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Dear editor, 

   

Thank you for your response to our previous revision. We are pleased to hear that the reviewer expresses his 

satisfaction with our revision. Three remaining remarks were made by the reviewer which we have addressed 

below. Changes in the manuscript have been highlighted. We hope this version of the manuscript is now 

suitable for publication in the BMJ. Please feel free to contact us in case further clarifications are needed. 

 

Yours sincerely, 

Neeltje Batelaan MD PhD, corresponding author 

On behalf of Renske Bosman MSc, Anna Muntingh PhD, Willemijn Scholten MSc, Klaas Huijbregts PhD, and 

Anton van Balkom MD PhD 

 

 

 

  



05-Jan-2017 

 

Dear Dr. Batelaan 

 
Manuscript ID BMJ.2016.033460.R2 entitled "Risk of relapse following antidepressant 

discontinuation in anxiety disorders, OCD and PTSD. 

A systematic review and meta-analysis of relapse prevention trials" 
 

Thank you for sending us your paper.  We sent it for external peer review again. We recognise its 

potential importance and relevance to general medical readers, but I am afraid that we have not yet 
been able to reach a final decision on it because several important aspects of the work still need 

clarifying. 

 

We hope very much that you will be willing and able to revise your paper as explained below in the 

reviewer 1's comments, so that we will be in a better position to understand your study and decide 

whether the BMJ is the right journal for it. We are looking forward to reading the revised version and, 
we hope, reaching a decision. 

 

Yours sincerely, 
 

 

Tiago Villanueva 

Associate Editor 

tvillanueva@bmj.com 

 

*** PLEASE NOTE: This is a two-step process. After clicking on the link, you will be directed to a 

webpage to confirm. ***  

 

https://mc.manuscriptcentral.com/bmj?URL_MASK=871741aa57e547a1af8827324aac6a89 
 

 

 
 

** Comments from the external peer reviewers** 

 

Reviewer: 1 

 

Recommendation:  
 

Comments: 

1) Generally the revision is good, but I just realised there is a major omission. There is no discussion 
about the risk of bias (quality) of the studies! The methods say the risk of bias tool by Cochrane was 

used, but there is not discussion about the findings in the entire paper that I can see. Appendix 3 

provides some classifications, but then refers to GRADE too. The authors must of course address this 
immediately in the abstract, results and discussion. Were the RCTs included at low risk of bias? 

 
Thank you for noticing the confusion we created with incorrectly referring to GRADE in 
Appendix 3 as we indeed have used the Cochrane Collaboration tool for assessing bias. We 
now refer to the Cochrane Collaboration Tool in the header of this appendix, see Appendix 3.  
The reviewer is also correct that an explicit description of results of the bias assessment was 
lacking in both the abstract and the main document. We have added the following, also 
explicitly referring to Appendix 3 now: 
 
Abstract, p2: 
Bias was assessed using the Cochrane Collaboration Tool.  

 and 



Across studies, risk of bias was considered low. 
 
We now had to delete some words in the abstract because of word limits, resulting in minor 
textual revisions; no information has been deleted. 
 
Method section, p6: 
A summary score was computed summing the number of items scoring ‘high’ and could range 
from 0-7, with low scores indicating a low risk of bias.   
 
Results section, p8: 
Bias was assessed in all studies using the Cochrane Collaboration Tool.
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 Performance bias 

related to blinding of providers and detection bias was rated low in all studies. By contrast, 
attrition bias was present in the majority of studies. Across studies, the summary score ranged 
from 0-3, with two studies scoring 0, fourteen studies scoring 1, ten studies scoring 2 and two 
studies scoring 3 (see Appendix 3). Thus, in general the risk of bias was low.    

 

 

 

2) My other main comment remaining relates to the NNT again. Given the heterogeneity across 
studies, I think the NNT should at best be mentioned with due caution, that actually the NNT is likely 

to vary across populations, but the figures given relate to some average. 

 

Further, I asked the authors to clarify what time-point the NNT refers to. They say: “The number 

needed to treat to prevent one relapse within the follow-up period provides insight into the clinical 

relevance of the outcome” – but this is still very vague, as the follow-up period differs across studies 

(24 to 52 weeks). Therefore, I am not convinced that the NNT is especially helpful in this review 

context. I would therefore prefer if they remove this. 

 

We understand the reviewers concerns and have therefore removed the NNT from this review, 
resulting in deletions in the method section (p7), results (p10) and discussion section (p11 and 
13).  

 

 

3) ‘There was no evidence’ is often used in relation to the subgroup analyses. Do the authors mean no 

statistically significant evidence? Some of the ORs are very different between groups, but there is very 

little power to detect genuine differences. So please be more specific about what you mean by ‘no 
evidence’ when you use this language – as defined by what?  

 

Best wishes, Richard Riley 
 

We indeed mean no statistically significant evidence. Throughout the manuscript, several 
clarifications have been added.   

 
Abstract, p2:  
None of the subgroup analyses and meta-regression analyses showed statistical significance. 

 

Results, p9:  
(,) type of antidepressant, mode of discontinuation, allowing concurrent psychotherapy, and 
the exclusion of comorbidity did not impact statistically on the OR of relapse. Likewise, 
outcomes seemed statistically unrelated to year of publication (p=0.25), quality of the studies 
based on Cochrane Collaboration Tool for assessing risk of bias
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 (p=0.44), duration of 

treatment (p=0.95), or duration of follow-up (p=0.24). 

 
 Discussion, p11: 

None of the subgroup analyses nor meta-regression analyses reached statistical significance.  

 

 and, also p11: 



In our subgroup analysis no statistical impact of comorbidity on relapse rates was found.  
 
and, p12: 
(,.) (iv) a meta-regression on the quality of studies (including the aspect of selective 
reporting) was not statistically significant. 

 
 and, p12: 

Findings of subgroup analyses should however be interpreted cautiously, because statistical 
power to detect genuine differences is limited. Moreover, (,) 
 
and, p13: 
Our exploratory meta-regression analysis assessing the impact of duration of treatment was 
statistically non-significant. 
 
What this study adds, p23: 
Subgroup analyses and meta-regression analyses provided no statistical evidence that (,) 


