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Dear editor, 

   

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

satisfaction with our revision and his confidence in an adequate response to the issues raised. We have 

addressed these 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 

 
 

 

 

 

 

09-Mar-2017 

 

Dear Dr. Batelaan 

 
Manuscript ID BMJ.2016.033460.R3 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 
report from the statistical adviser, 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 



** Comments from the external peer reviewers** 

 

Reviewer: 1 

 
Recommendation:  

 

Comments: 
The response is good, and I think we are nearly there. One issue I am pleased they authors have 

addressed is the removal of the NNT. However, a related issue remains, in that there is still an 

emphasis on absolute risks (prevalence) estimates, and yet these are not interpreted well, and the 
methodology to obtain them is not described in sufficient detail. 

 

My comments can be summarised as follows. 

 

1) Abstract concludes that “relapse rates are higher (36.4%) when antidepressants are discontinued 

within a year, compared to continuation treatment (16.4% relapse)” – but where do these numbers 
come from? These are absolute risks, but the results of the Abstract just reports relative risks. Also 

‘within a year’ is ambiguous – do they refer to the mean the risk by one year, or that antidepressants 

are discontinued within a year of starting them?  
 

The summary prevalence rates of relapse were added to the conclusion of the abstract on 
request of the editorial committee. Thank you for noticing that the summary prevalence rates 
were not included in the results of the abstract, these have now been added along with the 
corresponding 95%Cis and been omitted from the conclusion of the abstract. Moreover, to 
clarify the timeframe we refer to we have rephrased the sentence. 
 
Abstract, Conclusion, p2 
“Up to one year follow-up, discontinuation of antidepressant treatment results in higher relapse 
rates among responders compared to treatment continuation.” 

 

 

2) I strongly recommend that the conclusion of the abstract focuses on the summary (average) relative 
increase. If the absolute risk values are presented, it should be made clear how these were derived, that 

they relate (I assume?) to the average risk across all populations, and what the CI for each is. 

 
We have rephrased the conclusion of the abstract focussing on only the relative increase. We 
have also included the summary prevalence rates and the corresponding CIs in the abstract, 
as this was requested by the editorial committee in an earlier revision. This now reads as: 
 
Abstract, Data extraction, p2: 
“Two independent raters selected studies and extracted data. Random effect models were 
used to estimate odds ratios (ORs) for relapse, hazard ratios (HRs) for time to relapse, and 
prevalence of relapse per group.” 
 
Abstract, Results, p2: 
“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.” 

 
 Abstract, Conclusion, p2: 

“Up to one year follow-up, discontinuation of antidepressant treatment results in higher relapse 
rates among responders compared to treatment continuation.” 

 
 

3) Point 2 also applies to the ‘what this study adds’ section 
 We have adjusted the section accordingly, this now reads as: 

 
What this study adds, p24: 
“This study meta-analysed results of 28 relapse prevention trials in patients with remitted 



anxiety disorders. A clear benefit of continuing medication (summary prevalence relapse 
16.4% [95%CI 12.6 to 20.1]) compared to discontinuation (summary prevalence relapse 
36.4% [95%CI 30.8 to 42.1]) was shown for both relapse and time to relapse (summary 
OR=3.11 (95%CI 2.48 to 3.89); (summary HR=3.63, 95%CI 2.58 to 5.10, n=11 studies)).” 

 
 

4) In relation to the same issue, the authors only say that “Proportions of relapse were based on 

weighted averages.” – but was there no consideration of heterogeneity, and what weights were used? 
Given the huge emphasis in the abstract about these proportions, I expected more details. And what 

time-point does the pooled prevalence relate to? Could there be competing risks (e.g. death) that affect 

these relapse %s? 

 
We agree that more information about the summary prevalence of relapse is desirable. We 
have therefore added more details about the summary prevalence rates of relapse to the 
method section. For clarity reasons, we have now separated the summary prevalence rates of 
relapse from the section ‘proportion of relapse’. We also added additional information 
regarding heterogeneity and the time-point to which the summary prevalence rates relate. 
Moreover, it seems unlikely that competing risks like death would have affected the 
prevalence rates of relapse, as these values were based on the definitions of relapse as 
provided in the individual studies and reasons for dropout were generally provided in the 
individual studies.  
 
Introduction, p3: 
“We meta-analysed relapse prevention trials that included anxiety disorder patients who 
responded to antidepressants, randomised these patients to either continuing the 
antidepressant or switching to placebo in a double-blind fashion, assessed relapse prevalence 
rates per group and compared relapse rates or time to relapse between these groups.” 
 
Method, Data extraction, p5: 
“For each study, the odds ratio (OR), indicating the odds of relapse in the placebo group 
relative to the odds of relapse in the antidepressant group, was based on the number of 
relapses per group and the total number of patients per group. This information was also used 
to calculate the corresponding confidence intervals and the prevalence of relapse in each 
group.” 
 
Method, Meta-analysis, p7: 
“In addition to the meta-analyses for the relative treatment effects (i.e. OR of relapse, HR of 
time to relapse), summary prevalence rates of relapse and dropout and the corresponding 
95%CIs were calculated per group (antidepressant group, placebo group) using random 
effects meta-analyses. The summary prevalence rates are of more direct relevance to 
clinicians and patients for making informed treatment decisions, although their generalisability 
may be more limited than of relative effect measures.

43
 Summary prevalence rates reflect the 

number of participants relapsing/dropping out per group relative to the total number of 
participants in that group.”  
 
Results, Prevalence of relapse per group, pp9-10: 
“In addition to the meta-analyses for the relative treatment effects (i.e. OR of relapse, HR of 
time to relapse), summary prevalence rates of relapse were calculated per group. 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. The Q statistic provided no 
indications for significant dispersion across studies (Q=32.9, df=27, p=0.20) and based on I

2
 

18.0% of the total variance was related to true heterogeneity between studies. The summary 
prevalence rate of relapse in the placebo group was 36.4% (95%CI 30.8 to 42.1) within one 
year of follow-up. There were no indications for significant dispersion across studies based on 
the Q statistic (Q=37.3, df=27, p=0.09). Moreover, an I

2
 of 27.6% indicated that the 

heterogeneity between studies was low.” 
 

 

5) No CIs are given for the summary prevalence values in the actual main results of the paper either. 



 
CIs for the summary prevalence values have been added to the results of the paper, see pp9-
10 (see response above). 

 

 

6) A similar issue arises about the summary drop out %s – how were these derived and why are there 
no CIs given? 

  
We have added information about the summary prevalence of dropouts including 95%CIs and 
how these were derived in the following sections. 
 
Method, Meta-analysis, p7: 
“In addition to the meta-analyses for the relative treatment effects (i.e. OR of relapse, HR of 
time to relapse), summary prevalence rates of relapse and dropout and the corresponding 
95%CIs were calculated per group (antidepressant group, placebo group) using random 
effects meta-analyses. The summary prevalence rates are of more direct relevance to 
clinicians and patients for making informed treatment decisions, although their generalisability 
may be more limited than of relative effect measures.

43
 Summary prevalence rates reflect the 

number of participants relapsing/dropping out per group relative to the total number of 
participants in that group.” 
 
Results, Tolerability, dropouts and withdrawal symptoms, p10: 
“Drop-outs (excluding those for lack of efficacy) were relatively higher in the placebo group 
compared to the antidepressant group (summary OR=1.31, 95%CI 1.06 to 1.63) (based on 
n=27 studies) within one year of follow-up. No significant dispersion was detected based on 
the Q statistic (Q=27.1, df=26, p=0.40) and I

2
=4.1% indicated low heterogeneity across 

studies. Moreover, the summary prevalence of dropout in the placebo group was 21.9% 
(95%CI 15.3 to 28.5) and in the antidepressant group 17.2% (95%CI 13.5 to 20.9) both within 
one year of follow-up. Regarding the summary prevalence of dropout, the Q statistics provided 
no indications for significant dispersion across studies in both groups (antidepressant group: 
Q=32.4, df=26, p0.18; placebo group Q=34.4, df=26, p=0.13). Furthermore, I

2
 in the placebo 

group (24.3%) and in the antidepressant group (19.8%) indicated that heterogeneity was low.” 

 
 

7) In the discussion, the same issue applies: “Second, relapse was 36.4% vs. 16.4% in the placebo 

group and antidepressant group respectively” – but it is not clear that these are summary (average) 
values, or what the CIs are. 

 
This sentence as been adjusted to clarify that this refers to summary values, include the CI’s 
and to include the timeframe the values are referring to. 
 
Discussion, Main findings, p11: 
“Second, summary prevalence of relapse was 36.4% (95%CI 30.8 to 42.1) vs. 16.4% (95%CI 
12.6 to 20.1) in the placebo group and antidepressant group respectively within one year of 
follow-up.” 

 
 

8) Lastly, I think we refer nowadays to Cochrane, and not Cochrane Collaboration 

 
 Thank you for noticing, we have adjusted the text accordingly throughout the manuscript.  

 

I am confident the authors can revise the article accordingly to clarify/ remove these issues. 

With best wishes, Richard Riley  


