment placebo or active control) 

• 1 D 2 • 3 Q 4 D 5 D 6 • 7 CDS D 9 D 10 D No judgment 

Not important Very important 

State the number and duration of treatment periods including run-in and washouts where 
applicable 

• 1 Q 2 D 3 D " Q 5 Q 6 Q 7 D ^ D 9 Q 1 0 D No judgment 

Not important Very important 

List treatments )/mtervention(s) that are permitted or not prior to and/or during the study 

E M D 2 D 3 D " C I S Q f i D ? D 8 D 9 D 1 0 D N o j u d g m e n t 

Net important Very important 

State the known or potential risks and adverse reactions for each study intervention 

Q 1 E U Q 3 Q 4 D 5 E l 6 Q 7 D ^ D ^ D 10 D N o j u d g m e n t 

Not important Very important 

Describe and define primary and secondary outcome measures 

D 1 D 2 D 3 U* D 5 D 6 D ? D 3 D O D 1 0 D N o j u d g m e n t 

Not important Very important 

Describe methods, including study instruments (e g questionnaires laboratory 
measurements) and time point(s) of data collection outcome measurement and recording 

D 1 D 2 D 3 • 4 \J5 D 6 D 7 D a D 9 D 10 O No judgment 

Not important Very important 

Page 5 of 10 

Survey ID # 

30 Fol low-up 

31. Data management 

32. Quality control 

33. Compliance 

34. Safety Evaluations 

State follow-up plans including description and schedule of visits and logistics (e g post trial 
drug-supply) if relevant 

D 1 D 2 D 3 E h D ^ D 6 D 7 D ^ D 9 D ™ D N o j u d g m e n t 

Not important Very important 

Describe plans for data entry editing and management, including handling data collection 
forms and different versions of data data coding and data storage 

D 1 D 2 D 3 E M D ? D R D 7 D S Q 9 Q 10 D N o j u d g m e n t 

Not important Very important 

State any methods used to enhance the quality of outcome assessment (e g duplicate 
observations training of assessors pilot testing validation etc ) and data records to ensure 
the completeness and accuracy of information 

D 1 D 2 D 3 Q 4 D ^ c ' D ' 3 D ? D 3 D 9 D 10 D N o j u d g m e n t 

Not important Very important 

Describe procedures and measures proposed to monitor particicant compliance (e g tablet return) 
if relevant 

C M D 2 D 3 Q 4 D ^ E R D ? D 8 D 9 Q 1 0 D N o j u d g m e n t 

Not important Very important 

State plans for monitoring the continuing safety of interventions administered for purposes of 
the tnal including specification of methods and timing of measuring safety parameters 

D l D 2 D 3 E h D 5 D « D 7 D « D S D 1 0 D N o j u d g m e n t 

Not important Very important 

35. Statistical methods Describe statistical methods to be emplo\ed to compare groups for primary outcomes) and 
secondary' outcome(s) as well as methods for additional analyses such as subgroup analyses and 
adjusted analyses State whether intention-to-treat or other analysis will be used for the primary 
companson(s) 

• 1 D 2 D 3 E ^ D £ D S D 7 D 3 D 9 D 1 0 D N o j u d g m e n t 

Not important Very important 

36. Withdrawals State cntena that will be used to withdraw or exclude participants from the trial (e g 
compliance requirements) and specify the data to be collected from withdrawn participants 
and follow-up in a multi-centre study state when a centre may be discontinued from the trial 

D l D 2 D 3 Q 4 E 5 D 6 D 7 D 8 D 9 • 10 D N o j u d g m e n t 

Not important Very important 
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Survey ID a 

50. Surrogate Consent 
or Assent 

51. Confidentiality and 
Anonymity 

52. Ethics approval 

53. Role of Sponsor 

If a prospective participant is not capable of informed consent provide information on how 
permission will be obtained from an authorized individual In the case of individuals below 
legal consenting age. provide information on how assent and permission from a legal 
guardian or other authorized individual will be obtained 

D l D 2 D 3 E h D 5 D 6 U l D ' 3 D 9 • 10 D N o j u d g m e n t 

Not important Very important 

The provisions for protecting the confidentiality and anonymity of personal data and 
respecting the privacy of participants 

D 1 D 2 D 3 E h D 5 E 6 D 7 D S D O D 10 D N o j u d g m e n t 

Not important Very important 

State whether ethics approval has been obtained, if so provide the name of the committee(s) 

• 1 D 2 D 3 E h D 5 D 6 D 7 [ ] « D 9 D 1 0 D N o j u d g m e n t 

Not important Very important 

Describe the role of the sponsor in the trial design data collection access to trial data 
(including interim data audits and regulatory inspections), data analysis and interpretation 
and manuscnpt preparation 

• 1 D 2 D 3 D 4 D 5 C ] 6 D ' D ' -

Not important 

Q 9 D 1C1 D N o j u d g m e n t 

Very important 

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

D 1 D 2 D 3 D « D 5 D 6 D 7 D<° ' D 9 D ™ DlNoiudgment 

Not important Verv important 

Comments or additional items (Section 5). 

Section 6: Reporting and Dissemination 

55. Protocol 
Amendments 

56. Dissemination 

Describe how changes to the original protocol, including the statistical plan will be 
communicated to investigators and ethics committees and how these will be reported and 
justified in subsequent amendments of the protocol and/or the final report as appropriate 

D 1 D 2 D 3 E h D 5 D S D 7 • * D & D 10 D N o j u d g m e n t 

Not important Very important 

Describe how the researcher(s) orsponsor{s)wil i disseminate the results to participants 
health care professionals, the public, or other relevant groups 

• 1 D 2 D 3 D 4 D 5 D ' 3 D ? D « D 9 D 10 D N o j u d g m e n t 

Not important Very important 

Page 9 of 10 

Survey ID# 

57. Publication Policy Details on who has the nght to publish the study results or modify the manuscript (i e 
principle investigators) co-investigator(s), sponsor), including publication restrictions and 
authorship guidelines 

D 1 D 2 0 3 D ^ D ^ D 6 D 7 D * D & D ™ D N o j u d g m e n t 

Not important Very important 

Comments or additional items (Section 6): 

Section 7: Other 

58. References Provide a list of the references cited in the protocol 

D l D 2 D 3 D l • & D 6 D 7 \Ja D 9 D 1 0 D N o j u d g m e n t 

Not important Very important 

59. Appendix Materials Provide relevant materials including samples of the standardized case-report forms or other 
data collection forms fe g questionnaires) consent/assent forms and curriculum vitae of each 
investigator 

D i D 2 D 3 E 4 D ? D ^ D ? • « D 9 D 1 0 D N o j u d g m e n t 

Not important Verv important 

Comments or additional items (Section 7): 

60. Please rate your perceived level of expertise on the topics covered in this Delphi survey 

D High level Q Mid-high level Q Mid-level D Low-mid level Q Low level -'no expertise 

Demographic Details: 
61. Please indicate your principal profession: 

D Health care professional (e g clinician) 
• Clinical tnahst 
Q Statistician 
D Methodologist 
D Ethics review board head/member 
E l Funding agency representative 
D Regulatory board member 
• Trial coordinator 
• Journal editor 
Other (please describe) 

62. Please indicate which of the following best 
describes your place of employment: 

E l Government 
• Hospital 
• University 

D For profit private organization (e g pharmaceutical 
company) 
D Non-profit private organization (e g non-governmental 
organization chanty) 
• Self-employed 
Other (please describe) 

Additional Comments: 

Page 10 of 10 
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9.2.2 Round 2 

• • • IE SPIRI The SPIRIT Initiative Delphi - Round Two 

Welcome to Round Two' Thanh you once again for completing Round One of this Delphi survey aimed at 
developing a new checKhst of essential items to be included in protocols of parallel-group randomized trials 
Please take a few moments to read through this introduction to Round Two. 

The second round of this Delphi survey contains all of the items from Round One; however they have been 
grouped in order of importance as a result of the collated median scores {for each checklist iteml from Round One 
This round allows you to view the ratings and comments o* the other panelists and with consideration of this 
information to provide you with the opportunity to re rate each item We have not made changes to the checklist 
based on comments received to date All comments have been anonymized and summarized all major content has 
been retained Unless otherwise indicated oy a number in brackets comments were made bv one panelist 

This round contains five parts: Part 1 General comments on the scope of the SPIRIT Checklist Part 2 items of 
high importance (median >S) organized under headings corresponding to those presented in Round One Part 3 
items of moderate importance (6 £ median > 7) Part 4 items of low importance (median s. 5) and Part 5 Additional 
checklist items that were not included in the original checklist but which were generated as a result of comments 
Round One) 

instructions for Round Two 

To respond to this survey, please read the comments provided by panelists and select your new rating for 
each item on a scale of 1-10 A score of 10 indicates you feel the item is very important (i e must be included in 
final guideline) a score of 1 indicates the item is unimportant (i e should be dropped as an item) Each item is 
accompanied by 1) panelists comments 2) your previous rating 3) the frequency distribution of responses and 4) 
the median and interquartile range (IQR) summarized from responses to Round One if you do not feel qualified to 
rate a particular item please select no judgment Please feel free to state if you agree or disagree with any 
comment presented 

"*Secf;on 2-4 Please note that following this round, items with a median of * 8 will be considered 
'included' in the first draft of the SPIRIT Checklist and items with a median of £ 5 will be considered 
'excluded' from the Checklist. You will not be asked to rate these items in the third and final round 
of the Delphi 
Section 5 All items newly-introduced in Round One will be re-circulated in Round Three 

To make your selection electronically, simply click on your selection with your cursor Change your rattng o\ 
unseiecting your previous rating and clicking on your new choice You are not able to modify the text however 
following each item a space is provided where you may add free text comments or suggest reiterations 
Alternatively you may print your form and return it by facsimile in this case please mark vour selections with 
an X' 

We thank vou very much for your time and ask that you please complete and return this form by Wednesday. 
September 26,h, either electronically by email to |teUlaff@i heo on ca or b\ fax (+011 613-738-4800) to Jennifer 
Tetzlaff 

Thank you for taking the time to participate in this important initiative 

Once again, we look forward to your responses! 

Page 1 of 25 

Survey ID ft 

PART1: GENERAL SUMMARY 

<- Many respondents felt that while there were manv items most were important and as a result they rated most quite high 
Although there must be a balance between guiding researchers and being too prescriptive some respondents stated that 
thev felt a comprehensive list would be more useful in light of the evidence for poor reporting in protocols (6) and due to the 
serious business of clinical trials which deservefs] a detailed reporting at any stage (1) 

c One respondent felt that there were too many rules - people will do nothing than follow rules and papers will become 
unreadable (1) 

c Two panelists stated that standardised items could be made available through other sources (e g websites) (2) 
c One respondent stated that while all are potentially important elements ft depends on the length of the protocol (1) 
3 Some panelists found it difficult to respond to specific items which contained multiple concepts (e g if the panelist felt that 

one concept within an item was of importance while another was not) (3) We Ua^e not modified the items for this round 
however we encourage you to provide us with comments for specific items if you feel that certain elements within items are of 
greater or tesser importance to you as some panelists have already done These comments will be considered in the 
process of the development of this guideline 

2 One respondent was unsure if much of the operational information was needed in the protocol 
c Another respondent cautioned about ensunng guidelines such as the International Conference on Harmonisation are 

considered to ensure that we address issues relevant to some regulatory agencies We have consulted the ICH and other 
guidelines to inform the development of the initial set of items presented in Round One 

Scope- Study Design 

In Round One we stated that the SPIRIT initiative aims to develop a reporting guideline for protocols to 2-group parallel 
design randomized controlled trials (RCTs) We received some insightful comments and have had some preliminary 
discussions as a result This guideline was intended to toe us on the 2-group parallel design trial to model to development of 
the CONSORT Statement and associated extensions Some panelists questioned why we limited to 2 groups (2) and upon 
discussion we do not see immediate limitations to this checklist being relevant to 'rials with more than two arms 

r it was also questioned how broad the scope of the checklist was intended to be with regard to the unit of randomization (2) 
This guideline is intended for parallel group design trials with individuals as the unit of randomization Additional reporting 
measures would be required for cluster randomized trials although the main concepts would be the same 

Scope - End User 

o Many respondents stated that the\ would rate certain items differently depending on where the protocol was being submitted 
For example some details would be important to De addressed if the study is funded but may be viewed as excessive for the 
applicant and grant reviewers if the protocol was prepared for grant review Alternatively although it was stated that all 
efforts to agree a unique form for protocol presentation/dissemmatton/pubiication are welcome items such as 
logistics/management would be differently appreciated by a funding bodv (who would like as much detail as possible ) than 
by others (publishers always have space contraints ) As an alternative one respondent stated that we may wish to 
consider suggestions about which items should be recommended as the minimal for an ethical committee a granting 
agencv or for publication in a clinical tnal register In general we are aiming the proposed checklist at all those who are 
developing a protocol regardless of its ultimate user granting agency REB journal) As such many of the proposed items 
may be primarily relevant to those developing a complete clinical trial protocol 

Protocol - Definition 

o Three respondents raised the issue of differences in views of what constitutes a protocol For example one stated that they 
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'anafysis and remuneration and publication Another stated that currently the 
research application we receive as a funder and the final protocol is not one and the same There are several issues to 
consider when defining a clinical trial protocol in general 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 
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fWSffll 

The following provides a description of the components presented for each item presented below 

Your rating from Round One Item specific comments Frequency distribution of previous ratings 

A 

- • * < ' 

rm 

d 

V 

c. 

Win commen\ 

__^j.g i Y 

^"—^S. 
YOU pTBVWUI 

"~~- _ --

J 
. . _ - / . , . . . . . . 

/ 

m°:r\rr;-:: ;;:,7^m> 
n n n n n n a n m 

- J 

En . 

M = Median 25% 75% = Inter quartile range 

Eight/ n ne panelsts locatedn Ucountres partcipatedin Round One o'ths DelDh consensus survey BeloA s a s irrrrar\ 
of the demographic n onvat on gathered from Round One 

Question 
Profession" 

C inical Trial st 
Healthcare Professional 
Eth cs review board head member 
Funding agencv representative 
Journal Editor 
Methodolog st 
Regulator/regulator, board member 
Statistician 
Tnal coordinator 
Other (eg project manager) 

Place of employment" 
Fo profit organ zat en 
Go-emment 
Hosp tal 
Norvprof t organ zat on 
Self-emplo,ed 
University 
Other (eg \ odd Health Organization) 

Please rate your perceived level of expertise on 
Delphi survey 

Hgh level 
Mid hiqh le »l 
Mid level 
LoA-mid level 
Lo //no expertise 

the topics covered in this 

N (%) 

27 no) 
2J (27) 
10 (11) 
b 16) 

10 (11) 
2 (28) 
3 0) 

1b (18) 
11 (13, 

c (6) 

d (f) 
13 ( IS 
27 (3D) 
b (7) 
0 (0) 

(62) 
(6) 

a (54) 
31 36) 
8 11) 
1 (1) 
0 0) 

mlipe sweetens 
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Survey ID# 

PART2: ITEMS OF HIGH IMPORTANCE 

Section 1 General Information 

General comments 

• All items in section 1 should be included in the trial protocol However this does not mean that they are important Oni\ Trial 
identifier and Protocol version are essential for the evaluation of the trial protocol and'or trial report 

• The importan thing is that the trial and PI can be identified 
• All items in this section are very important allowing for quick orientation 

1 Title P ovide a descriptive title i.e g population intervenl on main outcon e) identify ing the stud^ as a randomized con rolled 

Previous comments 

• The description of a tnal should be specific and not refer to a population that is not applicable 
• Stud\ Design would identr\ it as an RCT Also an importan element when searching the literature 
• Wording could be impro\ed I feel mixes up two ideas 

25°= W 75°. 

Your 
previous 
rating T 

Not m octant 

n 

D 3 • J D 
1 o i 58 

De D? Qs D D10 
Ven, important 

r~l No judgmen 

Comments 

2 Trial identifier Unqce rial den'ification number or name (e g trial regst ation number protoco number) and / here 
registered (i e na ne of trial reg ster) 

Previous comments 

• Trial identifier is critical bu not sure f every one \ 11 have one at the start of the protocol stage generally onl\ available after 
the trial is funded (i e ater submission) Someone may not go o the v ork of registering the trial prior to getting funding (3) 
This should be made clearer to reflect this point 

• Trial identification-having an acronym is not an quality issue but more a marketing and profiling ssue 
• There mav be some sorts of trials \ hich don get registraton numbers but in general it should be 10 
• Trial registration data are ver\ important and need to be located in an easy to access location 

Your 
previous 
rating Qt D2 n^ 

Not ncortan 
D ) D • • ? • -

U 59 

Ver\ imooilan 

• No judgment 

3 Protocol Version include a version or amendment number and date 

Previous comments 

• We can talk about orotocol versions of different type a) refining the protocol folio1, ing eth cs or another review process or 
even after having another co investigator join in PRIOR TO to starting the recruitment In'his case I reckon that it is a work 
in progress and we do not need to kno» all details of it Also it might be quite difficult io state and trace them all 9) 
versions of protocol during tnal Those need to be described and dated also indication should be made how manv trial 
participants vere recruited prior to that change 

• Version daies are extremely important in ensunna that sites and REBs are up io date 

*fc «_T« 
4 5 - 0 8 2 46 

• 1 [ ] 2 Q 3 Q 4 D E h D ? D ° D a D l O DNojudgment 

Your 
previous 
rating c 

Not im^olant Ver\ importan 
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4 Protocol Summary Provide a short summary of the proposed research Where required include appropriale lay/non 
technical language 

Previous comments 

• l don t think a lav summary is important here if done poorly it is worse than useless understandably should be an 
important consideration in accepting the protocol for publication in any case 

• This summary should include the primary hypothesis randomized interventions the population to be studied ihe number of 
sites duration of treatment duration and frequency of follow up and the sample size 
The lay summarv is effectively in the ntten information provided to the patient 

" ' 25% M 75% 

3 +fo 3 14 JT~* 
Your 

previous 
rating " D- D2 as a* n^ as D? • • o a 10 n^^nem 

Not importan very mporanl 

5 Names and addresses Provide names and addresses of the primary investigators and sponsors 

Previous comments 

• i m not sure what y ou mean by names and addresses I do think having names and addresses available SOI 1EWHERE is 
important but am not sure I d want them in the protocol itself especially not in a version of the protocol that might be posted 
publicly 

• Could be spirt into 2 seperate aspects 
• Names included addresses not 

25s M 75f
0 

2 I 3 4 u *S S0~* 1 

D l D 2 D ' D 4 E h D b D 7 • * • ' E M o D No .judgment 

Not important Very important 

Your 
previous 
rating W 

6 Table of contents Provide a list of the contents of the protocol and associated paae numbers 

Previous comments 

• A bit too prescriptive 
• Add if deemed necessary (eg 40 pages or more) 

25% M 75° J 
Your 

previous 
rating 

1 4 . - 11 i 0 18 0 "6 

D l D 2 E h D 4 D h D 6 D ? E ' • ' Q 1 0 • Nojidqment 

Not impor'an / c r \ imoortant 

7 List of abbreviations List and descriptors of abbreviations used throughout the protoco 

Previous comments 

• i suggest that abbreyia ions should not be used unless they are standard unambiguous and videly accepted (2) 
• A bit too prescriptive 
• Not always necessary 
• If the abbreviations are defined in the text there is no need for a separate lis* of abbreviations 

25% M 7 5 ' > Your 
3 I 3 *1 To YJ^ previous 

rat ings D i E k Q l D - l E h D e [ ] ? • ° D c< D 10 QNo judoment 
Not impor'an /er\ imoortant 

Page o ' 2 c 

Section 2 Introduction 

General 
• From a research funders perspective these items are very important in terms of the application submitted This is not 

currently exactly the same thing as the final protocol 

Rationale Outl ne the research topic and provide ju^ti^cation for undertaking the sturt\ 

Previous comments 

• Could be clearer / hat is meant by outline 
• Included in this section should be rationale for the trial in the context of existing evidence namely systematic reviev s 

c ould be merged \\ ith item Background of the Study 
• Often not sufficiently described in detail 25°= M "5°=. 

Your 
previous 
rating 8 

-> -> u *TD 58" * 

D l D 2 E h Q 4 E h D S • ? Q s n ? D 10 D ^ o j u d a n e n t 

Not rnporian Very importart 

Background of the study Summarize previous studies on the topic nclud ng unpublished studies knoy n to the 
mvestiga'ors and sponsors and animal studies or other preclinical data ; here relevant Ideally a relevant up to date 
systematic review should be referenced or reported supporting the need for the current trial (e g clinical equipoise) 

Previous comments 

Delete ideally as it weakens the requirement for a systematic review 
Also point out systematic reviev/meta anlaysis whichever is appropriate 
Equipoise really relates to the justification of control intervention (you may link this item to Interventions in Methods) 
! did not quote higher score because of the mention of the need to have a systematic review 
Please avoid clinical equipoise I prefer uncertainty 
Need not recapitulate the entire relevant history ithin the protocol appropriate literature citations v ill usually be sufficient 
Often concerned about using unpublished data 
Often not sufficiently described in detail y . M y „ 

l 2 3 IS 52 

Qi D2 n^ a4 • . D ^ D ? D a a 10 adjudgment 
Not importani Very important 

Your 
previous 
rating P 

Comments 

10 Preliminary data Describe am results of preliminary studesaready obtained in the area of the proposed study (eg 
by investigator^) 

Previous comments 

• Already pan of Background of the study they could be merged (2) 
• Add or others next to investigators I see this section as providing all the evidence suggesting the assumptions made in 

the design of the tnal are reasonable and justified 
• E dit he question to c lanfy whe her this Pi 5 preliminary studies or someone else s 
• i dislike the idea of preliminary data (usually open uncontrolled urtderpovered study 1 (1) may not be applicable (1} 
• Preliminary data can be minimized and/or referenced in an investigators brochure Most important to highlight the key 

theore ical foundations for the proposal at hand 25% M -5°= 
1 7 *5 75 JT* 2 

• 1 D 2 E h D 4 • D r D 7 D " D 9 Q 1 0 DNo judamen t 

\iot importan Very important 

Your 
previous 
rating 

Comments 
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11 Objectives Slate the specific objectives and nypctheses of trie study 

25%M_75°'= 
1 0 78 

D ' • ? Q l D - l D 5 D e D ? D s D a D ™ DNo judgmen t 

Not imponan' \ 'er, important 

Comments 

12 General approach Outline the general approach to address the research question 

Previous comments. 

• Too vague (3) Unclear what this means (7) Not necessary as is articulated in other sections i,2t 
• Often not sufficiently described in detail 25% M 75% 

! 2 I 8 *I0 8 IS 0 27 * 0 

D l D 2 Q ^ D J D 5 D G D ? D ? U* D IO D N o j u d g m e n t 
Not important v'ery important 

Comments. 

13 Study location(s) Briefly describe and justify the sitefsl yvhere the research is to be conducted including relevant 
demographic and epidemiological information about the country or region concerned 

Previous comments: 

• The importance of describing this information seems to differ from trial to trial Not convinced it applies to all trials (it looks 
like you should not preform a trial in a single contry) (2) 

• As part of the motivation for the study the one aspect of the study location(s) that is important to be described is the 
potential of the site to produce the number of patients required given the inclusion criteria and resources at the site(s) 

• Also include information about type of healthcare system 
• Why justify the study location and not the outcome chosen on the eligibility cntena'' 
• There are two questions mixed together one asking whether the sites (region) where the study is to be conducted should 

be identified with some justification (which those who commented here felt should be moaded) and another asking for 
relevant demograDhic and epidemiologic information (\vh,ch they felt less sure needs to be in the orotocof)(3) The 
exception yvas if the study is dealing with a very specific epidemiological situation (1) otherwise this should be stated 
briefly 

• The complication of having study sites listed (if there are many) is that it requires a formal amendment if the sites change 
which is prone to happening in any large multicenter study 

• Identification is important but i am not sure about the issue of justification - doubt that this will be helpful I should score 9 
'or description but only 4 for justification 

• item "Study locationisl and Question 14 Participants seem to overlap 
25% M 75% 

2 I I 3 4 U 24 12 23 4 

D l D 2 D 3 Q J D 5 E h D ? D ? D « D 10 D N o j u d g m e n t 

Not important Verv important 
Comments 

Your 
previous 
rating: o 

Your 
previous 
rating: 4 

Your 
previous 
rating 8 
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Section 3: Methods 

General: 
• A few panelists felt that although some 'ferns may be mentioned in the protocol, they could be included in detail elsewhere 

(e g Trial Master File, Study Procedure Manual, Manual of Operations, Statistical Analysis Plan or appendices to the trial 
protocol) so that the protocol is an 'accessible and usable document (3) 

• I found this section difficult to rill out because it is too general 
• I scored certain items at 6-9 rather than 9-10 because their importance depends on the study 
• l think there are too few items about the data collection (New items added based on associated comments) 
• Quality control is missing (New items added based on associated comments) 

14 Population Describe the target and study population and the source (e g catchment area) of the study population 

Previous comments' 

• Unclear distinction between target and study population (2) 
• Clarify whether individuals or centres - preferably both 
• items Study locations! and Population seem to overlap 25% M 75% 

3 8 +T0 S T * 

D i D 2 D ? • •* D ^ D e D h D ^ D » D 10 D ^ j u d g m e m 

Not important Ver\ important 

Comments: 

15 Eligibility criteria Describe the criteria for inclusion and exclusion of potential participants and justification for the 
exclusion of any subgroup 

Previous comments' 

* Less sure about \ue jusiif cat'on of exclusions 2S\M rs% 

3 13 *72 * 

• 1 D 2 D 3 D 4 D 5 D b D 7 D 3 D 9 D l O D N o j u d g m e n t 

Not imponan; Verv important 

Comments' 

16. Sample size The estimated number of research participants needed to achieve the study objective and how this was 
determined including any assump'ions and calculations used 

Previous comments: 

• I think that there are three approaches- where sample size is under control of investigator do a formal sample size 
calculation where size is not under control of investigator -e g limited number of patients do a power analysis and if 
power is not impressively high explain why study is worth doing anyway 

• One of the key assumptions is effect size The effect size used should be substantiated against meaningful clinical effects 
and motivated in terms of the expected non-complaince in the two arms of the study or stratification The sample size 
should also be outlined against the statistical method that is going to be used for analysing the primary outcome Expected 
loss to follow up and planned interim analysis should also be part of the final sample size motivation 

• The basis for sample size calculation ought to be data from adequately conducted trials included in a meta-analysis to 
estimate the potential size of the intervention effect The proportion of participants in the control group with the primary 
outcome in question ought to also come from the meta-analysis of adequately conducted trials maybe verified /supported 
with data from the centres going to participate in the new trial of the mtea'ention effect 

• The importance of the sample size 'is in the eyes of the beholder" For anyone who should approve the protocol (e g 
regulatory agencv funding organisation or ethics review board) the sample size calculation and assumptions are very 
important but for the evaluation of the results of a trial (e g regulator agency or journal editor^ it is of less value 

CoiPiied0- nextpage 
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Sarpte s ze (continued) 
* The minimum clinically important difference must be stated \ ith an explanation of hoy this determination vas made For a 

non mfenonty tnal the value for delta (the non infenonty margin should be specified and a justification for this particular 
determination provided in reference to existent knov ledge v ith c nations 

• I dislike the word estimate referring to sample size these are calculations not estimates 
25% M *5% 

2 1 JO *72 * 

• 1 E U D ^ D J D h D b D ? D " D ' D l O D No judgment 

Not importan Very mportani 
Comments 

17 Recruitment Describe the process of recruitment (e g advertisements physician contacts) and enrolment 

Previous comments 
• A short sentence is OK but not worth going into a lot of detail given it is a randomized trial 
• Recruitment can be (should De some would argue) described separately Here vou are getting at basic methods but 

recruitment could rapidly get into discussions of compliance conflict of interest (y\ho gets paid how much to encourage 
enrollment?) etc ?y« M 74% 

2 -> 3 O |y 15 ?c 

D l D 2 D ^ D J D ^ D 6 D ? • ' D > D l O D N o j u d g m e n 
Not importan, Very mportant 

Comments 

18 Type of study A description of the type/aesign o* trial to be conducted (e g double blind plarebo controlled parallel 
group design) and trial framework (e g exploratory superiority equivalence non inferiority) 

Previous comments 
• The ty pe of study drug trial or not with Clinical Trial Authorization application or not is important because several items 

may take different wetgrit 
• Second part not necessary should be combined in description of design 25% M "5% 

i *77 * 

• 1 D 2 D 3 G 4 D I 5 D * D ? D 3 D 1 D l O DNo judgmen t 
Not importan /ery important 

Comments 

19 Study timeline Schematic diagram of study time table and organizational chart mcfi ding design procedures and 
stages of tm l 

Previous comments 
• Having a study flow chart with all actions and procedures listed is useful 
• Recruitment and timeline are tied through the expected rate of recruitment so the recruitment rate expected should be an 

element of the timeline 
• Could be made more specific I ansv/ered as though you are asking about time points during follow up at v hich particular 

procedures or visits should take place as opposed to calendar dates at v hich certain portions of the study are expected to 
be completed 

• This has been interpreted as a flow chart for an individual patient If it concerns time plan for the entire study i e calendar 
time it is less important 

• Schematic should be a grid of visits by procedures 2^% M 7$% 
2 3 4 - 20 15 ?5 

D l D 2 D 3 E h D ^ D b D ? D " D « D ™ D N o j u d g m . n 
Not imporant \ery important 

Comments 

Your 
previous 
rating 0 

Your 
previous 
rating ? 

Your 
previous 
rating o 

Your 
previous 
rating 8 
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Randomization 

20 Sequence generation Descrbe the method to be used to generate the random seqience list including details of any 
restrict on (e g blocking stratificationj 

Previous comments 

• It should be clear that the size of the block should not be in the protocol so that investagors v ill not know it (4) 
• It is yery important NOT to describe sequence generation in the protocol in order to minimize physician selection bias 

Respondents suggested alternate documents for this information including the Statistical Analy sis Plan a separate 
addendum or in a randomization procedure so that it has limited distribution (3) 25% M 75% 

Q l D 2 C h D - l D ^ D 6 D T • ? D J D 1 0 D ^ j u d g m e n , 

Noi mportant yery important 
Comments 

21 Allocation concealment Describe the method used to implement the random allocation sequence (e g numbered 
con amers or central telephone) clarifying \ hether the sequence will be concealed unt I interventions are assigned 

25% M 75° 

j I 0 V e "T* 

D ^ D 2 D ^ Q 4 D D > D ? D ° D - » D ™ D ^ j u d g m e n 

Not imponant Very important 
Comments 

22 Implementation Descrbe y\ho will generate the allocation sequence y\ho \ ill enroll participants and y\ho v ill assign 
part cioantb to their group 

Previous comments 

• Should be focused on hov1 to obtain the allocation not on describing ho villi obtain it 
• The last part of the question is ambiguous implies an element of choice in the randomisation process 

2^ ^ T 
1 1 o o J 46 

D l D ^ D ^ D - l D c D 6 D ? D S D - > D 10 DNo judgmen t 

Not important Very important 
Comments 

23 Blinding (masking) Staie whether or not participants those admnstenng the nterventions and those assessing the 
outcomes \ill be aware of grocp assignment if relevant no*, the success of blinding will be assessed 

Previous comments 

• No single double blinding statement is useful but the indication v ho is is not blinded and about which asoects ty pe of 
ntervention other outcomes (2) 

• Others in addition to those mentioned may may need to be blinded more than just those three (2) 
• Assessing the success of blinding during the study seems not relevant 
• Should be rev orded to match the upcoming revision of CONSORT Statement 25% M -5% 

1 2 / *"T3 ZT~* 

D i D 2 D " E 4 D D > D ? D 3 D - > D I D DNo judomen t 
Not imporan Very mportant 

Comments 
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24 Interventions Provide prec se details of the interventions intended for each group hov they will be administered (e g 
dosage and dosage form devce) vhere applicable Justly the control interventions used i,eg no treatment placebo or 
act ve control) 

Previous comments 

• Please match the wording y^ith the WHO international standards for trial registration 
• T o questions the first more important 

Your 
previous 
rating i0 

Q i D 2 D ° D - * D D e D ? D ' • ' D l O D N o j u d g m e n t 

Not importan very important 

25 Schedule(s) of intervention(s) State the number and duration of treatment periods incli ding run n and v ashouts 
where applicable 

Your 
previous 
rating o 

2i% M T 
I l (2 63 

D l D 2 D-> D J D D * D ? D ° Dc< D IO DNojudgmen 
Not niporta it \ery important 

26 Concomitant interventions List treatmenUsi/intervenlionf î that are perm ted or not prior o and or during the s idy 

Previous comments 

• Onlv reie\ant concomitant medications should be included 
• List only those medications not permitted 

Your 
previous 
rating 9 

2 -> ~ 8 \2 58 

D l D ^ D ^ D 4 D D ' D ? D * D -* D l O ad judgment 
No important Very imporant 

| 27 Risks State the known or potential risk1; and adverse reactions for each study intervention 

Previous comments 

• This formulation should be harms 
• Use the term adverse event (in place of adverse reactions t 
• Would also be helpful if the risks were well articulated (i e enumerated) This would assist vvim REB submission reviev 

and consent form development 
2 5 % M " 5 % 

Your 
previous 
rating o 

J I 4 T | 6 3 ^ 

D l D 2 D 3 E M D D b D ? D ^ D q D ™ DNojudgment 
Not important Ver\ important 
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28 Outcomes Describe and define prmary and secondary outcome measures 

Previous comments 

• The sequence (and necessary link) betv een Outcomes Outcome definitions and Outcome assessment could be 
sirengthened The concept of end point should be introduced 

2 5 % M " 5 % 

9 *79 * 
D l D 2 D l D 4 D D C D 7 D ^ D ' D 10 DNojudgmen, 

No importan Very important 
Comments 

29 Data collection Describe methods including study instruments (e g questionnaires laboratory measurements) and 
t imepontis) of data collection outcome measurement and recording 

Previous comments 

• A snort descnotion of he psychometric properties of each studv form and questionnaire is useful 
2 5 % M - 5 % 

5 • ST* 
• 1 D 2 D l Q 4 • , D r D ' D 8 D ' D ' O DNojudgment 

Not important Very important 
Comments 

30 Follow up State follow up planb mclud ng description and schedule of visits and logistics (e g post trial drug supofy) if 
relevant 

Previous comments 

• Add that vbit y mdows should be stated that define the acceptable interval in which a visit can be conducted before it is 
considered missed 

• Obviously important not sure that it i=> essentia! as part of a trial protocol though more operational manual 
2 5 % M 75% 

• • 

D l D 2 d 3 D- l D - D D ? D ° D c D l O DNojudgment 
Not important Very importan 

Comments 

31 Data management Describe plans for data entry editing and management including handling data collection forms 
and different versions of data data coding and da a storage 

Previous comments 

• These do not need to be fully articulated in the protocol document (2) I ould leave in records retention requirements H) 
More details should be provided in a data management handbook/procedures manual 

• This should only be a very high level view 
2 5 % M - 5 % 

3 4 S *TI T7 rz 2^ * 

D i D 2 D ^ D J D D " D ? D 3 D 9 D I D DNojudgment 
No important x'er important 

Comments 
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32 Quality control State anv methods used to enhance the quality of outcome assessment (e g duplicate observations 
training of assessors pilot testing validation etc j and data records to ensure the completeness and accuracy of 
information 

Previous comments 
• This is important but could be in study procedures 25% w 75% 

Your 
previous 
rating- 0 

2 2 1 16 !8 17 33 

D l D 2 0 3 • • * D £ D e D ? D o D a D 10 D N o j u d g m e n 
Not important Very important 

33. Compliance: Describe procedures and measures proposed to monitor participant compliance <e g tablet return) if 
relevant 

Previous comments 
• Add compliance with treatment as well as compliance with followup requirements 
• The importance of compliance is dependent on the objective of the trial It is more important in non-inferiority studies and 

less important in superiority studies 2f% M j$% 

y~u~r I 2 1 2 5 d 22 13 10 

previous D l D2 D3 D-> D& De D? D - O q a 10 D'No ludgment 
rating: 0 M0J important verv important 

34 Safety Evaluations State plans for monitoring the continuing safety of interventions administered for purposes of the 
trial including specification of methods and timing of measuring safety parameters 

Previous comments. 

• This should also mention who receives safety reports and when 
• This item ovelaps with item 341 [Adverse Event Reporting] 
• Not clear here ifvou are talking about follow up WITHIN the trial or after it's completed 
• Data management plans should be fully described in a separate document 25% v 75% 

! r 13 * H 58 * , 

D l D 2 D ^ D - * D c ' D e D 7 D ^ D C J D 10 DNo judgmen t 

Your 
previous 
rating: o Not important verv important 

Comments' 

35 Statistical methods Describe statistical methods to be employed to compare groups for primary outcomefsiand 
secondary outcomefsi as well as methods for additional analyses such as subgroup analyses and adjusted analyses 
State whether mlention-to-treat or other analysis will be used for the primary companson(s) 

Previous comments 

• While the statistical analysis methods are very important I would expect them to be covered in detail in a separate 
statistical analysis plan thus an overview (enough to explain what is being done but not in excruciating detail) would only 
be required in the protocol The detail goes in a separate document usually called a statistical analysis plan or something 
similar (3) 

• Add sensitivity analyses 
• For multicenterstudies describe how adjustment for differences across sites will be handled in analysis 
• Regarding statistics it would be useful to know the qualification of the statistician 
• l have found of variability in how people define the intention to treat population I recommend that the protocol clearly state 

how missing data and loss to follow-up will be handled in the "intent-to-treat population definition 

25->.- M 75% 

2 ) 8 ° * 68 * 

D l D 2 D 3 D 4 D $ D e D 7 D O D - < D IO D N o j u d g m e n . 

Not important ver. imcortant 

Your 
previous 
rating. 9 
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36 Withdrawals State criteria that will be used to withdraw or exclude participants from the trial (eg compliance 
requirements) and specify the data to be collected from withdrawn participants and follow-up in a mulli cenire study 
state when a centre mav be discontinued from the tnal 

Previous comments. 

• Withdrawals in a 2 group parallel design shouldn't happen All those that are randomized should be included in the analysis 
or be listed as lost to follow up So having people have to say what they will do with withdrawals is probably a good thing so 
the reviewers can judge if they are doing the right thing Discontinuing centres is common thing and should be included 

• No participants randomized should be excluded from the trial' for compliance or any other reason If the word "trial' is 
replaced with "intervention" I would have no objection to this wording At the end of this question I would add "and how 
enrolled patients will continue to be followed ' after all thev signed a consent and volunterred themselves 

• I would score criteria to withdraw or exclude participants as a 9 data to be collected on withdrawn participants as a 10 and 
the discontinuation of a centre as a 6 

• Mixing two questions one about withdrawal of patients and one about withdrawal of centers I feel much less strongly 
about specifying the conditions for dropping centers as that is a more complicated decision often made by a steering 
committee after lots of discussion and site vtsrts 

• Not clear but important area 

Your 
previous 
rating: 8 D i CI2 

Not mportant 
D3 D^ D^ 

4 ,l " u 5 8 ^ 
D e D 7 D p D 9 D l O D N o j u d g m e n t 

verv importan' 

37 Missing data Descnbp the methods to account for missing data or erroneous data 

Previous comments. 

• Details in the analysis plan not protocol (2) 
• How missing data will be handled should be in a grant submission I am net so sure I would feel it essential in a publication 

of a protocol 
• Missing data and erroneuos data should not be tolerated I don't think this section should say how it will be 'accounted for 

The process should be how missing data will be avoided and if you know data is erroneous it should be corrected" It is also 
important to descnbe the steps that will be taken to avoid erroneous data 

• Can be worded better 

Your 
previous 
rating. -' 

J -i 10 10 19 35 

D l D 2 D ? Q 4 D ^ D 6 D ? D s D ? D l O D N o j u d g m e n t 

Not important Very importan' 

Data and Safety Monitoring Board If relevant describe the composition and role of the data and safety monitoring 
board 

Previous comments: 

• The existence of a DSMB should be specified in the protocol but the details of its composition and its specific charge are 
often provided in a separate document (e g DMC charter) or operating procedure (3) 

• A DSMB should be the default and any omission of such an entity should be justified 
• Add justification for having one if relevant 

25% M 75° o 
Your 

previous 
rating: 8 

2 i ~ 17 14 -ITT' 

Di a ; 03 a-J a - D^ • / D S DS D ™ 
Nm important Ver, imponan' 

D No judgmen" 
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39 Interim trial monitoring Describe the process and timing of any planned interim analyses 

25% M 75% 

3 5 *T5 T5 39~* 

D i D 2 D ^ D - * D - D ^ D 7 O - D r | D ^ D No judgment 
N0( important Very imponan' 

Comments 

40 Stopping guidelines State the criteria for the premature termination of the trial 

Previous comments 

• There should be common universal rules for early stopping and those should not be re defined each time by a tnalist 
• it may occur that we need to stop the trial For reasons unsuspected at time of design 
• Can be worded better 
• Ambiguous for me I don't know whether you were asking about 'stopping" boundaries or about the process regarding 

communication of a DSMB Recommendation to the trial's Steering Committee Sponsor and or Principal Ethics Committee 
• I dislike the word 'premature to modify "termination' if a treatment is harmful then the study should be terminated and 

therefore termination is not premature it is earlier than planned 
• Stopping rules - from funder perspective - in the research application (which is not the same as the protocol) stopping 

rules will not be set out - but agreed once a final version of protocol is approved by trial oversight and monitoring bodies 
Hence this is not an essential element as currently handled 

25% M 75% 
f * c *V !0 54 * l 

D i D 2 D 3 D 4 D e D 6 D 7 D s D 9 • 10 D N o j u d g m e n t 
Not important Verv important 

Comments 

41 Adverse event reporting Describe methods for recording and reporting both solicited and spontaneous adverse 
events and provisions for dealing with them 

Previous comments' 

• Some respondents felt that ths item overtapoed and/orcouid be comotned with 'Ris^s (2)or\,-,ith Safety E/aluations (?) 
or that ad three could possibly be merged into a single item (1) 

• Many companies have standard operating procedures that deal with how events get reported These are verv detailed and 
need to comply with regulatory requirements So I absolutely agree that this information needs to be soecified but whether 
it needs to be specified in detail in the body of the protocol I'm not sure 

• The CONSORT extension concerning harms the reporting of harms should be incorporated into this initiative 
• I think this item could De renamed harms 

25% M 75% 

i i * * w *T:—5T-

D l D : • ? D J D c D e • ? Q E D " D m D N o j u d g m e n . 

Not important very important 
Comments 

42 Emergency code-breaking procedure information about how the code if any for the participants identity is 
established where it will be kept and when how and bv whom it can be broken in the event of an emergency 

Previous comments' 

• Should be in the grant submission and trial protocol but not necessarily in a protocol publication (if space limitations) 
• It is important that this item is indicated in teams enrolling patients but it might not be necessary for reporting the protocol in 

a public RCT registration database 
25% M 75% 

I A i 2 * 8 * 14 7 46 * I 

D l D 2 D 3 D J D ^ D f D 7 D ^ D O D l O D N o j u d g m e n t 
Not important Very important 

Comments: 

Your 
previous 
rating- 9 

Your 
previous 
rating s 

Your 
previous 
rating. 9 

Your 
previous 
rating =» 

Page 15 of 2 : 

43 Limitations Describe the limfat-ons of the proposed study including possible bias in data collection measurement 
and analysis 

Previous comments. 

• Should be in the grant submission and trial protocol but not necessarily in a protocol publication (if space limitations) 
• Limitations is better discussed in a manuscript than in a protocol 
• i dont see whv there should be this paragraph as the tnal should be designed to minimize biases (1) Bias in data 

collection measurement and analysis should not be tolerated (1) This section should be the steps taken to eliminate bias 
• interesting Still I am uncertain whether it should be a standard requirement 

^ * if-. 

3 I I 1 5 t 6 15 ? al : 

D 1 Q 2 D l D < O f D 6 D ? D e D C J D l O • NO judgment 
Not important Verv important 

Your previous 
rating 8 or 

No judgment 

Section 4: Trial organization and administration 

General. 

• Much of this section would do better in a document separate from the protocol (8) 
• Protocols that are changed need to be amended so items that may change frequently should not be part of a protocol 

otherwise for example every time a staff changes one would have to amend the protocol and resubmit to all IRBS A 
roster can be kept and if under FDA 1572s are updated to track change in personnel The staff qualification requirements 
however shou!d be stated in the protocol 

• These depend on the target audience (2) e g higher scores for a funding agency and lower scores for a journal (1) 
• More part of agreements between the sponsor, centre(s) and trial sites 
• While there may be a nod of perfunctionary description of these things I do not think they should be a primary focus 
• From a funder perspective these are all essentials on any application 
• important to demonstrate that adequate trial resources are provided, but should not be attributed too much space in the 

trial protocol in order to keep rt still readable 
Note Items 44 45 and 47 have been rated with a median < 7 and have been moved to a separate part of this questionnaire 

46 Monetary and material support Name the sourceis) of financial and material support type of support provided 
amount and how (eg to a reseaich account or as an honorarium) 

Previous comments 

• It is important to list who is funding'supporting the trial but full details of the nature of the support (e g who is spending how 
muchi is not necessary for the pro'ocol itself The details should be outlined in contracts v ith the supporting bodies (3) 

• Although important should not be included in the protocol 
• While l think this item is important I m not that happy with the wording 
• I wonder whether there needs to be a single item getting at issues of funding (I m not suggesting to get rid of items) There 

are other items that might be candidate ones 
• Is this not going to De for the application for funding? Do you mean how much the sites will be given? or do you mean how 

much the institution where the research is being coordinated from will be giving At our place this could not be quantified I 
dont think Everything Dutthe verv basic office space and furniture has to be covered by ihe research grants 

• Not sure about all elements here 
Zf% M J5% 

Your 
previous 
rating: 3 

I6 14 3D 

B< D2 D? D-* n* D* D 7 D^ Dr» D10 
Not important Verv imponant 

j I No judgment 
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Section 5 Ethical considerations 

General 

• If there is IRB approval many of these items can be summarized very bnefly do not need to be in detail in the protocol (3) 
• These items are crucial to REBs and have varying degrees of importance to journals 
• These items are important but some should not be included in the protocol 
• This information could be placed in a separate document attached to the application to the ethics review board 
• Remembenng that protocol amendments can be burdensome to both sponsors and sites you want to keep information that 

is going to change on a frequent basis (i e # of sties with ethics approval) to a minimum This information should be shared 
in a different way 

• Some funding bodies do not require ethics to be in place before an award is made (ie at the time of research application) 
Currently the final protocol is approved by tnal steenng committee and sent for ethical approval anticipated there will be 
iteration between these committees until final ethically approved protocol confirmed 

48 Potential benefits and risks The potent al benefits and risks of the research to study participants and to society 

25% M 76% 

I 3 i * 73 5S~* 

D l D 2 D 3 D * D c D 6 D ? D ° D ^ D ™ D N o j u d g m e n t 

Not important Very important 

49 Agreement and consent Describe the method to obtain mdividua informed consent information provided to the 
patient and the name and pos tion of the person responsible for obtaining consent Provide a ropy of the consent form 
and patient information leaflet 

Previous comments 

• Consent details should always be in the protocol submitted or registered but I am not sure need to be included in a 
published protocol 

• Regarding the issue of consent the consent form will vary by institution and country as y/ell as who will be obtaining 
consent Perhaps a descnption of the general consenting process ie the physician will approach the participant and ask if 
they y/ould be willing to speak with a research assistant about participating in a research study Certainly privacy legislation 
is an area of different between Canada and the US for example (4) Local IRB/REB take care of the actual details at each 
site i, 1) 

• Need to specify that it is nearly always written consent that must be obtained and if not why not In addition should specify if 
samples will be stored for future use and if so v/nether consent was obtained for this 

• My response to the methods component would be 10 and to the name of the individual resoponsible 3 since in a mult 
centre trial there will be many such individuals and even at a particular centre there could be many such individuals if there 
is staff turnover during the course of the study 

• Include acceptable modalities of consent (e g m-person telephone) 
• Process for solicitation of consent post intervention from patient if consent initially obtained from a substitute decision 

maker (i e ICU or emergency consent) Ongoing assessment of patient capacity for consent an issue that is becoming 
prominent in critical care It is unclear at present for how long this process is to occur 

• Desc r be mode of consent (prospective versus deferred/delayed versus waived) 
• I think the consent form is an appendix to the protocol 

25% W 75 s 

3 l 2 A * '0 60 * 

D 1 D 2 D ^ D l D ^ D 6 D 7 D O D ^ D 1 0 DNo judgmen t 

Not important </ery important 

Your 
previous 
rating 4 

Your 
previous 
rating 4 

Page 17 of 25 
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50 Surrogate Consent or Assent If a prospective part cipant s not capable of informed consent provide information on 
how perm ssion will be obtained from an authonzed individual In the case of indviduals beloyv legal consent nq age 
provide information on how assent and permission from a eqal guard an or other authorized individual will be obtained 

Previous comments 

• Each site may have their own way of dealing with this ssue For example there is no legal age of consent the age of 
assent is locally determined The information will vary so much that I m not sure how this can be relayed in a protocol (3) 

• Consent deta Es should always be in the protocol submitted or registered but I am not sure need to be ncluded in a 
published protocol 25% M 75% 

Your 
previous 
rating 4 

1 1 3 4 6 ^ 2 5 9 ^ 

D i D2 D J • * D5 D* D 7 D^ Ds Dio 
Not mportant Very important 

I 

j | No judgment 

51 Confidentiality and Anonymity The provisions for protect ng the confidentiality and anonym ty of personal data a i d 
respect ng the privacy of participants 

Previous comments 

• Need to have a plan to store data for required period after study complete Who will be responsible for data? 

M 75% 

"FT* Your 
previous 
rating 4 

2 1 l o T 5 W~ 

D l C\2 D 3 [ ] " D 5 D b D 7 D ^ D 9 D l O D N o j u d q m e n 

Not mportant Very importait 

52 Ethics approval State whether ethics approval has been obtaned if so provide the name of the committee(s) 

Previous comments 

• Please edit the initial approval and the number of that REB approval Preferably for the main site one per country If we 
want it for all sites please indicate in a separate question 

• This level of detail is not necessary in a protocol (2) only that t is obtained locally (1) 
• Cannot be known when preparing the protocol (2) 
• Clearfv the approval needs to be obtained and documented but I m not sure its always practical to specify all that in the 

protocol Ethics approval may not be obtained until the protocol is funded or approved so depends a little on whether 
protocol 15 prepared in order to go to ethics committee or after I m just not sure of the timing in item (e g may not be 
relevant for grant submissions or some ethics submissions) (4) Would probably have different answers if I was looking at 
the instrument for use in a grants review panel REB/IRB or a journal editor (1) 

• The tense of this statement should be in the future since this is a protocol that would be submitted to an IRB Providing the 
actual names of each committee seems overkill Just state the regulatory requirements for an institution In the US if it is a 
government sponsored protocol each site needs an FWA as well These types of requirements vwuld be useful as a list of 
site requirements in the protocol 

• A protocol should have a statement that ethics approval by a local REB is required prior to a site initiating a trial etc but 
listing who has approval by what committee? 

• Of equal importance is to include scientific review 11any institutions require that the proposal is now approved by Scientific 
Revieyv Comm tttee before t is sent to IRB 25% w 75% 

Your 
previous 
rating S 

\ 2 i 3 8 5 63 I 

D l D 2 D ^ D 4 D ^ D b D 7 D ? D & D 1 C D N o j u d q m e n t 

No important Very important 
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53 Role of Sponsor Descnbe the role of the sponsor in the trial design data collection access to trial data (includ nq 
interim data audits and regulatory inspections) data analvs s and interpretation and manuscnpt preparation 

Previous comments 

• Should be disclosed but not in the protocol (3) 
• Name all sponsors there are sometimes several Also ask for funders CIHR is not a sponsor but a funder 
• Transparency in sponsors and declarations of interest \/ill be important 
• Sponsors don t apply to trials where there are no devices no drugs etc 
• It is a matter of judgement whether this item is primarily ethical or primarily methodological or relating to trial organisation If 

they are placed under tnal organisation we could avoid some overlap 
• Sponsor role of sponsor under current regulatory/governance directives we onfy seek confirmation of who is taking on 

this role 

2 5 % M 75% 

2 i 1 3 4 fl n TT* 2 

D l D 2 D 3 D 4 D ^ D R D 7 D Q D ^ O 10 D No judament 
Not important Very mportant 

Comments 

54 Confl ict of Interest Disclose financial or other real or perceived conflicts of interest 

Previous comments 

• Important and should be disclosed but not in the protocol (3) 
• Transparency in sponsors and declarations of interest will be important 
• I find it difficult to define what a conflict of interest is in the context 
• Not c lear whose conflict of interest is being referred to 
• It is a matter of judgement whether this item is primarily ethical or primarily methodological or relating to trial organisation If 

they are placed under trial organisation we could avoid some overlap 
• I worry about over reporting of potential conflicts If everyone reports every possible conflict then the actual conflicts can 

get blurred 
• Statements about potential conflict of interest belong in publications not necessarily in reporting standards 

2 5 % M 7 5 % 

D l D 2 D " D - 1 D e D 6 D 7 D q D q D W D N o j u d g m e n t 

Not important Very important 
Comments 

Section 6- Reporting and Dissemination 

General 
• Clarification of these outcomes is crucial in conducting multi-centre tnals The information is of pnonty to REBs and 

potentially regulators The details are less important to funding agencies and journals 
• As a funder v/e have requirements under our terms and conditions of award - these are not essential elements described in 

the research application itself I can see however from different perspectives these may be important in a published 
protocol 

• All need to be documented but not necessarily in the protocol 

Your 
previous 
rating o 

Your 
previous 
rating ° 

Page 1Qof2^ 

Survey I D * 

55 Protocol Amendments Descbe how changes to the original piotocol including the statistical plan will be 
communicated to investigators and ethics committees and how these will be reported and justified in subsequent 
amendment^ of the protocol and'orthe final report as appropriate 

Previous comments 

• Why v ould the statistical analysis plan be changed? It should be set at the beginning before any data are collected The 
stopping rules for interim analyses should be outlined as well and thus what changes would be acceptable part way through 
a study"? 

• The Statistical Analysis Plan (SAP) should be a document separate from the protocol with a smaller dissemination The 
points would be appropriate in the statistical section of the protocol The SAP would have shell tables and more details 
including specific details regarding the randomization 

• Forgot the Health Protection and Food Branch (who to report SAEs to and who will inform HPFB about reportable SAEs) 
• It may depend on the type of protocol amendment Some protocol amendments are strictly administrative 
• Different groups more important to describe dissemination to patients 25% M 75% 

2 ' J 5 4 0 < — r s T2 3 7 - » 

D 1 D 2 D ^ D 4 D c D b D ? D " D g D 10 D N o j u d g m e n t 
Not important Very important 

Your 
previous 
rating ° 

Comments 

56 Dissemination Describe how the researcher(s) or sponsors) v/ill d sseminate the results to participants health caie 
professionals the public or othei lelevant groups 

Previous comments 

Some of it might be decided up front but they might develop it on the road often not precisely known before the end (3) 
Basics of this should be somehow covered by some universal guidelines 
As long as I have a registration name and number and details of the investigators I am not personally worried/interested in 
dissemination 
I would include an expectation of publication 
I agree with the principle here but dont think this necessarily belongs in the protocol itself Most pharmaceutical 
companies have policies around these issues 
Not sure if this item will give useful information 
Especially for mufti center studies there can be legislative differences concerning how information is shared 

__, 2 5 % IW 75% 

Your 3 3 6 6 • / 77 T3 7T~* 
previous rj , rj2 Q l n 4 Q c Q R D ? n j , nj9 r j ^ • N o j u d g m e n , 

" | Not important Very important 

57 Publication Policy Details on who has the right to publish the study results or modify the manuscript ( e principal 
mvestiqator(s) co investigators) sponsor) including publicat on restrictions and authorship guidelines 

Previous comments 

• Publication rights tend to be detailed in study contracts not necessarily in the study protocol As such there may be subtle 
differences between participating sites (4) 

• I agree with the principle here but dont think this necessarily belongs in the protocol itself (2) Most pharmaceutical 
companies have policies around these issues but I dont know that they need to be stated in the protocols 

• Publication policy is usually discussed and approved by the TSC 25% M -5% 

4 I 3 ' 2 3 6 ft 75 4) * 

D l D 2 D 3 • < * D 1 ^ D b D ? D ° D c ' D l O D N o j u d g m e n t 

Your 
previous 
rating / Not important Very importai t 

Comments 
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Section 7* Other 

58 References Provide a list of the references cited in the protocol 

Your 
previous 
rating S • 1 D 2 

Not iniDortant 

l^_ 

D J CM D C Db D? D J 
6i 

D^ Dio 
Very important 

D No judgment 

59 Appendix Materials Provide relevant materials including samples of the standardized case report forms or othei data 
collection forms (e g questionnaires) consent/assent forms and curriculum vrtae of each investigator 

Previous comments 

• CVs should not be part of the protocol (10) 
• Some but not all of these should be in protocol (3) the rest should be documented in the Trial Master File (1) 
• Should be handled separately from the protoc ol as part of a detailed manual of operations for example 
• A copy of the consent template (English and French) should be included as an appendix 
• Case Report Forms (CRFs) should not be included as they are subject to change CRFs and detailed instructions and 

definitions for completion should be in a separate Data management handbook or users guide 
• Timelines are helpful in the appendices (i e schedule of events) 

Your 
previous 
rating 7 

4 I 2 5 8 4 io 

D i D 2 D 3 D 4 D 5 D e D 7 D " 
Not important 

8 36 

D 9 D 10 D N o j u d g m e n t 

Very important 

PART 3: ITEMS OF MODERATE IMPORTANCE 

44 Personnel Provide names affiliations contact details qualifications time commitment and job descriptions of trial 
personnel including investigators statisticians and other relevant staff including consultants 

Previous comments 

• This may change quite often over the course of a trial (2) Would need a process to be kept current (1) 
• Should not be in a protocol (2) 
• I d split this question into several one for each role for example of the pi of statistician of recruiting md of nurse etc 
• I find it very difficult to pin down the time I devote to that or other part of my work Besides some of these people devote 

less time if everything goes on well and a lot if there is some trouble 
• Important but I don t think needs to be included in a published protocol but rather in the grant submission 
• Should not be in the protocol but the study project manager will collect the delegation of authonty signature list CVs staff 

contact information etc 
• If this protocol is used to obtain funding it is very difficult to provide names of people who will be recruited specifically for 

the study 
2J% M 75% 

7 2 5 3 5 <3 J5 i6 " M 2 

D 1 D 2 W* D " D * O S D 7 D 3 D & D l O D N o j u d g m e n t 

Not important Verv important 

Page 21 of 25 

45 Logistics Describe the availability of resources and logistirs of the trial including administrative responsibilities (e g 
how they will be shared) equipment and physical facilities 

Previous comments 

• Any central resource centers (central labs reading centers data and statistical center) should be named with their role 
summarized 

• Detailed staff listings are not necessary in the protocol but should be available in a roster 
• This may change quite often over the course of a tnal this item should not be in the protocol 

2$% M y% 
6 d ' j 8 U 14 \7 o 7 Your 

previous 
rating o D l D 2 D 3 Q4 D c D 6 D 7 D 3 D 9 D l O D N o j u d a m e n t 

Not important Very important 

47 Budget Provide the budget for personnel equipment facilities and supplies 

Previous comments 

Important but does not need to be explicit in the protocol budget should be in a separate document (5) 
Important but I dont think needs to be included in a protocol but rather in the grant submission (2) 
Should not be in the protocol Any changes in these items will necessitate protocol amendments 
Should be m Appendix Materials 
Funding may not be known at the time of writing the protocol Budget is internal to the institution conducting the tnal 
I doubt that people would be forthcoming in terms of budget 
Not sure if this should be public 

Your 
previous 
rating ° D i D 2 D 3 D 4 

Not important 

~n ^ 5 m—5~* \- 2 
D ^ D 6 D 7 D 8 D 9 D 1 0 D N o judgment 

Very important 

PART 4: ITEMS OF LOW IMPORTANCE 

No items were rated with a median < 5 in Round One of tins Delphi 

PART 5: ADDITIONAL CHECKLIST ITEMS 

Signatures Provide appropnate signatures including principal mvestigator(s) or chief medical officer 

D l D 2 D 3 D M D S D 6 D " 7 D ? D 9 D 1 0 D N o j u d g m e n t 

Not important 

Comments 

Very important 

CTA no objection 
letter 

Provide date of CTA no objection letter on title/cover page 

D l D 2 D 3 Q 4 \J- D 6 D ^ \J°- 0 9 D 1 0 D N o j u d g m e n t 

Not important 

Comments 

Very important 
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Co enrolment in 
studies 

Survey ID P 

State regulations pertaining to co-enrolment of participants into other researc h studies 

D l D 2 D ^ D 4 D 0 6 D ? D 8 D D l O D N o j u d g m e n 

Not important en. important 

Comments 

investigational 
produces) 

Biological 
specimens 

Data collection 
forms 

if relevant descnbe the formulation packaging labeling and supply of the investigational product and 
accountability procedures 

D ' D 2 D ^ O - i D D & D 7 D " D D l O D ^ O dement 

Not niporta t \rt\ in oortant 

Comments 

If relevant descnbe plans for laboratory evaluation specimen collection storage and shippng to central 
aboratones 

D i D 2 D ^ D J D D s D 7 D ° D D I O • Nuj idgmem 

Not mportant Very important 

Comments 

Provide a summary table (e g matrix) o all forms to be collected at each time point 

D ' D " D ' D < D D t • ' D " D D ^ D No judgmenl 

Not m chart /en. important 

Comments 

Validation of 
instrumentation 

Describe reliability and validity of instruments to be used including questionnaires laboratory 
instruments and analytic tests i fknovn or plans to establish such validation 

D l D ' D l D 4 • D B • / D u D J D 1 C D N o i L f q m e n 

Not moorant Very rrporant 
Comments 

Trial Monitoring Describe the plans for trial monitoring (eg by a Clinical Research Assoc ate) including if the monitonng 
process v as independent from the principal investigator and sponsor and how often trial sites will be 
monitored 

• 1 D ^ • ' CM D D C D ? D D D m DNojudgmen 
Not mportant ery imporant 

Comments 

Reporting of early Describe ho the researcher(si or sponsor(s) of trials will disseminate the results of trials that were 
stopping stopped early (for benelts harms or utility) 

• ' D ^ D ^ D l • - D D ' D " D J D « D NO judgmenl 
Not important \e> mportant 

Comments 

Page 23 of 2C 

Survey ID 4 

Ancillary and sub 
studies 

Pregnancy 

Descrbe any foreseen further uses of personal data or biological materials for related sub s udies or 
ancillary soidies and v nether consent was ootamed for these studes" 

D l D 2 D D i D Q r D ? D " D J D l O DNojudgmen. 
Not m onart /en importan 

Comments 
Although n •; po ni i as suggested Mhths tern t s uncerta n whether t wou d be ong \ thths ten 

o asacomponei o the tern Agreement and Consent 

For research on pregnant v 'omen specify plans for n onitormg the health ot the woman and the short term 
and long-term heal h of the child 

• 1 D ' D ' D i D n = D ? D " D j D l O D'OLdgmen 
Not n pcrtart \er \ important 

Comments 

Post trial care State plans for pest trial fellow up and access to investigational treatment if relevant specifying the means of 
implementation the duration of care and the individual or organization responsible for financia K supporting 
this care 

Post trial 
data/materials 
storage 

D 1 D 2 D D J D D S D ? D D c D l O D N o u d g m e n t 

Not importart very in portant 

Comments 

Please Note Aspects ofth s ten t ere co/ered n 0 evous ten Fo ov ip Ths po i i nas bee > 
e aborafed here to d st ngu sh tfom fo low uo u tn mhet a 

Describe plan to store data materials after tie trial is complete including the location si required length 
of s orage oeriod and who v ill be responsible for the da a 

D ' D ^ D D i D D 6 E M D ° D D l O D No Legmen 

Not important en, m portant 

Comments 

Feasibility Justify the 'easibility of the tna inc k ding he acceptab lity of the protocol for both participants and 
phvsic ans and the capacity of recruitment 

D ' D D ' D i D D D ' D D i D ' » D N o j L d g m e n 

Not ni) enact erv impolant 
Comments 

insurance Details of plans including insurance coverage to provide treatment (including the funding of treatment) 
and compensation for research related disability or death 

D ' D 2 D ^ D J D D e D 7 D c D a D l O DNojudgment 
Not n ortai \ery important 

Comments 
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Data ownership State who has ownership of data and disclose any agreement or contract with sponsor that limits 
principal investigators ownership of data 

D l D 2 D 3 D 4 D r ^ D 6 D ? D 8 D & D l O DNojudgment 

Not important Verv important 

Comments 

Additional Items 

Some concepts ivere suggested which we have not included as new items as we see them as being covered in existing 
concepts With changes in the initial iterations we anticipate that we can address some of these points We encourage you 
let us know rf you agree ordisagree with these comments 

Comment 

Often good to provide trial acronym if available 

Clinical question Provide a clear presentation of the clinical 
questions to be answered 

Descnbe if this is an efficacy tnal or a pragmatic trial 

If possible give tel nos/contact details for randomisation 
service 

Need guidance on termination of patient from study i e for 
safety concerns- not just direction for stoppage of the tnal 
itself 

Need information about the data collector or assessor 
(number training) 

Descnbe how the protocol is kept under review and kept up-
to-date 1 would score this 8 

There should be an item about how patients will be 
considered for inclusion in tnal to avoid 'assembly" bias 
Although rt is often scheduled to enroll consecutive 
patients it is not always done so in busy clinics and 
practice There should be a description about how all 
eligible patients were proposed to participate or not 

Risk assessment 

Separate question to ask whether we wish to see the REB 
following amendments 

Notes from Moderator 

Is included in existing item "Trial identifier (i e trial name) 

Covered in "Objectives 

Can be covered in "General Approach" or "Type of Study' 

Could be included in existing item (e g one of the items 
detailing randomization methods) 

This topic could be covered by adding "(e g compliance 
requirements safety concerns)' to Withdrawals 

Is included in existing item Quality Control" 

Covered in "Protocol Amendments 

This topic could be more clearly covered in item 
Recruitment'' 

Risk assessment may be covered off in a number of items 
including Risks' "Potential Benefits and Risks 

This would likely fall under general REB approval If 
amendments are made they are generally associated with 
the ongmal REB approval and can be tracked 

Thank you for taking the time to complete Round Two! Your expertise is very important to this 
initiative and we are grateful for your participation as a panelist! 

Page 25 of 25 

149 



9.2.3 Round 3 
Survey ID # 

The SPIRIT Initiative Delphi - Round Three 

Welcome to Round Three" This is the final round of the SPIRIT Initiative Delphi 

We would like to take this opportunity to thank you once again for your participation in this Delphi survey 
aimed at developing a new checklist of essential rtems to be included in protocols of parallel-group randomized 'rials 
We received P6 responses to Round Two and we thank you again for your thoughtful comments' 

The third round of this Delphi sur\ey contains five parts 

Part 1 items rated of high importance (included) median _ e 
Part 2 items rated of lov importance { excluded ) median < 
Part 3 Items introduced in Round Tvo 
Part 4 items rated of modera'e importance 
Part .J included items requiring additonal feedback 

Darts 1 and 2 are tor your information only you do not need to comment on the importance of these items 

To make your selections electronically click on your selection with your cursor Change your rating by 
unselecting your previous rating and ciickino on your new choice You are not able to modify the text hoy. ever 
spaces are provided where you may add free text comments orsuggest reiterations Alternatively you may print 
your form and return it by facsimile inthiscase please mark your selections v ith an X 

We estimate Round Three AMI require approximately 25 minutes to complete if you experience any difficulties v ith 
the form in relation to the format or design please let me know Your responses will be summarized rth group 
responses and will be considered in forthcoming development stages of this checklist 

We thank you very much for vour time and ask that you please complete and return the form by Friday 
November 30"1 2007 either electronically by email to |ietzlaff(5>cheo on ca or by fax I,+001 613 73S-4800) to 
Jennifer Tetzlaff 

Thank y ou again for v our contribution to this initiative 

We look forward to your responses to this final round' 

Paqe 1 of lb 

Survey ID # 

FART 1 : DRAFT ONE OF PROPOSED CHECKLIST AND RATINGS 

This section includes items that have been rated with a median > 8 in Round Two 
This section is only for your information You do not need to comment in the importance of these items again 
Please note this is a draft of the checklist based on summary scores Most iterative suggestions have not yet been 
included but will be considered in upcoming stages of this process through discussions v ith a core working group and will 
consider comments received by our panelists 
Some items may be merged as suggested by comments received by our panelists 
'Denotes items where further feedback is deemed necessary based on comments Specific questions are included in 
Part 

Section and Topic Description 

Section 1 General Information 

Trial identifier 

Protocol Version 

Protocol Summary' 

Names and 
addresses 

Table of contents 

Provide a descriptive title (e g population intervention main outcome) 
dentifv mg the study as a randomized controlled tr al 

Unique trial identification number or name (e g trial registration number 
protocol number) and i/here registered (i e name of trial register! 

include a version or amendment number and date 

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

Drovide names and addresses (i e affiliated institution company) of the 
primary investigators and sponsors 

Provide a list of the contents of the protocol and associated page 
numbers 

Round 1 

Median 

10(9 10) 

10(9 10) 

10(7 10) 

9(7 10) 

10(9 10) 

8(6 10) 

Round 2 

(IQR) 

10(9 10) 

10(9 10) 

10(8 10) 

9(7 10) 

10(8 10) 

8(5 9) 

Section 2 Introduction 

Rationale Outline the research topic and provide JUS ification 'or undertaking the 
study 

Background of the Summarize previous studies on the topic including unpublished studies 
study knov n to the investigators and sponsors and animal studies or other 

preclinical data where relevant ideally a relevant up to date systematic 
review should be referenced or reported supporting the need for the 
current trial (e g clinical equipoise) 

Preliminary data Descnoe any results of preliminary studies already obtained in the area 
o the proposed study fe g bv investigators) 

Objectives state the specific objectives and hypotheses of the study 

Study locations) Brefly describe and justify the site(s) where the research is obe 
conducted mcludmo relevant demographic and epidemiological 
nfornation about the country or region concerned 

10(9 10) 10(9i 10) 

10(9 10) 10 y3 10) 

9(8 10 

10(10 10) 

9(7 10) 

9 ( 3 10) 

10(10 10) 

3(7 Q. 
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Survey ID # 

Section and Topic Description 

Section 3 Methods 

Population Descnbe the target and study population and the source (e g catchment 
area) of the study population 

Round 1 Round 2 

Median (IQR) 

10(9 10) 10(9 10) 

Eligibility criteria* 

Sample size 

Recruitment 

Type of study 

Study timeline* 

Randomization 
Sequence 
generation 

Randomization 
Allocation 
concealment 

Randomization 
Implementation 

Blinding (masking) 

Interventions* 

Schedule(s) of 
Intervention(s) 

Concomitant 
interventions 

Risks 
To become Harms 

Descnbe the criteria for inclusion and exclusion of potential participants 
and justification for the exclusion of any subgroup 

The estimated number of research participants needed to achieve the 
study objective and how this was determined including any 
assumptions and calculations used 

Descnbe the process of recruitment (e g advertisements physician 
contacts) and enrolment 

A description of the type/design of tnal to be conducted (e g double 
blind placebo-controlled parallel design) and trial framework (e g 
exploratory superiority equivalence non-inferiority) 

Schematic diagram of study time-table and organizational chart including 
design procedures and stages of trial 

Descnbe the method to be used to generate the random sequence list 
including details of any restriction (e g bfockmg stratification) 

Describe the method used to implement the random allocation sequence 
(e g numbered containers or central telephone) clarifying whether the 
sequence will be concealed until interventions are assigned 

Describe who will generate the allocation sequence who will enroll 
participants and who will assign participants to their group 

State whether or not participants those administering the interventions 
and those assessing the outcomes will be aware of group assignment If 
relevant how the success of blinding will be assessed 

Provide precise details of the interventions intended for each group how 
they will be administered (e g dosage and dosage form device) v^ere 
applicable Justify the control interventions used (e g no treatment 
placebo or active control) 

State the number and duration of treatment penods including run in and 
washouts where applicable 

List relevant treatment(s)/intervention(s) that are permitted or not prior to 
and/or dunng the study 

State the known or potential risks and adverse reactions for each study 
intervention 

Describe and define pnmary and secondary outcome measures 

10(10 10) 10/10 10) 

10(10 10) 10(10 10) 

9(8 10) 

10(10 10) 10(10 10) 

9 {9 10) 

10(9 10) 10(9 10) 

10 (^ 10) 10(10 10 

10(8 10| 10(8 10) 

10(9 10) 10(10 10) 

10(10 10) 10(10 10) 

10(1 10l 

10(9 10) 

10(9 10) 

10(10 10) 

10(9 10) 

10(10 10) 

10(10 10) 10(10 10) 
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Section and Topic 

Data collection 

Follow-up 

Data management 

Quality control 

Compliance 

Safety Evaluations 

Statistical methods 

Withdrawals" 

Missing data 

Data and Safety 
Monitoring Board 

Interim trial 
monitoring 

Stopping 
guidelines* 

Adverse event 
reporting 

Emergency code-
breaking procedure 

Description 

Describe methods including study instruments (e g questionnaires 
laboratory measurements) and time point(s) of data collection outcome 
measurement and recording 

State follow-up plans including description and schedule of visits and 
logistics if relevant 

Describe plans for data entry editing and management including 
handling data collection forms and different versions of data data 
coding and data storage 

State any methods used to enhance the quality of outcome assessment 
(eg duplicate observations training of assessors pilot testing 
validation etc ) and data records to ensure the completeness and 
accuracy of information 

Describe procedures and measures proposed to monitor participant 
compliance (e g tablet return) if relevant 

State plans for monitonng the continuing safety of interventions 
administered for purposes of the trial including specification of methods 
and timing of measuring safety parameters 

Describe statistical methods to be employed to compare groups for 
primary outcome(s) and secondary outcome(s) as well as methods for 
additional analyses such as subgroup analyses and adjusted analyses 
State whether intention-to-treat or other analysis will be used for the 
primary comparisons} 

State criteria that will be used to withdraw or exclude participants from 
the trial (e g compliance requirements) and specify the data to be 
collected from withdrawn participants and follow-up in a multi centre 
study state when a centre may be discontinued from the tnal 

Descnbe the methods to account for missma data or erroneous data 

If relevant describe the composition and role of the data and safety 
monitonng board 

Descnbe the process and timing of any planned interim analyses 

State the cntena for the premature termination of the trial 

Describe methods for recording and reporting both solicited and 
spontaneous adverse events and provisions for dealing with them 

Information about how the code if any for the participants identity is 
established where it will be kept and when how and by whom it can be 
broken in the event of an emergency 

Desc nbe the limitations of the proposed study inc ludmg possible bias in 
data collection measurement and analysis 

Round 1 Round 2 

Median (IQR) 

10(9 10) 10 (°- 10) 

10(8 10) 10(9 10) 

8(7 10) 8(7 9) 

9(8 10) 9(8 10) 

9(8 10) 9(8 10) 

10(9 10) 10(9 10) 

10(10 10) 10(10 10) 

10(9 10) 10(9 10) 

9(8 101 y(S 10) 

9(8 10) 9(9 10) 

10(8 10) 10(9 10) 

10(8 10) 10(9 10) 

10(9 10) 10(9 10) 

10(8 10) 10 (S 10) 

9(7 10) <t(6 10) 
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Section and Topic Description 

Section 4: Tnal organization and administration 

Monetary and Name the source(s) of financial and material support type of support 
material support* provided amount and how (eg to a research account or as an 

honorarium) 

Section 5' Ethical considerations 

Round 1 Round 2 

Median (IQR) 

The potential benefits and risks of the research to study participants and 
to society 

Describe the method to obtain individual informed consent information 
provided to the patient and the name and position of the person 
responsible for obtaining consent Provide a copy of the consent form 
and patient information leaflet 

If a prospective participant is not capable of informed consent provide 
information on how permission will be obtained from an authorized 
individual In the case of individuals below legal consenting age provide 
information on hov» assent and permission from a legal guardian or other 
authorized individual will be obtained 

The provisions for protecting the confidentiality and anonymity of 
personal data and respecting the pnvacy of participants 

State whether ethics approval has been obtained if so provide the 
name of the committee(s) 

Descnbe the role of the sponsor in the tnal design data collection 
access to trial data (including interim data audits and regulatory 
inspections) data analyse and interpretation and manuscript 
preparation 

Conflict of Interest Disclose financial or other real or perceived conflicts of interest 

Section 6: Reporting and Dissemination 

Protocol Descnbe how changes to the original protocol inc luding the statistical 
Amendments plan will be communicated to investigators and ethics committees and 

how these will be reported and justified in subsequent amendments of 
the protocol and/or the final report as appropriate 

Dissemination Descnbe hov. the researcher(s) or sponsor(s) wilt disseminate the results 
to participants health care professionals the public or other relevant 
groups 

Publication Policy Details on who has the right to publish the study results or modify the 
manuscript (i e principle investigator(s) co-mvestigator(s) sponsor) 
including publication restrictions and authorship guidelines 

Potential benefits 
and risks 

Agreement and 
consent 

Surrogate Consent 
or Assent 

Confidentiality and 
Anonymity 

Ethics approval 

Role of Sponsor 

Section 7. Other 

References 

Appendix Materials 

Provide a list of the references cited in the protocol 

Provide relevant materials including samples of the standardized case-
report forms or other data collection forms (e g questionnaires) and 
consent/assent forms 

5(7 10) 9(7 10) 

10(9 10) 10(9 10) 

10(9 10) 10'9 10) 

10(9 10) 10(9 10) 

10(8 10) 10(9 10) 

10(9 10) 10(8 10) 

10(8 10) 10(8 10) 

10(9 10) 10(8 10) 

9(7 5 10) 9(7 10) 

8(7 10) 8(7 10) 

9(8 10) 9(7 10) 

10(9 10) 10(9 10) 

9(7 10) 8(7 10) 

Page f of 1b 

Budget 

Subgroup (Round 2) 

PART 2: ITEMS EXCLUDED AFTER ROUND 2 

Provide the budget for personnel equipment facilities and supplies 6 (3 9) 5(2 6) 

Healthcare worker/clineal trialtsts/trial coordinalor (39) 
Statistician/Methodoiogist (37) 
Ethics board head member (10) 
Funding agenc\ representative ( f) 
Regulaior (3) 
Journal editor (3) 

:• (3 6) 
5 (1 £ 8) 
6 (1 S5 l 

6(3 9) 
4 (1 5) 

6 (2 7 ; ) 

PART 3: ITEMS INTRODUCED I N ROUND TWO 

• This section contains the 15 items that were newly introduced m Round Two These items have been ordered by 
median ratings from Round Two 

• All comments have been anonymized and summarized all major content has been retained Unless otherwise indicated by 
a number in brackets comments were made by one panelist 

• To respond, please read the comments provided by panelists and select your new rating for each item on a scale of 
1-10 A score of 10 indicates you feel me item is very important (i e must be included in final guideline) a score of 1 
indicates the item is unimportant (i e should be dropped as an item) The legend is presented below 

• If you feel a concept should be included but as part of an existing item, please indicate this as a comment 

P'ease note that ' o ' o i w g this 'ound items with a medan of > 8 will oe considered included in the first draft o' the SPIRIT 
Checklist and items uith a median of s 5 wi,l be considered excluded from the Checklist 

M a Median 25%-75% * fnter-quartile range 

Data ownership State who has ownership o'data and disclose an,, agreement or contract .vith sponsor that limits principal 
investigates ownership of data 

Previous comments 

• This may be the only opportunity to spec fly this info 
• Belongs outside the protocol (4) Clinical trial contract issue (2) Ethical issue needed for reb less certain for protocol (D 
• Could be a part of Section 6 Reporting and Dissemination (1) part of Publication Policy (former Item 57) (2) part of 

Dissemination (former Item 56) (1) 
• Could be part of Role of Sponsor (former Item 53) (2) 
• See c onstraints paper in JAMA 2004 
• This is a G & C office matter 
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Survey ID 3 

Data ownership (continued) 
• This is a matter for the contract However perhaps there should be some discussion of what is done with the data at the end 

of the study This is becoming an issue with genetics research-1 e the banking of study specimens/data for future research 
• This should be in individual contracts not protocol 
• Vital 25% M 75% 

6 3 A 2 I ^ 3 7 T5 S 33—* 2 

D l DJ2 D 3 f j 4 D ^ U 6 D / D S Q 9 D l O DNo judgmen t 
Not important Very important 

Your 
previous 
rating 6 

Comments' 

Biological specimens If relevant describe plans for laboratory evaluation specimen collection storage and shipping to 
central laboratories 

Previous comments: 

• Briefly/High level (3) I don't think anyone needs to know if its FedEx or US mail (1) 
• Could be in tnal operations manual (2)/lab manual (3) instead 
• Specimen collection plan should be in the protocol all other items should be in the laboratory manual 
• Important if relevant but does not have to be in the protocol (2) 
• Important in a protocol but not in a publication - especially 
• This belongs in an appendix 
• This is all part of QC and can be very imporatnt to ensure lack of cross contamination for example in PCR studies 

Your 
previous 
rating: 6 

25% 

6 3 3 I *S 3 W T3 7 Y2~* 7 
D l D 2 D ^ • * D 5 D 6 D ? • * D & D M O DNo judgmen t 

Not important Very important 

Reporting of early stopping- Describe how the researcher(s)or sponsor(s) of trials will disseminate the results of trials that 
were stopped eariy (for benefit harms or futility) 

Previous comments. 

• I think this is already covered elsewhere (2) Not sure how this adds to what is already there (1} 
• Very hard to pre-specify this in advance (3) Would be better to outline the process for deciding what this should be(1) 
• Cruciaify important I am especially concerned about trials of a licensed product stopped with primary outcome going in wrong 

direction but results reported as "futile" 
• Hard to say at protocol stage However important issue 
• Trial registration is the current approach to dealing with trials which 'dissapear' due to unwanted results I don t think we need 

belt and braces for this 
• Important but do not have be stated in the protocol 
• Merge with item "Dissemination (2) 
• Might be spelled out just as well in another document 
• Can be verv short 
• The problem with this is that there could be various forms of dissemination depending on the reason for stoppage Does this 

pertain to informing patients investigators funding agencies general public etc vague 
• This is as per publication and is not a separate topic 
• This will likely depend on reason tnal is stopped early 

Your 
previous 
rating: ° 

7 3 

D i D2 
Not important 

• 3 
2 *6 

D d D5 • 6 
6 U 12 2 * 

• 3 QS rjl-0 
Verv important 

P I No judgment 
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Pregnancy For research on pregnant •/.•omen specify plans for monitoring the health of the woman and the short teim and 
long-term health of the child 

Previous comments. 

• Not clear wfry pregnant women have been selected out in this way 
• All our research is on pregnant women We are looking at non-pharmaceutical interventions The trial is not responsible for 

monitoring the health of the mother or baby This is the responsibility of the caregiver that the woman has 
• Could include under 'Follow-up if the study included pregnant women (3) could highlilght that this may involve two people and 

require plans for both (1) 
• Depends entirely on specific trial We don't in general commit tnallists to monrtonng long term health of participants why 

specifically for pregnant women'? 
• I would expand this somewhat for research not only on pregnant women but research that by happenstance includes some 

pregnant women 
• Important Another issue to address at another time with different objectives 
• Included in regular methods section in my opinion separate section not needed (1) In studies in pregnant women this would 

be covered in the sections on efficacy and safety measurements (1) 
• Item is too specific (3) little research is done on pregnant women (1) 
• Should be included in the risks section if the monitoring is considered additional to the core sutdy monitoring (i e it is being 

conducted for safety concerns) 
• Part of overall monitoring 25% M ~S% 

Your 
previous 
rating: 6 

Comments: 

4 3 4 2 3 4 6 \2 10 2 7 '0 

D i D2 D3 • * Ds De D7 Ds Ds D i ° D 
Not important Very important 

_ _ _ 

y)o judgmen 

Validation of instrumentation Describe reliability and validity of instruments to be used including questionnaiies 
laboratory instruments and analytical tests if known or plans to establish such validation 

Previous comments 

Part of background 
Already covered Data Collection (former Item 29) 
An investigate meeting/site initiation issue not in the protocol 
Brief descnption is fine details not necessanly in protocol (2) 
With appropriate references/crtations to confirm validity (2) 
Covered in Outcomes (former Item 23) (2) 
Depends on the type of study 
Important for publication not protocol 
See earlier item dealing with this 
Should be in Appendix Materials 
This is a tall order - may not be in protocol - it should be somewhere but I would prefer rt in a separate document 
This is not necessary in the protocol ft is required in the grant application 
This should only be necessary for non-standard instruments/questionnaires 

Your 
previous 
rating' ° 

l l l 3 6 " I i ] 7 i i ^ 1= I 

D 1 C ] 2 D 3 Q 4 D 5 D 6 D ' D 3 E}9 D l C D N o j u d g m e n t 

Nol important Very important 
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Trial Monitoring Describe the plans for trial monitoring (eg b> a Clinical Research Associate) including if the monitoring 
process was independent from the principal investigator and sponsor and how often trial sites will be monitored 

Previous comments: 

• Covered by Quality control (former Item 32) (2) 
• Again this seems to mix a few different aspects of monitoring I am less interested in hoyv often a site will be monitored but I 

am interested in the independence 
• Already covered 
• High level (3(/indicate that a process exists (1) details elsewhere (2) not detailed plan as this is subject to change d ) 
• Explain what is meant by monitoring i,2) The terminology trial monitoring can be confused wrth other monitoring functions 

What about Monitoring for Management Onfv the generic elements of this monrtonng should be in the protocol d ) 
• I think that this point is useful 
• important but belongs elsewhere (4) - e g Manual of operations (2) 
• is that refermg to monitoring by DSMB? (1) Short overview only-Similar io DSMB (1) 
• Not applicable to all trials 
• This will have an impact on the budget and personnel resources 

Your 
previous 
rating: ° 

3 5 4 *3 7 IB HT* 17 2 

D l D 2 D 3 Q 4 D o D f i D ? • & D o D 10 D N o j u d g m e n t 

Not imporant very importani 

Post-trial care: State plans for post trial follow up and access to investigational treatment if relevant specifying the means 
of implementation the duration of care and the individual or organization responsible tor financially, supporting this care 

Previous comments: 

• Agree that this could be a separate item from "Follow-up" wrthin me trial 
• Better to have a single item on follow-up and access to treatment (3) 
• If available you could mention it but not useful for pilot or proof of concept studies since vou do not know if the trial will be 

followed by a larger studv 
• important if relevant 
• important but do not have be stated in the protocol (2) 
• Important but very controversial See heated discussions about Declaration of Helsinki's statement (291 about this I m not 

sure it should be in the Protocol 
• Long term follow-up (if necessary) should be incorporated in the specifics of the studv (i e interventions or data collection or 

outcomes) if it is considered an mtergral part of the protocol if you are referring to follow -up determined necessary' post hoc 
fhis would be very difficult to firmly articulate pre-study (i e during the protocol development phase'') 

• This is mainf> for the REB submission (2) in the scientific protocol I think a general remark on the duration of ethical 
obligation- to end of trial or beyond and extent- side effects or all care-is enough (1) 

• Not always pertinent (2j should not be mandatory (1) 
• The protocol requires concise statements 
• This is very' important - under what conditions will the partic ipants roll over into active treatment? How will they be followed? 

When will they be unblinded? 25% w 75% 

4 5 3 1 2 *7o 0 Ts 0 * 10 5 

• 1 D 2 D 3 D 4 D E D e Q y D o D o D 1 0 DNo judgmen t 

Not important Verv important 

Your 
previous 
rating. 0 

Data collection forms Provide a summary table (e g matrix) of all forms to be collected at each time point 

Previous comments: 

• Depends on study (2) not sure it needs to be mandatory (1) 
• Can be verv difficult to get an overview of the trial without this 
• Could be helpful/useful but need not be in the protocol (3) 
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Data collection forms (continued) 
• Covered earlier in Study timeline (3) 
• For the scientific protocol I think it is reasonable that not all of these forms are fully prepared- and that several of the forms 

could be simply given headings with explanation- instrument not v et selected 
• General details 
• Gives snapshot and speaks to patient acceptance 
• Perhaps I misunderstand this item but including Case Report Form is quite critical (this is where the "rubber hits the road" 

when it comes operationahzation of actual data collection missing data etc that is this is a source document for most trials) 
• Useful but perhaps sub|ect to change (2) would require protocol amendments (1) 
• Yes to make sure that certain data does not go missing 25% M 75% 

Your 
previous 
rating. 0 

Comments-

K 3 i I *~5 o W T o~~* 20 d 

D l D 2 Q 3 D * D 5 D 6 D ? D S D O D ^ D N o j u d g m e n t 
Not impor*an' Very important 

Post-trial data/materials storage Describe plan to store data/ma1enals after the trial is complete including the location(s) 
required length of storage period and who will be responsible for the data 

Previous comments-

• Brief nod possibly but more details should be in the contract as this will depend on regulator)' requirements (i e Health 
Canada mandates 25 vears but this is not universal) and costs (sites must now budget for this in their contracts) 

• Covered off in Follow-up' (former Item 30) 
• Does not have be stated in the protocol (3) 
• Important for manual of operations not protocol (2) 
• Funder/sponsor may have specified requirements 
• l would put this as part of the early question about samples of biological materials 
• It is ethical issue 
• It seems to me that there is no need to report in the scientific protocol on the storage requirements bevond those needed for 

the analyses and outcomes listed in the protocol itself This seems to refer to long term storage with no hypothesis in mind 
While l think this is generally,' a good idea I don t think it belongs in the scientific protocol but pemaps could be included in 
the REB submission 

• Since trial reports are generally not reliable it is important to know where 'he raw data are 
• This does not necessarily belong in protocol but is needed in sponsor SOP with ayyareness b) investigator sites 
• Vital to a protocol not in a publication 

25% * 7f% 
Your 

previous 
rating: o 

8 A 4 2 !0 0 8 I 2 S I 0 2 

Q 1 D 2 [Jl D 4 D 5 D 6 D ? D * D 9 D ™ DNo judgmen t 

Nor imporant Verv importani 

Investigational product(s) If relevant describe the formulation packaging labeling and supply of the investigational 
product and accountability procedures 

Previous comments 

• A detailed and thorough protocol eliminates the need for an Ops Manual However if the info in this section is really detailed 
and long general information could go in the protocol t.1) detailed info/procedures could be outlined in a pharmacy manual 
that accompanies the protocol (3j 

• Accountability procedure Nes' All othercues 'no 
• Two separate issues here Important but belongs elsewhere 
• Should be included with item Interventions (3) 
• For regulatory inspection 
• High level briefly (2) 
• If important for success of blinding (2) 
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Survey I D * 

Investigational produces) continued 
• important if relevant but could also be specified somevvhere other than the protocol (2) 
• important in a protocol but not in a publication - especially 
• This is needed for GCP/ regulatory compliance 

25% W 7 5 % 

D t 0 2 D * • -> • D « D ? D s D D 1 0 DNo judgmen t 
No important Verv important 

Comments 

Co-enrolment in studies State regulations pertaining to co enrolment of partic pants into other research studies 

Previous comments 

• May vary across s^es (2) May change v ith time (1) 
• May have implications for recruitment (1)/may shed light on feasibility of recruitment e g oncology trials (1) 
• It is important to note if partic ipants are in more than one study and have good c ross referenc ing 
• Change regulations to restrictions? 
• I didnt know there v ere any such regulations 
• Not sure of the meaning of this term 
• Parameters for non co enrolment could be mentioned But co enrolment should be outlined in detail at the investigators 

meeting/site initiation since the availability of other studies will vary during the life of the trial This would require too many 
protocol amendments 

• Regulatory issue hard to handle in summary 
• State the potential impact of co enrolment on outcomes adverse effects effectiveness compliance 
• Could Uave a general statement about whether or not this is an absolute contraindication (\ e whether it vould be 

scientifically permissable) but vould steer clear of specific statements as the ethics of this v.ill likely be locally determined 
this rouid also be addressed very simply in the study inclusion/exclusion criteria 

• There is ongoing research into this area Not clear if it can be fully described in the protocol itself 
• These are sponsor policy issues The process for implementing the policy should be available but is not required in protocol 
• This is becoming an increasing issue so specify mg this up front would be helpful 
• This may exclude participants so it needs to be included 

. . 25% M s% 
Y ° u r 5 3 T3 o 3 u * " J e 

P r 6 V I 0 u s D ' D 2 D l D J C h O D ? D " D=> D .0 D N o j u d g m e n ! 
r a t , n 9 ° Not important Very importani 

Comments 

Ancillary and sub-studies Describe any foreseen further uses of personal data or biological mater als for relaied sub 
studies or ancillary studies 'and whether consent was obtained 'or these stud e^' 

Previous comments 

• 'Should be a component of the item Agreement anrj Consent (4) 
• Important but belongs elsewhere (4) informed consent document (3) and manual of operations (1) 
• What about unforeseen? Does it belong to protocol? 
• Important for ethical committee but presence might be discussed in a general template 
• important issue of good practice but useless unless carefully framed no one is likely io report a deliberate intention to Dieak 

the law 
• This item needs clarification Embedded prospective correlative studies should be described The process of banking 

specimens for potential correlative studies should be described The process for determining potential uses of banked 
specimens does not need to be in protocol but should be available through sponsor policy documents 

• This is important especially with the increased frequency of genetics substudies and specimen banking 
• This is only relevant if the objectives of the tnal requires this long term follow up All hypothesis free storage could be dealt 

wrth as an ethics issue in the REB submission which I see as separate 
• Not possible 

Your 
previous 
rating o 
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Anc t'aiy and sub studies (continued) 
• Substudies should have a separate protocol and ascertamtion of consent should never be in the protocol 

25% M 75°=. 

Your 
previous 
rating o 

o l " 3 8 2 Ti TJW t 13 c 

D i D 2 D ^ Q 4 D c D * D ? D s D q D ™ DNo judgmen t 
No important Very importani 

Signatures Provide appropriate signature^ including prncipal investigator(s) orchief medical officer 

Previous comments 

• Not sure why it needs to be part of protocol should oe cohered separately from the protocol - 3 
• Required for funding not protocol 
• Not reality relavani novadavs 
• Accoun'ability and responsibility 
• Depends on the format (hard copies electronic suomission) and recipient ifunding agency publication) Should be in a 

separate document 
• Keep this requirement minimal only the overall PI (please note that this individual is referred to as a qualified investigator as 

per Health Canada) 
• Protocol as published (for example) does not require signatures I think this is more REB application and various contracts 
• There should be a signature page after the title page 
• Whv medical officer we do nursing trials and don (need a medical officer signature The Pi signature is imporant 

, 2 5 % W 75% 

Your 0 f *~—5~ 3 ~7U 5 5 o d" \5 

previous D 1 D 2 D ^ O 4 D D G D 7 D r Do D10 D^o judgment 
rating o fNlot important Very important 

Feasibility Justif ihe feasibility of the 'rial including the acceptablitv of the protocol for both participants and physicians and 
the capacity of recruitment 

Previous comments 

• Important but not sure this needs a separate section (4) can be covered within sample (1)' sample size (2) setting (1)/ 
agreement and consent (1W Ethics approval OI 

• Capacity 'or recruitment is a changing phenomenon It is common for actual recruitment to lag beind projections Certainly any 
pilot work done to demonstrate feasibility should be included 

• The acceptability of the protocol mav be subjective (1)/ not sure hov one may judge claims about these issues (D 
• Capacity for recruitment is a good item 
• Does not belong to the protocol (2) 
• Important for the funding body (?) but may not belong in the pro.ocol (3) 
• I persist to think that this point is very important 
• if feasibility in doubt snould not be funded (1) run or registered ( t j 
• Important but other issue 
• important but claims of acceptability and recruitment are alv ays vastly overstated 
• This is a site selection issue and should not be in the protocol 
• This is equivalent to reporting on the results of the pilot study Not every trial will nave a pilot but feasibility is part of the 

justification forthe trial (D This seems to rome under preliminary studies so not a separate item (1) already covered in many 
of the background sections (1) 

• Vital before commencement but surely net the right issue for a reporting guideline 
25% M 75% 

Your 
previous 
rating o 

3 5 ~ o TO " 0 H w \o h J 

D i D 2 D ' D J D J D f i D ? D s D D IO DNo judgmen t 
Noi important very important 
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Insurance Details of plans including insurance coverage to provide treatment (including the funding of treatment) and 
compensation for research related disability or death 

Previous comments 

• Essential to inform the ethics committee and participants of his but not the right issue for a reporting guideline 
• You mav v ant to add liability insurance for the investigators but that may be in their contracts 
• Belongs somewhere other than the protocol (4) Contract issue (1) included in a good consent form (3) 
• High level 
• In some countries trials in patients without medical coverages are forbidden 
• May be covered by regulatory and governance frameviorks 
• Not applicable to all trials I dont think 
• Not relevant in every country 
• Role of ethical committee 
• Vital to a protocol not in a publication 
• Statements are required in protocol and or consent 
• This in a clinical trial contract issue should not be in the protocol only the consent form (e g then onlv in the appendices since 

the consent template should be included in the appendices ) 
• Where appropriate this is moving into ethics territory and I am not sure that that issue should be dealt with in such detail in 

the scientific protocol but should of course be dealt with in enormous detail in the REB submission 

Your 
previous 
rating o 

Comments 

D t C J 2 C b • • • D * D ^ D ? • ' D • b i o D b d u d n - n e n t 

Not mportant Very important 

PART 4 : ITEMS RATED OF MODERATE IMPORTANCE 

This section contains 4 items which were rated of moderate importance (6 > median < 7) in Round Ty\o 
Please state whether you think these concepts should be included or excluded from this draft guideline 
Comments from Round One and Tv o are available on reques' Please feel free to contact jtetziaff@cheo on ca 
Summary scores listed are medians and inter quartile ranges 

List of abbreviations List and descriptors of abbreviations used throughout \he protocol 

Round 1 3(6 10) Round 2 7 (t 5) D l n c l L , d e D Exclude D Unsure 

Comments 

General approach Outline the general approac h to address me researc h question 

Note from Moderator This item was intended to brefi\ out'ine the approach taken to address the question (e g pragmatic 
explanatory) which mav overlap conceptually with "Tvpe of sfud> If you be'ieve it should be included but combined with an 
existing item please state this m the comments 

Round 1 £(b 10) Round 2 7 (= 8) • Include • Exclude • Unsure 

Comments 
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Personnel Provide names affiliations contact details qualifications lime commitment and job descriptions of trial personnel 
including investigators statisticians and other relevant staff including consultants 

Wore from Moderator Tnis item ias been reiterated below oased on some comments received in Round One and Round Two 

Provide names affiliations and contact details of key trial personnel including investigators statisticians and other 
relevant staff (eg consultants) 

Round 1 7 (; s 5j Round 2 5(4 7=) Q j include [^Exclude D Unsure 

Logistics Describe the availability of resources and logistics of the trial including administrative responsibilities (e g how they 
will be shared) equipment and physical facilities 

Round 1 7 ( - °-i Round 2 6(4 7) • include D Exclude D L 

PART 5: ITEMS REQUIRING FURTHER FEEDBACK 

Comments suggested that the components of some items were of differing importance We have tried to separate the 
major c one epts for these items 

Please select whether you believe the following concepts should be included as items (or part of items) in a 
guideline for reporting protocols of parallel group design randomized controlled trials 

Protocol Summary Provide a short summary of the proposed research Where required include appropriate lav non lechniLal 
language 

Provide a s hort summary of the proposed researc h 

D Include D Exclude D Unsure 

. 'here required include appropriate lay/non technical language 

• Include D Exclude D Unsure 

Comments lay summary could be considered an ADDITIONAL document so actually don't think it is part of the protocol 

Study location(s) Briefly describe and justify the site(s) v here the research is to be conducied including relevant 
demographic and epidemiological information about the country or region concerned 

Briefly describe the sites(s) >\here the research is to be conducted 

• Include D Exclude D Unsure 

Briefly justify the sites(s) v here the research is to be conducted 

D Include D Exclude D Unsure 

Briefly describe relevant demographic and epidemiological information about the country or region where the 
research is to be conducied 

• Include D Exclude 
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Survey ID * 

Eligibility criteria Descnbe the criteria for inclusion and exclusion of potential participants and justification for the exclusion o' 
any subgroup 

Describe the criteria for inclusion and exclusion of potential participants 

O Include • Exclude D Unsure 

Justify the exclusion of any subgroup 

D Include D Exclude D Unsure 

Comments 

Study timeline Schematic diagram of study time table and organizational chart including design procedures and stages of trial 

Schematic diagram of schedule of procedures and visits for participants through each stage of the trial 

D Include D Exclude D Unsure 

Schematic diagram of the study timeline specifying dates at which stages of the study are expected to be completed 

D Include D E x c | u d e | | Unsure 

Comments 

Interventions Provide precise details of the interventions intended for each group ho1* they will be administered (e g dosage 
and dosage form device) .here applicable Justify the control interventions used (e g no treatment placebo or active 
comrcll 

Provide precise details of the interventions intended for each group hovthey will be administered <e g dosage and 
dosage form device) where applicable 

D e l u d e D Exclude | | Unsure 

Justify the control interventions used (e g no treatment placebo or active control) 

D include D Exclude D Unsure 

Comments 

Withdrawals State criteria thai will De used to withdraw or exclude participants from the trial (e g compliance requirements) 
and specify the data to be collected from withdrav n participants and follow up in a multf centre study state when a centre 
mav be discontinued from the trial 

State criteria that will be used to withdraw or exclude participants from the intervention (e g compliance 
requirements safety concerns) 

D Include D Exclude D Unsure 

Specify the data to be collected from v ithdrawn participants and hov. enrolled participants vill be follov ed up 

D Include D Exclude D Unsure 

In a multi centre studv state when a centre may be discontinued from the trial 

D include D Exclude D Unsure 

Comments 
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Survey ID ° 

Stopping guidelines State the criteria for the premature termination of the trial 

if relevant state the predefined statistical stopping boundaries for the early termination of the trial 

D include D Exclude D Unsure 

If relevant state any non statistical predefined criteria for the earfy termination of the trial 

• Include • Exclude D Unsure 

Monetary and material support Name the source(s) of financial and material support ty pe of support provided amount and 
hoy^ (eg to a research account or as an honorarium} 

Name the source(s) of financial and material support 

D include D Exclude D Unsure 

List the tvpe(s) of support provided 

D include D Exclude D Unsure 

State the amount of support provided 

D include D Exclude D Unsure 

State ho * sourcefsi of support are provided (eg to a research account or as an honorarium) 

D Include D Exclude D Unsure 

59 Appendix Materials Provide relevant materials including samples of the standardized case leport forms or oiher data 
collect on forms (e g questionnaires) and consent/assent forms Pease note C\s ha/e been removed fiom mis item 

Samotes of case report forms 

D Include D Exclude j I Unsure 

Other data collection forms (e g questionnaires! 

D l n c | 1 J d e D ^ x c l u c l e I I Unsure 

Consent/assent forms 

D include D Exclude D Unsure 

Comments 

You have completed the SPIRIT Delphi Consensus Survey1 

We v.ould like to recognize the substantial contribution v ou have made to the preliminary stages of this initiative Your 
feedback will continue to be an important component for further development of this tool 

We are extremely grateful Thank you again 

Additional comments 
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9.3 Appendix C: SPIRIT Delphi Panellists 

Peter Aaby, Guinea-Bissau 
Edgardo Abalos, Argentina 
Douglas Altman, UK 
Pierre Amarenco, France 
Richard E Ashcroft, UK 
Virginia Barbour, UK 
Elinor Ben-Menachem, Sweden 
Jesse Berlin, USA 
Bernard Burnand, Switzerland 
Ian Cameron, Australia 
Marion K Campbell, UK 
An-Wen Chan, Canada 
Erin Cherban, Canada 
Stephen Choi, Canada 
Mike J Clarke, UK 
Jean-Paul Collet, Canada 
Deborah Cook, Canada 
Dominique Costaghola, France 
Janet Darbyshire, UK 
Anthony M Dart, Australia 
Barry Davis, USA 
Kay Dickersin, USA 
Dennis Dixon, USA 
Ben Djulbegovic, USA 
Caroline Dore, UK (MRC) 
Lelia Duley, UK 
Don Easton, USA 
Diana Elbourne, UK 
Dean Fergusson, Canada 
Curt Furberg 
Carole Gentile, Canada 
Davina Ghersi, Switzerland 
Kathleen Glass, Canada (University) 
Christian Gluud, Denmark 
Michael Goodyear, Canada 
Peter G0tzsche, Denmark 
Tnsh Groves, UK 
Metin Gulmezoglu, Switzerland 
Robert Hart, USA 
Paul Hebert, Canada 
Lynda Hoey, Canada 
Sally Hopewell, UK 
Asbj0rn Hrobjartsson, Denmark 
Mirjana Huic, Croatia 
Clay Johnston, USA 
Susan Kahn, Canada 
Michael Kramer, Canada 

Deborah Kraus, Canada 
Karmela Krleza-Jenc, Canada (CIHR) 
Andreas Laupacis, Canada 
Robert J Levine, USA 
Anne Lindblad, USA 
Klaus Linde, Germany 
Carl Lombard, South Africa 
Pisake Lumbiganon, Thailand 
Howard Mann, USA 
Ellen McDonald, Canada 
Alison McDonald, UK 
Hans Melander, Sweden 
Ralph Meyer, Canada 
Luciano Mignini, Argentina 
Franklin G Miller, USA 
David Moher, Canada 
Victor Monton, USA 
Ian Needleman, UK 
Kevin O'Brien, UK 
Wendy Parulekar, Canada 
Lesly Pearce, USA 
Amy Plint, Canada 
Philippe Ravaud, France 
Drummond Rennie, USA 
Morven Roberts, UK 
Paula Rochon, Canada 
Frank Rockhold, USA 
Igna Rossion, Germany 
Dave Sackett, Canada 
Raphael Saginur, Canada 
Christopher H Schmid, USA 
Ken Schulz, USA 
Chnstoph Seller, Germany 
Stan Shapiro, Canada 
Joel Singer, Canada 
Orla Smith, Canada 
Hal Sox, USA 
Shyam Sundar, India 
Marc Taylor, UK 
Robert Temple, USA 
Norma Terrin, USA 
Juan Carlos, Cuba 
Julie Weston, Canada 
Janet Wittes, USA 
TaixiangWu, China 
Merrick Zwarenstein, Canada 

Notes 1 Responses were based on panellists' personal views and do not necessarily represent the 
their employers or other organizations to which they are affiliated 
2 Two panellists preferred not to be acknowledged 



9.4 Appendix D: Delphi Survey Frequency Distributions 

1. Title 2. Trial identifier 

• Round One HRound Two G Round Three 
3. Protocol version 

30 -
20 

.CL H I 
1 2 3 4 5 6 7 1 2 3 4 5 6 7 

J 30 
20 J 

1 2 3 4 5 

4. Protocol summary 5. Names and addresses 6. Table of contents 

60 

50 

40 -

30 

JVW _rx .ryflniil 
1 2 3 4 5 6 7 8 9 10 1 2 3 4 5 6 7 8 9 10 1 2 3 4 5 6 7 8 9 10 

7. List of abbreviations 

60 

50 -

30 -

20 -

8. Rationale 9. Background of study 

jOLJjM Ufc 

I 
i 

JVaJI i l l 
1 2 3 4 5 1 2 3 4 5 6 7 10 1 2 3 4 5 6 7 8 9 10 

10. Preliminary data 11. Objectives 

6 0 -

50 -i 

30 
2 0 -

^ m f l n » 

60 

50 

30 
20 

1 2 3 4 5 6 7 

12. General approach 

JV 

50 

40 

30 

20 

1 2 3 4 5 6 7 

13. Study locations 14. Population 

JIM ! 
_CL 1 I 

15. Eligibility criteria 

30 

20 

Ik i l 
1 2 3 4 5 6 7 1 2 3 4 5 6 7 8 9 10 1 2 3 4 5 6 7 

16. Sample size 17. Recruitment 18. Type of study 
70 -

60 -

70 -

60 -
70 -

60 -

40 -

30 -

20 

JJL .-.nJHi _ U L 
1 2 3 4 5 6 7 8 9 10 1 2 3 4 5 6 7 1 2 3 4 5 
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19. Study timeline 

1 2 3 4 5 6 7 

20. Sequence generation 
80 

21. Allocation concealment 

60 

50 

fh rk 
1 2 3 4 5 6 7 1 2 3 4 5 6 7 

JXH. 

22. Implementation 

40 

30 i 

20 

1 2 3 

23. Blinding (masking) 24. Interventions 

~ -,n_ 1 £̂k_ 
1 2 3 4 5 1 2 3 4 5 6 7 

25. Schedule of interventions 

.EL 

26. Concomitant interventions 27. Risks (Harms) 

70 

60 

1 2 3 4 5 6 7 

^curi-LlH 1° 
1 2 3 4 5 6 7 8 9 10 1 2 3 4 5 6 7 

28. Outcomes 
80 , — 

10 
o 

29. Data collection 

JJ*. 
10 • 

o ' — 

30. Follow-up 

40 

30 

_Ck_LI_[| 
1 2 3 4 5 6 7 1 2 3 4 5 6 7 1 2 3 4 5 6 7 

1 
3 1 . Data management 32. Quality control 

.-JU1 

33. Compliance 

uii n r l l a . 
1 2 3 4 5 6 7 1 2 3 4 5 1 2 3 4 5 

34. Safety Evaluations 35. Statistical methods 36. Withdrawals* 

70 

60 

50 

40 

30 -

20 

10 

n 

^irl 

1 1 1 

1 2 3 4 5 6 7 1 2 3 4 5 6 7 
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37. Missing data 38. Data and safety monitoring board 39. Interim trial monitoring 

,n nil ~ n n- Ik JJ n_ni 
1 2 3 4 5 6 7 1 2 3 4 5 1 2 3 4 5 6 7 

40. Stopping guidelines* 

1 2 3 4 5 

41. Adverse event reporting 42. Emergency code-breaking 

10 

0 

1 2 3 4 5 6 7 

ril J*jL± I 
1 2 3 4 5 

43. Limitations 

n J i jJ 

44. Personnel* 45. Logistics* 

J 
1 2 3 4 5 6 7 

ri .̂ r. J J n n 1 n. n 
1 2 3 4 5 6 7 8 9 10 

'1 

40 

30 -

m i j r i n r i r k r L EU 
1 2 3 4 5 6 7 

46. Monetary and material support* 47. Budget* 48. Potential benefits and risks 

70 -

60 

_ • • — C J J . CJJM l i l rjl-Ei AJJ^H 
1 2 3 4 5 6 7 8 1 2 3 4 5 7 8 9 10 1 2 3 4 5 6 7 

49. Agreement and consent 50. Surrogate consent or assent 
80 — s -j 80 

51. Confidentiality and anonymity 

_Dk n 

40 
30 

^o^iaJliJ ^ ryryrVrt I 
1 2 3 4 5 6 7 1 2 3 4 5 6 7 1 2 3 4 5 6 7 

52. Ethics approval 53. Role of sponsor 54. Conflict of interest 

Hi J T Jk J Jl 
1 2 3 4 5 1 2 3 4 5 6 7 1 2 3 4 5 6 7 
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55. Protocol amendments 56. Dissemination 57. Publication policy 

T - n f l r l 
1 2 3 4 5 6 7 

I MaM , ] £ * = — J 
1 2 3 4 5 6 7 2 3 4 5 

urn 
7 8 9 10 

58. References 59. Appendix materials* 

1 2 3 4 5 6 7 

n a 

60. Signatures 

J TLH . mj n • . . I- t i hJ 
1 2 3 4 5 

61. Co-enrolment in studies 

1 2 3 4 5 6 7 8 9 10 

62 Investigational product(s) 63. Biological specimens 

o - — - -

20 | 

t z • -̂=_ r . • Irl 
1 2 3 4 5 6 7 8 9 10 

64. Data collection forms 65. Validation of instrumentation 66. Trial monitoring 

c i i r r 
2 3 4 5 6 7 1 2 3 4 5 6 7 

• i_ r_d~i_M_i_«-._»l In 
1 2 3 4 5 6 7 

InL' 

67. Reporting of early stopping 68. Ancillary and sub-studies 69.Pregnancy 

1 2 3 4 5 6 7 
i . fc .CL-pJl l ld l I i - i i r > I i • 

1 2 3 4 5 1 2 3 4 5 6 7 

70 Post trial care 71. Post trial data/materials storage 72. Feasibility 

MJX X II O J U u U ' ° J i W ^ i n r . - J J U I L . 
1 2 3 4 5 6 7 1 2 3 4 5 6 7 1 2 3 4 5 6 7 

73. Insurance 74. Data ownership 

30 -

20 -n. jC Ji l jJ^fcJnJ Llli 
1 2 3 4 5 6 7 2 3 4 5 6 7 
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9.5 Appendix E: Systematic Review MEDLINE Search Strategy 

1 
2 
3 
4 
5 
6 

7 
8 
9 

10 
11 

12 

13 
14 
15 
16 
17 
18 
19 
20 
21 
22 
23 
24 
25 
26 
27 
28 
29 

exp epidemiologic studies/ 
clinical trials/ 
controlled clinical trials/ 
randomized controlled trials/ 
sampling studies/ 
(comparative study or evaluation studies or 
meta analysis) pt 
or/1-6 
research design/ 
Randomized Controlled Tnals/es, st [Ethics, 
Standards] 
Clinical Tnals/st, es [Standards, Ethics] 
Controlled Clinical Tnals/st, es [Standards, 
Ethics] 
Clinical Protocols/st, mt [Standards, 
Methods] 
or/8 12 
patient selection/ 
exp bias epidemiology/ 
Research Subjects/ 
Research Personnel/ 
statistics/ 
risk/ 
risk assessment/ 
Data Interpretation, Statistical/ 
models, statistical/ 
"Probability"/ 
treatment outcome/ 
(protocol adj2 amendments) tw 
guidelines/ 
"codes of ethics"/ 
exp Epidemiologic Research Design/ 
Product Labeling/ 

30 
31 
32 
33 
34 
35 
36 
37 
38 
39 
40 
41 
42 
43 
44 
45 
46 
47 
48 
49 
50 
51 
52 
53 
54 
55 
56 
57 
58 
59 

60 
61 

Quality Assurance, Health Care/ 
Patient Compliance/ 
Patient Dropouts/ 
withdrawals tw 
Quality Control/ 
Publishing/ 
Authorship/ 
Writing/ 
Adverse Drug Reaction Reporting Systems/ 
exp Patient rights/ 
exp informed consent/ 
exp Ethics/ 
Health Resources/ 
Budgets/ 
Epidemiologic Factors/ 
Research Support/ 
Registries/ 
drug labelling/ 
dosage forms/ 
drug packaging/ 
drug storage/ 
Records/ 
Medical Records/ 
Disclosure/ 
Truth Disclosure/ 
Confidentiality/ 
Scientific misconduct/ 
Fraud/ 
or/14-57 
(protocols or proposals or tnal$ or medical 
research or biomedical research) ti,ab 
(editorial or news or comment) pt 
(7 and 13 and 58 and 59) not 60 

Notes MEDLINE (Ovid interface) search run 09/08/07 
MEDLINE indexing changed in 2008 substituting for new terms not included above Based on new 
indexing, strategy would require modification for future updates Updated strategy available from the 
author 
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9.6 Appendix F: SPIRIT Systematic Review Screening Questions and 
Elaboration 

Note: data were extracted in Microsoft Excel 2003 

All included studies must have a response "Yes" to questions 1-4 and "No" to question 5. Please 
reply "Don't know" if information is not sufficient in the report or if this should be discussed. 
If you answer "No" to questions 1, 2, 3 or 4, stop responding to questions: the reference is now 
excluded. 

Question 1: TOPIC 

Is one of the primary objectives of this study at least one of the following? 
• to examine the reporting of RCT protocols (e.g. methodological, organizational, ethical 

aspects) 
• to examine methodological, organizational or ethical aspect(s) of RCTs (e.g. as described in 

protocols or other reports) 
• to examine the association between the above and the final trial outcome 

Note: The report may also be relevant to protocols of other study designs (i.e. mixed RCT and 
non-RCT). 

[ ] No (exclude) 
[ ] Yes/Don't know - please answer question 2 

Elaboration: 
Studies limited solely to examining the REPORTING in trial publications will be excluded. 
Association between trial characteristics and trial outcome need not be limited to efficacy or 
harms data. Trial outcome could also include measures of trial acceptability and feasibility 
(e.g. recruitment or retention rates) or other aspects suggesting an association between a 
characteristic and risk of bias in the trial. 
Reports must describe, but need not be limited to, studies examining protocols or trials of any 
type of RCT (e.g. parallel-group, cross-over trials, non-inferiority trials, cluster-randomized 
trials), of healthcare interventions. Research on non-randomized studies alone will not be 
considered. 

Question 2: RELEVANCE TO REPORTING PROTOCOLS 

Could this be of relevance for reporting protocols of RCTs (and is in the control of the 
investigators)? 

[ ] No (exclude) 
[ ] Yes/Don't know - please answer question 3 

Elaboration: 
This requires judgment and consideration of the realm of possible items for a clinical trial 
protocol reporting guideline. This could include existing and other possible items. The 
clause "and is in the control of the investigators" requires that the topic being considered is 
in the investigator's control at the time of protocol development (e.g. evidence of bias due to 
methodological considerations would be included while evidence that potential trial 
participants' views affect recruitment would not). 



Question 3: EMPIRICAL? 

In this a primary report of an empirical study (i.e. an experimental or observational study which 
uses the scientific method [e.g. has an objective, methods and results] and is based on verifiable 
facts [i.e. is reproducible])? 

[ ] No (exclude) 
[ ] Yes/Don't know - please answer question 4 

Question 4: DESIGN 

Is the design of this empirical study one of the following: systematic review, cohort, case-control 
or cross-section of RCTs or studies including RCTs OR experimental 'primary' study (e.g. RCT or 
quasi-RCT) within the context of a trial? 

[ ] No (exclude) - please state 'No - reason for exclusion' (e.g. simulation study, 
hypothetical trial, case study, observational study in one trial, survey (expert views)) 
[ ] Yes/Don't know - please answer question 5 - please state 'Yes - study design' 
(e.g. SR, cohort, case-control, RCT) 

Elaboration: 
- Cohorts, case-controls or cross-sectional studies of trials must be either a complete series of 

trials (e.g. all registered during a specified time period) or an unbiased sample (e.g. random 
sample) of trials. Studies including a limited number of trials without clearly indicating how 
they were chosen will be excluded. 

- Surveys of trial investigators are excluded, although there may be some exceptions. The 
original grant proposal indicated that such studies might be eligible but they do not appear 
appropriate. If you see such examples, please flag them for discussion. 

- Case reports, case series, simulation studies and hypothetical trials are excluded. 

Question 5: OTHER EXCLUSION(S) 

Is there any other reason to exclude this report (e.g. non-generalizable, such as a specific medical 
procedure, condition or laboratory test, other)? If so, please describe and exclude. 

[ ] No (include if all others 'Yes') (if others 'don't know', need to discuss with other 
reviewer) 
[ ] Yes (exclude) - please state 'Yes - reason for exclusion' (e.g. Language other than 
English/French, too specific, qualitative) 

Elaboration: 
Quantitative data required. If limited to qualitative data study is not eligible for inclusion. 
For practical reasons, only studies published in English or French were eligible. 
Post-hoc additions: 

o If study examines RCTs AND non-RCTs, results for RCTs must either be reported 
separately or, if not reported separately must comprise at least 80% of the total 
number of included studies, 

o Limited to cohorts/cross-sections/SRs that include trials published/conducted in 1992 
or later (i.e., exclude cohorts/SRs/cross-sections prior to 1992) 
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9.7 Appendix G: Examples of synthesis of Delphi survey and systematic 
review results 

The following includes three examples of the synthesis process used in this review. The exemplar items were 
chosen to represent items recommended for inclusion (28.Outcomes), further discussion (65.Validation of 
Instrumentation) or exclusion (47.Budget) from the SPIRIT checklist. 

Delphi 

The results from the Delphi showed strong and support and clear consensus for 'Outcomes' (Median [IQR] — 
10 [10, 10], moderate support for 'Validation of instrumentation' (8 [6, 9]) and weak/no support for 'Budget' (5 
[2, 6]). Figure 6 includes response frequency distributions. 

• Round 1 • Round 2 • Round 3 

o 
c 
3 

cr 

28. Outcomes 
70 

60 

50 

65. Validation of instrumentation 47. Budget 
, on _ « 

t i t O 
1 2 3 4 5 6 7 

Delphi ratings 

7fl J 70 
60 
50 
40 -
30 -
20 -
10 -
0 - " - i - i HE_C_J]J1J ] L E L J I 

1 

Figure 6: Examples of Delphi frequency distributions 

Item-specific Delphi comments for these items supported the numerical ratings for Outcomes (comments 
were few and supportive), and Budget (comments indicated that panellists did not support item inclusion) 
(Figure 7). Comments for Validation of instrumentation, however, suggested that some panellists felt this was 
important but could be covered elsewhere, such as other documents or existing items (Figure 7). 
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Outcomes: Descnbe and define primary and secondary outcome measures 

• The sequence (and necessary link) between "Outcomes", "Outcome definitions" and "Outcome assessment" could be 
strengthened (R1) 

• The concept of "end-point" should be introduced (R1) 
• and the time of measurement (R2) 
• My personal bias is that this should score 151 (R2) 

V.ilid.ilion of insti i imenti i t ion: Describe reliability and validity of instruments to be used, including questionnaires, laboratory 
instruments, and analytical tests, if known, or plans to establish such validation 

• Part of background (R2) 
o Agree (R3) 

• Already covered "Data Collection" (former Item 29) (R2) 
o Agree (R3) 
o Could go here, but I favour "Outcomes" (R3) 

• An investigator meeting/site initiation issue, not in the protocol (R2) 
• Brief description is fine, details not necessarily in protocol (2) (R2) 
• With appropriate references/citationsto confirm choice and empirical validity (added R3) (2) (R2) 
• Covered in "Outcomes" (former Item 28) (2) (R2) 

o Agree (R3) 
o Agree, but is clearly important to justify inclusion of an item If the item has not previously been validated in the 

population being studied, that should be stated If the goal of including the item is to evaluate it for inclusion in 
subsequent studies, possibly after further validation, then that should be stated (R3) 

o Details belong in appendix Summary of validity/rehabiliy belong in description of outcome measures (R3) 
o Agree but it is good to reinforce the item when the outcome has to be assessed with a scale (R3) 

• Depends on the type of study (R2) 
• Important for publication not protocol (R2) 
• See earlier item dealing with this (R2) 

o Included in other sections 
and so on 

Budget: Provide the budget for personnel, equipment, facilities and supplies 

Important but does not need to be explicit in the protocol, budget should be in a separate document (10) (R1) 
o Agree (3) (R2) 

Important but I don't think needs to be included in a protocol but rather in the qrant submission (4) (R1) 
o Agree (R2) 

Should not be in the protocol Any changes in these items will necessitate protocol amendments (2) (R1) 
o Not part of protocol, will change overtime (3) (R2) 

Fundinq may not be known at the time of writinq the protocol Budqet is internal to the institution conductinq the trial (R1) 
o Agree (R2) 

I doubt that people would be forthcoming in terms of budget (R1) 
Should be in Appendix Materials (R1) 

o Agree (R2) 
Not sure if this should be public (2) (R1) 
A conflict of interest issue (R2) 
and so on 

Figure 7: Examples of item-specific Delphi comments 
Note: R1 = comment from Round 1; R2 = comment from Round 2; R3 = comment from Round 3. 

Systematic review 

Data were extracted by study in Microsoft Excel. Each study was allocated to relevant candidate items and 
relevant data were extracted for each item. One study may have contained relevant data for multiple candidate 
items. Data for each item were then organized in Microsoft Word with a brief description of each contributing 
study and results relevant to that item. An example is shown for Outcomes (Table 17). 

Twenty-nine main empirical studies (and included studies) informed the item Outcomes; 10 informed 
Validation of instrumentation and none informed Budget. The evidence based on the results of these included 
studies was considered to provide Strong, Strong and Weak/No support for inclusion of these items in the 
SPIRIT checklist. 
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Table 17: Example of item-specific systematic review data extraction table 

28. Outcomes: Describe and define primary and secondary outcome measures. 

1. 874 1. Cross-sectional study (1994-
Thabut et al. j 2003) of RCTs (77) of primary 
(2006)182 | prophylactic treatment for 

' venous thromboembolism 
published in one of 60 major 

• general medical or specialists 
| high impact factor journals. 

2.8380 j 2. SR of RCTs (76) in 
Bhandari et < orthopaedic trauma with 50 or 
al. (2002)183 I fewer participants: assessment 

l of relationship between power 
! and type of outcome 

(continuous or dichotomous) 

3.1614 3. Cohort of RCTs funded by 
(included in j CIHR/MRC between 1990 and 
SR)Chanet 1998 and subsequent 
al. (2004)3 ' publications: comparison of 

outcomes reported. 

A primary endpoint was defined in 62 reports (80.5%) 

4. 2043 
Quinones et 
al. (2003)185 

5. 2807 Balk 
etal. 
(2002)91 

6.3166 
Kidwell et 
al. (2001)192 

7. 1362 
Chan and 
Altman 

j 4. Cross-sectional (1984-1997) 
i study of clinical trials (92% 

RCTs) of interventions to treat 
! asthma 

5. SR of 26 MAs (276 RCTs) 
J in one of 4 major medical 
j fields (up to 2000) 
! 6. SR of RCTs of acute 
i ischemic stroke (166 RCTs in 

178 CCTs) published in 
English 
7. Cross-section of RCTs (519) 

! published in Dec. 2000 and 
j indexed in PubMed. 

(2005)4 

2. Those studies that reported continuous outcomes had a 
significantly greater study power and twice as many studies 
that reported conventionally accepted study power (80% or 
more) than those studies reporting dichotomous outcomes 
(p=0.042 and 37% vs. 18.6%, respectively, p=0.04). 
Conclusion: When small sample sizes are expected, statistical 
power can be increased by choosing a continuous outcome 
variable. 
3. 42/48 trials (88%) with efficacy outcomes and 16/26 (62%) 
trials with harms outcomes had at least 1 unreported outcome. 
Most common reasons: lack of clinical importance or 
statistical significance. Incompletely reported efficacy and 
harm outcomes were found in 96% (46/48) and 81% (21/26) 
of the trials respectively. Primary outcomes were 
incompletely reported in 7 (16%) of 45 trials that defined 
such outcomes in their publications. The pooled odds ratio 
for bias across all trials was 2.7 (95% confidence interval 1.5-
5.0) and 7.7 (0.5-111) for efficacy and harm outcomes 
respectively....(and on) 
4. Criteria for measuring outcomes was not considered to be 
objective in 17 (5%) and partially objective in 107 (33%) of 
trials. 

5. Appropriate outcome studied (based on topic, study design, 
intervention) in 99% RCTs. 

6. Forty-seven percent of trials reported using at least 1 
validated outcome measure, and this number increased from 
0% of trials in the 1950s to 95% in the 1990s. 

7. 519 trials with 553 publications and 10 557 outcomes were 
identified. Survey responders (response rate 69%) provided 
information on unreported outcomes but were often 
unreliable—for 32% of those who denied the existence of 
such outcomes there was evidence to the contrary in their 
publications. On average, over 20% of the outcomes 
measured in a parallel group trial were incompletely 
reported.... 

.andso on... 
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Synthesis of Delphi and systematic review 

An overall recommendation based on the results above was then derived for the SPIRIT checklist 

Outcomes received strong support by both the Delphi results and empirical evidence (e g selective outcome 
reporting, effect of outcome definitions on treatment effect estimates) and had no outstanding issues as 
indicated by the Delphi comments Based on this information, this item was recommended for inclusion in the 
SPIRIT checklist 

Validation of instrumentation received moderate support and conflicting comments from the Delphi Some 
panellists felt this concept was not important for inclusion in a protocol but should be detailed elsewhere, while 
others felt it was important, but did not necessitate its own item as it overlapped with other concepts The item 
received strong support from the systematic review (e g evidence that non-validated instruments can lead to 
biased treatment effect estimates) Based on this information, this concept was recommended for inclusion in 
the SPIRIT checklist but it was suggested that consideration be given to including it in an existing item 

Budget received weak/no support from both the Delphi and systematic review and had few comments lending 
support for its inclusion (with the exception of one panellist who stated 'The secrecy suggested in the 
comments are not in the best interests of the patients and the society ') Based on this information (lack of 
evidence), this item was recommended for exclusion from the SPIRIT checklist 
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9.8 Appendix H: Comparison of Recommendations with Select Prominent 
Guidelines 

Table 18: Comparison of recommendations with select prominent guidelines 

•adttlJuli ecommendation / 
fop ic 

CIOMS CIHR NHS CDC PRACTIHC ICHE6 

^Include 
Title 
Trial identifier 
Protocol Version 
Protocol Summary A. 
Names and addresses 
Objectives 
Study location(s): A. 
Description of sites(s) 

Population 
Eligibility criteria A. Describe 
criteria 
Eligibility criteria B. Justify 
exclusions 
Sample size 
Recruitment 
Type of study 
Randomization: Sequence 
generation 
Randomization: Allocation 
concealment 
Randomization: 
Implementation 
Blinding (masking) 
Interventions A. Details of 
the interventions 
Interventions B. Justify the 
control interventions 

Concomitant interventions 
Outcomes 
Data collection 
Follow-up 
Statistical methods 
Withdrawals A. Criteria for 
withdrawal 
Missing data 

Interim trial monitoring 
Stopping guidelines A. 
Predefined statistical 
stopping guidelines 
Stopping guidelines B. 
Predefined non-statistical 
stopping guidelines 
Personnel 

V 

V 
V 
V 
V 

V 

V 

V 
V 

V 

V 
V 

V 

V 
V 
V 
V 

V 
V 

V 

V 

V 

V 

V 

V 

V 

V 
V 

V 

V 

V 
V 
V 
V 

~v 

V 
V 

V 

V 
V 
V 
V 

V 

V 

V 
V 

V 

V 
V 
V 

V 
V 

V 
V 

V 
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V 

V 
V 

V 
V 

V 

V 
V 
V 

~v 

~v 
V 

V 
V 

V 
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V 

V 
V 

V 
V 

V 
V 
V 
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V 
V 

V 

V 
V 

V 

V 
V 
V 
V 
V 
V 
V 

V 
V 

V 

V 
V 
V 
V 

V 

~v 
V 
V 

V 

V 
V 
V 
V 
V 
V 

~v 
V 
V 

V 

-w 
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SPIRIT Recommendation / 
Topic 

Monetary and material 
support A. Source(s) of 
financial and material 
support. 
Potential benefits and risks 

Agreement and consent 

Confidentiality and 
Anonymity 
Ethics approval 

Role of sponsor 

Conflict of Interest 

Protocol Amendments 

Dissemination 

Publication Policy 

Appendix materials C. 
Consent/assent forms 

CIOMS 

V 

V 

V 

V 

V 

V 

V 

CIHR 

V 

NHS 

V 

V 

V 

V 

V 

V 

V 

CDC 

V 

V 

-w 
V 

V 

V 

PRACTIHC 

V 

V 

V 

ICHE6 

V 

V 

-V 

_v 

-w 
-w 
-V 

V 

V 

-w 

NIH 

V 

V 

V 

V 

V 

V 

•w 

~v 
V 

V 

Include concept/further discussion 

Risks/Harms 

Rationale 

Background of the study 

Preliminary data 

Study timeline: A. Schematic 
diagram of procedures and 
visits 
Schedule(s) of 
Intervention(s) 
Validation of instrumentation 

Quality control 

Safety Evaluations 

Withdrawals B. Data from 
withdrawals 

Adverse event reporting 

Emergency code-breaking 
procedure 

Data ownership 

Surrogate consent or assent 

Data management 

Compliance 

Data and Safety Monitoring 
Board 
Monetary and material 
support B. Type(s) of 
support 
Trial monitoring 

Post-trial care 

References 

Appendix materials A. Case-
report forms 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

-w 

V 

~v 
V 

V 

V 

•w 

V 

V 

V 

V 

V 

V 

V 

-V 

V 

V 

-V 

V 

-w 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 

V 
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SPIRIT Recommendation / 
Topic 

Appendix materials B. Other 
data collection forms (e.g. 
questionnaires) 

Exclude 

Protocol Summary B. Lay 
summary 
Table of contents 

List of abbreviations 

General approach 

Study location(s): B. 
Justification of sites(s) 

Study locations C. Relevant 
demographic and 
epidemiological information 

Co-enrolment in studies 

Study timeline B: Schematic 
diagram of trial calendar 
dates 
Investigational product(s) 

Data collection forms 

Biological specimens 

Withdrawals C. Centre 
withdrawal 
Limitations 

Logistics 
Monetary and material 
support C. Amount of 
support 
Monetary and material 
support D. How support is 
provided 
Budget 

Signatures 

Post-trial data/materials 
storage 
Feasibility 

Insurance 

Ancillary and sub-studies 

Pregnancy 

Reporting of early stopping 

CIOMS 

V 

V 

-W 

V 

V 

V 

V 

CIHR 

V 

-w 

-w 

NHS 

V 

V 

V 

-w 

V 

V 

~v 

V 

V 

V 

CDC 

V 

V 

V 

V 

PRACTIHC ICHE6 

-W 

V 

V 

-V 

~w 

NIH 

V 

V 

V 

-w 

-w 

V = INCLUDED IN GUIDELINE; ~V = VARIATION OR CLOSELY RELATED CONCEPT INCLUDED IN GUIDELINE 
CDC: US CENTERS FOR DISEASE CONTROL AND PREVENTION; CIHR: CANADIAN INSTITUTES OF HEALTH RESEARCH; 

CIOMS: COUNCIL FOR INTERNATIONAL ORGANIZATIONS OF MEDICAL SCIENCES' INTERNATIONAL ETHICAL GUIDELINES 
FOR BIOMEDICAL RESEARCH INVOLVING HUMAN SUBJECTS; ICH E6: INTERNATIONAL CONFERENCE ON HARMONIZATION 
TRIPARTITE GUIDELINE FOR GOOD CLINICAL PRACTICE; NHS: GUIDELINE PREPARED FOR THE UK NATIONAL HEALTH 
SERVICE'S UNIVERSITY COLLEGE OF LONDON; NIH: GUIDELINE PREPARED FOR US NATIONAL INSTITUTES OF HEALTH 
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