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REVIEWER Christopher Jones, MD 
Assistant Professor of Emergency Medicine, Cooper Medical School 
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I am an investigator on studies funded through grants by Roche 
Diagnostics, Inc and AstraZeneca. 

REVIEW RETURNED 22-Nov-2015 

 

GENERAL COMMENTS Thank you for the opportunity to review your manuscript, 
"Publication and non-publication of drug trial results: a 10-year 
cohort of trials in Norwegian general practice" in which you report on 
the publication of a cohort of trials which took place in Norwegian 
general practice clinics between 1998 and 2007. This is an important 
issue, and the dataset from the Norwegian Medicines Agency 
provides a relatively unique window into publication patterns. 
Additionally, your focus on trials performed in the general practice 
setting is also relatively novel. Please consider the following 
suggestions.  
 
You report that a single author performed your literature searches. 
While your search strategy is well described, you also report that 
thousands of articles were screened as part of this process. This is 
inherently tedious and often subjective work, and it is very difficult for 
a single person to reliably perform this function. The standard 
among studies of this type is for at least two people to perform 
independent literature searches, and this is reflected in the search 
strategies used in multiple articles you include in your citations. 
While I don't think it is necessary for an additional investigator to 
repeat your entire search, I do think that the search should be 
repeated for the 57 trials without an identified publication. If the 
investigators/sponsors of any of those 57 trials confirmed that trials 
were not published in response to your letters, then these could also 
be omitted from the repeat search.  
 
The retrospective registration of trials in registries such as 
Clinicaltrials.gov is nearly worthless for the purposes of preventing 
post-hoc protocol changes and for identifying publication bias. You 
report some data on registration, but do not include information 
about whether trials were prospectively or retrospectively registered. 
Additionally, registration resources, requirements, practice patterns 
changed dramatically during the 10 year period you studied, making 
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it difficult to know how to interpret your registration results. I would 
favor removing the information about registration altogether, as this 
is not central to your main objectives and has the potential to be 
misleading. Alternatively, you could present additional information 
about which trials were prospectively and retrospectively registered, 
along with data for trials initiated prior to the establishment of 
Clinicaltrials.gov, prior to the ICMJE requirement for registration, and 
after the ICMJE requirement. You should still include information 
about the availability of trial results on ClinicalTrials.gov.  
 
If you decide to keep information about the registration status of the 
included trials, you should also search at least the Netherlands 
National Trial Register, the EU Clinical Trials Register, and 
ISRCTN.org, as it is likely that some of the included trials will have 
been registered here instead of at ClinicalTrials.gov.  
 
The EU Clinical Trials register also has the capability to display trial 
results, and includes trials from Norway. Given your focus on 
Norwegian trials, this registry should also be searched to determine 
whether the results of any included trials are available here. I do not 
know whether the Norwegian National Register has the ability to 
display trial results, but if so this database should be searched as 
well.  
 
What criteria did you use to define "favourable" and "unfavourable" 
conclusions as described in your included manuscripts (p7, 4th 
paragraph). This information should be included in your methods 
section. This has the potential to be very subjective, and would be 
more reliable if more than one author independently classified 
articles and a kappa value was presented.  
 
Table 1 will be easier to read if you include percentages based on 
each row for the "journal publication," "Results posted elsewhere," 
and "no results posted" columns.  
 
Your finding that 60% of articles reported favorable results for the 
investigational drug but just 0.7% showed favorable results for the 
active comparator is striking, and disturbing, as it suggests that trials 
are being performed in the absence of equipoise and/or outcomes 
are being selected so as to highlight the advantages of the study 
drug rather than assess the most pertinent clinical outcomes and/or 
publication bias is rampant in this dataset. I would favor highlighting 
this finding both in your abstract and discussion section. 

 

REVIEWER Kay Dickersin 
Epidemiology  
MARYLAND  
UNITED STATES 

REVIEW RETURNED 10-Dec-2015 

 

GENERAL COMMENTS Overall:  
The main paper was not well written and neither methods of results 
clearly described. However, the discussion was very good and 
raised my hopes for the paper. Where I had initially thought it best to 
reject, I think this would be a good addition if it is thoroughly 
rewritten and the authrors use the active voice if possible.  
 
Main points:  
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The figures and text need to be clearer about the numbers of trials 
and publications at each step.  
The abstract says nothing about publication bias (publication of 
positive results vs negative or null results)  
More definitions are needed: Main paper, statistically significant 
results, positive results, general practice or doctor at a trial site was 
a GP, cohort of trials, sponsors [of trials], primary outcome, planned 
trials  
Use publication, not non-publication, as your outcome. Stay away 
from double negatives (eg, non-publication was less common)  
The sequence of events is a bit confusing, even with Figure 1. I got 
the sequence by the end of the paper, but you want to make the 
paper easy to read one time through. Are you searching for trials 
first, and then publications (yes, I think so). If so, I would stay away 
from use of terms such as “first” when talking about looking for 
publications. You could always use a numbered list for each step, 
that way you could use the idea of “first” while also making it clear 
you are talking about publication (I know the header specifies 
“cohort of trials” vs “publication” but I was still trying to figure out 
your approach).  
Table 1: Add percent of total after numbers, add “No journal 
publication” above the last 2 columns  
How often was it the same company involved? If all 191 trials were 
sponsored by 1 company, your results mean something different 
from if 191 trials involved 20 companies. Is company sponsorship 
related to publication?  
Figure 1: You need titles and figure legends. It is not clear what 
symbols mean (eg, *, †). This is not a clear figure. Explanations not 
always clear (eg, “not matching trials”). I think you either want to 
show how you identified the publications or you want to have the 
trials on a separate trajectory from publications and show they 
merge (you do this in Figure 2 so I would limit the figure to how you 
identified publications).  
Figure 3: Reporting of trial results and registration over time. Not 
sure what n you are using for each time point (I know that 134, 23, 
34, 191 are totals, but not the numbers for each year). Is percent 
really the best way to show this ide, given the small numbers at time 
points?  
 
Specific points:  
Abstract: needs to be rewritten. I couldn’t understand the cohort of 
trials you were following (eg, what is the relation between the NoMA 
and general practice trials?).  
P. 3 line 39 I think I understand what the authors are saying the UK 
authors found, now that I have read the entire paper, but I found this 
sentence confusing.  
P. 3 line 44 – How do you know your sample is based on a complete 
national cohort?  
P. 3 line 57 – Please explain whether the NoMA let you in to their 
archive, what you had to do, the ethics review that was required. 
What was in each file?  
P.4 line 4 – how could you tell whether a trial was industry initiated?  
p. 4 line 16 – Would you expect the NoMA trials to be listed on 
CT.gov (I know that 182/191 are multinational but the question is still 
relevant).  
p. 4 lines 31 and 34 – I don’t understand why you used AND in your 
search strategy on these lines. For line 31, it means the comparator 
drug must be listed. For line 34 it means the patient group must be 
listed. Later you say that you only searched for first authors but I 
don’t see anything about that here.  
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p. 5 line 46 – Start with “We identified 196 meeting our eligibility 
criteria”...What does “included and excluded” mean?  
p. 7 lines 11 to 14 – how did you know the studies stopped 
prematurely? This is interesting information (I might have defined 
terms etc in the methods second though) but I want to know where 
you got it. Was it from the sponsor website or CT.gov?  
p. 7 line 18 – You are using double negatives in here and they are 
heard to understand.  
p.7 lines 22-23 – I don’t understand what you are saying.  
p. 7 lines 32-39 – what about the other 10 studies stopped 
prematurely and the unpublished results? Say you don’t have this 
information if you do not.  
p. 7 lines 43-50- you need denominators for your percents. Can you 
supply this information by trial (as opposed to by publication)? This 
paragraph is very unclear!  
p. 7 line 52 – need denominator for 44%  
p. 8 lines 7-9 – I don’t understand average annual number versus 
average total number of citations. These numbers seem incredibly 
high. Is the second number this across the 284?  
p. 8 line 16 – is trial registration the best term for what happens at 
NoMA?  
p. 9 line 28 – I don’t think you want to use the word “trend” here. It 
has a statistical meaning.  
p. 10 lines 11-12 – need numbers on what you found back in the 
results section.  
p. 10 line 23 and elsewhere – you are starting to use the word 
“planned” for your cohort of trials. This is not clear.  
p. 10 lines 28-29 – what do you mean selection of trials was only by 
first author? Explanation goes in the methods section 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Christopher Jones, MD  

Institution and Country: Assistant Professor of Emergency Medicine,  

Cooper Medical School of Rowan University, USA Please state any competing interests or state 

‘None declared’: I am an investigator on studies funded through grants by Roche Diagnostics, Inc and 

AstraZeneca.  

Thank you for the opportunity to review your manuscript, "Publication and non-publication of drug trial 

results: a 10-year cohort of trials in Norwegian general practice" in which you report on the publication 

of a cohort of trials which took place in Norwegian general practice clinics between 1998 and 2007. 

This is an important issue, and the dataset from the Norwegian Medicines Agency provides a 

relatively unique window into publication patterns. Additionally, your focus on trials performed in the 

general practice setting is also relatively novel. Please consider the following suggestions.  

You report that a single author performed your literature searches. While your search strategy is well 

described, you also report that thousands of articles were screened as part of this process. This is 

inherently tedious and often subjective work, and it is very difficult for a single person to reliably 

perform this function. The standard among studies of this type is for at least two people to perform 

independent literature searches, and this is reflected in the search strategies used in multiple articles 

you include in your citations. While I don't think it is necessary for an additional investigator to repeat 

your entire search, I do think that the search should be repeated for the 57 trials without an identified 

publication. If the investigators/sponsors of any of those 57 trials confirmed that trials were not 

published in response to your letters, then these could also be omitted from the repeat search.  

Response: We appreciate this remark, and the suggestion of a limited repeated search. We 

performed a repeat search and added a description of this in the methods section, which we believe 

made the results of the paper more reliable and therefore highly improved the manuscript. Although 
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limited, these searches still represented a substantial piece of work, and to be able to carry this out in 

the review process, another author was included. RBJ had previously read the paper critically, but 

without fulfilling authorship criteria, but with the repeated searches and scoring of results and 

conclusions (see later) and revision of the manuscript text, he was now included as an author. The 

repeat search resulted in one publication not previously identified, and we have updated analyses and 

results accordingly, however, this did not represent a substantial change to the results.  

 

The retrospective registration of trials in registries such as Clinicaltrials.gov is nearly worthless for the 

purposes of preventing post-hoc protocol changes and for identifying publication bias. You report 

some data on registration, but do not include information about whether trials were prospectively or 

retrospectively registered. Additionally, registration resources, requirements, practice patterns 

changed dramatically during the 10 year period you studied, making it difficult to know how to interpret 

your registration results. I would favor removing the information about registration altogether, as this is 

not central to your main objectives and has the potential to be misleading. Alternatively, you could 

present additional information about which trials were prospectively and retrospectively registered, 

along with data for trials initiated prior to the establishment of Clinicaltrials.gov, prior to the ICMJE 

requirement for registration, and after the ICMJE requirement. You should still include information 

about the availability of trial results on ClinicalTrials.gov.  

If you decide to keep information about the registration status of the included trials, you should also 

search at least the Netherlands National Trial Register, the EU Clinical Trials Register, and 

ISRCTN.org, as it is likely that some of the included trials will have been registered here instead of at 

ClinicalTrials.gov.  

Response: We appreciate this comment and have removed information of registration in 

clinicaltrials.gov as suggested. We agree that retrospective registration does not prevent post-hoc 

protocol changes. However, we identified 11 trials that were registered in clinicaltrials.gov without 

results posted. This shows that some trials may become known to the public when they are registered 

in clinicaltrials.gov, whether prospectively or retrospectively, and for instance authors of systematic 

reviews might become aware of the existence of these trials in this way. This was the reason we 

originally included this information. However, as the reviewer points out, we agree that this might have 

the potential to be misleading, and we have therefore removed this as a general finding. However, as 

we performed a search in clinicaltrials.gov before conducting the literature searches and used the 

NCT-number in the further literature searches if possible, we have kept the information about this 

search in clinicaltrials.gov in the methods section. We have also kept the information of trial 

registration in clinicaltrials.gov and available trial results for trials where we did not identify any 

publication, and the information that trial registration status in clinicaltrials.gov is not associated with 

publication/non-publication.  

 

The EU Clinical Trials register also has the capability to display trial results, and includes trials from 

Norway. Given your focus on Norwegian trials, this registry should also be searched to determine 

whether the results of any included trials are available here. I do not know whether the Norwegian 

National Register has the ability to display trial results, but if so this database should be searched as 

well.  

Response: We have now performed a search for results in the EU Clinical trials database for the 57 

trials where the primary and secondary literature searches did not reveal any publication. We did not 

identify any results available here for these trials, and we have stated this in the manuscript. For this 

time period there was no searchable Norwegian register of clinical trials, the trials we have identified 

at the Norwegian Medicines Agency were in a paper archive, and the files did not contain trial results. 

We have clarified this in the description of the cohort of trials.  

 

What criteria did you use to define "favourable" and "unfavourable" conclusions as described in your 

included manuscripts (p7, 4th paragraph). This information should be included in your methods 

section. This has the potential to be very subjective, and would be more reliable if more than one 
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author independently classified articles and a kappa value was presented.  

Response: We thank you for this comment and acknowledge that this might to some extent be a 

subjective assessment. Another author (RBJ) has now independently classified the results and 

conclusions of the articles, and we have calculated the kappa measure of agreement. These results 

have been included in the revised manuscript. The kappa values showed good agreement, kappa 

values were 0.77 for classification of results and 0.70 for classification of conclusions. We have 

included this information in the methods section together with information of the classifications of 

results and conclusions. For the papers where there was disagreement in the scoring of results and 

conclusions, we settled this by a consensus discussion. The numbers and percentages have been 

adjusted accordingly in the results section, but there were only minor changes as there was high 

agreement in the initial classification.  

 

Table 1 will be easier to read if you include percentages based on each row for the "journal 

publication," "Results posted elsewhere," and "no results posted" columns.  

Response: Thank you for the suggestion. We have included percentages in the table.  

 

Your finding that 60% of articles reported favorable results for the investigational drug but just 0.7% 

showed favorable results for the active comparator is striking, and disturbing, as it suggests that trials 

are being performed in the absence of equipoise and/or outcomes are being selected so as to 

highlight the advantages of the study drug rather than assess the most pertinent clinical outcomes 

and/or publication bias is rampant in this dataset. I would favor highlighting this finding both in your 

abstract and discussion section.  

Response: Thank you for this comment. We have included these results in the abstract and in the 

conclusion, and highlighted it in the discussion section.  

 

Reviewer: 2  

Reviewer Name: Kay Dickersin  

Institution and Country: Epidemiology, MARYLAND, UNITED STATES Please state any competing 

interests or state ‘None declared’: None declared  

Overall:  

The main paper was not well written and neither methods of results clearly described. However, the 

discussion was very good and raised my hopes for the paper. Where I had initially thought it best to 

reject, I think this would be a good addition if it is thoroughly rewritten and the authrors use the active 

voice if possible.  

Response: We have rewritten the manuscript and tried to use active voice where that was possible 

throughout the text. The manuscript has also been edited by a professional language editor.  

 

Main points:  

The figures and text need to be clearer about the numbers of trials and publications at each step.  

Response: We have made adjustments in figure 1 and rewritten the text trying to make this point 

clearer.  

 

The abstract says nothing about publication bias (publication of positive results vs negative or null 

results)  

Response: As we do not have access to results from the unpublished trials, it is not possible to 

conclude whether trials have remained unpublished because of the direction of trial results. We 

therefore have not discussed publication bias in the abstract, even though this might be an 

explanation for not publishing trial results. The issue is discussed in the discussion section, fifth 

paragraph.  

 

More definitions are needed: Main paper, statistically significant results, positive results, general 

practice or doctor at a trial site was a GP, cohort of trials, sponsors [of trials], primary outcome, 
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planned trials  

Response:  

- Main paper: Many trials had several publications presenting results, typically secondary outcomes or 

subgroup analyses. We considered the most complete paper presenting results for the primary 

outcome the main paper from the trial. We have clarified this in the methods section.  

- Statistically significant results: We have added definitions of this in the methods section. We 

recorded whether the results for the primary outcome were statistically significant in favour of the test 

drug. A p-value smaller than 0.05 or a confidence interval excluding no difference was considered 

statistically significant unless the study authors specified another level of significance. For non-

inferiority trials, non-inferiority was coded as statistically significant in favour of the test drug. Further 

categories were: Not statistically significant/mixed when one or more primary outcome was not 

statistically significant; statistically significant in favour of the comparator; or unknown/not relevant, for 

example when no comparison or statistical test was performed.  

- Positive results: We have rephrased this to avoid ambiguity, and use the term statistically significant 

results in favour of the test drug.  

- General practice or doctor at a trial site was a GP: We have added a definition.  

- Cohort of trials: We have tried to make this more explicit, also in figure 2.  

- Sponsors [of trials]: We have added the definition we used. This was the definition of sponsor from 

the Norwegian regulations used by the Norwegian Medicines Agency, which is in accordance with the 

Glossary of Terms used in EU Clinical Trials Register.  

- Primary outcome: The primary outcome as defined by the trial authors. When efficacy and safety 

both were mentioned as primary outcomes, we defined the efficacy outcome as primary outcome, 

unless safety was stated specifically as the only primary outcome.  

- Planned trials: Planned trials refers to the fact that information from the applications in the NoMA 

archive were plans/protocols for trials, and that not all trials were necessarily conducted for different 

reasons (see below).  

 

Use publication, not non-publication, as your outcome.  

Response: We have rephrased the outcome.  

 

Stay away from double negatives (eg, non-publication was less common).  

Response: We have removed the double negatives.  

 

The sequence of events is a bit confusing, even with Figure 1. I got the sequence by the end of the 

paper, but you want to make the paper easy to read one time through. Are you searching for trials 

first, and then publications (yes, I think so). If so, I would stay away from use of terms such as “first” 

when talking about looking for publications. You could always use a numbered list for each step, that 

way you could use the idea of “first” while also making it clear you are talking about publication (I 

know the header specifies “cohort of trials” vs “publication” but I was still trying to figure out your 

approach).  

Response: We have rewritten the methods section and hope the sequence of events is clearer now.  

 

Table 1: Add percent of total after numbers, add “No journal publication” above the last 2 columns 

How often was it the same company involved? If all 191 trials were sponsored by 1 company, your 

results mean something different from if 191 trials involved 20 companies. Is company sponsorship 

related to publication?  

Response: We have added percentages in the table, and “no journal publication” above the two last 

columns as suggested. The sponsors of the trials were 30 different companies and three universities 

(non-industry sponsors). We have included information of sponsorship in table 1. There were no 

significant differences between the companies in publication rate.  

 

Figure 1: You need titles and figure legends. It is not clear what symbols mean (eg, *, †). This is not a 
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clear figure. Explanations not always clear (eg, “not matching trials”). I think you either want to show 

how you identified the publications or you want to have the trials on a separate trajectory from 

publications and show they merge (you do this in Figure 2 so I would limit the figure to how you 

identified publications).  

Response: The title and figure legends were provided separately in the original submission, but we 

have now moved the footnotes with explanations and embedded them in the figure. As 

recommended, we have also limited the figure to show the identification of publications. We have also 

tried to make the explanations in the figure clearer.  

 

Figure 3: Reporting of trial results and registration over time. Not sure what n you are using for each 

time point (I know that 134, 23, 34, 191 are totals, but not the numbers for each year). Is percent 

really the best way to show this ide, given the small numbers at time points?  

Response: We have changed the figure to show number of trials for each time point instead of 

percent. As recommended by reviewer 1, information of registration in clinicaltrials.gov has been 

omitted, also from figure 3.  

 

Specific points:  

Abstract: needs to be rewritten. I couldn’t understand the cohort of trials you were following (eg, what 

is the relation between the NoMA and general practice trials?).  

Response: We have rewritten the abstract to address this.  

 

P. 3 line 39 I think I understand what the authors are saying the UK authors found, now that I have 

read the entire paper, but I found this sentence confusing.  

Response: We have rephrased these sentences and hope they are less confusing now.  

 

P. 3 line 44 – How do you know your sample is based on a complete national cohort?  

Response: In Norway, all clinical pharmaceutical trials regardless of setting need approval from 

NoMA, the national, regulatory authority for new and existing medicines. We hand searched NoMA’s 

total paper archive, protocol by protocol, identifying application forms, protocols and other 

correspondence received by NoMA regarding applications for clinical drug trials, and registered drug 

trials carried out in general practice. We have described the cohort of trials in the methods section 

and extended somewhat the description of the identification of the 196 trials.  

 

P. 3 line 57 – Please explain whether the NoMA let you in to their archive, what you had to do, the 

ethics review that was required. What was in each file?  

Response: We were granted admission to and guided in the NoMA paper archive of clinical trial 

applications by the Head of Section for preclinical assessment and clinical trials at the Norwegian 

Medicines Agency. All data registration from the files took place in the paper archive. The files 

contained application forms, additional correspondence with NoMA and trial protocols. No external 

ethics review was required, as no patient or personal data were subject for study.  

 

P.4 line 4 – how could you tell whether a trial was industry initiated?  

Response: We have now included a short explanation in the text, and we have previously defined this 

in the paper giving an overview of the cohort of trials (Brænd et al. Trials 2013, 14:162): “We defined 

a study as industry initiated when a pharmaceutical company funded the study, wrote the study 

protocol or conducted the study, either the company itself or via a contract research organization. If 

the study drugs were provided free of charge, but the trial was otherwise designed and conducted 

independently under the responsibility of a GP researcher, it was defined as researcher initiated. 

There were no trials with unclear funding.”  

 

p. 4 line 16 – Would you expect the NoMA trials to be listed on CT.gov (I know that 182/191 are 

multinational but the question is still relevant).  
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Response: As clinicaltrials.gov was the first and the most widely used clinical trials registry, we 

decided to search for trial registration there for all trials. However, there are limitations to these 

results, especially because the time period of the trials included years before trial registration was 

mandatory, or even possible, so registration for the earliest trials would be retrospective. We have 

therefore omitted these results, see also response to reviewer 1.  

 

p. 4 lines 31 and 34 – I don’t understand why you used AND in your search strategy on these lines. 

For line 31, it means the comparator drug must be listed. For line 34 it means the patient group must 

be listed. Later you say that you only searched for first authors but I don’t see anything about that 

here.  

Response: We used AND in the search strategy for the comparator drug as the comparator drug in a 

clinical drug trial would be significant information from the trial. We therefore considered that this 

necessarily would be mentioned in the title or abstract or other fields covered by the multipurpose 

search field in the Ovid databases. For the patient group, this was often included, but as we have 

described, if the description of patient group was complex or unclear, this search field was omitted.  

 

p. 5 line 46 – Start with “We identified 196 meeting our eligibility criteria”...What does “included and 

excluded” mean?  

Response: We see that this was not clearly written and have rephrased it, hopefully for the better.  

 

p. 7 lines 11 to 14 – how did you know the studies stopped prematurely? This is interesting 

information (I might have defined terms etc in the methods second though) but I want to know where 

you got it. Was it from the sponsor website or CT.gov?  

Response: For six trials we got this information directly from the sponsors, for two trials there was 

information of discontinuation of the trial program on the sponsor website as well as clinicaltrials.gov, 

and for the last two the information was available from clinicaltrials.gov only. We added an 

explanation of this in the manuscript.  

 

p. 7 line 18 – You are using double negatives in here and they are heard to understand.  

Response: We have rephrased the sentence.  

 

p.7 lines 22-23 – I don’t understand what you are saying.  

Response: We have removed the information of the definition of drug groups from the main text, as 

this might be confusing and does not represent important information here. The drug groups were 

defined by the Anatomical Therapeutic Classification (ATC)-system, the classification of drugs used 

by WHO. We removed this from the manuscript text and in table 1 we have added a short explanatory 

footnote and a reference to the ATC classification system.  

 

p. 7 lines 32-39 – what about the other 10 studies stopped prematurely and the unpublished results? 

Say you don’t have this information if you do not.  

Response: Unfortunately we did not have information of trial results for unpublished trials, neither the 

10 that were stopped prematurely nor other unpublished trials. We have clarified in the methods 

section that there were no results available in the NoMA archive, and we have discuss this limitation 

in the discussion section. We have not categorized trial results as favourable/not favourable to the 

test drug for trial results reported in short clinical study reports on sponsors’ websites or in 

clinicaltrials.gov.  

 

p. 7 lines 43-50- you need denominators for your percents. Can you supply this information by trial (as 

opposed to by publication)? This paragraph is very unclear!  

Response: We have given the denominators and provided the same information for the main papers 

only (i e information by trial), and rewritten the paragraph.  
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p. 7 line 52 – need denominator for 44%  

Response: The denominator is now included.  

 

p. 8 lines 7-9 – I don’t understand average annual number versus average total number of citations. 

These numbers seem incredibly high. Is the second number this across the 284?  

Response: We agree that the highest numbers are very high. One paper had a total number of 2463 

citations indexed in Web of Science. We checked citing articles for this article in Pubmed and 

Embase, and found over 700 and nearly 1000 citations respectively in these databases for this article. 

We therefore believe the number of citations indexed in Web of Science might be correct, and that the 

even higher number of citations found in Web of Science compared to Pubmed and Embase is due to 

the coverage of Web of Science. Web of Science covers a high number of scholarly books and 

conference proceedings as well as journal articles.  

 

p. 8 line 16 – is trial registration the best term for what happens at NoMA?  

Response: Thank you for this remark. NoMA considers applications to conduct clinical trials, a 

process that is not merely a registration of trials. We have rephrased to trial application.  

 

p. 9 line 28 – I don’t think you want to use the word “trend” here. It has a statistical meaning.  

Response: Thank you for pointing this out, we have rephrased to tendency.  

 

p. 10 lines 11-12 – need numbers on what you found back in the results section.  

Response: We have added numbers.  

 

p. 10 line 23 and elsewhere – you are starting to use the word “planned” for your cohort of trials. This 

is not clear.  

Response: We have rephrased this sentence.  

 

p. 10 lines 28-29 – what do you mean selection of trials was only by first author? Explanation goes in 

the methods section  

Response: We have now explained this in the methods section, including a description of the new 

searches done in the review process, as recommended by reviewer 1. 

 

VERSION 2 – REVIEW 

REVIEWER Christopher Jones 
Cooper Medical School of Rowan University, USA 
 
I am an investigator on unrelated studies sponsored by AstraZeneca 
and Roche Diagnostics, Inc. 

REVIEW RETURNED 21-Feb-2016 

 

GENERAL COMMENTS Thank you for revising and resubmitting your manuscript, 
"Publication and non-publication of drug trial results: a 10-year 
cohort of trials in Norwegian general practice." I am very impressed 
by the changes you made in response to the suggestions raised 
during the first round of peer review. In particular, the additional 
literature search, focus on publication rather than registration, and 
search of the EU Clinical Trials Register have substantially improved 
your study's reliability. Additionally, the methods and results are now 
presented more clearly.  
 
I have a few suggestions, which should be relatively straightforward 
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for you to address.  
 
You now state that "If the trial was registered, we included the NCT 
number in the search for publications." Your text box indicates that 
the NCT number search was separate from the search you 
performed based on other trial characteristics (i.e. you searched for 
NCT number OR these other characteristic). The text of your 
methods, however, does not clearly state whether you searched 
based on trial characteristics AND the NCT number, or whether you 
searched based on trial characteristics OR the NCT number. This is 
really important, as searching based on trial characteristics AND 
NCT number would potentially miss a number of matches.  
 
When presenting citation data for your included trials you provide 
averages (mean) along with 95% CI and min/max. These data are 
likely to be skewed by a few highly cited outliers. Presenting the 
median number of citations and annual citations with inter-quartile 
ranges would be more informative.  
 
Your limitations notes that "we believe that after the repeated 
extensive searches...it remains unlikely that further publications 
would have been found by others conducting similar searches." It is 
certainly possible that additional searches would identify an 
additional publication or two; I'd clarify this to state that while it is 
possible you did not identify every relevant published manuscript, it 
is unlikely additional searches would have substantially changed 
your results.   

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Christopher Jones  

Institution and Country: Cooper Medical School of Rowan University, USA  

Competing Interests: I am an investigator on unrelated studies sponsored by AstraZeneca and Roche 

Diagnostics, Inc.  

 

Thank you for revising and resubmitting your manuscript, "Publication and non-publication of drug trial 

results: a 10-year cohort of trials in Norwegian general practice." I am very impressed by the changes 

you made in response to the suggestions raised during the first round of peer review. In particular, the 

additional literature search, focus on publication rather than registration, and search of the EU Clinical 

Trials Register have substantially improved your study's reliability. Additionally, the methods and 

results are now presented more clearly.  

Response: We appreciate this remark, we also believe the paper was substantially improved after the 

advice we received in the first review.  

 

I have a few suggestions, which should be relatively straightforward for you to address.  

You now state that "If the trial was registered, we included the NCT number in the search for 

publications." Your text box indicates that the NCT number search was separate from the search you 

performed based on other trial characteristics (i.e. you searched for NCT number OR these other 

characteristic). The text of your methods, however, does not clearly state whether you searched 

based on trial characteristics AND the NCT number, or whether you searched based on trial 

characteristics OR the NCT number. This is really important, as searching based on trial 

characteristics AND NCT number would potentially miss a number of matches.  

Response: We agree that this makes an important difference, and have clarified in the text that our 

search was based on trial characteristics OR the NCT number, as specified previously in the text box.  
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When presenting citation data for your included trials you provide averages (mean) along with 95% CI 

and min/max. These data are likely to be skewed by a few highly cited outliers. Presenting the median 

number of citations and annual citations with inter-quartile ranges would be more informative.  

Response: We agree with this comment and now present the median number of citations and annual 

citations with inter-quartile ranges.  

 

Your limitations notes that "we believe that after the repeated extensive searches...it remains unlikely 

that further publications would have been found by others conducting similar searches." It is certainly 

possible that additional searches would identify an additional publication or two; I'd clarify this to state 

that while it is possible you did not identify every relevant published manuscript, it is unlikely additional 

searches would have substantially changed your results.  

Response: Thank you for this remark. We agree that there might be additional publications we have 

not identified, and we have changed the text as suggested.  

 

We have recognised a minor error in the previous submission regarding the number of main 

publications from the trials. The number of trials with published results was correct (n=135), but as 

two trials had results presented together in one paper (as previously noted in the flow chart), the 

correct number of main publications from the trials is n=134. The error has now been corrected in the 

flow chart and in the text. 
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