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VERSION 1 - REVIEW 

REVIEWER Barbara E. Bierer, MD 
Brigham and Women's Hospital  
Boston, MA, USA 

REVIEW RETURNED 03-Oct-2016 

 

GENERAL COMMENTS This is a well-written and interesting study of the importance of 
results publication and dissemination to potential research 
participants. The authors have asked a question that has not, to my 
knowledge, been addressed previously. Were it known that results 
had not previously been published by the investigators, prospective 
participants would be less likely to agree to participate in a trial. 
Further, when asked (but not offered spontaneously), the majority 
(85%) of participants thought it important for the publication track 
record of the investigators to be communicated to potential 
participants during the informed consent process.  
 
This is an interesting and thought-provoking survey that is well-
performed. The major limitations are well described: a rarified 
population of patients seen in an emergency room of a major 
academic setting. The initial population is diverse (sex, race, 
education) but likely not representative (e.g. 16% had previously 
participated in a clinical research study, etc.) and more positive 
about clinical research than the general population. Further, only a 
minority of the patients screened were eligible and only a minority of 
those eligible patients agreed to participate in the study, potentially 
further biasing the results. Nevertheless, as the authors point out, 
this group of participants are likely to be the most favorably inclined 
to clinical research, and therefore the results are even more 
important to consider. A further bias that should be mentioned is the 
fact that the investigators introduced the questions regarding the 
importance of prior publication to the respondents; it is unknown 
whether the respondents would have offered this as an important 
consideration had they not been asked.   
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REVIEWER Jennifer Miller 
NYU, USA 

REVIEW RETURNED 17-Oct-2016 

 

GENERAL COMMENTS This paper addresses an important topic. Suggested revisions are 
outlined below:  
 
In General  
1. This paper considers publication in a journal as the main way to 
disclose clinical trial results. Posting summary results in a clinical 
trial registry is another method. It could be more accurate to define 
the spectrum of practices for sharing clinical trial information.  
2. It is possible the modality of trial results disclosures is of little 
importance to patients. Patients may merely be interested in the 
results being public, whether in an academic publication, 
government registry, or some other type of database, such as a 
corporate repository.  
3. Since this paper surveys patients’ attitudes (not those of healthy 
people), the methodology and discussion sections should clearly 
exclude addressing phase 1 trials in healthy volunteers. All trials 
shouldn’t be lumped and treated equally.  
 
Outcome measures  
4. Consider stating that attitudes are being assessed, rather than 
knowledge.  
 
Discussion section  
5. page 8-9: The authors state that, “First, many trials do not meet 
the FDAAA definition” of an applicable clinical trial. The last paper by 
Anderson and Califf would be a better citation for this statement.  
6. Check the date of FDAAA. Also, this statement is not the 
definition of FDAAA: “FDAAA eligible studies, availability of study 
results within 1 year of study completion is required by law, but 
compliance with this requirement is poor.” Delay certifications can be 
filed delaying results reporting long beyond 1 year.  

 

REVIEWER Joseph Unger 
Fred Hutchinson Cancer Research Center  
Seattle, WA  
USA 

REVIEW RETURNED 24-Oct-2016 

 

GENERAL COMMENTS In this paper, the authors use a cross sectional assessment of 
patient attitudes towards participation in clinical trials to examine 
whether publication of results matters to patients.  
In general, I think this is an important research question to ask and I 
can imagine the finding will be of use to many investigators 
examining the relationship between patients and the trial research 
system.  
Introduction: The authors cite 3 studies pertaining to patient 
motivations for trial participation, the most recent of which is in 2004. 
I know there must be more recent work as well, that is also 
potentially more informative.  
The authors note that 50% of all clinical trials are not published, 
including a third of large trials. But I suspect this differs according to 
industry vs. academic, by type of disease (i.e. cancer vs. heart), as 
well as perhaps according to whether they are cooperative group 
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trials vs single center trials. Some context to these rather damning 
statistics would be helpful. Moreover, the citations are based on 
results from clinicaltrials.gov, which is an imperfect representation of 
trial publication rates due to time lags and reporting inadequacies.  
It is difficult to generalize these results are to specific disease areas. 
For instance if someone actually has cancer, their pattern of 
responses could change. The authors addressed this in part in their 
limitation section.  
The investigators indicate that “Research assistants screened and 
enrolled participatns using random time block sample…” Why, rather 
than to obtain subjects comprehensively? Likely due to resource 
constraints.  
The recommendations on p. 9 are very useful. I would just suggest 
that the authors consider the complications involved in reporting trial 
results that often lead to delays. Sometimes accrual is slower than 
anticipated. Sometimes the event rates are lower than anticipated 
and follow-up needs to be extended to obtain full power. The 
analysis and publication of trial results is not always straight forward. 
For government trials, collaborations with pharma or other sponsors 
can slow the reporting of results. Finally, additional data sharing 
requirements for some government agencies also take time away 
from trial reporting or reporting of results to CT.gov. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Barbara E. Bierer, MD  

Institution and Country: Brigham and Women's Hospital, Boston, MA, USA  

Competing Interests: None Declared  

 

This is a well-written and interesting study of the importance of results publication and dissemination 

to potential research participants. The authors have asked a question that has not, to my knowledge, 

been addressed previously.  Were it known that results had not previously been published by the 

investigators, prospective participants would be less likely to agree to participate in a trial.  Further, 

when asked (but not offered spontaneously), the majority (85%) of participants thought it important for 

the publication track record of the investigators to be communicated to potential participants during 

the informed consent process.  

 

This is an interesting and thought-provoking survey that is well-performed. The major limitations are 

well described: a rarified population of patients seen in an emergency room of a major academic 

setting.  The initial population is diverse (sex, race, education) but likely not representative (e.g. 16% 

had previously participated in a clinical research study, etc.) and more positive about clinical research 

than the general population. Further, only a minority of the patients screened were eligible and only a 

minority of those eligible patients agreed to participate in the study, potentially further biasing the 

results. Nevertheless, as the authors point out, this group of participants are likely to be the most 

favorably inclined to clinical research, and therefore the results are even more important to consider. 

A further bias that should be mentioned is the fact that the investigators introduced the questions 

regarding the importance of prior publication to the respondents; it is unknown whether the 

respondents would have offered this as an important consideration had they not been asked.  

 

**Thank you for this feedback. We agree that participants may not have considered the problem of 

non-publication before we introduced these questions to them, and that the fact that they were asked 

about this topic may have influenced their stated opinions. We have added a discussion of this issue 

to our limitations section.  
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Reviewer: 2  

Reviewer Name: Jennifer Miller  

Institution and Country: NYU, USA  

Competing Interests: none  

 

This paper addresses an important topic. Suggested revisions are outlined below:  

 

In General  

1. This paper considers publication in a journal as the main way to disclose clinical trial results. 

Posting summary results in a clinical trial registry is another method.  It could be more accurate to 

define the spectrum of practices for sharing clinical trial information.  

 

**We agree that there are other important methods of disseminating the results of clinical research 

aside from peer-reviewed publication, including utilization of results databases within trial registries. 

We have added a discussion of registry results databases to our introduction.  

 

2. It is possible the modality of trial results disclosures is of little importance to patients. Patients may 

merely be interested in the results being public, whether in an academic publication, government 

registry, or some other type of database, such as a corporate repository.  

 

**Thank you for identifying this issue. We agree that patients likely care more about results being 

made public than the specific mechanism by which this occurs. Because familiarity with trial registries 

and these other mechanisms of results dissemination is probably limited among the general public, 

and because a fairly comprehensive understanding of the issues surrounding dissemination of trial 

results is needed in order to distinguish between the advantages and disadvantages of each of these 

mechanisms, testing this hypothesis was beyond the scope of our study. Our survey questions used 

the phrasing, “make results from the trial publically available,” which is consistent with the reviewer 

point that patients might not care about the specific modality. We have now revised the manuscript 

title, the wording of the abstract, the body of the manuscript, and the title of Table 4 to be consistent 

with this wording.  

 

3. Since this paper surveys patients’ attitudes (not those of healthy people), the methodology and 

discussion sections should clearly exclude addressing phase 1 trials in healthy volunteers.  All trials 

shouldn’t be lumped and treated equally.  

 

**Thank you; we agree that this is an important point and have added it to our limitations section.  

 

Outcome measures  

4. Consider stating that attitudes are being assessed, rather than knowledge.    

 

**We have made the suggested change; thank you.  

 

Discussion section  

5.    page 8-9:  The authors state that, “First, many trials do not meet the FDAAA definition” of an 

applicable clinical trial.  The last paper by Anderson and Califf would be a better citation for this 

statement.  

 

**Thank you for this suggestion; we agree and have made this change.  

 

6.    Check the date of FDAAA.  Also, this statement is not the definition of FDAAA:  “FDAAA eligible 

studies, availability of study results within 1 year of study completion is required by law, but 

compliance with this requirement is poor.”  Delay certifications can be filed delaying results reporting 

 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-2016-013649 on 24 N

ovem
ber 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


long beyond 1 year.  

 

**In 2012 the FDA released a compliance guide for sponsors, investigators, and IRBs requiring that 

informed consent documents include a statement referencing ClinicalTrials.gov for trials started on or 

after March 7, 2012. We corrected our manuscript to read “on or after March 7, 2012,” rather than 

“after March 7, 2012.” We have also clarified the statement about posting study results within one 

year of study completion to include the option of obtaining an extension.  

 

Reviewer: 3  

Reviewer Name: Joseph Unger  

Institution and Country: Fred Hutchinson Cancer Research Center, Seattle, WA, USA  

Competing Interests: None declared  

 

In this paper, the authors use a cross sectional assessment of patient attitudes towards participation 

in clinical trials to examine whether publication of results matters to patients.  

In general, I think this is an important research question to ask and I can imagine the finding will be of 

use to many investigators examining the relationship between patients and the trial research system.  

Introduction: The authors cite 3 studies pertaining to patient motivations for trial participation, the most 

recent of which is in 2004. I know there must be more recent work as well, that is also potentially 

more informative.  

 

**Thank you for this suggestion. We have added two additional, more recent citations in support of 

this point.  

 

The authors note that 50% of all clinical trials are not published, including a third of large trials. But I 

suspect this differs according to industry vs. academic, by type of disease (i.e. cancer vs. heart), as 

well as perhaps according to whether they are cooperative group trials vs single center trials. Some 

context to these rather damning statistics would be helpful. Moreover, the citations are based on 

results from clinicaltrials.gov, which is an imperfect representation of trial publication rates due to time 

lags and reporting inadequacies.  

 

**We agree that characteristics like those identified above influence publication rates among specific 

subsets of clinical trials. The goal of our introduction is to provide background information relevant to 

the conduct and reporting of clinical trials in general. With this in mind, we believe that the focus on 

the population of trials as a whole is appropriate. We also agree that the use of ClinicalTrials.gov to 

determine publication rates has limitations. While point estimates vary, other methods of determining 

publication rates have resulted in similar findings. We have now included several of these additional 

citations.  

 

It is difficult to generalize these results to specific disease areas. For instance if someone actually has 

cancer, their pattern of responses could change. The authors addressed this in part in their limitation 

section.  

 

**We agree that these results may not apply to specific patient populations or disease entities, and 

discuss this issue in our limitations. We have also added a specific caution against applying these 

results to phase 1 trials.  

 

The investigators indicate that “Research assistants screened and enrolled participants using random 

time block sample…” Why, rather than to obtain subjects comprehensively? Likely due to resource 

constraints.  

 

**As you suggest, random time block sampling was used due to resource constraints. We used 
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random time blocks in an effort to limit sampling bias, given the resources we had available for this 

study. We now explain this reasoning in our methods section.  

 

The recommendations on p. 9 are very useful. I would just suggest that the authors consider the 

complications involved in reporting trial results that often lead to delays. Sometimes accrual is slower 

than anticipated. Sometimes the event rates are lower than anticipated and follow-up needs to be 

extended to obtain full power. The analysis and publication of trial results is not always straight 

forward. For government trials, collaborations with pharma or other sponsors can slow the reporting of 

results. Finally, additional data sharing requirements for some government agencies also take time 

away from trial reporting or reporting of results to CT.gov.  

 

**Thank you for this feedback. We agree that changes to the information provided to potential trial 

participants as part of the informed consent process have the potential to cause unintended 

consequences, and that in some cases it may be difficult for laypersons to understand information 

about publication delays and non-publication. We have edited the discussion section to make these 

points. 
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