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Background
Recently, there has been media and public interest 
regarding discontinuation of antidepressant treatment, 
especially in primary care. In this context, we provide 
a primary care update on the maintenance or 
discontinuation of antidepressant medication for the 
treatment of moderate-to-severe depression in adults.

Objective
This article aims to provide a primary care update on the 
maintenance or discontinuation of antidepressant 
medication for the treatment of moderate-to-severe 
depression in adults. To this end, we performed a 
qualitative narrative review and provide commentary on 
recent research and systematic reviews.

Discussion
In primary care, recent research has shown that there are 
substantial risks of depressive relapse resulting from 
antidepressant discontinuation. For a first episode of 
moderate-to-severe depression, antidepressants should be 
continued for 9–12 months after remission. Systematic 
reviews indicate that, overall, there is limited evidence of 
benefits from ceasing antidepressant treatment for 
recurrent depression. The existing evidence base on 
antidepressant withdrawal is limited in quality and extent, 
providing some evidence of harms, such as relapse, 
and not necessarily any gains, although reducing the 
burden of adverse effects is a consideration. There is a 
benefit-to-risk ratio in any decision to continue or 
withdraw antidepressant treatment.

ANTIDEPRESSANTS have a modest, but clinically significant, effect in 
moderate-to-severe depression in adults, consistent with many other medical 
interventions.1,2 Whole-person-centred treatment approaches, such as 
psychological therapy, wellbeing strategies and exercise, can assist all patients 
who suffer from depression, and are recommended first-line treatments for 
mild-to-moderate depression.3 

For an initial episode, current evidence-based clinical practice guidelines 
for moderate-to-severe depression recommend antidepressant treatment 
for 9–12 months after remission.3 After this, discontinuation might be 
attempted.3 For people who have experienced two or more episodes of 
depression, continuation of antidepressant treatment ranging from two years 
to indefinitely has been recommended.3,4 

In Australia, antidepressants are primarily prescribed by general 
practitioners (GPs).5 The prevalence of depression has increased in Australia, 
and the total number of antidepressant prescriptions per 1000 Australians 
has risen since these Australian Institute of Health and Welfare data were 
reported in 2006 (coinciding with the inception of the Australian Government-
subsidised primary care Better Access to Mental Health program6) until 
2022. A retrospective study of 10% of the Pharmaceutical Benefits Scheme 
(PBS)-dispensed antidepressant data from 2013 to 2019 found that of the 
239,944 patients who commenced antidepressant treatment, 52% were 
prescribed selective serotonin reuptake inhibitors (SSRIs), 25% were 
prescribed tricyclic antidepressants (TCAs) and 13% were prescribed 
serotonin–norepinephrine reuptake inhibitors (SNRIs) or other agents.7 
TCAs are most likely used in general practice for chronic pain and not in doses 
that would have an antidepressant effect, despite a recent umbrella review 
showing limited efficacy.8 In this paper, we are mainly referring to SSRIs and 
SNRIs. The median time on treatment was 4.5 months, with SSRIs being used 
for a median of 5.8 months.7 Of those treated, 22% and 6% received a second 
and third medication, respectively, likely related to comorbidity as well as lack 
of efficacy.7
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However, antidepressants might also 
have side effects that affect the quality 
of life of those taking them.3,4 These side 
effects include sexual dysfunction, weight 
gain, gastrointestinal disturbances and 
sleep disturbance.3 More serious potential 
but rare harms include falls, stroke, 
upper gastrointestinal tract bleeding, 
hyponatraemia and seizures; however, these 
data are from older populations, and there 
are risks of confounding from comorbidities 
and related phenomena.9 Some side effects, 
such as post-SSRI sexual dysfunction, might 
also persist after cessation, although the exact 
prevalence is unclear.10 

Despite these concerns, the number of 
antidepressant prescriptions and duration 
of treatment have continued to increase, 
indicating that patients are continuing to 
take antidepressants.11 What are the reasons 
for which patients might continue to take 
antidepressants longer term?

Aim
The aim of this paper is to provide a 
primary care update on the maintenance or 
discontinuation of antidepressant medication 
for the treatment of moderate-to-severe 
depression in adults.

What are the risks and benefits of 
antidepressant discontinuation? 
Some authors have highlighted that the 
evidence base from randomised control trials 
(RCTs) for maintenance of antidepressant 
treatment does not extend beyond two 
years.11 This reflects the challenges of 
conducting RCTs over several years, but does 
not mean there is no real-world evidence 
on the long-term utility of antidepressants, 
although, equally, findings have also been 
mixed. For example, a large UK RCT of 
antidepressant discontinuation in 150 
general practices (ANTidepressants to 
prevent reLapse in dEpRession [ANTLER] 
RCT), reported a relapse rate of 56% in 
240 patients who were well enough to be 
randomised to discontinue antidepressants 
(citalopram, fluoxetine, sertraline or 
mirtazapine).12 This compared to a relapse 
rate of 39% in the 238 patients randomised 
to maintenance treatment, resulting in 
a hazard ratio of 2.06 (95% confidence 

interval [CI]: 1.56–2.70; P<0.001).12 
An accompanying health economic 
evaluation reported that participants who 
discontinued had worse utility scores at 
three months, and fewer quality-adjusted 
life-years over 12 months, with increased 
associated costs.13 In contrast to these 
results, a more detailed non-peer-reviewed 
health technology assessment by the same 
ANTLER RCT authors observed that of those 
who discontinued, 53% (95% CI: 44–62%) 
chose to recommence antidepressants.13 
There is a further primary care antidepressant 
discontinuation trial underway in the UK, 
‘Reviewing long-term antidepressant 
use by careful monitoring in everyday 
practice’(REDUCE) RCT, the findings of 
which are yet to be reported.14

A further complicating factor in the 
discontinuation of antidepressants is the 
presence of withdrawal phenomena and the 
possibility that these might be misdiagnosed 
as symptoms of relapse.15 Although similar, 
withdrawal symptoms can be differentiated 
by their speed of onset, quick response when 
the medication is restarted (usually within 
hours to days) and unique symptoms, such 
as dizziness, nausea and ‘brain zaps’.15,16 
On average, approximately 53.6% of people 
experience withdrawal when stopping SSRIs 
based on 14 different studies, although this 
varies by SSRI.16 Nevertheless, distinguishing 
between relapse and withdrawal remains 
a complexity in evaluating studies on 
antidepressant discontinuation, especially of 
those of shorter duration, such as four weeks. 
For example, a recent Cochrane Collaboration 
systematic review on antidepressant 
discontinuation highlighted this as a potential 
confounder in evaluating available research 
findings.16 What evidence the review’s authors 
did find was of low certainty and limited 
to short-term approaches in people with 
recurrent or long-term depression in specialist 
mental health settings.16 These patients might 
neither be representative of primary care 
nor be prime candidates for discontinuation. 
The review therefore recommended further 
studies of longer-term approaches to 
discontinuation in people in primary care with 
no more than one prior depressive episode, 
as well as of what was termed ‘successful 
discontinuation’ (ie discontinuation with 
no adverse outcomes).16 For many patients 
suffering from depression, comorbidities 

such as chronic pain and comorbid somatic 
symptoms will have an impact on the decision 
to stop treatment, as will stigma regarding 
antidepressant treatment. 

What should GPs recommend 
to their patients regarding 
antidepressant discontinuation?
Ideally, predictors of individual relapse risk 
after antidepressant discontinuation should be 
used to guide treatment decisions, including 
understanding previous and ongoing 
psychosocial precipitants as well as comorbid 
conditions. However, current evidence 
is still limited, and validated clinical and 
neurobiological markers are still lacking.17 

In the case of the first episode of 
moderate-to-severe depression, which most 
likely would present to GPs, the guidelines 
recommend continuation for 9–12 months.3 
At the end of that period, there should be a 
collaborative decision on whether to continue 
treatment, based on the balance of benefits 
and harms, and patient preference. It is 
important to carefully explore patient fears, 
expectations and ideas about antidepressant 
discontinuation.18 Good therapeutic 
alliance is a significant predictor of a higher 
subjective sense of success for antidepressant 
discontinuation.19 Although evaluating 
patients on longer-term therapy, the recent 
primary care ANTLER RCT highlights the 
drawbacks of antidepressant discontinuation, 
such as a significantly higher risk of relapse, 
compared with antidepressant continuation.12

For patients with recurrent depression of 
two or more episodes, more likely to be seen 
in secondary specialist psychiatric care, the 
recommendation is treatment for two years 
to indefinitely.3 This is especially the case 
after previously unsuccessful antidepressant 
trials. There should be differentially 
higher weighting of benefits (due to risk 
of relapse) versus harms, as well as the 
issue of withdrawal symptoms, while still 
incorporating patient preferences.

In light of the issues regarding problematic 
antidepressant discontinuation, the UK Royal 
College of Psychiatrists has provided detailed 
examples of longer hyperbolic (smaller 
decrements in dosage near termination 
of treatment) withdrawal regimens based 
on best practice guidelines.20 However, 
as outlined in the most recent Cochrane 
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review,16 the effectiveness of such protocols 
is yet to be fully evaluated. Based on expert 
opinion,20 these withdrawal regimens are 
worthy of consideration for improving the 
chances of deprescribing antidepressants, 
if indicated.

GPs will recommend lifestyle changes 
and preventative activities as part of their 
whole-person approach to the patient, and 
these activities are important but difficult to 
capture in large studies. This approach should 
encompass psychotherapy and/or counselling 
to identify and manage predisposing and 
precipitating factors. Based on recent studies, 
a sequential depression treatment model, 
with antidepressant treatment in the acute 
phase followed by psychotherapy in the 
continuation phase, has been suggested, 
but remains to be more fully evaluated.21–23 
Unfortunately, the results of the Cochrane 
review cited above also indicate that there 
is limited benefit from psychological 
therapy for the prevention of relapse of 
depressive symptoms in those on longer-term 
antidepressants who discontinue these 
medications.16

Conclusion
The ongoing role of antidepressant 
treatment for patients successfully treated 
for moderate-to-severe depression needs 
to be reconsidered. A key issue is whether 
a patient is likely to relapse following 
antidepressant discontinuation. While 
acknowledging there is concern whether 
some withdrawal symptoms might be 
mistaken for relapse, the ANTLER RCT 
long-term follow-up study demonstrates 
that there is a very substantial risk of relapse 
after discontinuation of long-standing 
antidepressant treatment.12 For patients in 
primary care, this indicates there should 
be a clear and careful discussion with them 
about whether discontinuation is feasible 
for them. It is important to highlight to 
the patient that withdrawal symptoms 
are common and so a staged process of 
slow medication withdrawal, particularly 
for high doses, is important. Follow-up is 
needed to review symptoms and consider 
relapse. In shared secondary, psychiatric 
care settings, for patients who are more 
likely to have recurrent depressive episodes, 
discontinuation might not be advisable if 

patients are in successful remission, given 
current recommendations to treat for two 
years to indefinitely.

Future research might include a 
deidentified clinical registry of patients 
receiving treatment for depression to 
understand what is prescribed, to whom 
and for what reason, including whether 
withdrawals have been attempted, according 
to evidence-based guidelines.3 

Despite the high rate of antidepressant 
use internationally, public and professional 
perceptions of effectiveness might lag 
behind the current evidence base. In this 
context, the above evidence on benefits 
and harms of antidepressant treatment can 
be discussed with patients in collaborative 
primary care planning. 

Key points
• Antidepressant treatment for moderate–

severe depression in adults is effective.
• Discontinuation of antidepressant 

medications might lead to relapse of 
depression.

• For first episodes of depression, treatment 
is recommended for 9–12 months.

• For recurrent episodes of depression, 
treatment is for two years to indefinitely.

• Recent research shows there is a high risk 
of depressive relapse on discontinuation of 
longstanding treatment.
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