
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) A systematic review protocol assessing the processes for linking 
clinical trial registries and their published results 

AUTHORS Bashir, Rabia; Dunn, Adam 

 

VERSION 1 - REVIEW 

REVIEWER Matthew J Page 
University of Bristol, UK 

REVIEW RETURNED 06-Jul-2016 

 

GENERAL COMMENTS The authors have presented a clear and concise protocol for a 
systematic review on studies assessing processes for linking clinical 
trial registries and their published results. The review addresses a 
very interesting question, and I commend the authors for their 
ingenuity. I only have a couple of minor suggestions.  
 
Under STRENGTHS AND LIMITATIONS OF THIS STUDY, you 
state, “…this systematic review is expected to inform standards for 
undertaking studies in the area”. Can you please clarify what you 
mean here? What studies are you referring to (e.g. studies 
comparing outcomes in trial registries with outcomes in the 
corresponding trial publication?). In other places throughout the 
paper, you refer to “studies in the area”. I find this phrasing a bit too 
vague, and what prefer you to be more specific (e.g. “studies that 
collect data from trial registries” or “studies that use clinical trial 
registries”).  
 
Under INCLUSION AND EXCLUSION CRITERIA, you state, “We 
will include all studies that link information from one or more of the 
clinical trial registries included in the World Health Organization 
International Clinical Trial Platform (WHO ICTRP), with any external 
published source of clinical trial results”. Just to clarify, does this 
mean ANY empirical study that has linked information from the 
registries in WHO ICTRP with published trials will be included? That 
is, are you going to include studies comparing outcomes between 
the sources, studies comparing analytical methods between the 
sources, studies that have estimated how many registered trials 
remain unpublished, and studies that have estimated how many 
published trials were registered? If so, I think you should list these 
(as examples). Otherwise, the statement alone is a little ambiguous.  
Also, you state on the Discussion that only English-language articles 
will be included in the review. Can you please state this under 
INCLUSION AND EXCLUSION CRITERIA too? Will there be any 
eligibility restrictions based on publication status?  
 
All remaining methods are clearly reported and appropriate.  
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REVIEWER Julie Glanville 
York Health Economics Consortium  
University of York  
United Kingdom 

REVIEW RETURNED 06-Jul-2016 

 

GENERAL COMMENTS Fundamentally I am not sure why the authors are choosing to 
research this issue. The whole field of trial registration, trial linkage 
to results, and trial reporting is currently very fast moving and in 
constant development. There are many influences on registration 
and reporting at present meaning changes in practice is rapid. 
Reviewing studies that are likely to be analysing the situation with 
registration which pertained maybe several years ago is going to be 
of historical value only, and won't really tell us what is happening 
today or what would help us to search better today.  
 
The document is written in note form and there is just not enough 
detail - the background is sketchy and could be argued more 
cogently and in more detail.  
 
For a systematic review the number of databases that are proposed 
should be searched is inadequate. Additional search methods are 
sparse. The search strategy is quite strange - there may be good 
reason for its structure, but the authors don't explain why it is 
structured as it is either in the conceptual breakdown in the text or in 
the full strategies. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1:  

1. The authors have presented a clear and concise protocol for a systematic review on studies 

assessing processes for linking clinical trial registries and their published results. The review 

addresses a very interesting question, and I commend the authors for their ingenuity.  

 

2. Under STRENGTHS AND LIMITATIONS OF THIS STUDY, you state, “…this systematic review is 

expected to inform standards for undertaking studies in the area”. Can you please clarify what you 

mean here? What studies are you referring to (e.g. studies comparing outcomes in trial registries with 

outcomes in the corresponding trial publication?).  

 

We have updated the manuscript to clarify the issue in several places (Page 2, Para 3; Page 3, Para 

2). Briefly, we hypothesise that the combination of processes for finding published reports (mining 

automatic links, by manual inference, by inquiry) may have influenced the results of studies examining 

publication bias and outcome reporting bias, so quantifying differences across these processes over 

time is expected to help determine the limits of each of the processes for trials published in different 

years, and inform a best-practice approach for identifying published reports from registry entries.  

 

3. In other places throughout the paper, you refer to “studies in the area”. I find this phrasing a bit too 

vague, and what prefer you to be more specific (e.g. “studies that collect data from trial registries” or 

“studies that use clinical trial registries”).  

 

We have updated the manuscript in each of these locations to refer to the types of studies. To solve 

the issues below (see Reviewer 1, Comment 4), we opted for a more specific phrase: “studies that 

use trial registries to evaluate the completeness and accuracy of trial reporting” (Page 2, Para 1; Page 

2, Para 2).  

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-013048 on 3 O

ctober 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


 

 

4. Under INCLUSION AND EXCLUSION CRITERIA, you state, “We will include all studies that link 

information from one or more of the clinical trial registries included in the World Health Organization 

International Clinical Trial Platform (WHO ICTRP), with any external published source of clinical trial 

results”. Just to clarify, does this mean ANY empirical study that has linked information from the 

registries in WHO ICTRP with published trials will be included? That is, are you going to include 

studies comparing outcomes between the sources, studies comparing analytical methods between 

the sources, studies that have estimated how many registered trials remain unpublished, and studies 

that have estimated how many published trials were registered? If so, I think you should list these (as 

examples). Otherwise, the statement alone is a little ambiguous.  

 

This is correct, and we agree that it is important to describe the range of study types that could be 

included in the systematic review. We have updated the manuscript to list the main types of studies 

that could be included in our analysis (Page 5, Para 2), and include references to some of the most 

recent examples.  

 

5. Also, you state on the Discussion that only English-language articles will be included in the review. 

Can you please state this under INCLUSION AND EXCLUSION CRITERIA too? Will there be any 

eligibility restrictions based on publication status?  

 

We have updated the manuscript to also state this constraint under the inclusion/exclusion criteria 

section (Page 5, Para 2).  

 

Reviewer 2:  

 

1. Fundamentally I am not sure why the authors are choosing to research this issue. The whole field 

of trial registration, trial linkage to results, and trial reporting is currently very fast moving and in 

constant development. There are many influences on registration and reporting at present meaning 

changes in practice is rapid. Reviewing studies that are likely to be analysing the situation with 

registration which pertained maybe several years ago is going to be of historical value only, and won't 

really tell us what is happening today or what would help us to search better today.  

 

We agree that the trial registration practices are changing, affecting the proportion of trials that are 

registered and the proportion of registry entries with machine-readable links to/from bibliographic 

databases. We disagree that this is only of historical value and we note that the purpose of the 

systematic review is not only to improve search methods.  

We have designed the protocol for the systematic review to examine how studies that rely on linking 

registry entries to their published results have uncovered those links. Our systematic review will be 

the first to quantify the processes that have been used to identify links between trial registries and 

published reports of trials across the full range of studies that rely on these processes for their 

conclusions (e.g. studies of how many registered trials have been published, studies comparing 

outcomes between registry entries and published results, and studies examining how many published 

trials were registered). This will provide the first evidence to help understand how these processes 

have changed over time, determine the limitations of each of those processes for different periods of 

trial registrations and reports, and inform a standard to ensure robustness in studies in the area.  

The systematic review will also inform current methods used to identify trials for systematic reviews by 

quantifying which processes are required to identify links to trial registries for trials completed and 

published in different years. Very few machine learning methods designed to automate or support the 

identification of trials for systematic review use external information other than what is in the 

bibliographic database in their approach (10.1186/2046-4053-4-5), so knowing the proportion of 

registry entries with reliable links to bibliographic databases will become increasingly useful. 
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Remember that older registry entries are very rarely updated with links to already published articles 

but the results of these trials are still relevant to new systematic reviews, so knowing the quality of 

links from different periods will continue to be important in the future.  

We have rewritten the background and rationale of the systematic review to explain how the 

systematic review will inform studies aimed at quantifying reporting biases and the identification of 

trials for systematic reviews (Page 4, Paras 2-3).  

 

3. The document is written in note form and there is just not enough detail - the background is sketchy 

and could be argued more cogently and in more detail.  

 

We have rewritten the background and rationale to include more details about the purpose of the 

systematic review and its context in evidence synthesis and the analysis of reporting biases, as above 

(Page 4, Para 2-3).  

 

4. For a systematic review the number of databases that are proposed should be searched is 

inadequate. Additional search methods are sparse.  

 

We search PubMed and EMBASE and additionally hand-search the references of the included 

studies. A March 2016 study from Systematic Reviews (10.1186/s13643-016-0215-7) indicates that 

the combination of PubMed/EMBASE provides 97.5% coverage across a sample of 120 systematic 

reviews and a 2015 study (10.1186/s13643-015-0074-7) suggests that the exact process we propose 

is efficient and enough to capture all studies for most systematic reviews. In addition, while the 

application domain is limited to clinical domains (so bibliographic databases focused on covering all 

biomedical research are most appropriate), other databases that might typically be searched for a 

systematic review of clinical evidence (such as Cochrane Central Register of Controlled Trials) are not 

applicable because we are not looking for clinical trials. We discussed these issues in detail with a 

medical librarian (see Acknowledgements) and felt this was the most appropriate choice given the 

atypical nature of the systematic review we are undertaking.  

We have updated the protocol description to clarify our choice of databases (Page 5, Para 3).  

 

5. The search strategy is quite strange - there may be good reason for its structure, but the authors 

don't explain why it is structured as it is either in the conceptual breakdown in the text or in the full 

strategies.  

 

We can address the search strategy relative to the most recent PRESS guideline for reviewing search 

strategies, which was published last month (10.1016/j.jclinepi.2016.01.021). The topic of the 

systematic review is atypical (PICO does not apply), and the clearest and most relevant search terms 

(e.g. each of the clinical trial registries) return too many records. To constrain the search in a way that 

would improve the precision without affecting the recall, we examined a set of 50 articles that we 

identified from more than 5 years of experience working in the area – identifying additional phrases 

that were semantically relevant to the types of studies matching the inclusion criteria, were common 

among the set of 50 articles, and relatively uncommon in irrelevant studies. As per the newest PRESS 

guideline, we designed the search first for PubMed and then translated the search for EMBASE.  

We have updated the manuscript to explain the rationale behind the search strategy in more detail 

(Page 5, Para 3). 
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VERSION 2 – REVIEW 

REVIEWER Matthew J Page 
University of Bristol 

REVIEW RETURNED 17-Aug-2016 

 

GENERAL COMMENTS The authors have carefully addressed the comments made in the 
previous round, and I have no further comments.  
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