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November 30th, 2017 

 

The Editors 

The BMJ 

 

Dear Editors 

 

It is with great pleasure that we submit our revised manuscript entitled “Data sharing and 

re-analysis for randomised controlled trials in leading biomedical journals with a full data-

sharing policy: a survey of studies published in the BMJ and PLOS Medicine” for 

consideration for publication in The BMJ. This paper is a report on original research.  

 

We would like to thank you for your interest in our research and for your and the peer 

reviewers very insightful comments. We provided answers to these comments in these 

detailed responses and edited the text accordingly.  

The manuscript has been carefully edited for syntax and grammar.  

All authors have read the manuscript and agree with its content. All the authors attest to the 

absence of conflicts of interest and that there has been no previous publication of this study.  

We thank you in advance for your attention to the manuscript. Please do not hesitate to 

contact us if you require further information.  

 

Yours Sincerely,  

 

Florian Naudet, Charlotte Sakarovitch, Perrine Janiaud, Ioana Cristea, Daniele Fanelli, 

David Moher, John P.A. Ioannidis 

Meta-Research Innovation Center at Stanford (METRICS) 

Stanford University, Stanford, CA 94305, USA 

  



 2

 
 
 
 
**Report from The BMJ’s manuscript committee meeting** 
 
These comments are an attempt to summarise the discussions at the manuscript meeting. They are not an 
exact transcript. 
 
Members of the committee were: Elizabeth Loder (chair), Jon Deeks (statistician), Georg Roggla, Wim 
Weber, Jose Merino, John Fletcher, Rubin Minhas, Tiago Villanueva 
 
Decision: Put points 
 
Detailed comments from the meeting: 
 
First, please revise your paper to respond to all of the comments by the reviewers. Their reports are 
available at the end of this letter, below. 
 
We respond below to all these comments.  
 
Please also respond to these additional comments by the committee: 
 
- Our statistician made the following comments: 
I think that this paper would be of interest to trialists as well as editors. 
Data sharing policy is “on reasonable request”.   This is an important part of the policy, and I think it is 
wrong to claim that it leads to “broken promises”.   It would be debatable in my CTU whether sharing data 
for the purposes of this project constitutes reasonable request.  This project lies outside the purpose for 
which the trial was done and the participants gave consent.  Sharing data is not a cost-free exercise 
(estimate that it takes 1 week of work to prepare the data set and dictionary).   OK if this is already done, 
but not if this is the first contact. 
 
We agree with this comment. We had already alluded to this point in our discussion as you can read on the 
first draft.  
 
“Our study might be perceived by some authors as imposing unreasonable requests on them.” 
 
In addition, we detailed in the paper that one contacted author explicitly declined to share his data for this 
reason.  
 
Moreover, since we submitted the paper to the journal, a conference abstract submitted to the recent 
International Congress on Peer Review and Scientific Publication in Chicago found that authors could be 
less willing to share data for the purpose of re-analyses than for IPD meta-analyses.1  
 
However, we decided to be more explicit and provided more details. First, we deleted the reference to 
“broken promises” because it was possibly too strong without added value.  
 
“Lack of response from authors was also identified as a caveat in the previous evaluation, which suggested 
that the wording of the BMJ policy such as availability on ‘reasonable request’ might be interpreted in 
different ways was open to various interpretation and might lead to broken promises.21 Previous research 
across PLOS also suggests that data requests by contacting authors might be sometimes ineffective.22 
Despite writing a data sharing agreement in their paper, corresponding authors are still free to decline data 
requests. Our study might be perceived by some authors as imposing unreasonable requests on them. For 
example, one may question whether sharing data for the purposes of this project constitutes a reasonable 
request. One might consider that this meta-research project exploring the effectiveness of data sharing 
policies lies outside the purpose for which the initial trial was done and for which the participants gave 
consent. A survey found that authors are generally less willing to share their data for the purpose of re-
analyses1 than, for instance, for individual patient data meta-analyses. Nevertheless, reproducibility checks, 
based on independent re-analysis are perfectly aligned with the primary objective of clinical trials and 
indeed with patient interests. Conclusions that persist through substantial re-analyses are becoming more 
credible. In order to explain and support the interest of our study, we have registered a protocol and have 
transparently described our intentions in our e-mail. Still, but data sharing rates were still lower than we 
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expected. Active auditing of data sharing policies by journal editors may facilitate data sharing 
implementation.” 
 
Where there was no response, who was contacted?  Was investigation of other contacts made? 
 
As stated in the paper, when we had no answer to our first email, we sent 3 reminders to the author who 
was listed as corresponding author for the purpose of data-sharing. In some instance, the papers provided 
two e-mails for correspondence. In these cases, we contacted both authors. Of course, when we received a 
response asking us to contact another author, we contacted her/him. Other than making repeated attempts 
to contact the corresponding author, we did not attempt to contact any of the other authors. We think that it 
was explicit in our first draft and did not change the text. 
 
“All initial emails were sent from a professional email address (fnaudet@stanford.edu), and 3 additional 
reminders were sent to each author 2-3 weeks apart, in case of non-response.” 
 
Therefore, we agree that our strict application of the procedure proposed in the papers as well as the 
purpose of our study could be seen as artificial and may have resulted in data sharing rates that might be 
different of the data sharing rates observed for example upon request of a consortium of scientists knowing 
well the investigators for the purpose of an individual patient meta-analysis and offering them co-authorship 
in the project. However, such a case was already the norm before and data-sharing policies aim to address 
such barriers allowing a wider availability of data.  
In addition, our results have some external validity and are in line with those previously reported at The 
BMJ2 and those observed by Stodden and colleagues in other scientific areas (unpublished material, 
presented at a METRICS forum last year).  
 
We have edited our discussion accordingly trying to be more explicit (see below).  
 
Shame that replication was limited to the primary outcome.   Many of our greatest problem stories are about 
other outcomes. 
 
We agree with the reviewer although this study was limited to investigating primary outcomes only. Here we 
would prefer not to change our pre-registered plan. In addition, as already stated in the text, we also think 
that the re-analyses of safety outcomes would be even more interesting to perform than secondary 
outcomes (see Study 329 3 as a perfect example).  
However, this falls well beyond the scope of our paper that was the first attempt to systematically replicate 
studies in the data sharing era. For this purpose, re-analyses of primary outcomes were most sensible to 
retain. The result and main interpretation of the studies relies on these criteria, so in a very basic approach, 
these criteria are the more important ones.  
 
We have edited the text accordingly to shed light on these issues (and also have added points by reviewer 
4).  
 
“In our study, the notion of data sharing was restricted to a request by a researcher group while, in theory, 
other types of requestors (patients, clinicians, health and academic institutions, etc) may also be interested 
in the data. Moreover, we followed the strict procedure presented in the paper and without sending any 
correspondence (e.g. rapid response) on the journals’ website. In addition, our re-analyses were based on 
primary outcomes whereas secondary and safety outcomes may be more problematic in their reproduction. 
These are points that need to be explored in further studies.” 
 
Figure 2 is about statistical significance not clinical significance as it says in the text. 
 
Of course, we apologize for this slip of the pen. We have corrected this obvious mistake.  
 
“Therefore, we found no results contradicting the initial publication, neither in terms of magnitude of the 
effect (Table 2) nor in terms of clinical statistical significance of the finding (Figure 2).” 
 
Where analyses can’t be repeated to get the treatment effect, were patient numbers and event numbers the 
same?   Is it possible to give a little more information on what was agreed upon and what was different? 
 
Thank you for this comment.  
 
1/ In the case of Luedke, 2015, patient numbers were slightly different (a difference of 1 patient in one 
analysis).  
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Here is the table presented in the paper:  

 
 
Here is a table summarizing the initial results and results of our re-analysis.  

 
 AFTER 

STIM 

   AFTER 

CBT 

   

OUTCOME 

MEASURE 

Mean 

(SD) 

Anodal 

Mean 

(SD) 

Sham 

Mean 

difference 

between 

groups  

99 % CI 

P-

Value 

Mean 

(SD) 

Anodal 

Mean 

(SD) 

Sham 

Mean 

difference 

between 

groups  

99 % CI 

P-

Value 

VAS (mm) 

Initial 

42 (24), 

n=60 

41 

(23), 

n=62 

1 (-8.69 to 

6.3) 

0.68 26 (23), 

n=60 

23 

(18), 

n=58 

3 (-10.32 to 

6.73) 

0.58 

VAS (mm) 

Re-analysis 

42 (24), 

n=60 

41 

(23), 

n=62 

1.41 (-6.05 to 

8.89) 

0.62 26 (23), 

n=60 

23 

(18), 

n=59 

1.59 (-6.89 to 

10.06) 

0.62 

ODI (points) 

Initial 

15 (7), 

n=61 

14 (6), 

n= 61 

1 (-1.73 

to1.98) 

0.86 7 (6), 

n=53 

7 (5), 

n=54 

0 (-2.45 

to2.62) 

0.92 

ODI (points) 

Re-analysis 

15 (7), 

n=61 

14 (6), 

n= 61 

-0.12 (-1.99 

to1.74) 

0.87 8 (6), 

n=53 

7 (5), 

n=54 

-0.17 (-2.71 

to2.37) 

0.86 

 
2/ In the case of Gysin-Maillart, 2016, we judged the study as partially replicated because the initial analysis 
did not take into account the repeated nature of the data. There were no differences in terms of patient 
numbers.   
 
We changed the text accordingly:  
 
“Two of these studies were considered not fully reproduced. For one study, we identified an error in the 
statistical code and for the second one we found slightly different numerical values for the effect sizes 
measured as well as slight differences in terms of numbers of patients included in the analyses (a difference 
of 1 patient in one of 4 analyses).” 
 
We also changed table 2’s legend:  
 
“† In Luedke, 2015, we judged the study as partially replicated because of differences in numerical 
estimates (for 1 of these analyses we found a difference in the number of patient analysed [1 patient more 
in our re-analysis]). 
†† In Gysin-Maillart, 2016, we judged the study as partially replicated because the initial analysis did not 
take into account the repeated nature of the data. This was corrected in our re-analysis without major 
differences in estimates.” 
 
 
Where does the 80% figure come from for expected sharing rate? 
 
We expected high rates of data sharing resulting from full data sharing policies. Based on the previous 
experience at Psychological Science 4 (“Finally, badges are not a panacea. Sharing rates increased 
dramatically, but not all data or materials that could be shared were shared. Moreover, even with badges, 
the accessibility, correctness, usability, and completeness of the shared data and materials was not 100%”) 
we knew that a rate of 100 % was not realistic and judged that an 80 % rate could be an expected and 
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indeed desirable outcome of such full data sharing policies. We changed the text accordingly to provide 
more details about this:  
 
“For the purposes of pre-registration, we hypothesized that, if effective, these data sharing policies would 
lead to more than 80% of studies sharing their data (i.e. the lower boundary of its confidence interval had to 
be above 80%). Indeed, one should expect high rates of data sharing resulting from full data sharing 
policies. However, based on previous experience of explicit data sharing policies in Psychological Science4 
we knew that a rate of 100% was not realistic and judged that an 80% rate could be a desirable outcome.” 
 
Is there any evidence in a time trend?  Is it getting better over time?  Getting prepared and preplanning for 
data sharing is still in progress in trials units.  Looking at ways of helping them would be good. 
 
Our study included studies published between 2013 and 2016 with no more than 19 studies per year (in 
2015). We don’t have enough power to explore such a time trend. However, a previous paper suggested a 
positive time trend at The BMJ (already discussed in our paper). In addition, we agree with you that looking 
at ways to help trial units would be good. In our study, we identified some barriers that should be 
addressed. We propose now a table with suggestions, as suggested by reviewer 1.  
 
We have provided the following table, based on these comments, and the other reviewer’s suggestions. We 
changed the text accordingly:  
 
“Data sharing policies practices could be amended evolve in the future to address these barriers to data 
sharing (Table 3).” 
 
Identified issues Suggested solution for various stakeholders 

Data sharing policies leaves the responsibility and burden to the 

researchers, to obtain all the necessary resources (time, money, 

technical and organizational tools and services, ethical and legal 

compliance, etc.).  

Patients and clinicians should help to develop awareness of a 

common ownership of the data, intended as common 

responsibility also in providing all the necessary resources to 

make the data sharable for their effective and ethical use. 

Researchers should pre-emptively address and find funding for 

data sharing. 

Funders should allow investigators to use funds towards data 

sharing. 

Academic institutions should reward data sharing activities 

through promotion and tenure. 

Getting prepared and preplanning for data sharing is still in 

progress in trials units. There is considerable heterogeneity 

between different procedures to share data and the types of data 

that are shared. 

All stakeholders should adopt some clear and homogeneous rules 

(e.g. guidelines) for best practices in data sharing. 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Institutional review boards should systematically address data 

sharing issues. 

Data sharing upon request leaves to the exclusive discretion of 

the researchers the decision about whether to share their own 

data to other research groups, for which objectives and under 

which terms and conditions.  

Editors should adopt more binding policies than the current 

ICJME requirement. 

 

There could be some difficulties in contacting corresponding 

authors limiting data sharing upon request. 

Researchers and editors should favor data deposition when it is 

ethically possible. 

Some identifying information such as date of birth can be found in 

some databases.  

Researchers must ensure that databases are de-identified before 

sharing. 

Institutional review board should provide guidance on the 

requested level of de-identification for each individual study. 

Shared databases need to be effectively sharable (e.g. complete, 

homogeneous), including meta-data (e.g. descriptive labels, 

description of pre-analysis processing tools, methods of analysis). 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should provide details concerning the detailed labels 

used in the table and the analytical code. 

Editors who ask for data and code to be shared should ensure 

that this material is reviewed.  

Reproducible research practices are not limited to sharing data, 

materials and code, complete reporting of the methods and the 

statistical analyses are also relevant.   

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should also share their detailed statistical analysis 

plan. 

 

Table 3: Some identified challenges (and suggestions) for data-sharing and re-analyses  
 
- Another editor was supportive because of the topic. He said that in the discussion, you note: “While both 
journals have a strict policy, our results indicate a gap in the enforcement of the policy”, but he does not 
think this is a fair assessment. As we mention in some editorials 
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(see http://www.bmj.com/content/345/bmj.e7888?ijkey=80d6c33f2b265c3d93211b8173c569e24921b147&k
eytype2=tf_ipsecsha  and  http://www.bmj.com/content/350/bmj.h2373), as a journal we cannot “enforce” 
the policy. We can simply provide a forum to air any concerns about data sharing. This means that we 
would ask the investigators who unsuccessfully requested data to send us a rapid response for the paper, 
explaining that the authors of the original study did not agree to share the data, and we would also allow the 
authors of the original study to respond. Unless the authors of the paper we are now considering went 
through these channels, he does not think you can conclude that we fail to enforce the policy and thus the 
conclusions should be toned down. He thinks that the wording in the discussion could change. 
 
We agree. And we toned down the discussion and suppressed this sentence that could be controversial. 
However, it is probably not appropriate for us to develop more on BMJ policy in our own paper. Perhaps it 
could be accompanied by a separate editorial of the journal.  
 
“In two prominent medical journals with a strict data-sharing policy for RCTs, we found that for 46% (95% CI 
[30% - 62%]) of published articles the original investigators shared their data with sufficient information to 
enable re-analyses. While both journals have a strict policy, our results indicate a gap in the enforcement of 
the policy. T This rate was under the 80% boundary that we pre-specified as an acceptable threshold for 
papers submitted under a policy that makes data sharing an explicit condition for publication. However, 
despite being lower than might be expected, a 46% data sharing rate is much higher than the average rate 
of biomedical literature at large, in which data sharing is almost non-existent5 (with few exceptions in some 
specific fields such as genetics).” 
 
“In our study, the notion of data sharing was restricted to a request by a researcher group while, in theory, 
other types of requestors (patients, clinicians, health and academic institutions, etc) may also be interested 
in the data. Moreover, we followed the strict procedure presented in the paper and without sending any 
correspondence (e.g. rapid response) on the journals’ website. In addition, our re-analyses were based on 
primary outcomes whereas secondary and safety outcomes may be more problematic in their reproduction. 
These are points that need to be explored in further studies.” 
 
Moreover, could you please clarify what this registration number means (Open Science 
Framework osf.io/c4zke)? 
 
The Open Science Framework is an online registry from the Center for Open Science. It allows to register a 
wide range of studies. Since our study did not really qualify for clinicaltrials.gov, and PROSPERO, we 
decided to register it on the OSF. When you register a study, the website gives a registration number.  
 
Throughout, the title of the journal should be listed as “The BMJ” and not “the BMJ” 
 
Sorry for this mistake, we changed this in the text.  
 
- Another editor agrees that the charge about lack of enforcement should be toned down. We do say in the 
editorial that we are not in a strong position to enforce the policy, but even beyond that we could only exert 
some influence if we were notified about the problem. 
 
We agree, please see our response above. 
 
- Another editor said the paper is targeted mainly at editors, so the authors could explain better why this is 
also of interest to scientists and general readers. 
 
We agree and have added a paragraph in the introduction accordingly to introduce both the notion of data 
sharing and re-analyses from a very practical perspective:  
 
“Ideally, patients, medical practitioners and health policy analysts feel more confident when the results and 
conclusions of scientific studies can be verified. Value of medical care increases when people waste less 
time pursuing wrong claims. However, for a long time, verifying the results of clinical trials was not possible, 
since the data on which their conclusions are based were not available. 
 
In 2016, the International Committee of Medical Journal Editors (ICMJE) published an editorial1 stating that 
“it is an ethical obligation to responsibly share data generated by interventional clinical trials because 
participants have put themselves at risk.” The ICJME proposed to require that de-identified individual-
patient data (IPD) are made publicly available no later than 6 months after publication of the trial results. 
This proposal triggered debate.2-7 In June 2017, the ICJME stepped back from their proposal. The new 
requirements do not mandate data sharing, but only a data sharing plan to be included in each paper (and 
pre-specified in study registration).8”    
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We have also added some information in the discussion.  
 
“Conclusions that persist through substantial re-analyses are becoming more credible.” Please, see 
previous response for the general context of the sentence.  
 
- Several editors were supportive and felt the paper conveys an important message. 
 
We would like to thank all the editors for their interest and support and hope that they will be satisfied by our 
answers.  
 
In your response please provide, point by point, your replies to the comments made by the reviewers and 
the editors, explaining how you have dealt with them in the paper. 
 
Comments from Reviewers 
 
Reviewer: 1 
 
Recommendation: 
 
Comments: 
 
 
Manuscript ID BMJ.2017.041198 entitled: Data sharing and re-analysis for randomised controlled trials in 
leading biomedical journals with a full data-sharing policy: a survey of studies published in the BMJ and 
PLOS Medicine. 
 
 
1.      I thought this study was original, reliable and important for policymakers, trialists, and medical journal 
editors. The study extends the findings in 2016 by Rowhani-Farid and Barnett (Ref. 21 in the MS) by 
showing reproducibility for most RCTs that met the authors’ eligibility criteria and definition of data 
availability. This result is plainly significant, surprising and, as the authors state, ‘reassuring.’ (Although the 
authors also note that: ‘authors who are confident in their results might more readily agree to share their 
data.’ Page 17, lines 478-480 of the MS.) 
 
We would like to thank the reviewer for his interest and support and hope that they will be satisfied by our 
answers. 
 
2.      I was also interested and a bit surprised that privacy/de-identification concerns were not encountered 
by the authors as reasons for not sharing data. (Page 13, lines 339-340 of the MS.) 
 
We were also surprised by this finding. None of the authors declined to share based on this reason. It is 
often a reason put forward for not sharing in the debates that we saw in the literature.  
 
3.      With respect to ‘What this study adds’ section on page 6 of the MS, the authors might consider 
changing the first bullet point to read something like: “Data availability was not optimal even in journals with 
a stronger policy, but the 46% data sharing rate we observed is much higher than elsewhere in the 
biomedical literature.” (See page 15, lines 425-427 of the MS.) 
 
We agree to change the bullet; this point was already in the text.  
 
“Data availability was not optimal even in journals with a stronger policy, but the 46% data sharing rate we 
observed is much higher than elsewhere in the biomedical literature.” 
 
4.      In the ‘Design’ section of the Abstract (Page 4, lines 109-110 of the MS), the authors state that two 
researchers re-analyzed all primary outcomes. The authors might consider whether this statement is 
consistent with their discussion on page 9, lines 240-245, and page 10, lines 246-253 of the MS, as well as 
with the ‘Reanalyses’ section of the protocol. (The protocol is unpaginated, but this section is on the last 
page before the Appendix.) I found this confusing. 
 
For this point, two researchers were in charge of the re-analyses. One in first line and one in second line 
when the results of the experiment were not considered as fully reproduced after the first re-analyses. The 
paper is in line with the protocol on this point. However, we agree that stating that “All primary outcomes 
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were then re-analysed by two researchers to assess how much studies were reproduced” in the abstract 
was ambiguous and could be misleading. We changed the abstract to avoid any ambiguity.  
 
“All primary outcomes were then re-analysed by two researchers to assess to what extent how much 
studies were reproduced.” 
 
5.      I hesitate to raise a question on a statistical issue, because I am most definitely not a statistician. My 
question relates to the CI for the proportion of eligible RCTs that satisfied the authors’ definition of data 
availability. (Page 4, lines 116-118, and page 10, lines 271-273 of the MS.) The authors have divided the 
total number of RCTs that are both eligible and ‘data available’ (17) by the total number of eligible RCTs 
(37) and gotten 46% (0.459). There is no sampling, estimate or uncertainty here—what does the CI in this 
context represent? The protocol does not appear to provide for calculating a CI for the proportion of eligible 
RCTs that meet the ‘data available’ definition. I have the same question with respect to the CI for the 
proportion of eligible, ‘data available’ RCTs that were fully reproduced. 
 
Thank you for this remark. We choose to present 95 % CI to give an idea of the uncertainty surrounding our 
estimations. In addition, in the registration form (see here at the OSF: 
https://osf.io/u6hcv/register/565fb3678c5e4a66b5582f67), we had to provide some “inference criteria”. This 
criterion was based on the calculation of the 95 % CI for data availability. On this registration, one can read: 
“for the primary outcome (data availability), we will estimate this percentage with its confidence interval. To 
be considered satisfying the percentage of data availability and the inferior boundary of its confidence 
interval has to be above 0.8.” We don’t think that our presentation should be changed. 
 
6.      On page 13 of the MS, lines 353-355, the authors state that one of the 17 ‘data available’ RCTs did 
not provide enough information to reproduce its analysis. Does that mean that RCT in fact failed to meet the 
definition of data availability? Then, on page 15, lines 411-414, it was unclear to me which three ‘databases’ 
these were? The authors might consider clarifying this in the text, or possibly expanding Figure 1 (the 
PRISMA flow chart) to include the fate of all 37 eligible studies. 
 
No, this RCT met the definition for data availability. However, description of the methods in the paper was 
not sufficient to reproduce the analysis. This is important since complete reporting of methods is a first and 
central point in reproducible science. The idea to expand figure 1 is excellent and we made some changes 
accordingly (please also see our response to reviewer 3):  
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7.      The authors might consider commenting on the fact that, as shown on Table 1, relatively few eligible 
RCTs were from North America (8%) compared to those from Europe, Australia and New Zealand (a total of 
78%). It is interesting to speculate on whether the proportion of ‘data available’ RCTs would have 
increased, decreased, or remain unchanged if the number of North American RCTs had been greater. 
 
We think that the better thing that we can do is to inform the readers that we have a very selected sample of 
RCTs and that one should be cautious in terms of generalizability of our findings.  
 
“However, one should be careful and not generalize these results to other journals. First, we have a very 
selected sample of studies. Our sample includes studies (mostly from Europe) that are larger and less likely 
to be funded by the industry than the average published RCT in the medical literature.20 Most of these re-
analyzed RCTs were large, and sometimes very large. Several, especially those published in PLOS 
Medicine, were cluster randomized studies, and many explored infectious disease or important public health 
issues, characteristics that are not very common in RCTs overall. Similarly, few of the evaluated studies 
were sponsored by industry. Some public funders (or charities) involved in their funding have already open 
access policies such as the Bill and Melinda Gates foundation or the National Institute for Health Research 
in the United Kingdom.” 
 
8.      The authors identify several significant problems/recommendations relevant to improving data 
availability, e.g., page 6, lines 148-150 (barriers to overcome), page 16, lines 433-435 (heterogeneity in 
data sharing practices), page 18, lines 503-504 (active auditing of data sharing policies), page 19, lines 
539-542 (funding) of the MS. The authors might consider a sidebar ‘box’ listing possible 
problems/recommendations, or possibly a separate section under ‘Discussion.’ 
 

Records    identified    through    database    searching:    159

BMJ : 120

PLOS medicine: 39

Full    text    considered    for    eligibility:    134

BMJ : 100

PLOS medicine: 34

Records    excluded    based    on    title    and    abstract:    25

BMJ : 20 non RCTs

PLOS medicine: 5 non RCTs

Full    text    meeting    inclusion    criteria    published    after    the    policy:    62

BMJ : 32

PLOS medicine: 30

Record    excluded    based    on    full    text:    72

BMJ : 55 no policy, 2 re-analyses, 11 secondary analyses 

PLOS medicine: 4 secondary analyses

Full    text    meeting    inclusion    criteria    submitted    after    the    policy:    37

BMJ : 21

PLOS medicine: 16

Record    excluded    because    submitted    before    the    policy:    25

BMJ : 11 

PLOS medicine: 14

S
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y
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cl
u
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o
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Data    available:    17

BMJ : 8

PLOS medicine: 9

Analyses    fully    reproduced:    14

BMJ : 7

PLOS medicine: 7

Analyses    not    reproduced    because    of    missing    information    :    1

PLOS medicine: 1

Analyses    not    fully    reproduced    but    same    conclusion:    2

BMJ : 1

PLOS medicine: 1

Data    not    available:    20

BMJ : 13

PLOS medicine: 7

A
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We agree with this comment. In line with reviewer 2, 3 and 4’s comments, we revised all the “qualitative part 
of our work” and inserted all this information in a specific table.  
 
“Difficulties encountered in getting data and/or code, using them and performing the re-analyses  
 
Perceived costs/benefit ratio of re-analyses 
 
Based on our correspondence with authors, we identified several difficulties in getting the data. A frequent 
concern expressed by the authors we contacted pertained to the costs involved in the data-sharing process, 
for example the costs of preparing the data (“As the study was launched we did not plan the cost for this 
preparation”) or translating the database (“Took some time to translate it [T] the original one was done in 
Hebrew”). Some authors wondered whether their team or our team should support these costs (“[We] 
decided to do the work for free although this is some extra work. For future projects it will be important to 
consider these costs either on your [side] or in the grant application for the trials”). In addition, some of the 
authors balanced these additional costs with their perceived benefits of sharing data for the purpose of this 
study (“We could create such a dataset [T] but it would require substantial effort and we cannot do it simply 
to demonstrate that it is possible.”) and seemed to rather value data sharing for the purpose of a meta-
analysis than for re-analyses (“we are especially keen that our data are used for IPD meta-analyses and 
have shared this with [T] we see that as an exemplar of meaningful data-sharing. Yours is a most unusual 
request”), possibly because of the risk acknowledged by one investigator we contacted about “naming and 
shaming” individual studies/investigators. Another investigator admitted “a slight concern about ‘naming and 
shaming’ individual studies/investigators”. 
 
Novelty and heterogeneity in data-sharing practices 
 
Getting prepared and preplanning for data sharing seems still a challenge for many trial units; data sharing 
proved to be novel for some authors who were unsure how to proceed (“[T] however, I am just wanting to 
confirm School policy and our ethical obligations regarding the sharing of data before we proceed” / “Please 
can you let me know how you have been receiving data from other centers securely?”). And indeed, there 
was considerable heterogeneity between different procedures to share data: provided in an open repository 
(n=5), downloadable on a secured website (n=1) after registration, included as appendix of the published 
paper (n=3), or sent by e-mail (n=10). In 3 occasions, we signed a data-sharing request/agreement. In 
addition, typically there was no standard in type of data-shared. In one case, authors mentioned explicitly 
that they followed standardized guidelines15 to prepare the dataset. 
 
Incomplete or ambiguous labels and reporting  
 
Some analyses were complex and it was sometimes challenging to re-analyze data from very specific 
designs or when unusual measures were used (e.g. relative change in percentage). Obtaining more 
information about the analysis by contacting authors was sometimes (6 studies) necessary for 6 studies to 
replicate the findings. In one case, specific exploration of the code revealed that, in a survival analysis, 
authors treated repeated events in the same patient (multiple events) as distinct observations in 
disagreement with the method section describing usual survival analysis (taking into account the first event 
for each patient). However, alternative analyses did not contradict the published results.  
Three databases did not provide sufficient information to reproduce the analyses. Missing data concerned 
variables used for adjustment, definition of the analysis population, and randomization groups. 
Communication with authors was therefore necessary and was fruitful in one these 3 cases.” 
 
We have provided the following table, based on these observations, and the other reviewer’s suggestions. 
We changed the text accordingly:  
 
“Data sharing policies practices could be amended evolve in the future to address these barriers to data 
sharing (Table 3).” 
 
Identified issues Suggested solution for various stakeholders 

Data sharing policies leaves the responsibility and burden to the 

researchers, to obtain all the necessary resources (time, money, 

technical and organizational tools and services, ethical and legal 

compliance, etc.).  

Patients and clinicians should help to develop awareness of a 

common ownership of the data, intended as common 

responsibility also in providing all the necessary resources to 

make the data sharable for their effective and ethical use. 

Researchers should pre-emptively address and find funding for 

data sharing. 

Funders should allow investigators to use funds towards data 

sharing. 

Academic institutions should reward data sharing activities 

through promotion and tenure. 
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Getting prepared and preplanning for data sharing is still in 

progress in trials units. There is considerable heterogeneity 

between different procedures to share data and the types of data 

that are shared. 

All stakeholders should adopt some clear and homogeneous rules 

(e.g. guidelines) for best practices in data sharing. 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Institutional review boards should systematically address data 

sharing issues. 

Data sharing upon request leaves to the exclusive discretion of 

the researchers the decision about whether to share their own 

data to other research groups, for which objectives and under 

which terms and conditions.  

Editors should adopt more binding policies than the current 

ICJME requirement. 

 

There could be some difficulties in contacting corresponding 

authors limiting data sharing upon request. 

Researchers and editors should favor data deposition when it is 

ethically possible. 

Some identifying information such as date of birth can be found in 

some databases.  

Researchers must ensure that databases are de-identified before 

sharing. 

Institutional review board should provide guidance on the 

requested level of de-identification for each individual study. 

Shared databases need to be effectively sharable (e.g. complete, 

homogeneous), including meta-data (e.g. descriptive labels, 

description of pre-analysis processing tools, methods of analysis). 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should provide details concerning the detailed labels 

used in the table and the analytical code. 

Editors who ask for data and code to be shared should ensure 

that this material is reviewed.  

Reproducible research practices are not limited to sharing data, 

materials and code, complete reporting of the methods and the 

statistical analyses are also relevant.   

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should also share their detailed statistical analysis 

plan. 

 
 

Table 3: Some identified challenges (and suggestions) for data-sharing and re-analyses  
 
 
 
James Dabney Miller, J.D., M.P.H. 
Baltimore, Maryland, U.S.A. 
jamesmiller4110@comcast.net 
(mobile) 410-458-5445 
 
 
Additional Questions: 
Please enter your name: James Dabney Miller, J.D., M.P.H. 
 
Job Title: Lawyer 
 
Institution: None 
 
Reimbursement for attending a symposium?: 
 
A fee for speaking?: 
 
A fee for organising education?: 
 
Funds for research?: Yes 
 
Funds for a member of staff?: 
 
Fees for consulting?: 
 
Have you in the past five years been employed by an organisation that may 
in any way gain or lose financially from the publication of this paper?: 
 
Do you hold any stocks or shares in an organisation that may in any way 
gain or lose financially from the publication of this paper?: 
 
If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-
policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 
declare them here: I received a payment in early 2017 from the Laura & John Arnold Foundation for my 
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work at Johns Hopkins on a project related to data transparency at the U.S. Food & Drug Administration. 
 
 
Reviewer: 2 
 
Recommendation: 
 
Comments: 
This is a good research, done accordingly to the registered protocol. The results concerning the 
reproducibility are well presented and well discussed. Discussion is good. 
I checked all results, and found no discrepancies in the quantitative part. The table 2 with re-analysis data is 
precise, and data are very good. The quantitative part is exceptional, and convincing, but the qualitative 
analysis is not rigorous. 
 
The qualitative analysis probably did not involve a sociologist. The objective in announced page 7, line 
173/174, must be clearer than “describe qualitatively”. They announced that, in cases where they find 
problems, they would put in place a qualitative analysis; it seems that a thematic analysis would suffice? 
The qualitative methods are too briefly described on page 10, lines 265 to 267. The authors collected 
queries in a non-systematic manner. They later cite transcripts (verbatims) in the results: how were they 
collected? By telephone? With structured interviews with a recording? By drafting comments on papers and 
grouping them.. by which methods? Were authors interviewed? 
Pages 14 and 15, the results are displayed, classified under sub-titles: how they analysed and have chosen 
these transcripts/verbatims? Did they record them? did they use a software? It was probably manual 
procedures. 
Reporting guidelines, such as COREQ should be used to report qualitative data. 
 
I suggest to delete the qualitative analysis, as it’s not in the standards of the BMJ. 
 
We would like to thank the reviewer for his comments and for the interest in the quantitative part of the 
work. He also raised an important point concerning the “qualitative part” of the paper. To be totally 
transparent, this point triggered debate in our group before submission of the first draft: one of us (DF) also 
found that it was not based on a real qualitative method. Other authors (including FN and JPAI) found that 
providing such “real life” examples of the encountered barriers was a very interesting part of the work. We 
finally all agreed to keep this part but reconsidered this based on the reviewers’ comment.  
The comment of the reviewer suggests that the catalogue of examples we made, based on all the e-mails 
received from the authors could be mistakenly taken for a qualitative study per see. To avoid any ambiguity, 
and because we are also aware of the controversies surrounding qualitative researchers and The BMJ6, we 
have deleted all citations of verbatim and have stuck to our initial protocol: 
 
“We shall also note whether the sharing of data and/or code required clarifications for which additional 
queries had to be made to the authors in order to obtain the relevant data and/or code, clarify their labels 
and/or use, and reproduce the original analysis of the primary outcomes. A catalogue of these required 
clarifications will be created and similar clarifications will be grouped for descriptive purposes. The project 
will thus allow to generate a list of what are some common challenges and may help address these 
challenges pre-emptively in future published trials.” 
 
We have edited the text accordingly and in line with reviewers 1, 3 and 4 comments. 
 
In the ABSTRACT:  
 
“All difficulties encountered were described qualitatively.” 
 
 
In the INTRODUCTION:  
 
“The aim of our study was to explore the effectiveness of RCT data sharing in both journals in terms of data 
availability, feasibility and accuracy of re-analyses, and to describe qualitatively potential difficulties 
encountered in the process of performing re-analyses of the primary outcome(s).” 
 
 
In the METHODS: 
 
In the RESULTS: 
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“Difficulties encountered in getting data and/or code, using them and performing the re-analyses  
 
Perceived costs/benefit ratio of re-analyses 
 
Based on our correspondence with authors, we identified several difficulties in getting the data. A frequent 
concern expressed by the authors we contacted pertained to the costs involved in the data-sharing process, 
for example the costs of preparing the data (“As the study was launched we did not plan the cost for this 
preparation”) or translating the database (“Took some time to translate it [T] the original one was done in 
Hebrew”). Some authors wondered whether their team or our team should support these costs (“[We] 
decided to do the work for free although this is some extra work. For future projects it will be important to 
consider these costs either on your [side] or in the grant application for the trials”). In addition, some of the 
authors balanced these additional costs with their perceived benefits of sharing data for the purpose of this 
study (“We could create such a dataset [T] but it would require substantial effort and we cannot do it simply 
to demonstrate that it is possible.”) and seemed to rather value data sharing for the purpose of a meta-
analysis than for re-analyses (“we are especially keen that our data are used for IPD meta-analyses and 
have shared this with [T] we see that as an exemplar of meaningful data-sharing. Yours is a most unusual 
request”), possibly because of the risk acknowledged by one investigator we contacted about “naming and 
shaming” individual studies/investigators. Another investigator admitted “a slight concern about ‘naming and 
shaming’ individual studies/investigators”. 
 
Novelty and heterogeneity in data-sharing practices 
 
Getting prepared and preplanning for data sharing seems still a challenge for many trial units; data sharing 
proved to be novel for some authors who were unsure how to proceed (“[T] however, I am just wanting to 
confirm School policy and our ethical obligations regarding the sharing of data before we proceed” / “Please 
can you let me know how you have been receiving data from other centers securely?”). And indeed, there 
was considerable heterogeneity between different procedures to share data: provided in an open repository 
(n=5), downloadable on a secured website (n=1) after registration, included as appendix of the published 
paper (n=3), or sent by e-mail (n=10). In 3 occasions, we signed a data-sharing request/agreement. In 
addition, typically there was no standard in type of data-shared. In one case, authors mentioned explicitly 
that they followed standardized guidelines15 to prepare the dataset. 
 
Incomplete or ambiguous labels and reporting  
 
Some analyses were complex and it was sometimes challenging to re-analyze data from very specific 
designs or when unusual measures were used (e.g. relative change in percentage). Obtaining more 
information about the analysis by contacting authors was sometimes (6 studies) necessary for 6 studies to 
replicate the findings. In one case, specific exploration of the code revealed that, in a survival analysis, 
authors treated repeated events in the same patient (multiple events) as distinct observations in 
disagreement with the method section describing usual survival analysis (taking into account the first event 
for each patient). However, alternative analyses did not contradict the published results.  
Three databases did not provide sufficient information to reproduce the analyses. Missing data concerned 
variables used for adjustment, definition of the analysis population, and randomization groups. 
Communication with authors was therefore necessary and was fruitful in one these 3 cases.” 
 
 
Minor points: 
Page 8, line 200 and 202, the limits of the search strategy are copied from the protocol with the date 
2017/01/01T    but the real search was conducted in November 2106 (days not mentioned). Is it possible to 
use the 2017 limit for a 2016 literature search? 
 
Yes, it worked. We used this search strategy (as stated in the protocol). The search was done on 2016-11-
12, just after we had submitted for review our protocol (and a few days before the OSF validated the 
registration on, 2016-11-15 / delay was due to the reviewer asking us specifically to add an inference 
criteria; i.e. the threshold). We have provided more information about the exact date for searches and the 
exact time frame for registration (can be accessed here: https://osf.io/c4zke/):  
 
“Methods were specified in advance and documented in a protocol submitted for review on 2016-11-12 and 
subsequently registered with the Open Science Framework on 2016-11-15 (registration number: 
osf.io/c4zke; see https://osf.io/u6hcv/register/565fb3678c5e4a66b5582f67).” 
  
“A flow-chart detailing the study selection process is provided in Figure 1. The searches performed in 
November 2016 on 2016-11-12 resulted in 159 citations.” 
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Page 19, line 523: I am not sure that replicating psychological studies is easy to implement. 
 
We agree that it is not easy. However, it is often easier than replicating a RCT on a given medical 
intervention. For instance, some of these experiments were conducted with healthy subjects who are quite 
easy to recruit when you have a lot of psychology students in your class. We edited the text accordingly and 
added some nuances.  
 
“But, while attempts to replicate psychological studies are often easier to implement than attempts to 
replicate RCTs that are often costly and difficult to run. This is especially true for large RCTs. 
 
Hervé Maisonneuve 
PS: I briefly discussed the paper with Gérard Bourrel, MD, who is responsible of a diploma on qualitative 
research 
 
Additional Questions: 
Please enter your name: Maisonneuve 
 
Job Title: MD 
 
Institution: Consultant 
 
Reimbursement for attending a symposium?: No 
 
A fee for speaking?: No 
 
A fee for organising education?: No 
 
Funds for research?: No 
 
Funds for a member of staff?: No 
 
Fees for consulting?: Yes 
 
Have you in the past five years been employed by an organisation that may 
in any way gain or lose financially from the publication of this paper?: No 
 
Do you hold any stocks or shares in an organisation that may in any way 
gain or lose financially from the publication of this paper?: No 
 
If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-
policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 
declare them here: No 
I know some of the authors 
 
 
Reviewer: 3 
 
Recommendation: 
 
Comments: 
In this manuscript, Naudet et al. take on two extremely important and interesting issues: the effectiveness of 
randomized controlled trial (RCTs) data sharing in journals with a full data-sharing policy and the ability of 
new researchers to re-analyze primary outcomes from previous RCTs. The authors demonstrate that less 
than half of the RCTs from The BMJ and PLOS Medicine (that met the study eligibility criteria) satisfied the 
definition of “data availability”. The authors also found that 82% of the RCTs were fully reproduced on all 
their primary outcomes. The study is well implemented, rigorous, and ultimately offers important details that 
are of interest to a broad clinical audience. 
 
My main criticism, which can be addressed and should not prevent publication in The BMJ, is that the 
writing can be improved. In addition to grammatical errors, the paper could be improved by re-working some 
of the language and structuring/flow of the results section. Under the ‘specific comments’ section below, I 
have outlined a few of these concerns as well as some additional questions. 
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We thank the reviewer for his supportive comments. We improved the wording and the manuscript was 
edited carefully for syntax, grammar and choice of words and terminology.  
 
Specific comments: 
 
Figures/Tables: 
 
1. Table 2: Is there additional (supplementary) information outlining the particular reasons when/why 
differences were considered replicated/partially replicated? 
 
Under table 2, the author state “we judged the study as partially replicated”. Although this is not a major 
concern for table 2, it may be useful to outline the nomenclature surrounding reproducibility earlier in the 
manuscript. In particular, that ‘replication’ deals with results reproducibility, which is “the production of 
corroborating results in a new study, having followed same experimental methods”. In this manuscript, the 
authors are focused on “methods reproducibility”, which is “the ability to implement, as exactly as possible, 
the experimental and computational procedures, with the same data and tools, to obtain the same results” 
(Goodman et al. DOI: 10.1126/scitranslmed.aaf5027). 
 
This is a very accurate comment. We have edited the legend to be in agreement with the definitions 
presented in the method section.  
 
We defined in the methods the following categories:  
 
“Following this assessment procedure, studies were classified into 4 categories: fully reproduced; not fully 
reproduced but same conclusion; not reproduced and different conclusion; and not reproduced (or partially 
reproduced) because of missing information.” 
 
We use the same terminology in Table 2 now. 
 
MD: Mean Differences; RC%: Relative Change in Percentage; HR: Hazard Ratio; RaR: Rate Ratio; RR: 
Relative Risk; OR: Odds ratio; ITT: Intention To Treat; PP: Per Protocol.  
* In Bousema, 2016, p-values of adjusted analyses were computed in complement of non-adjusted 
analyses. 
† In Luedke, 2015, we judged the study as partially replicated not fully reproduced but same conclusion 
because of differences in numerical estimates. 
†† In Gysin-Maillart, 2016, we judged the study as partially replicated not fully reproduced but same 
conclusion because the initial analysis did not take into account the repeated nature of the data. This was 
corrected in our re-analysis without major differences in estimates. 
 
ABSTRACT 
 
 
2. Page 1, line 110: 
The phrase “All primary outcomes were re-analysed by two research to assess how much studies were 
reproduced” is rather unclear. In particular, the use of the phrase “how much” as a measure to quantify 
reproducibility. 
 
We changed the text accordingly (and also took into account a comment from a previous reviewer:  
 
“All primary outcomes were then re-analysed by two researchers to assess how much studies were to what 
extent studies were successfully reproduced.” 
 
3. The abstract does not indicate what years were considered for the published RCTs. The authors should 
consider including this information. 
 
We add this information in the abstract. 
 
“Results – Thirty-seven RCTs (21 from the BMJ and 16 from PLOS Medicine) published between 2013 and 
2016 met our eligibility criteria.” 
 
We add it also in the text to be coherent. 
 
“Thirty-seven RCTs (21 from the BMJ and 16 from PLOS Medicine) published between 2013 and 2016 met 
our eligibility criteria.” 
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4. Page 6, line 133: 
The “What is already known on this subject”/” What this study adds” points have grammatical issues. 
 
We specifically checked this. Here is the new version. 
 
“What is already known on this subject  
 
• In 2017, the International Committee of Medical Journal Editors mandate that a data sharing plan to 
be included in each paper (and pre-specified in study registration).  
• Two leading general medical journals, the BMJ and PLOS Medicine, already have a stronger policy 
expressly requiring data-sharing as a condition for publication of randomised controlled trials (RCTs). 
• Only a small number of re-analyses of RCTs have been published to date; of these, only a minority 
was conducted by entirely independent authors. 
 
What this study adds 
 
• Data availability was not optimal even in journals with a stronger policy, but the 46% data sharing 
rate we observed is much higher than elsewhere in the biomedical literature. 
• When re-analyses are possible, these mostly yield similar results to the original analysis. However, 
these re-analyses used data at a very mature analytical stage. Exploring the impact of data processing, 
coding, cleaning and re-categorization of events on the results requires further research. 
• Problems in contacting corresponding authors, lack of resources on their behalf in preparing the 
datasets and important heterogeneity in data sharing practices are barriers to overcome.” 
 
 
INTRODUCTION 
 
 
5. There numerous errors in the introduction: 
 
For instance, Page 7, Line 166: “Because of this trend toward a new norm where data sharing for 
randomized controlled trials (RCTs) becomes a standard, it seems important to assess how accessible the 
data are in journals with existing data-sharing policies are.” 
 
We specifically checked this. Here is the new version. 
 
“Because of this trend toward a new norm where data sharing for randomized controlled trials (RCTs) 
becomes a standard, it is important to assess how accessible the data are in journals with existing data-
sharing policies are.” 
 
6. Line 169-170: How long have the data-sharing policies been in place at PLOS Medicine and PLOS 
biology? Although this information is available in the methods, it is useful to include this information at the 
introduction level, instead of stating “Tin place for a few years.” 
 
We have moved this information from the method section to the introduction.  
 
In the introduction:  
 
“Two leading general medical journals, the BMJ9 10 and PLOS Medicine,11 already have a policy 
expressly requiring data-sharing as a condition for publication of clinical trials: and this policy has been in 
place for a few years data sharing became a requirement after January 2013 for RCTs on drugs and 
devices9 and July 2015 for all therapeutics10 at the BMJ, and after March 2014 for all types of interventions 
at PLOS Medicine.” 
 
In the methods: 
 
“We surveyed all publications of RCTs, including cluster trials and cross-over studies, non-inferiority design 
and superiority designs, that had been submitted and published by the BMJ and PLOS Medicine 
subsequently to the adoption of data sharing policies by these journals. Data sharing became a requirement 
after January 2013 for RCTs on drugs and devices9 and July 2015 for all therapeutics10 at the BMJ, and 
after March 2014 for all types of interventions at PLOS Medicine.” 
 
METHODS 
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The authors deserve praise for documenting their protocol using the Open Science Framework. It is 
fantastic to see this level of transparency. 
 
We thank the reviewer for this remark and are pleased that he shares our interest in registering studies. 
 
7. Page 8, Line 190: The authors state that they “surveyed all publications of RCTsTthat had been 
submitted and published by the BMJ and PLOS MedicineT" However, under the search strategy, the 
authors outline that eligible studies were identified from PubMed/Medline using "Randomized Controlled 
Trial[ptyp]." In order to state that all publications of RCTs were evaluated, it may be necessary to provide a 
citation or rationale for the use of the pubmed search string (sensitivity & specificity). 
 
We acknowledge that our search strategy might have missed a few RCTs. A literature search identified a 
reference suggesting that the search string "Randomized Controlled Trial[ptyp]" has good sensitivity (93.7 
%) and specificity (97.6 %)7. Another reference found a sensitivity of 96 % 8. The worse estimates we found 
for its sensitivity was around 80 % 9. However, there is no reason that, if we missed some studies, it could 
have affected the data sharing and reproducibility rates we have estimated. 
 
We edited the text accordingly / in the methods, in order to be totally accurate.  
 
“We surveyed all publications of RCTs, including cluster trials and cross-over studies, non-inferiority design 
and superiority designs, that had been submitted and published by the BMJ and PLOS Medicine 
subsequently to the adoption of data sharing policies by these journals. Data sharing became a requirement 
after January 2013 for RCTs on drugs and devices9 and July 2015 for all therapeutics10 at the BMJ, and 
after March 2014 for all types of interventions at PLOS Medicine.” 
 
And add some words in the limitation section.  
 
“In addition, we might have missed a few references using the filter "Randomized Controlled Trial[ptyp]", 
however, there is no reason that it could have affected data sharing and reproducibility rates. “ 
 
8. Page 9, Line 215: The authors outlined that they used the instructions found in the data-sharing 
statement of the included studies to request IPD. In cases where the authors did not respond, did the 
authors contact the corresponding author, or any other author with an email listed on the publication? 
 
As answered to the editors and as stated in the paper, when we had no answer to our first email, we send 3 
reminders to the author who was listed as corresponding author for the purpose of data-sharing. In some 
instance, the papers provided two e-mails for correspondence. In these cases, we contacted both authors. 
Of course, when we received a response asking us to contact another author, we contacted her/him. We 
think that it was explicit in our first draft and did not change the text. 
 
“All initial emails were sent from a professional email address (fnaudet@stanford.edu), and 3 additional 
reminders were sent to each author 2-3 weeks apart, in case of non-response.” 
 
We have discussed this point more thoroughly in the paper (see answers to the editor): 
 
“In our study, the notion of data sharing was restricted to a request by a researcher group while, in theory, 
other types of requestors (patients, clinicians, health and academic institutions, etc) may also be interested 
in the data. Moreover, we followed the strict procedure presented in the paper and without sending any 
correspondence (e.g. rapid response) on the journals’ website. In addition, our re-analyses were based on 
primary outcomes whereas secondary and safety outcomes may be more problematic in their reproduction. 
These are points that need to be explored in further studies.” 
 
 
RESULTS 
 
9. Page 12, Line 326: Early in the methods, the authors outline that data availability was defined as “the 
eventual receipt of data presented with sufficient information to reproduce the analysis of the primary 
outcome(s) of the included RCTS (ie. Complete data with clear labeling)." Did these authors offer to share 
the uncleaned data? Were they willing to share the data with clear labeling after the payment? This section 
would be easier to follow if the authors outlined the responses similar to an eligibility flow-chart: How many 
authors were emailed? How many authors responded? How many offered to share the data (both for free 
and for $)? and then how many fulfilled the final outcome (complete data with clear labeling)? Then 
information about how many outcomes were considered. 
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We thank the reviewer for this comment and have expanded figure 1 in line with reviewer 1’s suggestion.  
 

 
 
10. Page 13, Line 339: The sentence “The existence of possible privacy concerns was never put forward as 
a reason for not sharing data” seems out of place in a results section. Since this is not an observed written 
response, this appears to be more suitable for the discussion section? In particular, when discussing what 
are often considered to be potential barriers to data sharing. 
 
Indeed, we discuss this results it in the discussion section. However, we disagree with the suggestion to 
delete this from the results section. As it can be seen from our protocol, we pre-specified to have a look at 
this outcome (privacy concern was the first modality of our outcome “Reason for non-availability in case 
data were not shared”). As underline by reviewer 1, this “non-finding” is a result per see and a result of 
importance. We did not change the text and keep this in the result section.  
 
11. Page 13, Line 352: Some of this section is a bit confusing: 14/17 studies were fully reproduced on all of 
their primary outcomes. One of the 17 studies did not provide enough information in methods to reproduce 
the analysis. This means 14/16 were ultimately fully reproduced with 47 different primary analyses. How 
many primary analyses were there for the original 17 studies? 
 
As stated in our responses above, in 1 study (with 6 analyses concerning the primary outcome) the 
description of the methods in the paper was not sufficient to reproduce the analysis. However, we don’t 
think that the number of analyses in this paper should be added in our manuscript. First, it could make the 
paper more complex unnecessarily without any benefits since our percentages are computed at a study 
level and not at an analysis level.   

Records    identified    through    database    searching:    159

BMJ : 120

PLOS medicine: 39

Full    text    considered    for    eligibility:    134

BMJ : 100

PLOS medicine: 34

Records    excluded    based    on    title    and    abstract:    25

BMJ : 20 non RCTs

PLOS medicine: 5 non RCTs

Full    text    meeting    inclusion    criteria    published    after    the    policy:    62

BMJ : 32

PLOS medicine: 30

Record    excluded    based    on    full    text:    72

BMJ : 55 no policy, 2 re-analyses, 11 secondary analyses 

PLOS medicine: 4 secondary analyses

Full    text    meeting    inclusion    criteria    submitted    after    the    policy:    37

BMJ : 21

PLOS medicine: 16

Record    excluded    because    submitted    before    the    policy:    25

BMJ : 11 

PLOS medicine: 14

S
cr

e
e

n
in

g
E

li
g

ib
il
it

y
In

cl
u

si
o

n

Data    available:    17

BMJ : 8

PLOS medicine: 9

Analyses    fully    reproduced:    14

BMJ : 7

PLOS medicine: 7

Analyses    not    reproduced    because    of    missing    information    :    1

PLOS medicine: 1

Analyses    not    fully    reproduced    but    same    conclusion:    2

BMJ : 1

PLOS medicine: 1

Data    not    available:    20

BMJ : 13

PLOS medicine: 7
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12. Page 14, line 369: The section heading ‘Perceived cost/benefit ratio of re-analyses’ seems like it implies 
that there is a numerical component. The authors should consider modifying this sub-heading. Perhaps, a 
box could be used to improve clarify. For instance, instead of including phrases like “Authors wondered 
whetherT”, a box could be used with different sections. 
 
Costs of preparing the data: 
-       “As the study was launchedT” 
-       “[We] decided to do the workT.” 
 
We agree with this comment. In line with reviewer 1, 2 and 4 comments, we revised all the “qualitative” part 
of our work and inserted all this information in a specific sidebar.  
 
“Difficulties encountered in getting data and/or code, using them and performing the re-analyses  
 
Perceived costs/benefit ratio of re-analyses 
 
Based on our correspondence with authors, we identified several difficulties in getting the data. A frequent 
concern expressed by the authors we contacted pertained to the costs involved in the data-sharing process, 
for example the costs of preparing the data (“As the study was launched we did not plan the cost for this 
preparation”) or translating the database (“Took some time to translate it [T] the original one was done in 
Hebrew”). Some authors wondered whether their team or our team should support these costs (“[We] 
decided to do the work for free although this is some extra work. For future projects it will be important to 
consider these costs either on your [side] or in the grant application for the trials”). In addition, some of the 
authors balanced these additional costs with their perceived benefits of sharing data for the purpose of this 
study (“We could create such a dataset [T] but it would require substantial effort and we cannot do it simply 
to demonstrate that it is possible.”) and seemed to rather value data sharing for the purpose of a meta-
analysis than for re-analyses (“we are especially keen that our data are used for IPD meta-analyses and 
have shared this with [T] we see that as an exemplar of meaningful data-sharing. Yours is a most unusual 
request”), possibly because of the risk acknowledged by one investigator we contacted about “naming and 
shaming” individual studies/investigators. Another investigator admitted “a slight concern about ‘naming and 
shaming’ individual studies/investigators”. 
 
Novelty and heterogeneity in data-sharing practices 
 
Getting prepared and preplanning for data sharing seems still a challenge for many trial units; data sharing 
proved to be novel for some authors who were unsure how to proceed (“[T] however, I am just wanting to 
confirm School policy and our ethical obligations regarding the sharing of data before we proceed” / “Please 
can you let me know how you have been receiving data from other centers securely?”). And indeed, there 
was considerable heterogeneity between different procedures to share data: provided in an open repository 
(n=5), downloadable on a secured website (n=1) after registration, included as appendix of the published 
paper (n=3), or sent by e-mail (n=10). In 3 occasions, we signed a data-sharing request/agreement. In 
addition, typically there was no standard in type of data-shared. In one case, authors mentioned explicitly 
that they followed standardized guidelines15 to prepare the dataset. 
 
Incomplete or ambiguous labels and reporting  
 
Some analyses were complex and it was sometimes challenging to re-analyze data from very specific 
designs or when unusual measures were used (e.g. relative change in percentage). Obtaining more 
information about the analysis by contacting authors was sometimes (6 studies) necessary for 6 studies to 
replicate the findings. In one case, specific exploration of the code revealed that, in a survival analysis, 
authors treated repeated events in the same patient (multiple events) as distinct observations in 
disagreement with the method section describing usual survival analysis (taking into account the first event 
for each patient). However, alternative analyses did not contradict the published results.  
Three databases did not provide sufficient information to reproduce the analyses. Missing data concerned 
variables used for adjustment, definition of the analysis population, and randomization groups. 
Communication with authors was therefore necessary and was fruitful in one these 3 cases.” 
 
We have provided the following table, based on these observations, and the other reviewer’s suggestions. 
We changed the text accordingly:  
 
“Data sharing policies practices could be amended evolve in the future to address these barriers to data 
sharing (Table 3).” 
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Identified issues Suggested solution for various stakeholders 

Data sharing policies leaves the responsibility and burden to the 

researchers, to obtain all the necessary resources (time, money, 

technical and organizational tools and services, ethical and legal 

compliance, etc.).  

Patients and clinicians should help to develop awareness of a 

common ownership of the data, intended as common 

responsibility also in providing all the necessary resources to 

make the data sharable for their effective and ethical use. 

Researchers should pre-emptively address and find funding for 

data sharing. 

Funders should allow investigators to use funds towards data 

sharing. 

Academic institutions should reward data sharing activities 

through promotion and tenure. 

Getting prepared and preplanning for data sharing is still in 

progress in trials units. There is considerable heterogeneity 

between different procedures to share data and the types of data 

that are shared. 

All stakeholders should adopt some clear and homogeneous rules 

(e.g. guidelines) for best practices in data sharing. 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Institutional review boards should systematically address data 

sharing issues. 

Data sharing upon request leaves to the exclusive discretion of 

the researchers the decision about whether to share their own 

data to other research groups, for which objectives and under 

which terms and conditions.  

Editors should adopt more binding policies than the current 

ICJME requirement. 

 

There could be some difficulties in contacting corresponding 

authors limiting data sharing upon request. 

Researchers and editors should favor data deposition when it is 

ethically possible. 

Some identifying information such as date of birth can be found in 

some databases.  

Researchers must ensure that databases are de-identified before 

sharing. 

Institutional review board should provide guidance on the 

requested level of de-identification for each individual study. 

Shared databases need to be effectively sharable (e.g. complete, 

homogeneous), including meta-data (e.g. descriptive labels, 

description of pre-analysis processing tools, methods of analysis). 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should provide details concerning the detailed labels 

used in the table and the analytical code. 

Editors who ask for data and code to be shared should ensure 

that this material is reviewed.  

Reproducible research practices are not limited to sharing data, 

materials and code, complete reporting of the methods and the 

statistical analyses are also relevant.   

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should also share their detailed statistical analysis 

plan. 

 

Table 3: Some identified challenges (and suggestions) for data-sharing and re-analyses  
 
DISCUSSION 
 
13. Page 15, Line 423: Although the authors outline in the methods that “if effective, these data sharing 
policies would lead to more than 80% of studies sharing their data”. This still seem like an arbitrary 
judgement. For instance, for an evaluation like this, is there a difference between 77%, 79% or 81%. Do 
The BMJ and PLOS Medicine outline current enforcement practices? 
 
Of course, it is. It was a pre-specified boundary for the purpose of pre-registration. We have addressed this 
point by detailing the choice of the threshold and by discussing extensively the results (see answers to the 
editors).  
 
 “For the purposes of pre-registration, we hypothesized that, if effective, these data sharing policies would 
lead to more than 80% of studies sharing their data (i.e. the lower boundary of its confidence interval had to 
be above 80%). Indeed, one should expect high rates of data sharing resulting from full data sharing 
policies. However, based on previous experience of explicit data sharing policies in Psychological Science4 
we knew that a rate of 100% was not realistic and judged that an 80% rate could be a desirable outcome.” 
 
14. Page 15, Line 428: Is there a reference for the “with few exceptions in some specific fields such as 
genetics”? This would be interesting to include. 
 
We add a reference.10  
 
15. Line 433: It is unclear what the authors mean by “In addition, we found an important heterogeneity in 
data sharing practices.” (a similar phrase is used in the abstract) 
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It means that there is no consensus method to share data (regarding the way to share and the type of data 
that can be shared). Therefore, we call for writing some international standards that could be easily 
implemented to simplify and harmonize the process. We have edited the text accordingly:  
 
“Indeed, our correspondence with the authors helped identify several practical difficulties connected to data 
sharing, including difficulties in contacting corresponding authors, and lack of time and financial resources 
on their behalf in preparing the datasets for us. In addition, we found an important heterogeneity in a wide 
pattern of data sharing practices between study groups (i.e. regarding the type of data that can be shared 
and the procedures that are necessary to follow in order to get the data).” 
 
We have edited the abstract accordingly: 
 
“We identified difficulties such as problems in contacting corresponding authors and lack of resources on 
their behalf in preparing the datasets. In addition, we foundan important heterogeneity in a range of different 
data sharing practices between all study groups.” 
 
16. When discussing data sharing perceptions, the authors may want to cite: “Data Sharing by Scientists: 
Practices and Perceptions” by Tenopir et al. 2011 (I am not an author on that paper, I do not know any of 
the authors on that paper, and I do not have a personal or academic connection to any of those authors). 
Although surveys are often imperfect, they do provide some insight regarding the concerns related to data 
sharing. 
 
We have considered this suggestion and the subsequent 2015 paper by the same team (Changes in Data 
Sharing and Data Reuse Practices and Perceptions among Scientists Worldwide). However, we are not 
sure to the perfect accuracy of these findings for “the world of RCTs” since this survey concerns a larger 
group of scientists.  
 
17. Line 550: The authors suggest that “if journals ask for data and code to be shared, they should ensure 
that this material is also reviewed by editorial staff or at a minimum checked for completeness and basic 
usability.” What role should data transparency play during the peer-review process? Should reviewers have 
access to data as well as editors? 
 
We discussed the point thoroughly before the first submission of our manuscript. In a first draft, we 
proposed that (statistical) reviewers should also review the data before submission. For instance, we found 
that there was one mistake in the code of one paper (without incidence on the observed result) and 
wondered whether the code was scrutinized during the peer review process. This idea nonetheless 
triggered debate in our group. Some of us thought that this suggestion was unrealistic for most of the 
journals (without statistical peer review) and only asked for minimum checks. For instance, in one dataset, 
the randomization list was not provided / and this could have been prevented by a minimal check). With 
minimal checks, the editors ensure that results are reproducible and independent scientist can do then the 
real reproducibility checks.  
 
This is nonetheless an important point and beyond focusing on authors (we give the example of badges), 
one might focus on the gain, at a journal level in adopting such practices.  
 
We add a few words about this in the manuscript:  
 
“We suggest that if journals ask for data and code to be shared, they should ensure that this material is also 
reviewed by editorial staff (and/or peer reviewers) or at a minimum checked for completeness and basic 
usability.27 This could also be positively translated in specific incentives for the paper; e.g. many 
psychology journals use badges28 as signs of good research practices (including data sharing) adopted by 
papers. And, beyond incentivizing authors, journals adopting such practices could also be incentivized by a 
gain in reputation and credibility.” 
 
Additional Questions: 
Please enter your name: Joshua D Wallach 
 
Job Title: Postdoctoral fellow 
 
Institution: Yale University 
 
Reimbursement for attending a symposium?: No 
 
A fee for speaking?: No 
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A fee for organising education?: No 
 
Funds for research?: No 
 
Funds for a member of staff?: No 
 
Fees for consulting?: 
 
Have you in the past five years been employed by an organisation that may 
in any way gain or lose financially from the publication of this paper?: No 
 
Do you hold any stocks or shares in an organisation that may in any way 
gain or lose financially from the publication of this paper?: No 
 
If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-
policies-and-checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please 
declare them here: The corresponding author, Dr. John Ioannidis, was my PhD advisor at Stanford 
University until December 2016. Until December 2016, I was a researcher at the Meta-Research Innovation 
Center at Stanford and Drs. Naudet, Janiaud, Cristea, and Fanelli were my colleagues. 
 
 
Reviewer: 4 
 
Recommendation: 
 
Comments: 
ANALYSIS OF THE TEXT 
As to my understanding, the main goals of this study are to explore (1) if the full-data sharing policy of two 
journals can produce an increased capability of the researchers to share the data generated by their RCT 
studies and (2) if such sharing can be effective for the re-usability of the data for further studies. 
The re-analysis of the RCTs included in the Study has been performed as the type of re-usability selected 
by the authors. I assume that such re-analysis is a relevant and frequent kind of re-use of RCTs data, even 
if as patient/caregiver I can’t imagine how carrying out once again the same Study, with the same 
methodology on the same data can produce new useful information. It seems to me that the main aim of the 
re-analysis of a Study is only to verify its correctness, which, on the contrary should have been guaranteed 
at the time of the original publication of the Study. 
In any case, according to me, these two goals are not stated clearly in the paper. Despite what the authors 
affirm in the chapter “Changes to the initial protocol”, there is still a residual ambiguity about whether the 
positive effect of data sharing is exclusively the reproducibility of the Study, rather than obtaining the same 
results.  In particular the sentence “For all results that we were able to re-analyze, we reached similar 
conclusions (T.) to those reported in the original publication and this result is reassuring “ is not clear to 
me, and I would ask the authors to explicit about what they feel reassured. 
 
We thank the reviewer for this comment. We can see 3 re-use of data that might benefits to knowledge 
generation: 1/ Individual level meta-analyses have the potential to maximize the benefits and to address 
some limitations of randomized controlled trials for example by increasing the statistical power of 
databases, especially for rare but serious events.2/ Even if only exploratory, secondary analyses may allow 
for testing rapidly new hypothesis, maximizing the gain in designing confirmatory studies only when it is 
necessary. These two aspects are expected to generate new knowledge. 3/ At last, even if computational 
reproducibility (replication of analyses) is only one limited aspect of reproducibility, failure to provide data is 
a breach to this core epistemological aspect defining science. The first publication of Study 329 that we cite 
in the paper is probably to date the most documented example of such a breach. As the reviewer suggests, 
we were only interested in this aspect. However, as we state in the conclusions, we invite on more meta-
research on the 2 other aspects of re-use.  
 
“We recommend some prospective monitoring of data sharing practices to ensure that the new ICJME’s 
requirements are effective and useful. To this end, one also should keep in mind that data-availability is a 
surrogate of the expected benefit of having open data. Proving that data-sharing rates impacts re-use30 of 
the data is a further step. Proving that this reuse might translate into discovery that can change care without 
generating false positive findings (e.g. in series of unreliable a posteriori subgroup analyses) is even more 
challenging.” 
 



 23 

We agree, to be clearer about this and have change the text in accordance with the comment, in the 
specific sentence cited by the reviewer.  
 
“For all results that we were able to re-analyze, we reached similar conclusions (despite occasional slight 
differences in the numerical estimations) to those reported in the original publication and this result is 
reassuring that at least the available data shared do correspond closely to the reported results. Of course,  
while there is a large amount of diversity on what exactly “raw data” mean and they can involve granularity 
in the different types of data that can be shared involving various transformations (from the case report 
forms to coded and analyzable data),13. Here, we relied on late-stage, coded, analyzableand cleaned data 
and therefore, the potential for leading to a different conclusion was probably small. Data processing, 
coding, cleaning and re-categorization of events can have substantial impact on the results in some trials. 
For example, SmithKline Beecham’s Study 329 was a well-known study on paroxetine in adolescent 
depression presenting the drug as safe and effective17 while a re-analysis starting from the case report 
forms demonstrated a lack of efficacy and some serious safety issues.18” 
 
Only a particular kind of data sharing has been evaluated by this study, exclusively between two groups of 
researchers and upon direct request of the recipient group. 
 
We agree with this very important idea which add a new perspective on our discussion. See below.  
 
For this evaluation, the authors defined two outcomes: data availability and study reproducibility. Both 
outcomes are clearly described in the paper, with only the residual ambiguity analyzed here above about 
the second one. 
It could be worth, however, explaining in the paper if this kind of data sharing is compliant (data availability 
as just a surrogate of open data) and exhaustive (not considering other kind of recipients: patients, 
clinicians, health and academic institutions, T) of the definition of data sharing in the policies of both 
journals. Some details about the content of the policies of the two journals should be included in the paper, 
in particular regarding the definition of data sharing. 
 
We already state that data sharing is a surrogate of the benefits of having open data (see previous 
comment). We fully agree that we only explored one aspect of data sharing practices (i.e. sharing upon 
request from one research group to another without considering other kind of recipients). We changed the 
text accordingly (see bellow).  
 
This specific kind of data sharing defined by the authors for the purpose of their Study, in fact, although 
analyzable more easily, has two intrinsic limitations. 
 
It leaves to the exclusive discretion of the researchers the decision about whether to share their own data to 
other research groups, for which objectives and under which terms and conditions. On this aspect, the 
policy of the journals can have a positive impact indeed, offering the right incentive of a more feasible 
publication, to overcome the fear of the researchers to lose the ownership of their data. Especially if the 
terms of such policy will become more binding, as also the authors suggest. 
 
At the same time, it leaves the complete responsibility and burden to the researchers, to obtain all the 
necessary resources (time, money, technical and organizational tools and services, ethical and legal 
compliance, T ) necessary to make their data effectively sharable (complete, homogeneous, T.), including 
their meta-data (descriptive labels, description of pre-analysis processing tools, methods of analysis, T). 
On this second aspect, the policy of the two journals can have limited effects and surely not in the short-
medium term. 
 
This, according to me, explains the fact that the resulting sharing rate is “only” the 46% reported in the 
paper. 
I think that this is a fantastic result anyhow, especially when compared to the nearly zero rate also reported 
by the author in biomedical literature. 
 
This is an important perspective, that we addressed in line with previous comments from the editors/and 
reviewers. Please note that we have also stated in our first draft that “However, despite being lower than 
might be expected, a 46% data sharing rate is much higher than the average rate of biomedical literature at 
large, in which data sharing is almost non-existent16 (with few exceptions in some specific fields such as 
genetics)”. We have also added this in the key points this result, in line with a previous comment: Data 
availability was not optimal even in journals with a stronger policy, but the 46% data sharing rate we 
observed is much higher than elsewhere in the biomedical literature. 
 
In addition, we have changed our discussion accordingly and think that it benefits a lot from your comment.  
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“In our study, the notion of data sharing was restricted to a request by a researcher group while, in theory, 
other types of requestors (patients, clinicians, health and academic institutions, etc) may also be interested 
in the data. Moreover, we followed the strict procedure presented in the paper and without sending any 
correspondence (e.g. rapid response) on the journals’ website. In addition, our re-analyses were based on 
primary outcomes whereas secondary and safety outcomes may be more problematic in their reproduction. 
These are points that need to be explored in further studies.” 
 
It would be interesting if the authors would explicit in the paper how and based on which elements they 
formulated the initial hypothesis of an expected result of 80%. 
 
As explained to the editor, one should have expected high rates of data sharing resulting from full data 
sharing policies. Based on the previous experience at Psychological Science 4 we knew that a rate of 100 % 
was not realist and judge that an 80 % rate could be an expected and indeed desirable outcome of such full 
data sharing policies. We changed the text accordingly to provide more details about this:  
 
“For the purposes of pre-registration, we hypothesized that, if effective, these data sharing policies would 
lead to more than 80% of studies sharing their data (i.e. the lower boundary of its confidence interval had to 
be above 80%). Indeed, one should expect high rates of data sharing resulting from full data sharing 
policies. However, based on previous experience of explicit data sharing policies in Psychological Science4 
we knew that a rate of 100% was not realistic and judged that an 80% rate could be a desirable outcome.” 
 
The difficulties reported by the researchers are all reasonable and quite expectable, as well as their 
concerns about the possible consequences of a negative decision, i.e. not to make their data available. 
These difficulties and concerns are the same as those expressed to me by the researchers with whom I 
have been working for many years as caregiver, patient representative, and data manager. They all are 
related to the second aspect analyzed here above, and I think very interesting and useful to be analyzed as 
the authors did in their paper. 
Maybe it could be worth for them to make the analysis of the difficulties and concerns reported by the 
researchers less “qualitative”; they could try a sort of classification with a tentative indication of some 
possible countermeasures for each class. Or maybe this could be the object for a next study. 
 
We agree, in line with most reviewers’ comments to make this part less “qualitative”. We deleted all 
verbatim from the text. We kept a catalogue of the different barriers encountered and proposed as 
suggested by another reviewer a sidebar identifying principal short-comings and proposing some solutions.  
 
“Difficulties encountered in getting data and/or code, using them and performing the re-analyses  
 
Perceived costs/benefit ratio of re-analyses 
 
Based on our correspondence with authors, we identified several difficulties in getting the data. A frequent 
concern expressed by the authors we contacted pertained to the costs involved in the data-sharing process, 
for example the costs of preparing the data (“As the study was launched we did not plan the cost for this 
preparation”) or translating the database (“Took some time to translate it [T] the original one was done in 
Hebrew”). Some authors wondered whether their team or our team should support these costs (“[We] 
decided to do the work for free although this is some extra work. For future projects it will be important to 
consider these costs either on your [side] or in the grant application for the trials”). In addition, some of the 
authors balanced these additional costs with their perceived benefits of sharing data for the purpose of this 
study (“We could create such a dataset [T] but it would require substantial effort and we cannot do it simply 
to demonstrate that it is possible.”) and seemed to rather value data sharing for the purpose of a meta-
analysis than for re-analyses (“we are especially keen that our data are used for IPD meta-analyses and 
have shared this with [T] we see that as an exemplar of meaningful data-sharing. Yours is a most unusual 
request”), possibly because of the risk acknowledged by one investigator we contacted about “naming and 
shaming” individual studies/investigators. Another investigator admitted “a slight concern about ‘naming and 
shaming’ individual studies/investigators”. 
 
Novelty and heterogeneity in data-sharing practices 
 
In addition, data sharing proved to be novel for some authors who were unsure how to proceed (“[T] 
however, I am just wanting to confirm School policy and our ethical obligations regarding the sharing of data 
before we proceed” / “Please can you let me know how you have been receiving data from other centers 
securely?”). And indeed, there was considerable heterogeneity between different procedures to share data: 
provided in an open repository (n=5), downloadable on a secured website (n=1) after registration, included 
as appendix of the published paper (n=3), or sent by e-mail (n=10). In 3 occasions, we signed a data-
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sharing request/agreement. In addition, typically there was no standard in type of data-shared. In one case, 
authors mentioned explicitly that they followed standardized guidelines15 to prepare the dataset. 
 
Incomplete or ambiguous labels and reporting  
 
Some analyses were complex and it was sometimes challenging to re-analyze data from very specific 
designs or when unusual measures were used (e.g. relative change in percentage). Obtaining more 
information about the analysis by contacting authors was sometimes (6 studies) necessary for 6 studies to 
replicate the findings. In one case, specific exploration of the code revealed that, in a survival analysis, 
authors treated repeated events in the same patient (multiple events) as distinct observations in 
disagreement with the method section describing usual survival analysis (taking into account the first event 
for each patient). However, alternative analyses did not contradict the published results.  
Three databases did not provide sufficient information to reproduce the analyses. Missing data concerned 
variables used for adjustment, definition of the analysis population, and randomization groups. 
Communication with authors was therefore necessary and was fruitful in one these 3 cases.” 
 
We have provided the following table, based on our results and largely inspired by comments of this 
reviewer (and the other reviewer’s suggestions). We changed the text accordingly:  
 
“Data sharing policies practices could be amended evolve in the future to address these barriers to data 
sharing (Table 3).” 
 
Identified issues Suggested solution for various stakeholders 

Data sharing policies leaves the responsibility and burden to the 

researchers, to obtain all the necessary resources (time, money, 

technical and organizational tools and services, ethical and legal 

compliance, etc.).  

Patients and clinicians should help to develop awareness of a 

common ownership of the data, intended as common 

responsibility also in providing all the necessary resources to 

make the data sharable for their effective and ethical use. 

Researchers should pre-emptively address and find funding for 

data sharing. 

Funders should allow investigators to use funds towards data 

sharing. 

Academic institutions should reward data sharing activities 

through promotion and tenure. 

Getting prepared and preplanning for data sharing is still in 

progress in trials units. There is considerable heterogeneity 

between different procedures to share data and the types of data 

that are shared. 

All stakeholders should adopt some clear and homogeneous rules 

(e.g. guidelines) for best practices in data sharing. 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Institutional review boards should systematically address data 

sharing issues. 

Data sharing upon request leaves to the exclusive discretion of 

the researchers the decision about whether to share their own 

data to other research groups, for which objectives and under 

which terms and conditions.  

Editors should adopt more binding policies than the current 

ICJME requirement. 

 

There could be some difficulties in contacting corresponding 

authors limiting data sharing upon request. 

Researchers and editors should favor data deposition when it is 

ethically possible. 

Some identifying information such as date of birth can be found in 

some databases.  

Researchers must ensure that databases are de-identified before 

sharing. 

Institutional review board should provide guidance on the 

requested level of de-identification for each individual study. 

Shared databases need to be effectively sharable (e.g. complete, 

homogeneous), including meta-data (e.g. descriptive labels, 

description of pre-analysis processing tools, methods of analysis). 

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should provide details concerning the detailed labels 

used in the table and the analytical code. 

Editors who ask for data and code to be shared should ensure 

that this material is reviewed.  

Reproducible research practices are not limited to sharing data, 

materials and code, complete reporting of the methods and the 

statistical analyses are also relevant.   

Clinical trials groups should develop comprehensive educational 

outreach about data sharing 

Researchers should also share their detailed statistical analysis 

plan. 

 
 

Table 3: Some identified challenges (and suggestions) for data-sharing and re-analyses  
 
RELEVANCE FOR THE PATIENTS AND PATIENT INVOLVEMENT 
The paper is about a study aimed to evaluate the efficacy of sharing the data in biomedical research and a 
possible strategy to obtain it, which is a relevant issue also for patients. 
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Data sharing, in particular regarding rare and neglected diseases, is becoming an ineludible practice to 
speed up the research process along all the phases necessary to produce the final results usable by the 
patients: new treatments available on the market and more effective and appropriate practices in the 
medical and social assistance. 
 
More and more patients are getting aware of that and willing to contribute actively to the development of 
such data sharing practice by all the researchers. 
 
We agree with the reviewer. There is a very interesting piece by Charlotte J. Haug about this point 11 that 
we have added in our discussion and reference list (see below).  
 
I think that involving the patients actively in this kind of studies described in the paper would be very useful. 
It could help them to understand the difficulties intrinsic of the data sharing and to collaborate more 
effectively with the researchers in finding the way to overcome them. 
 
The authors declare that the patients were not involved in the design and implementation of the study nor in 
the dissemination of the results.  It could be interesting to know the reasons for these omissions: it is their 
precise decision not to involve the patients at any level (uninfluential, damaging, T.) or it is due to a lack of 
resource (no time, no established contacts with the patients, T.). 
 
We had no established contacts with specific patient groups who might be involved in this project. 
Moreover, this is a technical project where input on statistical methods from patients is unlikely to have 
been possible to obtain. We add this information in the text.  
 
“We had no established contacts with specific patient groups who might be involved in this project.” 
 
Moreover, in their conclusions and suggestions for a more efficient implementation of the data sharing, they 
don’t consider the patients as possible stakeholders to be involved in the process, neither in the future. 
 
On the contrary, I think that the participation of all the stakeholders (patients, clinicians and researchers) at 
all levels (in the design and implementation of the RCTs, in the decision process about the strategies to 
implement the data sharing, and in this kind of monitoring studies), is important and should be developed. 
Being all directly involved in the process could help to develop their awareness of a common ownership of 
the data, intended as common responsibility also in providing all the necessary resources to make the data 
sharable for their effective and ethical use. 
 
We fully agree with the reviewer that patients can help promote a culture of data sharing. We have added a 
sentence to this effect: 
 
“The ICJME’s requirements adopted in 2017 mandate that a data sharing plan will have to be included in 
each paper (and pre-specified in study registration).8 Our results suggest that this not likely to be sufficient 
to achieve high rates of data sharing. One can imagine that individual authors will agree to write such a 
statement in line with the promise of publication, but the time and costs involved into such data preparation 
might lead them to be reluctant to answer data sharing requests. Interestingly the ICJME also mandates 
that clinical trials that begin enrolling participants on or after January 1, 2019, must include a data sharing 
plan in the trial’s registration. An a priori data sharing plan might push more authors to pre-emptively 
address and find funding for sharing, but its eventual impact on actual sharing is unknown. Funders are well 
positioned to facilitate data sharing. Some such as the Wellcome Trust already allow investigators to use 
funds towards open access article processing charges which is typically a very small fraction of awarded 
funding. Funders could extend their funding policy and also allow investigators to use a similar small 
fraction of funding towards enabling data sharing. In addition, patients can help promote a culture of data 
sharing for clinical trials.11” 
 
See table 3 for additional details and focus on this point.  
 
Additional Questions: 
Please enter your name: Rosaria Vavassori 
 
Job Title: Data Manager 
 
Institution: IAHCRC International Research Consortium 
 
Reimbursement for attending a symposium?: No 
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