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Dear Dr. Batelaan  

 
Manuscript ID BMJ.2016.033460.R1 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 our comments and 
the reviewer'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.  

 
Editor's comments:  

 

- We feel the conclusions in the abstract and in the paper 
need to stick more closely to what this paper shows. For 

example, saying that "antidepressants optimize the 
prognosis by preventing relapse up until a period of one 

year" doesn't seem to be what this study shows. You could 
say something like "among clinical trial participants with an 

initial response to the drug, x% relapse if treatment is 
discontinued after..."  

Moreover, the conclusion should be that 2/3 of patients are 
able to discontinue these drugs without relapse but about a 

third relapse. Decisions about whether to continue or 
withdraw medication should consider the relapse risk in 

relation to adverse effects of the treatment and patient 
preferences.  

 

- In the discussion at the end of the paper you  make 



judgment statements such as "the NNT is quite acceptable" 

that don't take into consideration harms or side effects of 
continued treatment. Most patients do well when they 

discontinue treatment. We're also not sure we would call 
the relapse rate "substantial." Finally, the three paragraphs 

right before the conclusion section starting "To weight..." 
seem beyond the scope of the paper.  

 
 

We are looking forward to reading the revised version and, 
we hope, reaching a decision.  

 
Yours sincerely,  

 
 

Tiago Villanueva  

Assistant Editor  
tvillanueva@bmj.com  

 
https://mc.manuscriptcentral.com/bmj?URL_MASK=1c152

3b11871418d82e3b96c0201d98b  
 

 
 

** Comments from the external peer reviewers**  
 

Reviewer: 1  
 

Recommendation:  
 

Comments:  

I think the MS now  fulfills the requirements of the 
reviewers.  

 
Page 17/15: Reference 18 should be omitted in the 

sentence "These results thus suggest that continuation 
should be advised for at least one year following response 

on antidepressants. Some guidelines advise shorter periods 
for specific anxiety disorders (e.g. panic Disorder [14 18 

78]. These recommendations need reconsideration." as ref 
18 actually recommends to treat for 1 year and longer. 

Therefore, only 2 guidelines, the BAP and NICE, 
recommend to treat only for 6 months, while all the others 

recommend 12 months and more. In fact, the paper only 
corroborates the recommendations of most guidelines.  

 

 



Additional Questions:  

Please enter your name: Borwin Bandelow  
 

Job Title: Prof. Dr., Deputy Director  
 

Institution: Department of Psychiatry and Psychotherapy, 
University Medical Centre, Göttingen, Germany  

 
Reimbursement for attending a symposium?: No  

 
A fee for speaking?: Yes  

 
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: Speaker's fee: 

Servier, Lundbeck, Pfizer  
Advisory board: Pfizer  

 
 

Reviewer: 2  
 

Recommendation:  
 

Comments:  
The authors have generally responded well to my 

comments and revised the article and analyses accordingly, 

and I thank them for that. I have some further, mostly 



minor comments that are still important to address:  

 
1) In the abstract the authors conclude that 

“Antidepressants optimize the prognosis of anxiety 
disorders by preventing relapse up till a period of one 

year”, and yet there is no previous mention of the one year 
period in the results, and so I can’t ascertain where the 

one year recommendation comes from.  In particular, the 
HRs relate to a comparison over a whole follow-up period, 

which might be > 1 year (but we can’t tell from the 
abstract information). Add a statement about duration of 

follow-up?  
 

2) it is worth adding to the discussion that, if a full 
comparison of treatments is desired, a network meta-

analysis is worth considering to extend your meta-

regression work here.  
 

3) ‘… trim and fill procedure was used to provide an 
ADJUSTED estimate …’  

 
4) At the start of the results the authors now reference the 

use of the Parmar methods to derive CIs for HRs, but this 
should be part of the ‘data extraction’ section of the 

methods section also.  
 

5) ‘methods of moments’ is used to describe the meta-
regression estimation, but this is akin to the DL approach, 

so no need to confuse the reader by lack of consistency in 
language. Also I don’t think the DL approach is referenced.  

 

6) In the methods section, the NNT is described but its 
calculation is not explained. How were the meta-analysis 

results used to obtain the NNT? This is very important. 
Indeed, I am a bit concerned by it as it appears (from the 

results) that the proportion from the placebo group is just 
found by adding up numbers over trials. Would a weighted 

average not be better? Further, NNT by what time point?    
 

7) ‘One of the articles concerned a negative study …’ – 
what does negative mean? In relation to what treatment? 

The authors still have not described this fully in their text. 
 What are the implications on meta-analysis?  

 
8) “Because in these two studies all patients had an 

assessment at 24 weeks, we used data at 24 weeks as 

outcome for these studies.” – this is relevant for the use of 



ORs, but if HRs were used from these studies then the 

whole follow-up period should be reflected. Can the authors 
clarify in the text that this relates to ORs and how it relates 

to HRs?  
 

9) “Further, I2 is set to zero as the number of degrees of 
freedom is higher than the value of Q” – better to just say 

I2 is 0%?  
 

10) “… appeared to be little indication of small study 
effects” – rewrite this please as it is hard to know if you are 

suggested that there is a little effect, or if there no effect.  
 

11) I did not notice this before, but there is very little 
consideration of data for harms of staying on treatment.   

Why are meta-analyses not done, in regard harms?  

 
12) The alternative meta-analysis of RRs should form part 

of the methods description and shown in the results 
section, not just the discussion  

 
I hope this helps improve the article further  

Best wishes, Richard Riley  
 

 
Additional Questions:  

Please enter your name: Richard Riley  
 

Job Title: Professor of Biostatistics  
 

Institution: Keele University  

 
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?: No  

 
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:  
 

 
Reviewer: 3  

 

Recommendation:  
 

Comments:  
In my opinion, the authors have provided a thoughtful and 

detailed response to the issues raised by the reviewers. As 
a result, the paper is considerably strengthened.  

I have no further queries.    
 

Additional Questions:  
Please enter your name: Koen Schruers  

 
Job Title: Professor of Affective Neuroscience  

 
Institution: Maastricht University  

 

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?: No  
 

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: None  

 
 

Reviewer: 4  
 

Recommendation:  

 
Comments:  

The authors have adequately addressed my concerns. No 
further comments  

 
 

Additional Questions:  
Please enter your name: Dr Jayati Das-Munshi  

 
Job Title: Clinician Scientist Fellow, Consultant Psychiatrist  

 
Institution: IOPPN, KCL  

 
Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  
 

A fee for organising education?: No  
 

Funds for research?: Yes  
 

Funds for a member of staff?: No  
 

Fees for consulting?: No  
 

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 competing 

interests  
 

 
 

 
   

 


