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VERSION 1 – REVIEW 

Reviewers comments and the authors‟ responses 

 

1) Title 

The title needs to be much more specific. A number of studies have looked at 

thecharacteristics of registered in trials in Clinicaltrials.gov and this title implies a much 

broader analysis than was conducted. 

We agree, the title has been made more specific: Characteristics of randomised trials on 

diseases in the digestive system registered in ClinicalTrials.gov 

 

2) What this study adds 

I am not sure the first two points are novel to this study [1,2, 3, 4] 

Moreover, although ICMJE journals “mandated” prospective registration of 

clinical trials in their 2004 statement, many journals allowed – and still allow 

– retrospective trial registration to take place [5]. 

Some studies have addressed different issues concerning trial registration, though not the 

specific issues in focus here. We are well aware that some journals allow post hoc 

registration. We consider that a problem which deserves attention as it gives the reader a false 

impression. 

 

3) Introduction 

I suggest the authors conduct a more substantial literature search [1-4, 6]. 

“Overviews of published trials suggest that the registration of several trials 

is inadequate”. This sentence is too vague and needs to be clarified. 
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A literature search have been performed and relevant papers cited. 

 

4) Methods 

Some more detail is required. The authors say the study is based on a written 

protocol but provide no reference (if the protocol is published) or other 

details of where it might be found. 

The protocol is unpublished but can be obtained from the authors. This information is added 

to the paper. 

 

Other than obtaining a “homogenous sample” where there any other reasons for 

limiting their study to gastrointestinal trials? If so, what were they? Why did 

they not chose, for example, a random sample of registered trials? 

Trials investigating gastrointestinal diseases were chosen as all authors are specialised in 

gastroenterology and hepatology, and therefore found it interesting to focus on research 

concerning diseases of the digestive system. This information is added to the paper. 

 

I was surprised the authors did not search PubMed, the broader and more 

inclusive database than Medline, for published trials. 

Trials were also identified by searching PubMed. This error has been changed and added to 

the manuscript.  

 

It is also well established that some trials (particularly negative results) are less likely to 

be published, and less likely to be published quickly, and more likely to be 

published in summary format such as conference abstracts [7]. What steps did the 

authors take to identify trials that may not have been published in full. Do the 

authors feel their search strategy will have sufficiently identified grey literature?  

No steps were done besides a thorough database search to identify trials that have not been 

published in full. “Grey literature” may have been missed. However the purpose of the study 

was to examine the adequacy of registration in ClincalTrials.gov and to evaluate the 

consistency between primary outcomes, secondary outcomes and sample size specified in 

ClinicalTrials.gov and in published trials – not in abstracts and summaries. 

 

5) Results 

Are the authors able to comment on the proportion of 59 published studies that 
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they identified which report positive results vs. negative results? 

We have looked at this issue:  We defined authors conclusion as the reported interpretation of 

the extent to which the overall trial result favoured the experimental over the control 

intervention. We graded authors conclusion according to the phrasing in the abstract and the 

summarised conclusion on a previously validated 6- point scale. Higher scores indicate a 

more positive conclusion towards the experimental intervention. What we found was that in 

the majority of published trials authors conclusions favoured the experimental intervention. 

This comment / analysis has been added to the paper.  

 

6) Table 1 

I noticed the percentages for disease examined and control group intervention 

total 101% 

This is due to the rounding off figures. It has been corrected. 

 

7) Data sharing statement 

Given the authors are calling for more transparency in the reporting of trials I 

was surprised no additional data are available for this study. 

We agree with the reviewer – of course all data will be available.  

 

8) Comments on writing 

I am not sure the information recorded in a trial registration database should 

be described as the „protocol‟ (usually a detailed description of the methods, 

statistical analysis plan such as are published in some journals). 

The use of the term „paper journal‟ seems a little anachronistic. 

In the methods the authors use the term „registered‟ when they describe which 

extracted data elements were recorded for their analysis. I found this confusing 

given the topic of the paper . 

We agree with the reviewer in all comments, corrections have been made accordingly. 

 

9) There are a number of typographical errors: 

Clinicaltrial.gov and Clinicaltrials.gov are used interchangeably throughout the 

manuscript 

aanalysis; july; se [that a third]; approvel etc 
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The typographical errors have been corrected. 

 

Reviewer 2: 

Name: Claire Vale 

Position: Senior Scientist, Meta-analysis Group, MRC Clinical Trials Unit,  

London 

 

General Comments: 

The authors have attempted to explore the quality of trial registration on  

Clinicaltrials.gov and for those trials in their sample that have been  

published, to assess whehter regstration helps to overcome outcome reporting  

bias and other potential reporting biases.  Whilst I think the idea and  

motivaion behind this study is good and may have implicaitons, e.g. for  

systematic reviewers conducting risk of bias assessments, I feel there are  

some limitiations with the study, including:    

 

1.  The sample size is just over 100 registered trials of which around half  

are published. While the authors acknowledge that this is limited, I think  

that it would have been preferable to extend the sample, e.g. to a different  

disease area, to explore  whether similar trends emerge or the quality of  

registration is potentially better or worse.  

We recognize that both the limited sample size and disease area is a limitation to the study. 

  

2.  The study might have benefitted by trying to obtain full trial protocols  

for the trials in the sample, to assess the quality of the registration  

compared with the original protocols.  There may be differences between the  

actual trial quality and that inferred from register entries.   

It is correct that the data in the protocol may differ from the data registered in 

ClincialTrials.gov, and it would be interesting to examine any differences, however, it would be 

a different set-up, and not the intended purpose of this study. 
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3.  Trials in the sample were initiated between 1978-2006; registered between  

1998 - 2008 and published 1980 - 2010.  Therefore, many were completed and  

published well before Clinicaltrials.gov was set up and also well before the  

recommendation from the ICMJE in 2005.  I am not sure then that the inclusion  

of such trials in the sample is entirely appropriate as they would have had no  

option but to register retrospectively. On a similar note, the authors state  

that only half of the registered studies were published, but given that the  

median date of initiation was 2002, and the median completion date was 2006, I  

assume that many studies are still in follow up and liikely to be published  

when the data are mature, so this statement is somewhat misleading. 

It is correct that some trials were initiated, completed and published before 2005 and therefore 

registered retrospectively – in our opinion unnecessarily. 

Likewise we acknowledge that some trials are likely to be published later, this is mentioned as 

one of the limitations of our study. 
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