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th

 2016, Amsterdam, the Netherlands 

 

Dear editor, 

 

Thank you for reviewing our manuscript entitled ‘Is it wise to discontinue antidepressants for anxiety disorders? 

A systematic review and meta-analysis of relapse prevention trials.’ We were very pleased with the positive 

comments of both the editorial committee and the reviewers, and with the acknowledgement of its potential 

importance and relevance to general medical readers. In addition to multiple statistical issues, reviewers and 

the editorial committee asked us to further clarify the implications of our findings for clinical practice. We have 

carefully addressed the comments, and as a result the manuscript has been revised thoroughly. With regard to 

clinical implications, we now state that up till a treatment duration of one year, antidepressants outperform 

placebo by preventing relapse. We further stated that evidence following this period is lacking, but that this lack 

of evidence should not be interpreted as an explicit advice to discontinue antidepressants after one year. 

Guidelines which suggest to taper antidepressants following sustained remission may be too optimistic. Rather, 

we recommend that patients and their doctors exchange views on what seems best for the individual patient.  

Below we have outlined all changes made in response to the comments. We hope the revised version will be 

suitable for publication in the British Medical Journal. Please feel free to contact us in case further clarifications 

are needed. 

 

Yours sincerely, 

Neeltje M Batelaan MD PhD, corresponding author 

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

PhD, and Anton JLM van Balkom MD PhD 
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10-Jul-2016 

Dear Dr. Batelaan 

 

Manuscript ID BMJ.2016.033460 entitled "Is it wise to discontinue antidepressants for anxiety disorders? 

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

 

Thank you for sending us your paper. We sent it for external peer review and discussed it at our manuscript 

committee meeting. 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 manuscript meeting, 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 

Assistant Editor 

tvillanueva@bmj.com 

 

 

**Report from The BMJ’s manuscript committee meeting** 

 

These comments are an attempt to summarise the discussions at the manuscript meeting. They are not an 

exact transcript. 

Members of the committee were: Elizabeth Loder (chair), Richard Riley (Statistician), Georg Roggla, Jose 

Merino, Rubin Minhas, Tiago Villanueva, Jessamy Bagenal. 

Decision: Put points 

First, please revise your paper to respond to all of the comments by the reviewers. Their reports are 

available at the end of this letter, below. 

Please also respond to these additional comments by the committee: 

 

-Our statistician had a number of technical concerns which are detailed in his report (see comments by 

reviewer 7), but thinks they are addressable. 
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We would like to thank your statistician for his valuable comments. We have addressed these 

below.  

 

-One editor felt that this is a clinically relevant research question. She didn’t like the fact that the question 

is put in the title, however, and that you should therefore revise the title. 

 

On request of this editor, as well as RV1 we rephrased the title, now reading as follows, p1:  

Risk of relapse following antidepressant discontinuation in anxiety disorders, OCD and PTSD – a 

systematic review and meta-analysis of relapse prevention trials 

 

She liked the fact that you include information about drug company funding in included studies and that 

you also do a nice job of showing which studies have addressed this question, for which drugs, and so on. 

 

Thank you for the compliment. 

In the discussion section, we mentioned the involvement of pharmaceutical companies in all  

except two small studies as a potential limitation. The editorial committee and the majority of 

reviewers (RV1, RV3, RV4, RV6, RV7) have made a remark on this subject. The editorial 

committee and reviewers 3 and 6 mention that we have taken appropriate steps to address this 

issue, which we gratefully acknowledge. However, whereas reviewer 1 suggests to nuance 

concerns regarding pharmaceutical involvement, reviewers 3 and 6 suggest to emphasize 

concerns. We felt the best way to deal herewith is to focus more in-depth on publication bias and 

selective reporting, and to employ a policy of transparency by reporting these findings. 

 

To this end, we more thoroughly searched for unpublished studies, described this in the method 

section, adjusted the flow chart (Figure 1) and reported results. This additional search resulted in 

four extra unpublished studies, two of which could be included in the meta-analysis, and two had 

to be excluded because available data were insufficient and not provided upon request. Next we 

reran the meta-analysis without unpublished studies, which indeed showed a stronger 

association thereby suggesting publication bias (OR=3.38 vs. OR=3.11 respectively). We also now 

have more thoroughly examined reporting bias, also visible in the assessment of bias (Appendix 

2). A meta-regression on the quality of studies, now using the Cochrane Collaboration’s tool for 

assessing risk of bias as suggested by reviewer 3 (including the aspect of selective reporting) was 

non-significant. Thus, both publication bias and selective reporting seem present, which may or 

may not be related to the involvement of pharmaceutical companies. The issue at hand however, 

is whether this bias is likely to change conclusions. This seems unlikely; i.e. we most likely 

included the majority of unpublished studies in the meta-analysis, adjusting ORs attenuated the 
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strength of the association, but the protective effect of continuing antidepressants remained 

substantial, and a meta-regression on the quality of studies (including the aspect of selective 

reporting) was non-significant. 

 

Revised text on the search, method section, p5: 

This search was extended by scanning reference lists of relevant papers and searching trial 

registers including ClinicalTrails.gov, World Health Organization, Cochrane trials, 

GlaxoSmithKline, Roche, Novartis, and Astrazeneca. 

 

Revised text on the search, result section, p8: 

Six unpublished studies were identified via hand-searching and by searching clinical trials 

registers. Of these, two could not be included due to missing data, as data were not provided 

upon request. One of the articles with missing data concerned a negative study, conducted by 

Hackett et al, 2000 described by,[44] the other is registered on clinicaltials.gov (identifier: 

NCT00215137 by Wang, Davidson, Connor, Li, and Zhang), results are not described. The 

remaining four unpublished studies were included,[45–48] all were conducted by 

GlaxoSmithKline. 

 

We now have rewritten the text in strengths and weaknesses on involvement of pharmaceutical 

companies as follows, p11: 

Pharmaceutical companies were involved in all except two small studies.[55,56] Hence, we should 

be aware of the probability of both publication bias and sponsorship bias.[70] To limit potential 

bias, we thoroughly searched for non-published studies and included these if sufficient 

information was available. Six unpublished studies were found, four with negative results, one 

with positive results and one unknown, thereby suggesting publication bias. Indeed, excluding the 

unpublished studies resulted in a higher OR as compared to including (the four) unpublished 

studies; (e.g. excluding unpublished studies OR=3.38 (95% CI 2.76 to 4.12) vs. including 

unpublished studies OR=3.11 (95% CI 2.50 to 3.86)). To further assess potential biases, we 

examined whether selective reporting was present in individual studies. Several indications for 

selective reporting were found. In four articles, the abstract was incomplete.[38,56,71,72] In 

addition, one study had planned to analyse time to relapse with a Cochran-Mantel-Haenzel test, 

but did not report test results[44], and three studies reported the HR for time to relapse, but 

information about the 95% CI was incomplete.[24,49,50] Irrespective of whether these 

shortcomings are related to the involvement of pharmaceutical companies, it seems unlikely that 

these shortcomings change our conclusion for the following reasons: (i) we most likely included 

the majority of unpublished studies in the meta-analysis, (ii) adjusting ORs attenuated the 

strength of the association, but the protective effect of continuing AD remained substantial, (iii) 

missing confidence intervals were estimated and included in meta-analysis, and (iv) a meta-

regression on the quality of studies (including the aspect of selective reporting) was non-

significant. 

 

She wondered if this information is as relevant to real life as you claim. She also doesn’t agree with your 

interpretation. In terms of the real life question, you look here at randomized trials where patients are being 

rigorously assessed with validated instruments. Only those who responded to the drug were in the 

continuation phase. In real life practice, many patients who are put on these drugs for anxiety treatment 

don't seem to respond, yet they are told to continue the drugs because they might get worse if they stop. She 
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worries that the message of this study, which is looking at people who had a verified response to treatment, 

will be applied in the real world to patients who haven't had such a clear benefit. 

 

We acknowledge the editors concern, that many patients use antidepressants even though 

response is limited, and that our study only considers patients who adequately responded to 

antidepressants. We have attempted to make this more explicit in the text. To that aim, the 

following changes have been made throughout the text:  

 

Abstract, p2:  

To examine the risk of relapse and time to relapse following discontinuation of antidepressants in 

anxiety disorder patients who responded to antidepressants. 

 

Introduction, p3:  

We meta-analyzed relapse prevention trials that included anxiety disorder patients who 

responded to antidepressants, (…) 

 

Discussion, main findings, p10: 

This meta-analysis examined the risk of relapse when discontinuing antidepressants in anxiety 

disorder patients who responded to antidepressant treatment. 

 

Clinical implications, p12:  

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

response on antidepressants. 

 

Despite the fact that these people were all initial responders a full 2/3 did not relapse when the drug was 

discontinued, even after a relatively short period of time. The message she draws from this is that in many 

cases it makes sense to try to discontinue the drugs. She felt that you seem to have started with the opposite 

point of view and that you should also be considering other possibilities. 

 

A member of the editorial committee signals that we focus on the risk of relapse following 

discontinuation (37.7%), whereas the chance of non-relapse is substantial (62.3%). We agree that 

this perspective should be addressed and have elaborated the clinical implications section, p12:  

 

Additionally, results can be compared to the well-known glass of water which is either half full or 

half empty; when 36.4% of the patients relapse, 63.6% does not. Also, relapse may also occur 

during continuation of antidepressants (16.4% within follow-up). Doctors and their patients 

should consider whether the benefits of discontinuation are worth the substantial risk of relapse. 

 

 -Another editor thinks the research question is relevant. He felt the two reviewers that were most 

convincing were rather critical but would give the authors a chance and is in favour. 
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We hope we have met the expectations. 

 

-Another editor liked the research question. But he felt the 6 month cut point was a bit doubtful, and that 

you needed to make a good case for it. He added that 6 months isn’t that long and the real question is how 

relapse rates improve with duration of treatment (which needs to be adjusted for severity of illness as more 

ill = longer treatment), but you cannot answer that based on the 6 month data. -Another editor felt the study 

addressed an interesting and important research question. He felt the study appeared well done. Two of the 

reviewers bring up the issue about the relatively short-term treatment and follow-up and expects that you 

can respond to this issue. Moreover, there did not seem to be a lot of uncertainty on the topic: all studies 

showed that relapse rates were higher in those who discontinued the antidepressants. How does this add? 

The conclusion that more research is needed is the natural one, and it is not satisfying. We need to better 

understand if there is an optimal treatment duration and pattern of d/c.  

 

We think the research question is indeed very relevant to clinical practice. The comments of 

these editors refer to the duration of acute treatment in relation to the consequences for clinical 

practice. This issue has also been brought up by reviewers 1, 5 and 6, with a call to discuss 

findings or nuance conclusions. We agree that our conclusions were not fully covered by our 

results; i.e. because the duration of acute treatment is limited to one year, conclusions should 

explicitly be limited to the same period. Based on these comments, we have rewritten a 

substantial part of the discussion and clinical implications section. We would like to thank both 

the editorial committee and the reviewers as we think their comments have improved the 

manuscript substantially. 

 

In short, we have revised the discussion and clinical implications section to acknowledge:  

1) that evidence from the present meta-analysis is limited to a one-year period; 

2) that evidence-based advise after one year of acute treatment is lacking but needed, 

with suggestions which studies should be conducted;  

3) that some guidelines are in line with the evidence presented in our study, but that 

guidelines who advise discontinuation after six months should reconsider their advice; 

4) that the lack of evidence after one year should not be interpreted as an advice to 

taper antidepressants after one year of treatment, and thus, that guidelines which 

suggest tapering following sustained remission may be too optimistic.  

5) that doctors and their patients should exchange views on what seems best for the 

individual patient after one year of treatment.  

 

Strengths and weaknesses, p11/12:  
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A final limitation is that the maximum duration of treatment was limited to 52 weeks. 

Randomised studies with a longer duration are non-existent. Up till one year, a clear advantage 

of continuing antidepressants was found. However, based on the present meta-analysis, we 

cannot determine whether there is a relatively ‘safe’ period after 52 weeks of treatment when 

antidepressants can be discontinued without the associated risk for relapse.  

 

Clinical implications, p12:  

Altogether our results imply that, for a treatment duration up till one year, antidepressants 

outperform placebo in preventing relapse and are well tolerated over time. Additionally, 

antidepressants seem to be superior to placebo regarding quality of life (e.g.[23]), and direct 

medical costs associated with relapse might offset the costs of antidepressants.[73] The number 

needed to treat is quite acceptable. 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[14,18,74]), these 

recommendations may need reconsideration.  

 

Patients may however prefer discontinuation even within a year, because of an aversion to 

antidepressants or because they view long-term use as problematic.[75,76] There is no definite 

answer as to whether it is unwise to discontinue antidepressants earlier. Our exploratory meta-

regression analysis assessing the impact of duration of treatment was non-significant. In line with 

this, it was found that time to restart an antidepressant was similar in patients who discontinued 

antidepressants within 6 months and in patients who continued antidepressants for 6-12 

months[77].  

Additionally, results can be compared to the well-known glass of water which is either half full or 

half empty; when 36.4% of the patients relapse, 63.6% does not. Also, relapse may also occur 

during continuation of antidepressants (16.4% within follow-up). Doctors and their patients 

should consider whether the benefits of discontinuation are worth the substantial risk of relapse. 

  

Studies included in this meta-analysis have a treatment duration up till one year. Because studies 

with longer durations are lacking, it is unknown whether after this period patients should 

continue or can safely discontinue their antidepressants. On the one hand, it can be hypothesized 

that with longer durations of treatment, improvement continues and functioning improves  

thereby drifting further away from a relapse. On the other hand, in a study with a naturalistic 

design, relapse rates following discontinuation were high, even after three years of sustained 

remission on medication[26]. Given the importance of this for daily clinical care, randomized 

controlled trials with long treatment durations are needed in patients who responded to 

antidepressants. These studies should directly compare various durations of treatment. To date, 

such studies have been conducted by Rickels and colleagues[24] and by Mavissakalian and 

Perel.[28] Both studies had small sample sizes, and additionally, in part of the sample of 

Mavissakalian and Perel, discontinuation was not blinded. Results were contradictory. Rickels and 

colleagues found significantly higher relapse rates following discontinuation in patients treated 

for six months (53.7%) as compared with patients treated for twelve months (32.4%). In contrast, 

Mavissakalian and Perel found similar relapse rates in patients who were treated for 6 months 

and in patients who were treated for 12-30 months prior to discontinuation[28]. Until more data 

become available, no rational advice can be provided to patients to optimize their long-term 

prognosis after this period of one year. We would like to emphasize that the guidelines advice to 

continue medication for a year, should not be interpreted as an advice to taper medication after 

this period. Thus, by suggesting to taper medication following sustained remission, current 

guidelines are too optimistic. Unfortunately, the discussion whether or not it is wise to 

discontinue antidepressants does often not take place between doctors and their patients [78].  
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 Conclusion, p13:  

Based on the evidence presented here, the advice is to continue antidepressants for at least a 

year. After this period no evidence-based advice can be provided. The lack of evidence after this 

period should not be interpreted as an explicit advice to discontinue antidepressants after one 

year. Guidelines which suggest tapering antidepressants following sustained remission should be 

reworded. It is up to patients and their doctors to exchange views on what seems best for the 

individual patient at long-term. 

 

Implications for clinical practice, p22:  

 

• After one year of treatment, no evidence-based advice can be provided. This lack of evidence 

should not be interpreted as an explicit advice to taper antidepressants after one year. Guidelines 

which suggest tapering antidepressants following sustained remission should be reworded.  

• Current clinical practice needs to change, i.e. when considering antidepressants in acute phase 

treatment, the risk of relapse in case of discontinuation later on needs to be discussed straight 

from the start of the treatment, and after one year, patients and their doctors should decide what 

seems best for the individual patient.  

 

And this paper presents too much of a big picture view. He thus did not think the answer will lead to 

changes in clinical practice or policy. While he acknowledged that this is a good study, he felt it may be 

better for a more specialist journal. 

 

With this paper, we aim to increase awareness among clinicians that given the chronicity of 

anxiety disorders, long-term considerations should guide treatment. In our opinion, all doctors 

prescribing antidepressants should be aware. As the use of antidepressants is widespread and as 

most antidepressants are prescribed in general care, not specialized mental health care, we 

specifically choose to submit the manuscript to a general medical journal. Moreover, according 

to our experience, not many doctors realize that discontinuing antidepressants is associated with 

relapse. Moreover, many doctors interpret the lack of advice for periods after one year as an 

advice to taper medication one year following remission. We feel this nuance is very important 

for clinical practice. Reviewer 2 acknowledged the clinical relevance and reviewer 5 even 

remarked the following: ‘The paper has the potential to dramatically influence clinical practice 

with respect to management of anxiety disorders’.  

Whether we succeed in changing clinical practice or policy of course remains to be seen, though 

we hope that we are closer to succeeding with our revised version.  

 

In your response please provide, point by point, your replies to the comments made by the reviewers and 

the editors, explaining how you have dealt with them in the paper.  
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** Comments from the external peer reviewers** 

 

Reviewer: 1 

Comments: 

This is a well-written paper on relapse prevention studies in anxiety disorders, OCD, and PTSD. The 

methodology is sound. The main result is that the drugs clearly separated from placebo. Against 

expectation, slowly tapering the drug resulted in higher relapse rates. 

- The second conclusion of the authors, however, is not justified: “Antidepressants can be regarded as a 

first-line treatment option to optimize long-term prognosis, but only if antidepressants are continued. This 

goes against international guidelines, which advise discontinuing after 6-24 months.” (abstract conclusions, 

and 13/3). It is not clear what is wrong with these guideline recommendations. Do the authors recommend 

to continue the medication forever? The relapse prevention studies in the present study were only 

conducted for half a year (only 2 studies had a follow-up duration of 1 year). Therefore, we don’t know 

what happens after this period. In the available studies, discontinuation did not result in a relapse for the 

majority of patients (62.3% within follow-up), and relapse may also occur during continuation of 

antidepressants (15.8% within follow-up). Moreover, there is the effect regression to the mean. For 

example, panic disorder has its peak around 36 years of age. Therefore, in most studies, the average patient 

age is 36. Statistically, there is a natural decline in anxiety psychopathology after this age. Therefore, the 

improvement that we see after 1 year is only partly due to drug or placebo effects, but also to spontaneous 

remission. Therefore, it is not wise to recommend treating the anxiety disorder forever. Instead, the advise 

would be that the drug should be continued for at least 6 month after remission, or even longer, depending 

on the disorder (longer in OCD and PTSD), the previous experience with the individual patient, disorder 

severity and other factors. 

 

The reviewer expresses his critics with regard to our conclusion (‘only if antidepressants are 

continued’) and to our statement that recommendations in current guidelines are not in line with 

our findings. The request not make inferences for periods after available follow-up data has been 

raised by other reviewers and the editorial committee too. In our first version we did not 

explicitly limit our conclusions to a period of one year. In the same vein, our recommendation 

regarding guidelines missed nuance, as some guidelines are, and some guidelines are not in line 

with our findings. We now have rewritten the discussion section, see p10 onwards and the 

elaborate response to the editorial committee (p6-8 of this document). 

 

- It should be mentioned that relapse prevention trials (26-52 weeks) are required by the EMA, this is why 

only drugs come to the market that have survived this test. 
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The EMA guidelines state that the best way to determine the maintenance effect of new 

pharmacotherapy is by means of relapse prevention trials with a duration of 6 to twelve months 

for GAD (July 2005) and SAD (August 2006) and a minimal duration of 6 months for OCD (July 

2005) and PD (July 2005). For PTSD (February 2009) there is no minimal duration included in the 

guidelines. As mentioned by the reviewer, studies included in our meta-analysis conducted after 

the guidelines came into effect do meet these requirements. However, some studies have 

shorter durations, i.e. do not meet EMA requirements. These studies all predate the current EMA 

guidelines. Because of these earlier studies, we have chosen not to mention the EMA guidelines 

in the manuscript. 

 

- The finding that studies allowing concurrent psychotherapy reported higher relapse rates cannot be 

explained by the assumption that patients with concurrent psychotherapy might be more severely ill. As the 

studies recruited consecutive patients, and the patients did not have the choice between a study allowing 

concurrent psychotherapy and another one not allowing psychotherapy, is not probably that this could have 

influenced the results. Moreover, we don’t know if a substantial percentage of patients utilized concurrent 

psychotherapy in these studies. 

 

The reviewer seeks an explanation for the finding that in our subgroup analysis, studies allowing 

concurrent psychotherapy reported higher relapse rates. For this revised version, we have 

conducted a thorough additional search for unpublished literature (based on comments 

regarding involvement of pharmaceutical companies made by several reviewers). This has 

resulted into inclusion of two additional studies in the meta-analysis. The subgroup analysis 

provides no longer indications for significant differences. We have adapted Table 1 and the 

results section and have deleted the text in the discussion section according to current findings.  

 

- It is not clear why studies that used tapered antidepressants reported higher relapse rates than studies 

switching abruptly to placebo. However, many patients on SSRIs are only treated with one pill (e.g., 50 mg 

sertraline), as this is already sufficient, and there is not so much to taper. 

 

The reviewer is correct that this was a counter-intuitive finding. As mentioned above, two 

additional studies were included. Now, the subgroup analysis provides no longer indications for 

significant differences. We have adapted Table 1 and the results section and have deleted the 

text in the discussion section according to current findings. 

 

- Publication bias (11/52). The authors should mention a meta-analysis of 234 studies in anxiety disorders 

(Bandelow et al 2015. Efficacy of treatments for anxiety disorders: a meta-analysis. Int Clin 
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Psychopharmacol 30:183). In this study, the effect sizes for drugs were not different between studies that 

were sponsored by the drug manufacturer and those studies in which the same drug was used a comparator 

to the sponsors’s drug. Therefore, there is no evidence that drug manufacturers tend to exaggerate the effect 

sizes of their drugs, speaking generally. 

 

For an elaborate comment on involvement of pharmaceutical companies, see response to the 

editorial committee on page 3/4 of this document.  

Specific comment: we have not included the reference of Bandelow et al 2015 as this focuses on 

acute treatment. However, we are happy to include this reference if the Editorial Committee or 

the reviewer feels different. Instead we now have chosen to focus more in-depth on publication 

bias and selective reporting in the studies at hand, and to employ a policy of transparency by 

reporting these findings. The overall conclusion is that although some bias seems present (which 

may or may not be related to pharmaceutical companies), our conclusion regarding the 

protective effect of continuing antidepressants holds.  

 

- PTSD and OCD are now longer anxiety disorders – the title should be extended to “anxiety disorders, 

PTSD, and OCD”. 

 

On request of the reviewer and one of the editors, we rephrased the title, now reading as 

follows, p1:  

Risk of relapse following antidepressant discontinuation in anxiety disorders, OCD and PTSD – a 

systematic review and meta-analysis of relapse prevention trials 

 

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 

 

 

Reviewer: 2 

Comments: 

The study is a literature review to discover whether it is ‘wise’ to discontinue antidepressants for anxiety 

disorders. A previous meta-analysis reported relapse in 26-45% of patients who discontinued 

antidepressants, but there’s no information to show what is different about this study.  
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This point was also raised by reviewer 5. We aimed to verify, update  and extend data described 

in the previous meta-analysis. We have addressed this point briefly in the introduction, and 

elaborated on this in the discussion section, subsection strengths and limitations.  

 

Introduction, see p3:  

A previous meta-analysis, including studies up till 2008, reported that relapse (…) 

 

Introduction, see p3:  

This meta-analysis aims to verify, update and extend current knowledge. 

  

Discussion, see p11: 

By conducting the current meta-analysis, we verified, updated and extended a previous meta-

analysis[22] on this subject by (i) including 6 additional studies increasing the total number of 

patients from 4121 to 5233, (ii) summarizing studies of all anxiety disorders combined, (iii) 

assessing time to relapse as additional outcome parameter; (iv) using a more conservative 

random effects model, (v) assessing publication bias, (vi) conducting exploratory subgroup 

analyses and meta-regression analyses, (vii) assessing quality of the included studies, (viii) 

considering dropout ratios, and (ix) presenting adverse events in the follow-up phase. 

 

The answer to this question would be extremely relevant to both patients and carers. The side effects of 

antidepressants can greatly affect quality of life, and the ability to perform daily tasks, as can the 

depression, making it difficult to judge the therapeutic effect sometimes. This study also tried to extract 

information regarding different antidepressants, and different anxiety disorders, which would be useful for 

doctors to share with patients, as the information would be more specific to them and their medications. 

 

We thank the reviewer for acknowledging the importance for patients and their carers, as this is 

indeed our experience from clinical practice.  

 

I was a little confused by the second paragraph under methods and materials, when the writers state that 

“Studies focussing on … antidepressants and psychotherapy were not included, but studies focussing on 

pharmacotherapy while allowing concomitant psychotherapy were included” I think this could be made 

clearer if it is going to be used to effect patient communication.  

 

We have edited the sentence which now reads, see p5:  

Studies focusing on pharmacotherapy while allowing concomitant psychotherapy were included. 

 

They also state at the bottom of page 2 that comorbidities were excluded, but on the second paragraph of 

page 3, comorbidity was allowed. This could also be clearer. Again, it would be relevant to patients if 
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comorbidities were included because, as stated in the paper, comorbidities are common in people with 

depression. 

 

Apparently, we have not been clear here. We intended to include studies that allowed patients to 

have comorbid disorders (for the same reasons as the reviewer mentions: comorbidity occurs 

frequently). However, individual studies had their own inclusion and exclusion criteria. Many of 

these studies excluded patients with comorbid disorders. In the discussion section, we already 

elaborated on the aspect of comorbidity, because of the relevance to patients, see page 10. We 

now have clarified the sentence the reviewer mentioned, see p3/4:  

 

Additionally, we explored whether this relapse risk is related to the type of anxiety disorder, type 

of antidepressant, mode of discontinuation, duration of prior treatment, duration of follow-up, 

whether studies allowed concurrent psychotherapy or not, whether studies excluded comorbidity 

or not, and involvement of pharmaceutical companies. 

 

The findings, that the percentage of patients that relapsed after tapered withdrawal of antidepressants and 

psychotherapy, was greater than those with no psychotherapy included, would surprise most people, but the 

main finding: that people who continued on antidepressants were three times less likely to relapse than the 

placebo group is less surprising, but very useful information, showing a clear benefit to staying on 

medication, although pharmaceutical companies were associated with all but 2 of the studies, which would 

need to be made clear to patients.  

 

The reviewer calls for clarity to patients about the involvement of pharmaceutical companies. We 

agree. See response to the editorial committee for an elaborate comment on involvement of 

pharmaceutical companies (p 3/4 of this document).  

 

The writers suggest that more studies are needed, and while I think that is important, I would be concerned 

about recruitment for a double blind trial where depressed patients could be assigned to placebo and have 

their medication totally withdrawn, especially given the dropout rate from the studies analysed. The results 

of such new studies, could further the likelihood of bringing patients off antidepressants, which I believe 

would be welcomed by patients and carers. 

 

The reviewer expresses concern that new studies would include symptomatic patients who could 

be randomized to placebo. This indeed would be unethical. However, new studies would include 

only patients following response to antidepressants. We share the reviewers opinion that results 

of such studies would be welcomed by patients and carers. We have expressed this as follows, 

see p12/13:  
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Given the importance of this for daily clinical care, randomized controlled trials with long 

treatment durations are needed in patients who responded to antidepressants. These studies 

should directly compare various durations of treatment. To date, such studies have been 

conducted by Rickels and colleagues[24] and by Mavissakalian and Perel.[28] Both studies had 

small sample sizes, and additionally, in part of the sample of Mavissakalian and Perel, 

discontinuation was not blinded. Results were contradictory. Rickels and colleagues found 

significantly higher relapse rates following discontinuation in patients treated for six months 

(53.7%) as compared with patients treated for twelve months (32.4%). In contrast, Mavissakalian 

and Perel found similar relapse rates in patients who were treated for 6 months and in patients 

who were treated for 12-30 months prior to discontinuation[28]. Until more data become 

available, no rational advice can be provided to patients to optimize their long-term prognosis 

after this period of one year. We would like to emphasize that the guidelines advice to continue 

medication for a year, should not be interpreted as an advice to taper medication after this 

period. Thus, by suggesting to taper medication following sustained remission, current guidelines 

are too optimistic. Unfortunately, the discussion whether or not it is wise to discontinue 

antidepressants does often not take place between doctors and their patients [78].  

 

Overall, I think this paper is important and relevant to both patients and carers and could provide a useful 

basis for discussion between doctors and patients considering discontinuing their antidepressants. I would 

hope that more work could be done in this area to try and make discontinuance more effective and 

comfortable, reducing the considerable drain of prescribing currently endured by the NHS. 

 

Thank you. We agree that a discussion between doctors and their patients is important, 

especially so if clear evidence is lacking. We nog have mentioned this in the abstract and 

discussion section,  

 

Abstract, p2:  

Patients and doctors should discuss which treatment policy seems best at long-term. 

 

Discussion, p13:  

Unfortunately, the discussion whether or not it is wise to discontinue antidepressants does often 

not take place between doctors and their patients [78].  

 

Conclusion, p13: 

It is up to patients and their doctors to exchange views on what seems best for the individual 

patient at long-term. 

 

Implications for clinical practice, p22:  

• (…) and after one year, patients and their doctors should decide what seems best for the 

individual patient.  

 

Additional Questions: 
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Please enter your name: Sarah Bittlestone 

Job Title: Lay Reviewer 

Institution: N/A 

 

Reviewer: 3 

Comments: 

I think this is an interesting paper which potentially addresses an important clinical question. The authors 

seemed to have followed a clear search strategy, although the relative lack of pharma industry-related 

findings does raise some concern. They attempted to address this through their analytic methods, but one 

can’t help but wonder if this is sufficient, especially given concerns around the impact of industry-related 

publication biases in this area. They have discussed this as a potential limitation. I’m not sure how they 

might have dealt with this issue beyond contacting manufacturers for unpublished data. 

 

We thank the reviewer for his compliments. Pharmaceutical involvement has been addressed as 

an issue by several reviewers and the editorial committee. We indeed contacted authors to 

provide missing data, but without result. We now have more thoroughly addressed this issue, as 

mentioned in the general comment, see our response to the editorial committee (p3/4). 

 

Although they did quality assess I wondered about the risk of bias and whether this information could have 

been extracted from studies and used to inform their analyses better. In particular the sorts of bias which I 

would have liked to have seen extracted and assessed include blinding- especially as it is clear that 

discontinuation symptoms would have been evident to participants randomised to placebo, particularly if 

abruptly withdrawn from medications such as Paroxetine... Were these trials therefore truly blind? They did 

attempt to assess this through sub-group analyses (taper versus switch) but I wonder if more needed to be 

done (eg reflected in quality assessment scores). Commentators have suggested that the lack of ‘active’ 

placebo contributes to bias in antidepressant studies (for example see Moncrieff’s work on this). 

Related to this I could not see anything in the review around drop-outs from trials and how this may have 

further biased findings. Was there greater dropout in the studies with abrupt switch to placebo and could 

this have accounted for their finding in Table1 (particularly if studies used LOCF for analyses)? Other 

sources of bias which I couldn’t see had been considered included lack of allocation concealment, blinding 

of outcome assessment and selective outcome reporting. It would have been nice to have seen some sort of 

assessment of this across studies, I’m not sure if the quality assessment tool which they employed covered 

all of this- the one they used is a quality assessment tool for prognostic studies, it may have made sense to 

have used one for RCTs (for an alternative see Higgins JP, Altman DG, Gøtzsche PC, Jüni P, Moher D, 

Oxman SD, et al. The Cochrane Collaboration’s tool for assessing risk of bias in randomised trials. BMJ 

2011;343:d5928). 
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The reviewer has several remarks concerning the assessment of bias, which we welcome very 

much. Most helpful was the suggestion to assess quality using the Cochrane Collaboration’s tool 

for assessing risk of bias in randomised trials. We now have assessed bias using this tool, which 

includes the aspect of blinding and incomplete outcome reporting (drop-out). Using this quality 

assessment tool helped us replying to the remarks of the reviewer.  

 

The reviewer is especially concerned that blinding may be breached in studies abruptly switching 

to placebo, because patients abruptly switching to placebo may experience withdrawal 

symptoms. We took this concern into account by rating potential bias on the aspect ‘blinding’ as 

‘high’ in studies abruptly switching to placebo, except for studies explicitly describing that 

adverse events following randomization are similar in both conditions. Eleven studies (out of 28) 

abruptly switched to placebo. Only the study of Stein et al, 2012 reported no differences 

between conditions in adverse events following randomization, thus low bias regarding blinding 

was rated. All other studies were rated as high on this aspect of bias. So, now the potential bias 

due to unblinding is reflected in quality assessment scores.  

 

Dropouts are also covered by the GRADE quality assessment (subheading ‘incomplete outcome’). 

When overall proportion of dropout exceeded 15%, potential bias was rated high. To address 

your question about a greater dropout in studies with an abrupt switch to placebo, we 

conducted a subgroup analysis investigating whether studies with an abrupt switch had a greater 

dropout than studies which tapered. This analysis (HKSJ-adjusted) provided no indications of 

differences between abrupt [OR=1.23, CI 95% 0.75-2.03] vs. tapered discontinuation [OR=1.38, CI 

95% 1.13-1.69; p=.648, based on n=27 studies].  

 

By using the suggested assessment tool for bias, allocation concealment, blinding of outcome 

assessment and selective outcome reporting are also covered. 

 

How were the choice of sub-groups determined? There isn’t a registered protocol for this review so I think 

it’s important that the authors are explicit in whether sub-groups were a priori or post-hoc and the reasons 

for choosing these. 

 

Subgroups were defined a priori. We now mention this in the text, see p6:  

Subgroup analyses were defined a priori and conducted on the following categorical variables (…) 

 

Finally, I was intrigued by the rather unexpected finding of a poorer outcome in the group with 

psychotherapy and medication versus medication only. They included studies which had ‘comorbidities’ 
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but have not specified which comorbidities. They highlight that this unexpected finding may have been due 

to the this group of patient being more complex (eg. comorbid depression, substance use disorders, physical 

health problems or personality disorders). It seems to me that it would be possible to assess this across the 

studies by assessing how far comorbidity (and type of comorbidity if detailed in the paper) was 

‘confounded’ by receipt of additional psychotherapy. It would probably make sense to remove these studies 

from this part of the analysis or do some sort of sensitivity analysis of this in order to aid our understanding 

of this finding. 

 

The reviewer is correct that this was a counter-intuitive finding. For this revised version, we have 

conducted a thorough additional search for unpublished literature (based on comments regarding 

involvement of pharmaceutical companies made by several reviewers). This has resulted in inclusion 

of two additional studies in the meta-analysis. The subgroup analysis provides no longer indications 

for significant differences. We have adapted Table 1 and the results section and have deleted the text 

in the discussion section according to current findings.  

 

Additional Questions: 

Please enter your name: Dr Jayati Das-Munshi 

Job Title: Clinician Scientist Fellow, Consultant Psychiatrist 

Institution: Institute of Psychiatry, Psychology & Neurosciences, King's College London/ South London & 

Maudsley Trust 

 

 

Reviewer: 4 

Comments: 

The question whether pharmacotherapy for anxiety disorders should be continued after remission is an 

important one in daily clinical practice. The matter has received little specific attention, and the current 

meta-analysis is therefore timely. Overall, the paper is well written and has a clear message. 

 

 Thank you for your appreciation.  

 

I have some smaller issues, which I will list below, but my main comments are on the interpretation and 

“framing” of the results. 

 

- Methods/quality assessment and publication bias: a sum score of the quality of the studies was calculated, 

but how? Was each item given equal weight? Why (not)? On what is the choice of these criteria based? 
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Reviewer 3 suggested to use another tool to assess risk of bias, i.e. the Cochrane Collaboration’s 

tool for assessing risk of bias in randomised trials, including 8 types of potential biases. We did 

so, and this assessment of bias now replaces the one previously used (which is more suitable for 

prognostic studies). To enable a meta-regression on the quality of studies, a summary-score was 

computed by counting the number of ‘high-probabilities of bias’ across the eight types of bias, 

see Supplement 3 and p6: 

 

A summary score was computed summing the number of items scoring ‘high’ and included in a 

meta-regression analysis as the variable ‘quality’. 

 

- The paper is on “antidepressants”. This is obviously a historical term rather than one based on 

pharmacological profile. It therefore makes little sense to subdivide in SSRI’s, SNRI’s and other, as these 

terms were primarily invented for marketing purposes. 

 

The reviewer questions the terminology used, and hence, states that our subgroup analysis 

concerning ‘type of antidepressant’ makes little sense. However, the terminology used is familiar 

to doctors and is in line with the terminology used in international guidelines. To connect with 

both the readership of BMJ and the international guidelines, we have decided to leave the text as 

it is. Also a meta-analysis on relapse rates following discontinuation of antidepressants in major 

depressive disorder has conducted subgroup analyses on type of antidepressants (see Geddes et 

al, Lancet 2003;361: 653-661).  

 

- Duration of prior treatment is divided in 3 categories. To me, it makes little sense to divide this 

continuous variable in artificial categories in an arbitrary fashion. If there is some rationale behind this, it 

should be made clear. 

 

The decision to divide the duration of prior treatment in 3 categories was based on the clustering 

of durations across studies. The same applies to duration of follow-up. As readers of the Journal 

may also wonder, we now used meta-regression analysis on these continuous variables. Results 

remain non-significant. The text in method and results sections have been adapted accordingly. 

Likewise, Table 1 has been adapted accordingly.  

 

 Revised text in the method section, p6/7: 

Meta-regression analysis (method of moments) was used to estimate the influence of the year of 

publication, the quality of individual studies, the duration of treatment, and the duration of 

follow-up on the outcomes of studies. 
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Revised text in the results section, p9: 

Likewise, outcomes seemed unrelated to year of publication (p=0.25), quality of the studies based 

on GRADE method (p=0.44), duration of treatment (p=0.95), or duration of follow-up (p=0.24).  

 

- Results/time to relapse: …patients in the placebo group were three times more likely to relapse… Not 

sure whether “more likely” is the correct term in this paragraph on time course. 

 

The reviewers comment concerns a sentence on p9, subheading ‘Time to relapse’: According to 

the reviewers comment, we rephrased this sentence, which now reads as follows, p9:  

 

Analysis showed that antidepressant discontinuation resulted in a shorter time to relapse in the 

placebo group compared to the antidepressant group (summary HR=3.63, 95%CI 2.58 to 5.10, 

n=11 studies) (Figure 3). 

 

 

- On the difference in drop out rate between AD and placebo, “possibly due to withdrawal effects in the 

placebo group”: How do you know for sure that it is not a masked effect of lack of efficacy? 

 

When analysing drop-outs, we excluded those who dropped out of the study because of a 

reported ‘lack of efficacy’. However, the reviewer is correct, that we cannot be certain that it is 

not a masked effect of lack of efficacy. A ‘lack of efficacy’ can be interpreted as a (partial or 

beginning) relapse because all patients were classified as responder prior to randomization. If 

those who discontinue antidepressants drop out of treatment more frequently because of lack of 

efficacy, this would only strengthen our conclusion that those who discontinue antidepressants 

run a higher risk for relapse. We now have added this possibility to the text, see p9: 

 

Alternatively, the higher drop-out rates in the placebo-group might be a masked effect of lack of 

efficacy. A ‘lack of efficacy’ can be interpreted as a (partial or beginning) relapse because all 

patients were classified as responder prior to randomization. If those who discontinue 

antidepressants drop out of treatment more frequently because of lack of efficacy, this would only 

strengthen our conclusion that those who discontinue antidepressants run a higher risk for 

relapse. 

 

In the discussion is noted, “studies allowing concurrent psychotherapy reported higher relapse rates 

compared to studies excluding patients who concurrently received psychotherapy” (page 11, line 28). This 

might indeed be due to patients receiving psychotherapy being more severely ill. But these data are in the 

papers the authors examined. They therefore have the information at hand to answer this important clinical 

question. 
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For this revised version, we have conducted a thorough additional search for unpublished 

literature (based on comments regarding involvement of pharmaceutical companies made by 

several reviewers). This has resulted into inclusion of two additional studies in the meta-analysis. 

The subgroup analysis provides no longer indications for significant differences. Therefore, this 

remark is no longer applicable. We have adapted Table 1 and the results section and have 

deleted the text in the discussion section according to current findings.  

 

Throughout the paper, CBT is mentioned (and studies are cited) in the framework of supportive therapy or 

as a way to manage side effects of pharmacotherapy. Treating anxiety disorders with “antidepressants” is 

indeed a possible first line treatment (p13, line 4), but by no means “the” first line treatment. Guidelines 

that include all available treatment options recommend forms of CBT as first line treatment, and 

antidepressants are only recommended in the case of comorbid depression or when (correctly executed) 

CBT has failed. Given that the readership of BMJ mainly consists of doctors (perhaps less familiar with 

non-pharmacological treatment options in psychiatry), omitting this information is unacceptable. 

 

The reviewer is correct that CBT is also regarded a first-line treatment option for anxiety 

disorders. We acknowledge that omitting the option of CBT from this paper might unintendedly 

lead to doctors forgetting about alternative treatment strategies when treating patients with 

anxiety disorders, and we certainly agree with the reviewer that this would be an undesirable 

situation. We therefore now mention CBT as a treatment option in both the introduction and the 

conclusion:  

 

Introduction, p3:  

In addition to cognitive behavioral therapy, antidepressants are a first-line option for the 

treatment of anxiety disorders,[14,15] since antidepressants are effective[16] and generally well 

tolerated.[17] 

 

Conclusion, p13:  

In the acute phase, both cognitive behavioural therapy and antidepressants can be considered. 

 

Finally, the authors state, “no indications for sponsorship ore publication bias was found” (p 11, line 56). 

However, since almost all studies were pharma-sponsored, there is no way to conclude this. This statement 

is therefore potentially misleading. 

 

See for general comment on involvement of pharmaceutical companies our response to the 

editorial committee (p3/4 of this document).  



 
21 

Specific comment: The reviewer is correct that this is an unsubtle statement. We intended to 

write that impact on results was limited, and therefore did not impact on our main finding 

regarding the protective effect of continuing antidepressants. We now have elaborated the part 

on pharmaceutical involvement, acknowledging that nuance is wished for. 

 

Additional Questions: 

Please enter your name: Koen Schruers 

Job Title: Psychiatrist, Associate Professor of Psychiatry 

Institution: Maastricht University 

 

Reviewer: 5 

Comments: 

This very well written paper is a systematic review and meta-analysis comparing the risk of relapse in 

anxiety patients who continue vs. discontinue antidepressant treatment. The authors meta-analyzed the 

results of 26 randomized controlled trials and found evidence that antidepressant discontinuation increases 

the risk of relapse. Through sub-group analyses, the authors also found that the increased risk of anxiety 

relapse following antidepressant discontinuation was fairly constant in different clinical situations, such as 

different treatment and follow-up durations, different modes of discontinuation, and different patient 

profiles. The authors clearly and concisely describe their appropriate methods and clinically relevant 

results. The paper has the potential to dramatically influence clinical practice with respect to management 

of anxiety disorders. 

 

We thank the reviewer for his compliments and for addressing the potential impact of the 

manuscript.  

 

Specific comments: 

1. While the meta-analyses have clear clinical implications, the authors could do a better job of identifying 

the novel aspect of this review vis-à-vis the systematic review on a similar topic done in 2010 (Donovan et 

al). The authors should comment on the overlap between trials included in their own meta-analysis and the 

one conducted previously. 

 

This point was also raised by reviewer 2. We aimed to verify, update and extend data described 

in the previous meta-analysis. We have addressed this point briefly in the introduction, and 

elaborated on this in the discussion section. See specific changes in our reply to reviewer 2, p 12 

of this document).  
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2. The authors argue that their results (i.e. discontinuing antidepressant treatment is associated with a 3.38-

fold increase in the odds of anxiety relapse) are inconsistent with current international guidelines, which 

call for discontinuation of antidepressants after 6 to 24 months. However, the vast majority of the trials 

included in this meta-analysis had a total follow-up time of less than 14 months. The authors do not have 

sufficient evidence to argue for or against continuation of antidepressant treatment beyond 24 months, and 

should temper their conclusions accordingly. 

 

The reviewer correctly mentions that because the duration of acute treatment is limited to a 

year, conclusions should not exceed this period. This has been mentioned by other reviewers too, 

see our elaborate response to the editorial committee, p6-8 of this document.  

 

3. The authors use odds ratios to measure the magnitude of the effect of antidepressant discontinuation on 

the risk of anxiety relapse. However, relapse is fairly common (37.7% in the placebo group, and 15.8% in 

the treatment group). Because the outcome is common, the odds ratio overestimates the risk ratio (RR = 

2.39 vs. OR = 3.38). In itself, this is not a limitation. However, the authors should carefully review the 

interpretation of their statistical estimates, to avoid overstating their results.  

 

We acknowledge the reviewers concern that because relapse is not rare, the OR overestimates 

the RR. The same concern was expressed by reviewer 7. In response to both reviewer 5 and 7, we 

have calculated the summary RR. By presenting both RRs and ORs we hope to present a realistic 

picture. We have added the following text, see p10:  

 

First, we have presented ORs to measure the magnitude of the effect of antidepressant 

discontinuation on the risk of relapse. Because the event under study (i.e. relapse) is fairly 

common, the odds ratio may overestimate the risk ratio. To avoid overestimating results, we also 

summarized the relative risks for relapse. Indeed, the summary relative risk was 2.21 (95% CI 1.85 

to 2.64), which is lower than the OR (3.11; 95%CI 2.48 to 3.89). 

 

Statements such as “the OR is defined as the relapse risk in the placebo group divided by the relapse risk in 

the antidepressant group” (page 6, line 14) are incorrect. 

 

Also reviewer 7 drew attention to the definition of odds ratio. We now have deleted this 

definition.  

 

4. It would be appropriate to update the search to June, 2016, to account for any recent evidence. 
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Upon the reviewers request, we have updated the search to 14-7-2016. This has resulted in 162 

extra manuscripts, but all were excluded based on title and abstract. See Figure 1, now listing the 

numbers of articles of the extended search.   

 

5. The authors should review their figures: 

a. Figure 1 should include n at every step of the flowchart 

b. eFigures 2 and 3 should include a legend 

 

We thank the reviewer for his attentiveness and have adapted the figures. 

See Figure 1 and eFigures 2 and 3. 

 

Additional Questions: 

Please enter your name: Ian Colman 

Job Title: Associate Professor 

Institution: University of Ottawa 

 

 

Reviewer: 6 

Comments: 

Given that the majority of people with anxiety disorders receive medication as the first-line treatment, this 

paper is very relevant for patients.  

 

 Thank you for acknowledging.  

 

The conclusion I take from the evidence presented in this systematic review is that for those patients with 

anxiety for whom antidepressants work, continuation of antidepressant treatment long-term should be 

considered given the increased risk of relapse after discontinuation. However, I do not think sufficient 

evidence is presented to support changing international treatment guidelines at this time. 

 

Several guidelines advise to discontinue antidepressants after a period of six months. Based on 

the meta-analytic results, it makes sense to advice a period of at least one year. We have now 

nuanced our recommendation, see clinical implication section, p12: 

 

Some guidelines advise shorter periods for specific anxiety disorders (e.g. panic disorder 

[14,18,74]), these recommendations may need reconsideration.  
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In the abstract Conclusion on page 2, lines 43-49, the authors state that "antidepressants optimize long-term 

prognosis of anxiety disorders by preventing relapse but only if antidepressants are continued. This goes 

against international guidelines, which advise discontinuing antidepressants after 6-24 months". This 

perhaps overstates the more nuanced discussion of the findings within the paper, particularly given the 

fining that "discontinuation does not result in relapse for the majority of patients (62.3% within follow-

up)".  

 

We agree. This comment is similar to comments of reviewer 1 and 5 and of the editorial 

committee. It has led to a more balanced and nuanced clinical implication section in which we 

limit conclusions to a period of one year acute treatment, emphasise that longer-term studies are 

needed to provide evidence for longer-term strategies, and mention that results may be 

weighted different for individual patients. In addition, we emphasize that a lack of evidence for 

periods longer than one year should not be interpreted as an explicit advice to discontinue 

antidepressants. See also response to editorial committee for an outline of changes made in 

response to these comments, p 6-8.  

 

Given the lack of research on the merits of psychotherapy in the context of discontinuation, we do not 

know if psychotherapy or other treatments at the time of discontinuation of antidepressants may further 

prevent relapse. 

 

We agree with the reviewer. We have extensively discussed this issue under the subheading 

‘clinical implications’ and have replaced the need for further research on this subject straight 

behind this discussion:  

 

Clinical implications, p13: 

Second, patients may consider discontinuation more readily if concomitant psychotherapy 

counteracts relapse risk. Surprisingly, the merits of psychotherapy in the context of 

discontinuation are largely unknown. In two small studies focusing on current disorders, symptom 

levels remained similar when concomitant cognitive behavioral therapy (CBT) was provided 

during the period of discontinuation.[81,82] However, in their study on panic disorder, Barlow and 

colleagues did not find protective effects of CBT when discontinuing antidepressants.[83] Given 

the scarcity of studies, further research should examine the merits of psychotherapy in the context 

of discontinuation of antidepressants.  

 

In general I am in agreement with the authors' conclusions but would appreciate their consideration of a 

somewhat more nuanced conclusion of the findings given the above. This is also advisable given the 

finding that pharmaceutical companies were involved in all except two small studies included in the 

systematic review. While the authors have taken the appropriate steps to mitigate any potential bias in their 

analyses, the lack of independence raises a potential ethical dilemma. To recommend long term 
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antidepressant treatment for patients with anxiety disorder who respond to treatment would increase 

pharmaceutical company revenue. Given the involvement of pharmaceutical companies, all but two studies 

were not independent and there may have been sponsorship bias at play in the original studies. While this is 

probably unlikely (one assumes) it cannot be ruled out and I do not think international treatment guidelines 

should be changed until a systematic review of data from independent studies confirms the findings. 

 

See for general comment on involvement of pharmaceutical companies our response to the 

editorial committee on p3/4 of this document.  

Specific comment: We disagree with the reviewer that one should wait for sufficient independent 

data, as it is unlikely that our conclusion is due to the impact of publication and reporting biases. 

We now have elaborated on this in the discussion paragraph.  

 

Specific feedback: 

page 10, line 31 - the authors state that "withdrawal symptoms are transient". I question the validity of this 

statement and note that no reference is given. It is not uncommon for patients to report prolonged 

withdrawal symptoms but if there is good evidence to support the authors view that withdrawal symptoms 

are transient then appropriate references should be given. 

 

Though from our clinical experience at an outpatient department for anxiety disorders we are 

aware that occasionally patients report longer-lasting symptoms following discontinuation. 

However, the majority of patients report only temporary symptoms, which is in accordance with 

expectations based on pharmacological half-time of the antidepressants and the literature. We 

now have added a reference to corroborate our statement that it is unlikely that discontinuation 

symptoms are falsely regarded as relapses based on the duration. We have added the following 

reference, p10:  

 

In addition, ten studies required symptoms to be present on successive visits,[22,36,45,52,53,59–

64] whereas withdrawal symptoms are transient[65]. 

 

Added reference:  

Fava M. Prospective studies of adverse events related to antidepressant discontinuation. J Clin 

Psychiatry. 2006;67 Suppl 4:14-21.  

 

 

Additional Questions: 

Please enter your name: Odhran Allen 

Job Title: Director of Mental Health 

Institution: GLEN - Gay & Lesbian Equality Network 
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Reviewer: 7 

Recommendation: 

 

Comments: 

This is an interesting research project on an important topic, and a very detailed meta-analysis. However, I 

have reviewed this from a statistical perspective, and have some important concerns that need to be 

addressed in detail, as follows 

 

1) The analysis methods are just not clear enough in places. What random effects model was used? It is not 

detailed. Random effects in what? The treatment effect? What estimation method was used? Dersimonian 

and Laird? 

 

Indeed the DerSimonian and Laird method was used to summarize the difference in ‘proportion of 

relapse’ between antidepressants and placebo. We have now specified this in the text, p6: 

 

A random effects meta-analysis (DerSimonian-Laird [DL] method) was performed to summarize the 

difference in ‘proportion of relapse’ between antidepressants and placebo. 

 

2) It is becoming increasingly clear that random effects meta-analysis results are producing CIs that are too 

narrower, as the uncertainty in the variance estimates is being ignored.. I suggest the authors address this by 

refining their results using the Hartung Knapp method, that inflates the CIs. Please see detailed discussion 

on this, for example: 

Cornell JE, Mulrow CD, Localio R, et al. Random-effects meta-analysis of inconsistent effects: a time for 

change. Ann Intern Med 2014;160(4):267-70. 

Hartung J, Knapp G. A refined method for the meta-analysis of controlled clinical trials with binary 

outcome. Stat Med 2001;20(24):3875-89. 

I wonder whether this changes the strength of the inferences? I imagine it won’t , because the effect sizes 

are so far from the null, but it should be done to be more robust please. 

 

Thank you for your suggestion to present more robust results. We have now adjusted all CIs in 

line with the Hartung-Knapp-Sidak-Jonkman method and described this in the method section 

with references to the above mentioned and other relevant literature, see p6: 

 

Although the DL-method is widely used, this method tends to provide CI’s which are too narrow, 

thus resulting in inappropriate numbers of type I errors. To overcome this, reported confidence 

intervals are adjusted by means of the Hartung-Knapp-Sidik-Jonkman (HKSJ) method.[33–35] P-
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values for the random-effects subgroup analyses are based on the Q-test for heterogeneity using 

the HKSJ-adjusted variance per subgroup.[33–36] 

 

Added references:  

- Cornell JE, Mulrow CD, Localio R, et al. Random-effects meta-analysis of inconsistent effects: 

a time for change. Ann Intern Med. 2014;160(4):267-270. doi:10.7326/M13-2886. 

- Hartung J, Knapp G. A refined method for the meta-analysis of controlled clinical trials with 

binary outcome. Stat Med. 2001;20(24):3875-3889. 

- IntHout J, Ioannidis JP, Borm GF. The Hartung-Knapp-Sidik-Jonkman method for random 

effects meta-analysis is straightforward and considerably outperforms the standard 

DerSimonian-Laird method. BMC Med Res Methodol. 2014;14(1). doi:10.1186/1471-2288-

14-25. 

 

3) The authors say that ““random effect models do not provide values of Q and I2 for each subgroup 

separately, these values in Table 1 were based on fixed effect models” – I do not find this a convincing 

argument, and suggests a lack of of understanding of what is going on behind the scenes. The computer 

software may not give this automatically, but simply a separate meta-analysis of each subgroup would 

solve the issue and give results like I-squared for each subgroup. Please address. 

 

The reviewer mentions a sentence on p6. Based on a later comment of this reviewer on the 

forest plots, we now have used an updated version of the software package. Using this version, 

values of Q and I
2 

of subgroups could be easily calculated. We have deleted the sentence on p6 

and have changed the values reported in Table 1. See Table 1.  

 

4) The authors refer to publication bias, when they are actually looking at small study effects. Publication is 

just one of the potential causes of small study effects. Indeed, trim and fill not an ideal method to assess 

publication bias for this very reason – as the asymmetry in the plot may be due to heterogeneity, not bias. 

The article should be re-written accordingly. 

 

We agree. We have now adapted the text according to the reviewers comment, see results 

section, p8:  

 

Inspection of the funnel plot (Appendix 4) seems to show some asymmetry, which could indicate 

small study effects. The Duval & Tweedie trim and fill procedure suggested little change regarding 

the OR after adjustment (summary ORadjusted=2.98, 95%CI 2.39 to 3.72, n=28 studies).  

 

5) Also, Egger’s test is not appropriate for ORs, but was used by the authors. See: 

Sterne JAC, Sutton AJ, Ioannidis JPA, et al. Recommendations for examining and interpreting funnel plot 

asymmetry in meta-analyses of randomised controlled trials. BMJ 2011;342:d4002. 
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Thank you. We have removed Egger’s test and now provide more information about the 

limitations of investigating publication bias, see p6: 

 

To assess publication bias, funnel plots were created and Duval and Tweedie’s trim and fill
29

 

procedure was used to provide an estimate of the odds ratios (ORs) and hazard ratios (HRs). 

Importantly, funnel plot asymmetry can result from (a combination of) publication or other 

selection biases, poor methodological quality in small studies, but may also be due true 

heterogeneity, artefacts, and chance.[31,32] Additionally, as the Duval & Tweedie trim and fill 

method relies on the assumption that publication bias is the only reason for funnel plot 

asymmetry,[31] results should be interpreted with caution.  

 

We included references above mentioned and other relevant literature: 

- Sterne JAC, Egger M, Moher D, eds. Chapter 10: Addressing reporting biases. In: Cochrane 

Handbook for Systematic Reviews of Intervention. Version 5.1.0 (Updated March 2011). The 

Cochrane Collaboration; 2011. www.handbook.cochrane.org. Accessed July 25, 2016. 

- Sterne JAC, Sutton AJ, Ioannidis JPA, et al. Recommendations for examining and interpreting 

funnel plot asymmetry in meta-analyses of randomised controlled trials. BMJ. 

2011;343:d4002-d4002.  

 

Also, tests and adjustments are not recommend with < 10 studies, as noted in Sterne. 

We thank the reviewer for attending us and now have deleted the corresponding sentences. 

 

6 ) Given the heterogeneity, would prediction intervals be helpful to summarise the spread of true effects? 

See Riley et al 1 . This is worth considering. 

 

In line with your suggestion, we have calculated the predication intervals for ‘proportion of 

relapse’ and ‘time to relapse’ based on the natural log scale of both ratio measures and 

subsequently transformed these back to the original scales. As the prediction interval for 

‘proportion of relapse’ [summary OR=3.11, CI 95% 1.09-8.87, n=28 studies] did not contain 

values below 1, this provides indications that the continuation of antidepressants was a more 

effective intervention in the prevention of relapse than placebo at least up to one year of follow-

up. The prediction interval for ‘time to relapse’ [summary HR=3.63, CI 95% 0.96 to 13.68, n=11 

studies] indicated that continuation of antidepressants resulted in a longer time to relapse than 

placebo in most circumstances at least in trials up to one year of follow-up. We did not include 

the prediction intervals in the manuscript, as we worry that our readership may not appreciate 

these intervals to their full value. We are however willing to include these, if the reviewer or 

editorial committee feel different. 

 

7) The forest plots are horrid to look at, with multiple vertical lines and no % study weights. I’m sure better 

software packages would immediately improve upon this. 
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The forest plots we presented were derived from the software package Comprehensive Meta 

Analysis, version 2.2.064. In this version of CMA, visual presentation could not be changed. We 

therefore uploaded the data into the newer version of the CMA package, version 3.3.070, and 

plotted the figures from this version. We think these plots are more refined and hopefully meet 

up to your expectations. See Figures 2 and 3.  

` 

8) I wondered why the authors decided to pool the ORs, when the time of follow-up changes across 

studies? Or did they manage to derive ORs at a common time point. From the text it seems that 24 weeks 

was available for all patients, so is this the time? If so, then all OR results and inferences should always 

refer to 24 weeks. E.g. in results and abstract and discussion etc. They say: “Because data at 24 weeks was 

available for all patients, these were used. “ However, in the Figure 1 the ORs are noted to relate to many 

different time points such as 16 weeks. Therefore, what is going on here? 

 

It seems that the sentence “Because data at 24 weeks was available for all patients, these were 

used“ has led to confusion, for which we apologize. Most studies had a fixed follow-up period, 

but follow-up periods varied between studies; see Table 1 and Appendix 2. Only two studies had 

a variable duration of follow-up. In these two studies, outcome was available at 24 weeks for all 

patients. We have explicated this as follows, see p8: 

 

Between studies, the duration of the treatment ranged from eight to 52 weeks, as did the 

duration of follow-up. Two studies had a variable duration of follow-up of 24-76[53]
 
and 24-56 

weeks respectively.[54] Because in these two studies all patients had an assessment at 24 weeks, 

we used data at 24 weeks as outcome for these studies. 

 

We are aware that pooling studies that are too heterogeneous would be incorrect. However, 

based on a previous meta-analysis (discontinuing antidepressants in depression, Geddes et al, 

The Lancet 2003; 361:653-61), we felt that discontinuation of antidepressants per se would 

impact on proportion of relapse, irrespective of the duration of acute treatment. Based on the 

funnel plot, Q, and I
2
, it indeed appeared that studies were not too heterogeneous to summarize 

results in a meta-analysis. Also a subgroup analysis regarding duration of acute treatment did not 

find significant differences between studies with shorter and longer duration of acute treatment. 

Based on the considerations above, we feel it is appropriate to summarize results of studies 

which differ regarding the duration of acute treatment.  

 

9) “The OR is defined as the relapse risk occurring in the placebo group divided by the relapse risk in the 

antidepressant-group” – I disagree. The OR relates to the odds, not the risk. If the risk is not rare, then the 
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OR and the relative risk (RR) are very different. Indeed, the event is not rare and so the authors must 

address this statement. 

11) If RR was the intended measure of interest, then why not do a meta-analysis of the RR estimates, rather 

than the OR estimates? Given the authors have two by two tables for the studies, why can’t this be done (at 

least as a sensitivity analysis to prove that their OR and RR are very similar) 

 

Response to comments 9 and 11 

Also reviewer 5 drew attention to the definition of odds ratio provided on p6, which indeed was 

incorrect. We now have deleted this definition.  

The reviewer is correct that a meta-analysis of the RR is possible based on the data we have 

available. However, because the vast majority of studies addressing relapse following 

discontinuation of antidepressants in anxiety or depression present odds ratios, we have decided 

to present OR to allow easy comparison across studies. 

We however acknowledge the reviewers concern that because relapse is not rare, the OR 

overestimates the RR. The same concern was expressed by reviewer 5. We like the suggestion of 

the reviewer to conduct a sensitivity analysis, which we have done. Also in response to reviewer 

5, we now present the sensitivity analysis in the discussion section. By showing both RRs and ORs 

we hope to present a realistic picture. We have added the following text, see p10:  

 

First, we have presented ORs to measure the magnitude of the effect of antidepressant 

discontinuation on the risk of relapse. Because the event under study (i.e. relapse) is fairly 

common, the odds ratio may overestimate the risk ratio. To avoid overestimating results, we also 

summarized the relative risks for relapse. Indeed, the summary relative risk was 2.21 (95% CI 1.85 

to 2.64), which is lower than the OR (3.11; 95%CI 2.48 to 3.89). 

 

10) “the number needed to treat to prevent one relapse was calculated based on the proportions of relapse 

per group” – I do not follow this statement. Again, the authors are assuming an OR and RR are the same 

thing, I think, in order to do this calculation. Why is this appropriate? Please justify or remove. Also, if 

there is heterogeneity, then what does the NNT relate to? Some average NNT based on the average OR 

from the meta-analysis? This issues needs to be addressed. i.e. if there is heterogeneity in the OR, then 

there is heterogeneity in the NNT 

 

We intended to write this article for a broad readership including clinicians. We decided to 

present the NNT in addition to summarized ORs because the NNT-measure is clinically intuitive 

and easy to communicate to patients. By re-reading our manuscript we understand that we left 

the reviewer in complete confusion as we described (p6) and presented (p8) the NNT among the 

analyses and results of the meta-analysis, and used the term ‘the corresponding’ NNT. This 
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probably has raised the impression that the calculation of the NNT had ‘something to do with the 

ORs’. We however calculated the NNT according to the appropriate statistical formula.  

We now have added a subheading ‘Number needed to treat’ in both the method section and the 

result section. We also calculated the confidence intervals to address heterogeneity of the NNT 

and added two references. Moreover, in the discussion, we elaborate on our finding that the 

NNT=5, to emphasize that this is a quite acceptable NNT. We hope that by adapting the 

manuscript this way, we avoid confusion and moreover, we that we improve the manuscript for 

the clinical readership of BMJ.  

 

Method section, p7:  

Number Needed to Treat 

The number needed to treat to prevent one relapse provides insight into the clinical relevance of 

the outcome. It refers to the number of patients that would need to be on continuation treatment 

with antidepressants instead of discontinuing antidepressants to prevent one additional relapse. 

Thus, the lower the NNT, the better. In general, a NNT below 10 is regarded acceptable.[41,42] 

The NNT-value is based on 1/(proportion of relapse in the placebo group – proportion or relapse 

in the antidepressant group) and rounded up to the next whole number.[41,42] For calculations of 

the confidence intervals, we refer to.[43] 

 

Result section, p9:  

Number needed to treat 

Based on the proportions of relapse in the placebo-group (0.364) and in the antidepressant-group 

(0.164), the number needed to treat to prevent one relapse is 5 (based on: 1/(0.364-0.164)=4.98 

and rounded to the next whole number) with a corresponding 95% CI of 5 to 6 (unrounded: 4.46 

to 5.64).  

 

Clinical implication section, p12: 

The number needed to treat is quite acceptable. 

 

Added references: 

- Citrome L, Ketter TA. When does a difference make a difference? Interpretation of number 

needed to treat, number needed to harm, and likelihood to be helped or harmed. Int J Clin 

Pract. 2013;67(5):407-11.  

- Citrome L. Quantifying risk: the role of absolute and relative measures in interpreting risk of 

adverse reactions from product labels of antipsychotic medications. Curr Drug Saf. 

2009;4(3):229-37.  

 

 

12) There is no mention about how the authors extracted and/or derived the effect estimates in each study. 

How were the OR and the HR derived if they were not reported directly, and what if their CIs were 

missing? Were the methods of Parmar needed?2 Indeed, the authors say:” data to calculate HRs was 

insufficient in two studies” – would the Parmar methods have addressed this? 
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In the method section we have now included how we derived the OR and HR from the studies. ORs 

and their corresponding 95% CIs were calculated based on the number of relapses per group and the 

total number of patients in each group. For time to relapse the HR and its corresponding 95% CI were 

extracted as reported in the individual studies. 

See 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. For time to relapse, we used the hazard ratio and its corresponding confidence 

interval as reported by the individual studies. 

 

For both studies which did report a HR, but no corresponding CI 95% we have been able to estimate 

the variance and thus the corresponding CI 95% using methods reported by Parmar et al., 1998 and 

by Tierney et al., 2007. Meta-analyses of time to relapse resulted in a summary HR=3.63 (95%CI 2.58 

to 5.10, n=11 studies) and the manuscript has been updated accordingly. See p8 for revised text:  

 

Data about the corresponding 95% CI of the HRs was incomplete in two studies[24,49,50] and not 

provided by the authors upon request, therefore estimations of the 95% CI were based on methods 

described by[51,52].  

 

Added references: 

- Parmar MK, Torri V, Stewart L. Extracting summary statistics to perform meta-analyses of the 

published literature for survival endpoints. Stat Med 1998;17:2815–34. 

- Tierney JF, Stewart LA, Ghersi D, et al. Practical methods for incorporating summary time-to-

event data into meta-analysis. Trials 2007;8. doi:10.1186/1745-6215-8-16. 

 

13) “one (negative) study that probably remained unpublished could not be included due to a lack of 

information (see description of study conducted by Hackett et al, 2000 described by38).” – how do we 

know it is negative then if no information? I feel like we should have more discussion on this missing 

paper. Indeed, it seems rather strange to do the funnel plot analyses to investigate whether there is risk of 

publication bias, when you already know there is! 

 

We have reworded the sentence as follows, see p8:  

 

Six unpublished studies were identified via hand-searching and by searching clinical trials registers. Of 

these, two could not be included due to missing data, as data were not provided upon request. One of 

the articles with missing data concerned a negative study, conducted by Hackett et al, 2000 described 

by,[44] the other is registered on clinicaltials.gov (identifier: NCT00215137 by Wang, Davidson, 

Connor, Li, and Zhang), results are not described. The remaining four unpublished studies were 

included,[45–48] all were conducted by GlaxoSmithKline. This resulted in a total of 28 studies meeting 

inclusion criteria for proportion of relapse. 
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14) When discussing meta-analysis results, I would suggest saying ‘summary’ OR/HR rather than just 

OR/HR, to emphasise that it is a summary (average). 

 

Thanks for the suggestion. We now have added the term ‘summary’ throughout the text.  

For example, discussion, p10 now reads:  

 

Based on many randomized controlled trials of high quality, a clear benefit of continuing 

medication compared to discontinuation was shown for both relapse and time to relapse 

(summary OR=3.11 (95%CI 2.48 to 3.89, n=28 studies); summary HR=3.63 (95%CI 2.58 to 5.10, 

n=11 studies)). 

 

 

15) Whenever presenting a meta-analysis result, please give the number of studies in the brackets that were 

used 

 

We have applied this suggestion throughout the text. This has resulted in multiple additions.  

For example, see p8:  

 

The summary OR of relapse was 3.11 (95%CI 2.48 to 3.89, n=28 studies) for patients in the 

placebo-group (36.4% relapsed) relative to patients in the antidepressant-group (16.4% relapsed) 

(…) 

 

16) “Relapse risk was similar for all anxiety disorders examined” – the authors need to be very careful 

about comparisons across different anxiety disorders. As far as I can tell, these are observational 

comparisons. There is no direct evidence to compare them. Indeed, the number of studies for each varies. 

And perhaps there is direct evidence from other non-placebo trials, which is not being incorporated? So this 

needs to be made very clear please throughout, and I will check this very carefully in the revision. 

 

The reviewer states that more caution is needed when presenting results from an subgroup-

analysis. We agree – in the previous version we mentioned this regarding another subgroup 

analyses – but indeed this was lacking in discussing the finding above. To address this issuefor all 

subgroup analyses, we added this aspect in the strengths and weaknesses section, p11: 

 

We conducted subgroup analyses which revealed no statistical significant differences. Findings of 

subgroup analyses should however be interpreted cautiously, because these are observational 

comparisons; i.e. studies included in the subgroup analysis may differ on other aspects too. Only 

direct comparisons may verify whether risk of relapse might be related to type of anxiety disorder, 

type of antidepressant, mode of discontinuation, duration of treatment and follow-up, 

comorbidity, and allowance of concurrent psychotherapy. 
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Also, in the abstract (objective) we have nuanced the eloquence of subgroup-analyses by 

explicitly mentioning ‘might be’, see p2:  

 

Exploratory subgroup and meta-regression analyses examine whether risk of relapse might be 

related to type of anxiety disorder, type of antidepressant, mode of discontinuation, duration of 

treatment and follow-up, comorbidity, and allowance of concurrent psychotherapy. 

 

Therefore, there is much work to be done and lots of statistical issues to address before the BMJ can make a 

more considered decision on this paper. I hope my comments help the authors improve the article going 

forward.  

 

Richard Riley, BMJ Statistics Editor 

 

The comments of the reviewer were very valuable to improve the manuscript. Thank you. 
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