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Dear Dr. Batelaan  

 
Manuscript ID BMJ.2016.033460.R4 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. You will see our statistician still 

has several points for revision that remain unclear.  We 
know that you have put a lot of work into trying to get this 

manuscript right but it may be that we have different ideas 
of how to present this research.  If you would like to have 

one last go at revising we are prepared to look at this 
again but it may be nearing the point when we need to 

part ways, allowing you to submit your manuscript 
elsewhere. Do please revise your manuscript and return it 

to us in the usual way if you still wish to, but we would 
understand if you do not think you can meet our requests.  

 
 

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=b14e0
e44050c4a119263ad95acc26dec  

 
 

 

 



** Comments from the external peer reviewers**  

 
Reviewer: 1  

 
Recommendation:  

 
Comments:  

Thank you for responding to my comments. Unfortunately I 
am still confused by the response and the revision in 

regards to the ‘prevalence rates’, as follows:  
 

1) The authors now say in their abstract: “Summary 
prevalence rates were 36.4% (95%CI 30.8 to 42.1) for the 

placebo-group and 16.4% (95%CI 12.6 to 20.1) for the 
antidepressant-group.”  

 

- the word ‘prevalence rates’ is confusing. Prevalence is a 
proportion by a particular time, but rate is over time. Do 

the authors mean the summary prevalence of relapse by 
one year was 36.4% ? Or do they mean ‘rate’ in the truest 

sense, as then we need to know the number of events per 
person years of follow up (not a %).  

 
Indeed, if dropping out is an issue (which it seems to be), 

then censoring is an issue, and so we should be seeing 
incidence RATES (no. of relapses per X person years) and 

not %s.  So this needs serious clarification still.  
 

2) Elsewhere this language also needs changing, e.g. in the 
Intro: “… assessed relapse prevalence rates per group” – 

the authors mean either ‘incidence rate’, or ‘prevalence’. 

Their current language is an amalgamation.  
 

3) Continuing this issue, the Methods says: “Summary 
prevalence rates reflect the number of participants 

relapsing/dropping out per group relative to the total 
number of participants in that group”  

– but relapsing and dropping out are different things aren’t 
they? Clinically, why do we want the risk of dropping out to 

be merged with the risk of relapse?  
 

4)  In the Results it says: “The summary prevalence rates 
of relapse in the antidepressant group indicated that 

16.4% (95%CI 12.6 to 20.1) of the patients relapsed 
within one year of follow-up.” – however, most studies do 

not go up to 1 year, as earlier the authors say: “Between 

studies the duration of follow-up ranged from 24 to 28 



weeks. One study had a variable duration of follow-up of 

24-56 weeks”. So, how is the 16.4% relapse risk by 1 year 
actually derived? As mentioned above, I think rates are 

needed.  
 

Other minor comments:  
 

5) Methods: “Study selection was conducted in accordance 
with the PRISMA guidelines.” – but PRISMA is a reporting 

guideline, not a recommendation on how to do study 
selection.  

 
6) Appendix 4 and 5, the skewness (if it exists) is being 

exaggerated by the x axes being truncated on the right 
side, such that the diagonal line does not meet the x axis 

to the right, but it does on the left. Indeed, I would remove 

the diagonal lines.  
 

7) I would suggest removing the reference to the glass of 
water in the following: “However, results can be compared 

to the well-known glass of water which is either half full or 
half empty; when 36.4% (95%CI 30.8 to 42.1) of the 

patients relapse, 63.6% does not. In other words, the 
majority of patients do well when discontinuing treatment. 

Also, relapse may also occur during continuation of 
antidepressants (16.4% [95%CI 12.6 to 20.1] within 

follow-up).”  
 

In summary, I was hoping to simply sign this off, but there 
remains confusion about the prevalence / rates. This does 

need to be clarified and reported accurately please. I hope 

the authors can appreciate my stance here, and address 
this fully going forward. With best wishes, Richard Riley  
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