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VERSION 1 - REVIEW 

REVIEWER Lee Hooper 
Norwich Medical School  
University of East Anglia  
Norwich Research Park 
Norfolk, England 
 
I am a systematic reviewer and researcher, so that some of the 
recommendations in this paper are aimed (indirectly) at me. I have 
carried out a small amount of research on dissemination bias, and 
am a member of a World Health Organization committee with the 
lead author of this paper. 

REVIEW RETURNED 15-Nov-2014 

 

GENERAL COMMENTS  
Thank you for asking me to review this interesting paper on how we 
best reduce the problem of dissemination bias. The paper is very 
clear, interesting and well written. Clarifying who needs to do what to 
reduce dissemination bias – so that people can take responsibility 
for their own parts in the process - is a good idea. I have only a 
couple of minor suggestions.  
The objective in the abstract is stated as “To collate current available 
evidence on the scope and extent of the problem of dissemination 
bias, and to develop evidence-informed general and targeted 
recommendations addressing the various stakeholders involved in 
knowledge generation and dissemination to help overcome the 
problem of dissemination bias.” This is a good objective for the full 
project, but is not really correct for this paper – perhaps the objective 
for the paper would more accurately be to develop the 
recommendations on the basis of previously collated evidence?  
 
Could you define what a “Benefit assessment institution” is? Is this a 
generic name for medical insurance schemes?  
 
I do not understand what table 3 intends to do – what is this for? 
What is being defined? What should I take from it?  
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It would be useful to understand where the major and specific 
recommendations spring from – I understand that they come from 
the various work packages, but the outputs of these are not 
referenced (I don‟t think), nor is the provenance of each 
recommendation clear (before the final meeting). Could you map this 
process out? 

 

REVIEWER Tim Platts-Mills 
University of North Carolina at Chapel Hill 

REVIEW RETURNED 24-Nov-2014 

 

GENERAL COMMENTS Thank you for the opportunity to review this manuscript. Reducing 
dissemination bias in clinical research is of critical importance, and 
the authors should be congratulated for their efforts. Overall, the 
manuscript is well written and the specific recommendations are 
helpful. I have several concerns and suggestions. I realize the 
OPEN project is complete, so I appreciate that the capacity of the 
authors to respond to the comments may be limited. However, I 
think the manuscript would be improved if the following 
organizational and content issues are addressed.  
---  
One concern is that the general recommendations seem fairly weak. 
I would prefer that these general recommendations either be 
strengthened or dropped. One advantage of dropping the general 
recommendations is that it would force readers into the specific 
recommendations, which are for the most part more concrete and I 
would think more valuable.  
Here are my critiques of the general recommendations:  
1. Raising awareness sounds good, but what actions should be 
taken to do this and how would we know if awareness has been 
raised? What are the monitoring or enforcement methods for raising 
awareness?  
2. Recommending that stakeholders implement the 
recommendations seems unnecessary. Isn‟t it implied that you want 
the recommendations to be implemented?  
3. Promoting trial registration is important, but again this is vague.  
4. Supporting activities to systematically synthesize information from 
studies. This is a really important point and the least vague of the 
general recommendations.  
---  
What is a “benefit assessment institution”? The organization that 
comes to mind is the Cochrane Collaborative Group, but I don‟t see 
any information in the manuscript to clarify if this is what you are 
talking about. Please define this term.  
Related to this, many systematic reviews are conducted by small 
groups of investigators with academic affiliations but probably don‟t 
think of themselves as being part of a “benefit assessment 
institution.” I would think that the work of these authors is also of 
concern. So, shouldn‟t you recommend that journal editors make 
sure that systematic reviews include a search of clinical trial 
registries?  
Also related, general recommendation 4 explicitly describes the 
need for authors of systematic reviews to include a search of clinical 
trial registries. However, this valuable recommendation is not 
echoed in the specific recommendations. The closest thing to it is 
10.3, which is much more vague than the content in the specific 
recommendation. I think more specific language in the specific 
section would be helpful. The following reference should be 
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included: http://www.ncbi.nlm.nih.gov/pubmed/25348628  
---  
--  
One of the specific requirements you provide (5.2) is for authors to 
make their data publicly available within one year. You do say, i.e. 
through journal publications and posting of results in registers. 
However, I think you might strengthen this by explicitly stating that 
investigators should make results available in both publications and 
in registers, because journal publications and registers provide 
complimentary functions and both are important.  
---  
One area of concern not addressed is the problem of a lack of 
specificity in outcomes. This allows for selection of outcomes after 
analysis. This subject and the following reference should be 
included: http://www.ncbi.nlm.nih.gov/pubmed/21366476  
--  
I think trialists should report and explain any discrepancies between 
the primary outcome as defined at the time of the initial registration 
and the primary outcome that is registered at the completion of the 
trial and the primary outcome reported in manuscripts. Wandering 
outcomes is a serious threat to the validity of clinical trials and 
changes should be clearly reported so readers can judge for 
themselves the significance.  
  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Lee Hooper  

Institution and Country Norwich Medical School  

University of East Anglia  

Norwich Research Park  

Norfolk, England  

Please state any competing interests or state „None declared‟: I am a systematic reviewer and 

researcher, so that some of the recommendations in this paper are aimed (indirectly) at me. I have 

carried out a small amount of research on dissemination bias, and am a member of a World Health 

Organization committee with the lead author of this paper.  

 

 

Thank you for asking me to review this interesting paper on how we best reduce the problem of 

dissemination bias. The paper is very clear, interesting and well written. Clarifying who needs to do 

what to reduce dissemination bias – so that people can take responsibility for their own parts in the 

process - is a good idea. I have only a couple of minor suggestions.  

The objective in the abstract is stated as “To collate current available evidence on the scope and 

extent of the problem of dissemination bias, and to develop evidence-informed general and targeted 

recommendations addressing the various stakeholders involved in knowledge generation and 

dissemination to help overcome the problem of dissemination bias.” This is a good objective for the 

full project, but is not really correct for this paper – perhaps the objective for the paper would more 

accurately be to develop the recommendations on the basis of previously collated evidence?  

 

Thanks for picking this up. Objective in Abstract was changed to: “To develop evidence-informed 

general and targeted recommendations addressing the various stakeholders involved in knowledge 

generation and dissemination to help reduce the problem of dissemination bias on the basis of 

previously collated evidence.”  
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Could you define what a “Benefit assessment institution” is? Is this a generic name for medical 

insurance schemes?  

 

In the introduction we do now provide some explanation: “…and benefit (health technology) 

assessment agencies such as NICE in the UK (www.nice.org.uk) and IQWiG in Germany 

(www.iqwig.de).”  

 

 

I do not understand what table 3 intends to do – what is this for? What is being defined? What should 

I take from it?  

 

We assume the reviewer is referring to Box 3. We agree that this is not really helpful. Therefore we 

took this box out of the manuscript as well as Box 2. The text has been adapted accordingly.  

 

 

It would be useful to understand where the major and specific recommendations spring from – I 

understand that they come from the various work packages, but the outputs of these are not 

referenced (I don‟t think), nor is the provenance of each recommendation clear (before the final 

meeting). Could you map this process out?  

 

As rightly noted by the reviewer the recommendations were developed based on the findings of the 

various work packages. As described in the manuscript, each work package “formulated 4 to 7 

recommendations on how to reduce dissemination bias tailored to their respective key group in the 

knowledge translation process. These recommendations were compiled, ordered, and harmonised to 

form draft recommendations used as the basis for discussion at the OPEN workshop including further 

international key stakeholders in clinical research.” As described because of initial overlap, etc. 

compilation, ordering and harmonization were done in preparation for the workshop. However, 

basically, the recommendations for each key stakeholder group spring from the respective work 

package addressing these groups.  

A reference was added to the work package on researchers and trial registers, since these results 

have been published in the meantime.  

 

 

 

Reviewer: 2  

Reviewer Name Tim Platts-Mills  

Institution and Country University of North Carolina at Chapel Hill  

Please state any competing interests or state „None declared‟: None declared  

 

 

Thank you for the opportunity to review this manuscript. Reducing dissemination bias in clinical 

research is of critical importance, and the authors should be congratulated for their efforts. Overall, 

the manuscript is well written and the specific recommendations are helpful. I have several concerns 

and suggestions. I realize the OPEN project is complete, so I appreciate that the capacity of the 

authors to respond to the comments may be limited. However, I think the manuscript would be 

improved if the following organizational and content issues are addressed.  

---  

One concern is that the general recommendations seem fairly weak. I would prefer that these general 

recommendations either be strengthened or dropped. One advantage of dropping the general 

recommendations is that it would force readers into the specific recommendations, which are for the 

most part more concrete and I would think more valuable.  
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We certainly do agree with the reviewer that the concrete recommendations do carry more value.  

However, there are various reasons why we would like to present the general recommendations as a 

first step:  

1) They highlight the fact that the problem of dissemination bias cannot be solved by a single group 

only, but joint efforts by all stakeholder groups are required.  

2) These overarching recommendations include themes that are addressed in more detail in the 

concrete recommendations for the specific groups (e.g. raising awareness: “funding agencies should 

include statement on dissemination bias and the requirement for the dissemination in calls for 

proposals” or “research institutions should provide guidance and training about the implications of and 

possible measures for avoiding dissemination bias…”, etc.). So we feel that they actually help the 

reader/user to better understand why some of the specific recommendations were made.  

3) It is clear that the general recommendations are not very useful without considering the concrete 

recommendations. This is now stressed in the abstract and text as follows: Abstract: “These general 

recommendations are complemented and specified by 47 targeted recommendations tailored towards 

funding agencies, …..”; Text, End of Introduction: “It then presents 47 concrete recommendations 

complementing the general recommendations aimed at the specific target groups, namely funding 

agencies,…”. Also, it is already highlighted in the manuscript that the targeted recommendations are 

the main results from the OPEN project at the beginning of the Results section: “In this report, we first 

present four general overarching recommendations – aimed at major stakeholders in the knowledge 

generation and translation process – followed by the main results from the OPEN project, i.e. 47 

targeted recommendations addressing 11 key stakeholder groups.”  

Therefore, we suggest to keep the general recommendations and the structure of the manuscript. 

Also taking into account that the general recommendations are part of the set of recommendations 

which were delivered to the EU as part of the final report.  

 

 

Here are my critiques of the general recommendations:  

1. Raising awareness sounds good, but what actions should be taken to do this and how would we 

know if awareness has been raised? What are the monitoring or enforcement methods for raising 

awareness?  

 

We agree, that this is not very concrete, but as said in the previous response, there are concrete 

recommendations available for some of the key stakeholder groups on how this could be achieved.  

 

 

2. Recommending that stakeholders implement the recommendations seems unnecessary. Isn‟t it 

implied that you want the recommendations to be implemented?  

 

Again, we do agree that this is what we want. We do feel, though, that it is important to stress that 

endorsement by stakeholder groups is not enough, but that active implementation is required.  

 

 

3. Promoting trial registration is important, but again this is vague.  

 

This recommendation is not only about trial registration, but does include also posting of results and 

support for initiatives that facilitate searches across multiple trial registries. We do think that this is a 

concrete and helpful recommendation.  

 

 

4. Supporting activities to systematically synthesize information from studies. This is a really important 

point and the least vague of the general recommendations.  
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So, then it is probably o.k. to keep it.  

 

 

---  

What is a “benefit assessment institution”? The organization that comes to mind is the Cochrane 

Collaborative Group, but I don‟t see any information in the manuscript to clarify if this is what you are 

talking about. Please define this term.  

 

We apologize for being not clear about this. This has been addressed since reviewer 1 also noted it.  

 

 

Related to this, many systematic reviews are conducted by small groups of investigators with 

academic affiliations but probably don‟t think of themselves as being part of a “benefit assessment 

institution.” I would think that the work of these authors is also of concern. So, shouldn‟t you 

recommend that journal editors make sure that systematic reviews include a search of clinical trial 

registries?  

 

We agree that this is a very reasonable recommendation which is already included in the Cochrane 

Handbook for Systematic Reviews of Interventions which we specifically refer to in our 

recommendation 4.1 “Systematic reviewers …should follow the best practices (reference Cochrane 

Handbook)…especially concerning the search for trials…”.  

We felt that developing recommendations on best practices for conducting SRs should not be the 

scope of the OPEN project.  

 

 

Also related, general recommendation 4 explicitly describes the need for authors of systematic 

reviews to include a search of clinical trial registries. However, this valuable recommendation is not 

echoed in the specific recommendations. The closest thing to it is 10.3, which is much more vague 

than the content in the specific recommendation. I think more specific language in the specific section 

would be helpful. The following reference should be included: 

http://www.ncbi.nlm.nih.gov/pubmed/25348628  

 

We do not fully agree that this is not echoed in the specific recommendations. In particular 

recommendation 4.1 refers to best practices for conducting SRs (citing relevant references as the 

Cochrane Handbook) stressing especially best practices for the search for trials. As rightly noted, also 

specific recommendation 10.3 addresses this issue. We do think that this shows that the general 

recommendations with explanatory text are helpful and required.  

The suggested reference has been included in the text describing the general recommendation #4.  

 

--  

One of the specific requirements you provide (5.2) is for authors to make their data publicly available 

within one year. You do say, i.e. through journal publications and posting of results in registers. 

However, I think you might strengthen this by explicitly stating that investigators should make results 

available in both publications and in registers, because journal publications and registers provide 

complimentary functions and both are important.  

 

We do fully agree with this. However, we do feel that the recommendation as it is (“Trialists should 

disseminate complete summary results (as soon as possible, but no later than 12 months) from all 

clinical trials they conduct, i.e, through journal publications and results posting of results in registers 

(strong recommendation).”) strongly suggests to do both, but allows for the fact that in some 

circumstances a journal publication might not be feasible (in the suggested time period).  
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---  

One area of concern not addressed is the problem of a lack of specificity in outcomes. This allows for 

selection of outcomes after analysis. This subject and the following reference should be included:  

http://www.ncbi.nlm.nih.gov/pubmed/21366476  

 

We do agree that selective outcome and selective analyses reporting is very important. However, this 

has not been the focus of this project which addressed primarily non-publication/non-dissemination of 

full studies.  

The suggested reference has been incorporated in the text providing detail on general 

recommendation #3 when referring to trial registers.  

 

 

--  

I think trialists should report and explain any discrepancies between the primary outcome as defined 

at the time of the initial registration and the primary outcome that is registered at the completion of the 

trial and the primary outcome reported in manuscripts. Wandering outcomes is a serious threat to the 

validity of clinical trials and changes should be clearly reported so readers can judge for themselves 

the significance.  

 

Again, we absolutely agree with the reviewer. But as said earlier, selective reporting of outcomes 

and/or analyses has not been the focus of this work which is addressed by a group of researchers in 

Liverpool (Kerry Dwan, Jamie Kirkham, Paula Williamson) who are working on recommendations 

complementing the OPEN recommendations to reduce bias due to selective reporting of outcomes 

and/or analyses. This has also been clarified now in the Methods section: “The focus of these 

recommendations was on non-dissemination of full trials rather than the selective reporting of 

outcomes 2 and/or analyses 16.” 

VERSION 2 – REVIEW 

REVIEWER Lee Hooper 
Norwich Medical School, University of East Anglia, Norwich, UK 
 
As previously stated I am a systematic reviewer and researcher, so 
that some of the recommendations in this paper are aimed 
(indirectly) at me. I have carried out a small amount of research on 
dissemination bias, and am a member of a World Health 
Organization committee with the lead author of this paper. 

REVIEW RETURNED 06-Jan-2015 

 

GENERAL COMMENTS Thank you, you have addressed all of my (minor) concerns. One 
final suggestion is that benefit assessment agencies are also 
defined in the abstract - your definition as provided in the 
introduction would be fine, eg "benefit (health technology) 
assessment agencies". This would also enable the term to be picked 
up in electronic searches of "health technology assessment".   

 

REVIEWER Tim Platts-Mills 
University of North Carolina at Chapel Hill  
USA 

REVIEW RETURNED 13-Jan-2015 
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GENERAL COMMENTS I appreciate the specific responses provided by the authors as part 
of this revised submission. I think the manuscript is well done and 
have no further concerns.  

 

VERSION 2 – AUTHOR RESPONSE 

the excellent suggestion by Reviewer 1 (Lee Hooper) has been taken up. The abstract has been 

changed from "...benefit assessment institutions..." to "...benefit (health technology) assessment 

institution as has previously been done in the introduction. 
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