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SUMMARY

We now recognise that withdrawal symptoms from
antidepressants are common, and can be severe
and long-lasting in some people. Many withdrawal
symptoms overlap with symptoms of anxiety
or depression, making it difficult to distinguish
withdrawal from relapse. We describe how their
onset soon after dose reduction, the association of
psychological with physical symptoms, their prompt
response to reinstatement, and their typical ‘wave’
pattern of onset, peak and resolution can help distin-
guish withdrawal symptoms from relapse. We also
examine evidence that suggests that antidepressant
withdrawal symptoms are misdiagnosed as relapse
in discontinuation studies aimed at demonstrating
the ability of antidepressants to prevent future
relapse (relapse prevention properties). In these
discontinuation studies people have their antide-
pressants stopped abruptly, or rapidly, making with-
drawal symptoms very likely, and little effort is made
to measure withdrawal symptoms or distinguish
them from relapse. We conclude that there is cur-
rently no robust evidence for the relapse prevention
properties of antidepressants, and current guidance
might need to be re-evaluated.

LEARNING OBJECTIVES

After reading this article you will be able to:
• describe the psychological and physical symp-

toms of antidepressant withdrawal and how
these can overlap with symptoms of depressive
or anxiety disorders

• distinguish withdrawal effects of antidepressant
discontinuation from relapse of the underlying
condition for which antidepressants were ini-
tially prescribed

• understand the way in which antidepressant
withdrawal may be misdiagnosed as relapse in
antidepressant discontinuation studies and how
that may influence the perceived relapse pre-
vention properties of antidepressants.
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A common circumstance: a patient has stopped
taking an antidepressant (either under professional
advice or on their own) and reports psychological
symptoms such as anxiety, low mood or trouble
sleeping (Box 1). Such reports have often led to
the automatic conclusion that the patient must be
experiencing a relapse of their underlying condition
(Haddad 2007). However, there is increasing recog-
nition that withdrawal symptoms from antidepres-
sants are common and may be long-lasting, over
months or years (Davies 2019). Withdrawal
symptoms occur in up to half of patients and are
probably more common after longer-term use,
higher doses and with particular antidepressants,
such as serotonin–noradrenaline reuptake inhibitors
(SNRIs) and paroxetine. ʻThere should be greater
recognition of the potential in some people for
severe and long-lasting withdrawal symptoms,’
opined a recent position statement from the Royal
College of Psychiatrists (RCPsych) (Royal College of
Psychiatrists 2019: p. 3), and a corresponding
update to the National Institute for Health and Care
Excellence (NICE) guidelines highlighted ʻ[anti-
depressant withdrawal] symptoms lasting much
longer (sometimes months or more) and being more
severe for some patients’ (Iacobucci 2019).
The RCPsych’s position statement on antidepres-

sants goes on to state: ʻ[withdrawal] effects need to
be distinguished from symptoms of relapse or
recurrence of the original condition for which they
were prescribed to ensure the former is not mis-
takenly attributed to the latter’ (Royal College of
Psychiatrists 2019: p. 16). Although antidepressant
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withdrawal might have previously been considered
a controversial issue, it should now be carefully
considered by clinicians as an important differential
in all cases involving reduction of the dose of
antidepressants – especially given that patients
commonly report that their antidepressant
withdrawal symptoms are misdiagnosed as relapse
(White 2021). Furthermore, it should be a part of
informed consent when an antidepressant is being
considered (Royal College of Psychiatrists 2019).
In this article we explore the symptoms of

antidepressant withdrawal, how they overlap with
symptoms of depression or anxiety, and how a clin-
ician might differentiate withdrawal symptoms from
relapse of an underlying condition.We also examine
discontinuation trials used to demonstrate the
relapse prevention properties of antidepressants
(their ability to prevent future episodes in a
prophylactic manner), and outline evidence that
the ascribing of relapse in discontinuation studies
of antidepressants may be confounded by with-
drawal effects. We conclude with advice for
clinicians as well as ways to construct a more
robust evidence base for establishing the relapse
prevention properties of antidepressants. The
studies explored in this article involve adult popula-
tions, but similar principles may apply to young

people as well, although this area has not been
studied.

Withdrawal symptoms from antidepressants
Many medications with central nervous system
effects produce both physical (affecting the body)
and psychological (affecting the mind) withdrawal
symptoms on stopping or reducing the dose,
widely attributed to perturbations to neurotransmit-
ter systems affected by these drugs (Lerner 2019;
Cosci 2020). Drugs that produce a withdrawal syn-
drome include psychotropics such as monoamine
oxidase inhibitors (MAOIs), tricyclic antidepres-
sants (TCAs) (Taylor 2006), benzodiazepines
(Sokya 2017; Cosci 2020) and other medications,
such as Z-drugs (non-benzodiazepines, e.g. zolpi-
dem, zaleplon and zopiclone), antipsychotics,
lithium, mood stabilisers and ketamine (Lerner
2019; Cosci 2020), as do antihypertensive, antihis-
taminergic and anticholinergic medications
(Howland 2010).
Withdrawal symptoms from themodern classes of

antidepressant (selective serotonin reuptake inhibi-
tors (SSRIs), SNRIs and similar medications) were
first reported in 1991 (Stoukides 1991), 3 years
after the first blockbuster modern antidepressant,

BOX 1 Case vignette

A 52-year old woman presents to your clinic complaining of
tearfulness, an inability to sleep and extreme anxiety. She has
recently tried to cease her sertraline because of weight gain
and fatigue. Her general practitioner (GP) recommended that
she reduce her sertraline from 100 mg to 50 mg for 2 weeks,
then to 25 mg for 2 weeks, and to 25 mg every second day for 2
weeks before stopping. These symptoms occurred when she
got down to a dose of 25 mg every second day. Her GP diag-
nosed her with relapse of an anxious disorder, but agreed to
refer her for a second opinion.

Further history reveals that these symptoms came on a few
days after reduction to 25 mg of sertraline every second day,
and have been gradually getting worse over the past week.
She had milder versions of these symptoms on the previous
reduction to 25 mg daily. She also reports that she has
experienced dizziness, has been feeling unsteady on her feet
and had a minor car accident because she did not feel
as coordinated as usual. She has also had strange sensations
in her head, especially on turning her eyes from side to side,
where she feels that her ‘brain has been switched off for a
second’.

She has had similar symptoms in the past, although not as
severe, when she has gone away for a weekend and forgotten
to take her medication. These symptoms went away within a
few hours of taking a dose of sertraline.

She has been taking the sertraline at a dose of 100 mg for the
past 8 years, following the death of her father. At that time she

had a very low mood, was tearful, had stopped eating, slept a
lot and had reduced social contact.

She is concerned that she is having a return of the episode she
had following the death of her father. You reassure her that
she is experiencing antidepressant withdrawal syndrome –
that her symptoms are different from what she experienced
when she was first prescribed the medication, that they are
quite typical of withdrawal symptoms, and include several
physical symptoms that help to distinguish them from relapse,
including unsteadiness/incoordination and what sounds like
electric ‘zaps’. They are typical in timing – coming on a few
days after reducing her antidepressant dose. They match her
past experience of withdrawal symptoms, which were alle-
viated quickly by reinstatement. They are made more likely by
a rapid rate of reduction and dosing every other day, which
causes significant variaition in plasma levels because of the 26
h half-life of sertraline.

You advise her to return to a dose of 50 mg and reassure her
that her symptoms are likely to resolve over a few days. Once
she is stabilised, she will need to reduce her sertraline in
smaller amounts over a longer period, following the Royal
College of Psychiatrists’ guidance on this topic to do so (Burn
2020). You write a letter to her GP to outline a gradual tapering
plan following this guidance and advise that he prescribe her a
liquid version of sertraline (available as a ‘Special’) to make
the taper more practical, as it will involve going down to doses
lower than currently available tablet formulations permit.
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the SSRI fluoxetine, was released on to the US
market. Following increasing numbers of case
reports of withdrawal symptoms from antidepres-
sants (Fava 2015), a Discontinuation-Emergent
Signs and Symptoms (DESS) checklist was devel-
oped by psychiatrists ʻbased on an evaluation of
signs and symptoms reported in the available litera-
ture’ (Rosenbaum 1998). This checklist contains
43 signs and symptoms of withdrawal in both psy-
chological and physical domains, although the dis-
tinction between these categories can be somewhat
arbitrary (e.g. fatigue, dizziness and nausea).
These myriad effects likely arise from the varied
effects of neurotransmitters affected by antidepres-
sants. For example, serotonin has been implicated
in the ‘physical domain’ of gut function (Mawe
2013), as well as balance, dizziness through dysmo-
dulation of the serotonin-1A receptors in the raphe
nuclei (Coupland 1996) and dysregulation of the
somatosensory system resulting in paraesthesia
(Olver 1999).
The term ‘discontinuation symptoms’ was devel-

oped by drug manufacturers to minimise patient
concerns regarding their product, and there is now
widespread recognition that this term is misleading
and the more pharmacologically meaningful term
is ‘withdrawal symptoms’, now adopted by
RCPsych (Royal College of Psychiatrists 2019;
Massabki 2021). The physical dependence
produced by antidepressant use is distinct from
addiction, which also requires the presence of
compulsion, craving and a narrowing behavioural
repertoire, not evident for antidepressants (Lerner
2019). Conflation of withdrawal effects with addict-
ive properties is misleading (Jauhar 2019a; Lerner
2019).

Antidepressant withdrawal symptoms are
common
A recent systematic review identified 24 studies that
evaluate withdrawal symptoms from antidepres-
sants, including randomised controlled trials
(RCTs), observational studies and survey data
(Davies 2019). Given the paucity of data in this
area of psychiatry, all studies are of interest but
double-blind RCTs are particularly instructive
because they include standardised evaluation of
symptoms and allow greater causal attribution.
One representative and well-conducted RCT pub-
lished by Rosenbaum and colleagues in 1998 is
worth examining in detail because of its high
quality and reliability: it uses several measures of
withdrawal effects and symptom scales, allowing
direct comparison in the same group of patients in
a double-blind procedure. Patients (n = 242) with
remitted depression who were treated with

fluoxetine, sertraline or paroxetine for, on average,
11 months, had their treatment interrupted by
either placebo or their usual antidepressant in a
double-blind manner for 5–8 days (Rosenbaum
1998). Nocebo effects – when a negative outcome
occurs owing to the belief that an intervention will
cause harm, the opposite of the placebo effect –

were rendered less likely in this study as there were
two possible time periods where placebo substitu-
tion could occur in a double-blind manner.
In this study, 14% of participants on fluoxetine,

60% of those on sertraline and 66% of those on par-
oxetine reported four or more symptoms on the
DESS (Table 1), the criterion for experiencing a ʻdis-
continuation syndrome’ (Rosenbaum 1998), on
treatment interruption. As fluoxetine has a long
elimination half-life (7–15 days), 5–8 days was prob-
ably too short a period to demonstrate withdrawal
effects from this medication, leading to an underesti-
mation of their frequency. Participants who did not
have their antidepressants disrupted did register
small increases in withdrawal symptoms (calculated
weighted average: 2.3 symptoms on the DESS), con-
sistent with small nocebo effects. Notably, the
numbers of symptoms detected in participants inter-
rupted from sertraline or paroxetine were much
greater: 5.7 and 7.8 respectively. Withdrawal symp-
toms in the sertraline and paroxetine groups
resolved after their antidepressants were reinstated
(unbeknownst to the participants), consistent with
a genuine pharmacological effect, rather than a
nocebo effect. Furthermore, the fluoxetine group
might approximate a ‘drug continuation’ group
because of the drug’s long half-life, so 14% might
represent the nocebo withdrawal incidence –

smaller than that seen for sertraline and paroxetine.
In a systematic review combining six RCTs with

five naturalistic studies and three large surveys,
27–85% of patients were found to have experienced
withdrawal symptoms on stopping an antidepres-
sant (mostly SSRIs and SNRIs), with a weighted
average of 56% (Davies 2019). Restricting the ana-
lysis only to double-blind RCTs from this review,
the incidence of withdrawal effects is 53.9%
(6 RCTs, 731 participants). There was also some
variation in incidence rates between different antide-
pressants in these RCTs, although the number of
studies was small for many drugs: paroxetine
(58.8%, 3 RCTs), fluoxetine (50%, 3 RCTs), sertra-
line (59%, 3 RCTs), citalopram (70%, 1 RCT), esci-
talopram (27%, 1 RCT) and venlafaxine (71%,
1 RCT). Another systematic review reported with-
drawal symptoms for 35–78% of people who
stopped venlafaxine (Fava 2018). Another study
not captured in the review did not detect a with-
drawal syndrome for agomelatine following short-
term use (Montgomery 2004).
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Nocebo effects (that is, withdrawal effects experi-
enced when placebo is discontinued or when an anti-
depressant is continued) are worth examining in
order to compare with the single-arm frequencies
provided for antidepressants. In the six RCTs cap-
tured by the Davies & Read review (Davies 2019)
and the five RCTs reviewed by Baldwin (Baldwin
2007), six studies included such a ‘nocebo group’.
In three studies a placebo was stopped, with inci-
dence rates of withdrawal of 12.2% (n = 123), 1.9%
(n = 116) (Baldwin et al (2004b) and Lader et al
(2004) respectively, cited in Baldwin et al (2007))
and 13.5% (n = 52) (Oehrberg 1995). In two
studies an antidepressant was continued while
patients were masked: in Montgomery et al (2003)
(cited in Baldwin et al (2007)) 9.2% of 125 patients
met criteria for withdrawal. In the other study
(Zajecka 1998), 75% of 299 patients continued on
fluoxetine reported one or more withdrawal
symptom, although this is difficult to compare with
other studies which used thresholds of four or
more symptoms to detect a withdrawal syndrome.
Lastly, stopping fluoxetine, which might be consid-
ered a measure of continuation because of its half-
life, yielded an incidence of withdrawal symptoms
of 14% (Rosenbaum 1998).
Excluding the outlier study for fluoxetine continu-

ation (with an atypical definition of withdrawal
syndrome – one symptom) the weighted average of

the nocebo effect in these studies is 11.8%.
Subtraction of this rate from the overall detected
rate in RCTs (53.9%− 11.8%) might therefore give
a more reasonable estimate of 42.1%. However, it
should be kept in mind that most studies did not
measure the severity of withdrawal effects and it is
not clear that ‘dizziness’, for example, reported in
nocebo conditions is equivalent to that in anti-
depressant withdrawal (where patients have been
referred to emergency departments for investigation
of stroke) (Haddad 2001). Nevertheless, it is prob-
ably the case that a small minority of withdrawal
is explained by nocebo effects.
Critical authors recalculated the incidence of with-

drawal effects as 44%, when including further
studies conducted by a drug company, published
as supplements in journals (Jauhar 2019b). The
lowest value obtained by that paper, of 31% (for
RCTs alone), still represents 2.4 million people at
risk of withdrawal in England. A further critique
only analysed the five drug company studies, in
which patients were treated, on average, for only
12 weeks and in which the authors subtracted out
a high estimate for nocebo effects (Jauhar 2019a).
The arbitrary study selection, short duration of
treatment and idiosyncratic transformation of
values in this study make its results difficult to inter-
pret in relation to the general population of people
using antidepressants (more than half of whom

TABLE 1 The 20 most common withdrawal symptoms reported by people stopping antidepressantsa

Patients reporting withdrawal symptoms in 5–8-day period after abruptly
stopping an antidepressant

Symptom Fluoxetine, % Sertraline, % Paroxetine, %

Worsened mood 35 44 76
Irritability 27 60 59
Agitation 25 59 53
Dizzinessb 4.8 46 85
Confusion 22 37 71
Headacheb 22 49 58
Nervousness 14 49 58
Crying 9.5 41 68
Fatigue 25 37 54
Emotional lability 21 49 44
Trouble sleeping 14 35 66
Dreaming 9.5 40 63
Anger 7.9 44 49
Nauseab 9.5 22 68
Amnesia 13 27 41
Sweatingb 13 27 41
Depersonalisation 13 27 36
Muscle achesb 9.5 22 39
Unsteady gaitb 7.9 24 39
Panic 3.2 24 36

a. These data (rounded to two significant figures) are derived from Rosenbaum et al (1998).
b. Physical symptoms.
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have been on antidepressants for more than 2 years)
(Johnson 2012).

Withdrawal symptoms can be severe and/or
long-lasting
A systematic attempt to assess the average severity
and duration of withdrawal effects was limited by
the lack of studies assessing these dimensions
(Davies 2019). As regards symptom severity, only
data from four large surveys were available. These
indicated that about half of patients (46%) who
reported withdrawal effects from antidepressants
reported that these were ‘severe’, selecting the
highest option on a Likert scale used to indicate
severity in these studies (Davies 2019). These data
were not derived from a representative sample and
this limits their general applicability: those moti-
vated to answer may have a worse than average
experience of withdrawal, although 85% of patients
in one included survey felt that antidepressants were
helpful to them (Read 2018), indicating that nega-
tive views towards this class of medication were
not widespread. Notably, patients in these surveys
did have a duration of use of antidepressants
(mode >3 years) similar to the wider population of
antidepressant users in England (Johnson 2012).
Ten of the included studies evaluated duration of

withdrawal symptoms. These studies are vulnerable
to bias themselves – for example, studies derived
from patient self-report on online forums – and did
not provide enough consistency for a weighted
average to be calculated. However, in seven out of
the ten studies the average duration of withdrawal
symptoms was greater than the 2 weeks previously
supposed to be typical of withdrawal effects
(Davies 2019). Indeed, the mean duration of with-
drawal symptoms was 18 months in one study
(after, on average, 5 years of use) (Stockmann
2018) and in another (with 75% of patients using
antidepressants for more than 2 years) more than
one-third of patients experienced withdrawal symp-
toms for more than a year (Davies 2018), suggesting
that at least for some people, and especially those
with longer-term use, withdrawal symptoms may
be long-lasting.
It is commonly thought that protracted withdrawal

symptoms, lasting months or years, are pharmaco-
logically implausible; correspondingly, sometimes
patients are told that long-lasting symptoms could
not be drug-related because it is ‘out of their
system’. This misconstrues the pathophysiology of
withdrawal symptoms. Repeated use of psychotropic
medication causes adaptations in the brain and body;
these can be thought of as resetting of the homeostatic
set-point for neurotransmitters (Hyman 1996;
O’Brien 2011), including downregulation of

serotonin receptors observed in positronmission tom-
ography (PET) studies (Meyer 2001; Haahr 2014).
When the drug dose is reduced, the mismatch
between what the system ‘expects’ and the input
from the drug is experienced as withdrawal symp-
toms. The elimination half-life of the drug is import-
ant: the quicker it is eliminated the sooner
withdrawal symptoms will start. However, the most
important factor is the length of time taken for adap-
tations to the presence of the drug to resolve
(Reidenberg 2011). There has been little research
into this area regarding antidepressants but, for
example, it has been shown that adaptations to anti-
psychotics in animals can persist for more than a
human-equivalent year (Horowitz 2021). It is plaus-
ible that after long-term use of antidepressants these
adaptations may persist for many months or longer,
consistent with the experience of protracted with-
drawal symptoms (Hengartner 2020a).
Overall, although further research in this

neglected area would be welcome it can be con-
cluded that between a third and a half of patients
will experience withdrawal symptoms, a portion of
these reactions will be severe (with half possibly
being an overestimate) and for some individuals
withdrawal symptoms will last months or years.
The RCPsych position paper, following this evi-
dence, highlighted that withdrawal effects can be
ʻsevere and long-lasting’ in some people (Royal
College of Psychiatrists 2019: p. 3). Further
studies will need to survey representative popula-
tions of antidepressant users or conduct prospective
discontinuation trials that carefully measure inci-
dence, severity and duration of withdrawal effects
to help refine our understanding of what characteris-
tics influence risk of withdrawal (e.g. duration and
dose of use, type of antidepressant) to help better
inform patients of the risks.

Withdrawal symptoms of a psychological nature
are common
The psychological symptoms that have been
attributed to antidepressant withdrawal are shown
in Fig. 1 (Rosenbaum 1998; Fava 2015; Cosci
2020). Psychological withdrawal symptoms are
common – for example, in the Rosenbaum study,
four out of the five most commonly experienced
withdrawal symptoms were psychological: wor-
sened mood, irritability, agitation and confusion.
The possibility remains that these symptoms might
result from genuine relapse of the patients’ original
condition. However, some aspects of the study
make this interpretation less likely: the psycho-
logical symptoms had onset (and resolved) at the
same time as physical symptoms clearly not charac-
teristic of depression (such as dizziness, headache,

Distinguishing relapse from antidepressant withdrawal
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nausea, sweating, muscle aches and an unsteady
gait) and resolved swiftly (within a week following
antidepressant recommencement (see in the follow-
ing)) (Rosenbaum 1998). Patients report that psycho-
logical symptoms of withdrawal can be severe and
persist for long periods, and can be distinguished
from their original condition (ʻI’ve never felt this
before’) (Framer 2021).

Distinguishing withdrawal from relapse
When antidepressant withdrawal symptoms were
widely believed to be mild and brief (as promulgated
by most guidance), it was reasonable to conclude
that any symptoms reported after stopping or
reducing the dose of an antidepressant that were
severe and/or long-lasting were likely to be
relapse. With an updated understanding that with-
drawal symptoms are common and can be severe
and/or long-lasting, distinguishing these symptoms
from relapse becomes more important.
Several authorities have previously highlighted

the possibility of confounding relapse with with-
drawal effects: nearly 15 years ago it was identified
that antidepressant ʻdiscontinuation symptoms
may be diagnosed as a relapse or recurrence of the
underlying affective illness for which the antidepres-
sant was originally prescribed’ (Haddad 2007) and
the possibility of mistaking withdrawal for relapse
had also been emphasised some years before this
(Young 2000). This confounding can have several
negative consequences: namely, unnecessary long-
term reinstatement of the antidepressant, with

ongoing exposure to the adverse effects of the medi-
cation, and a more negative prognosis (Haddad
2007). These consequences can result in patients
internalising the notion that they require antidepres-
sants and that they have a severe condition, and can
lead to ʻsignificant social implications’ (Haddad
2007). There has been no systematic study of how
often thismisdiagnosismight occur in clinical practice
but it is widely reported by patients (Guy 2020).
Misdiagnosis of withdrawal effects as relapse by
their doctors was a common motivation cited by 67
000 people who sought peer advice on social media
sites on how to stop antidepressants (White 2021).

Distinguishing withdrawal from relapse in clinical
practice
It has been proposed that there are three ways that
withdrawal can be distinguished from relapse:
timing, duration and response to medication
reinstatement (Haddad 2007). Haddad et al
outline that withdrawal symptoms usually occur
days after reducing or stopping an antidepressant,
whereas relapse might be expected to occur weeks,
months or years later. There is some variability in
this – fluoxetine has a half-life of 7–15 days and so
withdrawal symptoms might be delayed for weeks
(Zajecka 1998). It has also been reported that symp-
toms of antidepressant withdrawal can be delayed
even after short half-life antidepressants are
stopped, although the mechanism is not well under-
stood (Hengartner 2020a). A short duration (1 day
to 3 weeks) was previously thought to distinguish

Affective symptoms

Nervousness, anxiety
Elevated mood, feeling
high
Irritability
Depressed mood
Sudden outbursts of
anger (”anger attacks”)
Sudden panic or anxiety
attacks
Agitation
Mood swings
Suicidal ideation or attempts a,b,c

Psychotic symptoms

Psychological symptoms
of antidepressant

withdrawal

Visual and auditory
hallucinationsb

Deliriumb

Cognitive symptoms

Confusion or trouble
concentrating
Forgetfulness or
problems with memory
Feeling unreal or
detached [derealisation]
Depersonalisationa,b,d

Behavioural symptoms
Restlessnessb

Bouts of cryingb

Impulsivenessa

Aggressiona

Sleep
Insomnia
Increased dreaming or
nightmares
Hypersomniab

Fatigue/tiredness

FIG 1 Psychological symptoms of antidepressant withdrawal.
Most of the listed symptoms are derived from the Discontinuation-Emergent Signs and Symptoms checklist (Rosenbaum 1998). Symptoms derived from other
sources are referenced individually: a, Fava et al (2015); b, Cosci & Chouinard (2020); c, Valuck et al (2009); d, Rusconi et al (2009).
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withdrawal symptoms from relapse; however, we
now recognise that withdrawal symptoms can last
for months or even years in some individuals
(Davies 2018; Stockmann 2018; Hengartner
2020a) and so this criterion is no longer as useful.
Lastly, another means of distinction is the time
taken for symptoms to resolve on reinstatement of
the antidepressant: for withdrawal symptoms this
will be more rapid than for relapse, as demonstrated
by resolution within 1 week in one study
(Rosenbaum 1998). This also matches clinical
experience – when antidepressants are recom-
menced soon after cessation. However, reinstate-
ment may be less successful when it is delayed for
weeks or months after the onset of withdrawal symp-
toms (Hengartner 2020b).
There are also distinctive symptoms that mark

out withdrawal symptoms from relapse. This is par-
ticularly important: physical and psychological
symptoms that co-occur are more likely to be with-
drawal symptoms. For example, if a patient were
to experience a surge of anxiety and lowered mood
on stopping an antidepressant, and this was also
accompanied by nausea, vomiting or dizziness and
electric shock sensations (‘zaps’, a commonly
experienced neurological symptom of
withdrawal affecting the head, and sometimes the
limbs), we would much more readily conclude that
these are withdrawal symptoms rather than relapse

of a depressive condition. Although a bout of gastro-
enteritis co-occurring might explain some of these
symptoms, it is more likely that one condition will
cause several symptoms rather than that several
conditions are co-occurring, using Occam’s razor
(Wildner 1999). Some symptoms are so distinctive
– such as the electric ‘zaps’ in the head, often experi-
enced on lateral eye movements, which can persist
for months or years (Papp 2018) – that they could
be considered pathognomonic of antidepressant
withdrawal. Physical symptoms typical of anti-
depressant withdrawal are shown in Fig. 2.
The timescale and pattern of withdrawal symptoms

can also be distinctive. After a small reduction (e.g.
10% of the most recent dose) of an antidepressant,
as currently suggested in RCPsych guidance (Burn
2020), withdrawal symptoms normally follow a
wave-like pattern similar to withdrawal effects from
other drugs: onset a few days after the reduction, wor-
sening, reaching a peak of intensity normally within a
couple of weeks, before lessening in intensity and
finally resolving usually within a fortnight or month
(although with great variability among patients)
(Fig. 3). Relapse or recurrence does not follow this
clear wave pattern. In practice, careful monitoring of
patients’ withdrawal symptoms makes this pattern
evident and allows delineation of symptoms from
relapse. The major distinguishing features between
withdrawal and relapse are summarised in Table 2.

Neurological symptoms
‘Electrical zaps’a

Unsteady gait or
uncoordination
Uncontrollable mouth/tongue
movements
Problems with speech or
speaking clearly
Dizziness, light-headedness or
sensation of spinning (vertigo)
Paraesthesiaa

Numbnessa

Arthralgiaa

Neuralgiaa

Sensory changes
Burning, tingling sensations
Pruritusa

Buzzing noise within the heada

Akathisia

Specific sensory symptoms

Physical symptoms
of antidepressant

withdrawal

Tinnitus
Blurred vision
Unusual visual sensations
(lights, colours, geometric
shapes)

General somatic symptoms
Hyperhidrosis
Shaking, trembling
Fatigue, tiredness
Sore eyes
Headache
Increased salivation
Rhinorrhoea
Shortness of breath
Chills
Fever
Malaise, lethargya

Gastrointestinal symptoms
Vomiting
Nausea
Diarrhoea
Stomach cramps
Stomach bloating
Anorexia/appetite problemsa

Neuromuscular symptoms
Muscle tension or stiffness
Muscle aches or pains
Restless feeling in legs
Muscle cramps, spasms or
twitching
Myoclonusa

Tremora

FIG 2 Physical symptoms of antidepressant withdrawal.
Most of the listed symptoms are derived from the Discontinuation-Emergent Signs and Symptoms checklist (Rosenbaum et al, 1998). a, symptoms derived
from Cosci & Chouinard (2020).
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Of course, the physician should continue to be
vigilant for genuine relapse of the patient’s
underlying condition, which may come on
weeks or months after treatment is stopped and
may have characteristics that are quite typical for
the patient.

Clinical discontinuation trials

Withdrawal symptoms are likely mistaken for
relapse in clinical trials
We now explore whether misdiagnosis of with-
drawal symptoms as relapse can occur in clinical
trials aimed at measuring the relapse prevention
properties of antidepressants. The NICE guidelines

on relapse prevention in depression (National
Institute for Health and Care Excellence 2009),
and the recent draft update, are primarily based on
a meta-analysis of discontinuation trials by Geddes
and colleagues (Geddes 2003), and other similar
trials. In these trials, individuals with depression
whohave remittedonantidepressants are randomised
to either continue taking antidepressants (the main-
tenance group) or to stop taking antidepressants and
be switched to placebo (the discontinuation group).
These two groups are thenmonitoredwith depression
rating scales in order to detect relapse. The difference
in relapse rates between the patients maintained on
antidepressants and those discontinued is inter-
preted as the ability of the antidepressants to
prevent relapse. The influential meta-analysis of
these studies found that relapse rates were 41% in
thediscontinuationgroupand18%in themaintenance
group, which has been interpreted as an absolute risk
reduction of 23% for antidepressants, or a relative risk
reduction of about half (56%), findings similar to other
meta-analyses (Glue 2010; Borges 2014). There are,
however, several lines of evidence to suggest that
some of the relapses diagnosed in these trials are mis-
diagnoses of withdrawal symptoms.

Rate of tapering employed in these studies
In these 31 studies, the most common method of
tapering individuals from their antidepressants
(which they had used for months or years) to placebo
was abrupt cessation and the weighted mean of taper
duration was 5 days. It has been demonstrated that
tapering over 2weeks does not reduce the risk ofwith-
drawal symptoms compared with abruptly stopping
(Baldwin 2006; Tint 2008). The latest guidance
suggests that for people who have been taking antide-
pressants for more than a few weeks, tapering should
be at a rate that is tolerable to each individual, which
can be months or years, likely depending on several
factors, including the duration of previous treatment
(Horowitz 2019; Burn 2020; NICE 2021), so the
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FIG 3 An approximate representation of withdrawal
symptoms following a small reduction in
antidepressant dose.
Note the wave-like properties of the relationship,
whereby symptoms begin a few days after dose
reduction and increase in intensity to reach a peak
several days later, before lessening in intensity and
resolving. A relapse is likely to be much more delayed
in onset (although some withdrawal symptoms can
also be delayed) and to not have this clear
crescendo–decrescendo pattern over time. Note that
bigger reductions in dose can lead to withdrawal
symptoms that take much longer to resolve (including
months or years) in some patients.

TABLE 2 Distinguishing features between antidepressant withdrawal symptoms and relapse of an underlying condition

Withdrawal symptoms Relapse

Time of onset Often within hours or days of reducing or stopping antidepressant
(but can be delayed for fluoxetine and in some cases of
withdrawal)

Usually weeks or months after stopping an antidepressant (may not be a
characteristic of some patients’ conditions)

Duration Can range from days to months or years Variable
Response to

reinstatement
Improvement can be within hours or days (especially if

reinstatement occurs soon after symptom onset)
Usually delayed by weeks

Attending physical
symptoms

Characteristic accompanying symptoms, e.g. dizziness, nausea,
headache, sweating, muscle ache and brain ‘zaps’, may be
pathognomonic

Not commonly associated – core symptoms are psychological and cognitive;
neurovegetative symptoms can be a feature; individual patients’ episodes
may have typical characteristics

Pattern of
symptoms

Wave pattern – onset, worsening, peak, improvement and
resolution often over days or a few weeks for small dose
reductions

Usually more constant over time
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tapering rate employed in the studies summarised in
this meta-analysis are, by modern standards, rapid.
The risk of withdrawal symptoms in these
discontinuation studies is therefore considerable.

Withdrawal symptoms overlap with all commonly
used depression rating scales
Change on depression rating scales is not specific for
the detection or measurement of depression, given
their measurement of a wide variety of symptoms.
Withdrawal effects, both psychological and phys-
ical, overlap with the domains measured in depres-
sion symptom scores, including the two most

commonly used symptom scales, the Hamilton
Rating Scale for Depression (the HRSD or HAM-D)
and the Montgomery–Åsberg Depression Rating
Scale (MADRS) (Table 3). There are few categories
in these scales that do not have corresponding anti-
depressant withdrawal symptoms.
Furthermore, withdrawal symptoms have been

clearly demonstrated to register as significant increases
on depression rating scales. For example, in the
Rosenbaum et al (1998) study (Fig. 4) there are larger
changes in depression scores for paroxetine (often
implicated as the antidepressant associated with the
most severe withdrawal syndrome) than sertraline,
and minimal changes on all scales for fluoxetine.

TABLE 3 Symptom domains in the MADRS and HRSD and overlapping withdrawal symptoms derived from the DESS or other authoritative sources

Symptoms of depression Overlapping antidepressant withdrawal symptoms

MADRS symptom domain
Apparent sadness Sudden worsening of mood, bouts of crying or tearfulness, mood

swings
Reported sadness Sudden worsening of mood, bouts of crying or tearfulness, mood

swings
Inner tension Agitation, irritability
Reduced sleep Trouble sleeping, insomnia
Reduced appetite Anorexia, appetite problemsa

Concentration difficulties Confusion or trouble concentrating
Lassitude Fatigue, tiredness
Inability to feel Emotional anaesthesia, numbnessb

Pessimistic thoughts n.a. (experience of withdrawal symptoms can prompt pessimism)b

Suicidal thoughts Suicide attempts,c emerging suicidalityd

HRSD symptom domain
Depressed mood (sadness, hopeless, helpless, worthless) Sudden worsening of mood
Feelings of guilt n.a. (patients can experience intense regret, self-blame or shameb)
Suicide (thoughts of suicide, suicidal gestures, suicide attempts) Suicide attempts,c emerging suicidalityd

Insomnia: early in the night Trouble sleeping, insomnia
Insomnia: early hours of the morning Trouble sleeping, insomnia
Work and activities (degree to which these are affected, including by fatigue and incapacity) Fatigue/tiredness
Retardation (slowness of thought and speech, impaired ability to concentrate, decreased motor activity) Problems with speech or speaking clearly
Agitation Agitation
Anxiety: psychic (tension, irritability, apprehensiveness, fear) Nervousness or anxiety, irritability, agitation
Anxiety: somatic (gastrointestinal, e.g. dry mouth, wind, indigestion, diarrhoea, cramps, belching;

cardiovascular, e.g. palpitations, headaches; respiratory, e.g. hyperventilation, sighing; urinary
frequency; sweating)

Diarrhoea, stomach cramps, sweating more than usual,
tachycardia,a shortness of breath, gasping for air

Somatic symptoms – gastrointestinal Vomiting, nausea, diarrhoea, stomach cramps, stomach bloating,
increased saliva

General somatic symptoms (heaviness in limbs, back or head; backaches, headaches, muscle aches; loss of
energy, fatigability)

Muscle aches or pains, fatigue, tiredness, headache

Genital symptoms (loss of libido, menstrual disturbances) Genital numbnesse

Hypochondriasis n.a. (unexplained symptoms can prompt patients to look for
causes)

Loss of weight Anorexia, appetite problemsa

Insight (into the presence of an illness) n.a. (patient’s attribution of symptoms to withdrawal can be
perceived as a lack of insight)

MADRS, Montgomery–Åsberg Depression Rating Scale (Montgomery 1979); HRSD, Hamilton Rating Scale for Depression (Hamilton 1960); DESS, Discontinuation-Emergent Signs and Symptoms checklist
(Rosenbaum 1998); n.a., not applicable.
a. Cosci & Chouinard (2020).
b. Framer (2021).
c. Valuck et al (2009).
d. Hengartner et al (2020b).
e. Reisman (2020).
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Both DESS symptoms and depression scores on the
MADRS and HRSD reduced rapidly when antide-
pressants were reinstated (Fig. 4), consistent with
withdrawal scores driving the increase in depression
scores.

Withdrawal symptoms are severe enough to meet
the threshold for depression diagnosis on
depression rating scales
It has been shown that withdrawal symptoms
increase scores on depression rating scales such as
the HRSD (Table 4) to a degree that would meet
the criteria for diagnosis of relapse in studies for a
portion of patients (Rosenbaum 1998). The
average HRSD score at baseline (while on antide-
pressants) in this study was about 7 points. The
usual cut-off for depression relapse in discontinu-
ation studies are HRSD scores >17, so an increase
of 8 or more points is likely to meet the definition
of relapse for a proportion of individuals; more so
for those whose HRSD score increases by 10 or
more points. From Table 4 it can be seen that
about a third to a half as many patients as met cri-
teria for ‘discontinuation syndrome’ would have
met criteria for relapse in a discontinuation trial.
We may consider fluoxetine to be a form of control
group in this study (as there was not a significant
increase in withdrawal symptoms for this drug):
subtracting out the proportion of participants who
experienced an increase in HRSD score of ≥8
points on the 8-item HRSD or ≥10 points on the
28-item HRSD on discontinuing fluoxetine (due to
either natural variation or the nocebo effect) would
slightly reduce the proportion of patients on sertra-
line or paroxetine who met these thresholds for
pharmacological reasons. Recorded relapse rates in
a discontinuation trial that observes participants
for months may have been even greater than this
because withdrawal symptoms can increase over
time – perhaps especially relevant for the fluoxetine
group.

Discontinuation trials do not specifically measure
withdrawal symptoms to distinguish them from
relapse
Although there are difficulties in distinguishing
withdrawal effects from genuine relapse in anti-
depressant discontinuation studies, this distinc-
tion could be achieved if, alongside depression
rating scales used to detect relapse (e.g. the
HRSD), withdrawal symptom scales (e.g. the
DESS) were also employed. In this case partici-
pants who experience significant withdrawal
effects could be excluded from assessment of
relapse. However, antidepressant discontinuation
trials did not usually consider withdrawal
symptoms – none of the trials in the Geddes
et al (2003) review measured withdrawal symp-
toms specifically and only ten mentioned the pos-
sibility of withdrawal confounding the detection of
relapse (mostly dismissing the possibility).
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FIG 4 Withdrawal and depression symptom scores from the
study by Rosenbaum et al (1998).
Meanwithdrawal symptom and depression scores for
patients treated with (a) fluoxetine, (b) sertraline or (c)
paroxetine before placebo substitution (‘before’),
during placebo substitution (‘during’) and 1 week after
reinstatement of the original antidepressant (‘after’).
Withdrawal symptom were identified on the
Discontinuation-Emergent Signs and Symptoms
checklist (DESS) and depression was rated on the
Montgomery–Åsberg Depression Rating Scale
(MADRS) and Hamilton Rating Scale for Depression
(HRSD). Note the close temporal relationship
between onset and resolution of withdrawal
symptoms and changes in depression scores.
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Relapse in the discontinuation arm occurs in the
time period when withdrawal effects are most
likely
Relapses cluster in the period just after participants
are switched to placebo in the discontinuation
arm of antidepressant discontinuation studies
(Hengartner 2020b). One analysis found that the
entire difference in relapse rate between mainten-
ance and discontinuation arms occurred in the first
6 weeks after randomisation, the period when with-
drawal effects are most likely (Récalt 2019).
Interestingly, this effect was not evident for agomela-
tine, a medication thought not to be associated
with a withdrawal effect. A more recent analysis
has found that 70% of the difference between
maintenance and discontinuation arms in anti-
depressant discontinuation trials (average duration
39 weeks) submitted to the US Food and Drug
Administration occurred in the first 12 weeks,
more than twice the proportion that would be
expected if the prophylactic effect of antidepressants
were ‘evenly spread’ throughout the follow-up
period (Hengartner 2021).
There are two points of view on whether the

prophylactic effects of antidepressants should be
‘evenly spread’ throughout the follow-up period –

that is, that antidepressants should be equally pro-
tective in the first few weeks as they are later in
follow-up. Depression is normally conceptualised
as an episodic condition in which antidepressants
are thought to prevent relapse. If the antidepressants
are removed, and withdrawal effects are not pertin-
ent, then the natural history of the episodic disorder
should be exposed: there should be no reason why
patients should relapse at the same time if they
each have their own pattern of episodic relapse. It
follows then that if there is a disproportionate pre-
ponderance of relapses soon after stopping antide-
pressants then it is likely that the consequences of
the process of stopping itself (i.e. withdrawal
effects) is the plausible cause. This has, for
example, been demonstrated for lithium where indi-
viduals with bipolar disorder stopping lithium were
seven times quicker to relapse than those who had
never been treated with lithium (Suppes 1991).

The alternative explanation for early relapses is
that patients are prone to early relapse because of
the removal of the stabilising effect of the antidepres-
sants. One version of this rationale argues that par-
tially treated patients relapse soon after medication
is discontinued, leading to a high-risk period for
relapse soon after stopping (Jauhar 2019a).
However, participants in these discontinuation
studies are selected for having remitted and meta-
analyses do not find a difference in relapse rates
for participants with longer stabilisation periods
before discontinuation (Geddes 2003; Glue 2010;
Borges 2014), which would be thought to provide
more complete treatment. On the other hand, the
reduction in relative risk of relapse after antidepres-
sant cessation was similar in magnitude between
12–36 months and 0–12 months in the Geddes
review and this is not consistent with withdrawal
effect confounding (although it must be noted that
the 12–36 month period only included 6 studies,
with 35 relapses, so this captures relatively few
patients). Notably, agomelatine, which has not
been found to be associated with a withdrawal
syndrome, fails to demonstrate significant relapse
prevention properties when unpublished data are
taken into account (Koesters 2013).
Overall, there are two possible reasons for worsen-

ing symptoms when stopping medication: either
uncovering of the underlying disorder or withdrawal
effects (although withdrawal effects might precipi-
tate genuine relapse this should be seen as a with-
drawal-related effect). It seems to us that if
relapses are clustered soon after stopping then this
seems to fit more with a withdrawal effect. This
dilemma could be resolved by stopping antidepres-
sants gradually enough (i.e. over months or
longer) to prevent withdrawal effects and observing
the pattern of relapse.

The degree to which antidepressants prevent
relapse is uncertain
Withdrawal symptoms are common: 53.9% in RCTs
from the recent systematic review (Davies 2019) and
31% in very conservative estimates (Jauhar 2019b).
Rates of relapse of depression after cessation of

TABLE 4 Patients who met criteria for ‘discontinuation syndrome’a and experienced an increase in score on the Hamilton Rating Scale for Depression for
different antidepressants

Fluoxetine (n = 63), n (%) Sertraline (n = 63), n (%) Paroxetine (n = 59), n (%)

DESS (≥4 symptoms) 9 (14%) 38 (60%) 39 (66%)
HRSD-28 (≥8-point increase) 4 (6%) 19 (30%) 21 (36%)
HRSD-8 (≥10-point increase) 2 (3%) 12 (19%) 16 (27%)

HRSD-28 and HRSD-8, 28-item and 8-item Hamilton Rating Scale for Depression.
a. Discontinuation syndrome: ≥4 symptoms on the Discontinuation-Emergent Signs and Symptoms checklist (DESS).
Source: Rosenbaum et al (1998).
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antidepressants are less certain. TheGeddesmeta-a-
nalysis found relapse rates of 41% in the discontinu-
ation arm, 23% greater than in the maintenance
arm. However, as outlined above, some proportion
of these relapses are likely to be due to withdrawal
effects: the original authors themselves concluded
that ʻwe cannot exclude the possibility’ (Geddes
2003). It is hard to estimate what proportion of
these relapses might be due to withdrawal confound-
ing but the data presented in Table 4 suggest that
perhaps one-third to one-half of the 31–53.9% of
patients who experience withdrawal effects (as esti-
mated by different analyses of RCTs) may reach
the threshold required for detection of relapse
given an 8- or 10-point increase in HRSD-8 or
HRSD-28 score (Rosenbaum 1998). This suggests
that approximately 10–27 percentage points of
relapses, or a substantial proportion of the difference
in relapse rates between the maintenance and dis-
continuation arms in these studies, may be attribut-
able to withdrawal – although there is considerable
uncertainty in these estimates.
Therefore, the relapse prevention studies

summarised in Geddes et al (2003) may be demon-
strating, at least partially, the effect of abrupt (or
near-abrupt) cessation, through either withdrawal
effects or destabilising participants’ conditions
rather than the benefits of continuing treatment

(Baldessarini 2019). Further study is required to
confirm the magnitude of the relapse prevention
properties of antidepressants by evaluating the
degree to which withdrawal confounds relapse
detection in these studies. The major lines of evi-
dence suggesting that withdrawal effects confound
detection of relapse in antidepressant withdrawal
studies are summarised in Box 2.

Conclusions

Clinical practice
Clinicians should have a high index of suspicion for
withdrawal symptoms when patients report anxiety
or depression on stopping antidepressants (Box 3).
It is not clear whether withdrawal symptoms are
more common than genuine relapse. Clinicians
should take care to distinguish between relapse

BOX 2 Lines of evidence suggesting with-
drawal symptoms are misdiagnosed as
relapse in antidepressant discontinu-
ation trials

• Antidepressants are stopped either abruptly or very rap-
idly in discontinuation studies, making withdrawal
symptoms likely (although not all people will experience
withdrawal symptoms)

• Withdrawal effects include psychological and physical
symptoms which overlap with almost every domain of
the depression scales commonly used to detect relapse
(e.g. Hamilton Rating Scale for Depression, HRSD;
Montgomery–Åsberg Depression Rating Scale, MADRS)

• Withdrawal effects are not generally measured in dis-
continuation studies and so no robust attempt is made
to distinguish them from relapse

• Relapses tend to occur in the first few weeks following
antidepressant discontinuation, a pattern consistent
with withdrawal effects (although this may also
represent early relapse of partially treated patients)

• When antidepressants are stopped abruptly/rapidly a
substantial proportion of patients will experience with-
drawal symptoms that meet the threshold for registering
as relapse according to scores on the HRSD or MADRS
(although it is not clear what proportion this is true for)

BOX 3 Distinguishing between relapse and
withdrawal symptoms following anti-
depressant cessation or dose reduction

When a patient reports low mood, anxiety or insomnia
following dose reduction or stopping an antidepressant the
clinician should:

• in addition to considering the possibility of relapse, hold
a high index of suspicion for antidepressant withdrawal
symptoms, as these are common

• inquire about the symptoms of the original condition: are
they different from the symptoms that are currently
reported?

• inquire about the presence of symptoms indicative of
withdrawal syndrome such as electric shock (‘zap’)
sensations in the head, dizziness, nausea, headache (and
other symptoms listed in Figs 1 and 2).

• inquire about the timing of these symptoms – did they
arise a few days after stopping an antidepressant (or
weeks after stopping fluoxetine)?

• inquire about the pattern of these symptoms – have they
continued to worsen in the days and weeks after stop-
ping or reducing the antidepressant?

• inquire about past experience of stopping antidepres-
sants – have similar symptoms occurred?

• if the patient has trialled an increase in dose, did this
lead to a lessening of these symptoms? How long did
this improvement take?

• guided by Table 2, make a diagnosis of antidepressant
withdrawal syndrome if it is concluded that a with-
drawal syndrome is likely

• following guidance from the RCPsych (Burn 2020), sug-
gest increasing the dose back to the last dose at
which the patient was stable, allow a period of stabil-
isation and then suggest reduction in a more gradual
manner than previously tried
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and withdrawal symptoms by exploring whether or
not reported affective symptoms are accompanied
by other symptoms not associated with relapse: for
example, dizziness, electric ‘zaps’, nausea, profound
insomnia, or any symptoms that were not present in
the baseline condition. Some symptoms, such as
electric ‘zaps’, may be considered pathognomonic
of withdrawal. Clinicians should ask about the
timing of symptoms – if they occur within days of
reduction or stoppage of an antidepressant with a
short half-life (essentially all but fluoxetine) and if
the symptoms resolve within a few days of increasing
the dose of an antidepressant, then they are likely to
be withdrawal symptoms. When advising patients
to stop or reduce their dose of antidepressant clini-
cians should suggest small reductions, monitor for
withdrawal symptoms and wait 2–4 weeks for with-
drawal symptoms to resolve before making further
reductions (Horowitz 2019; Burn 2020). This con-
trolled process can help reduce the uncertainty that
may arise in distinguishing between withdrawal
symptoms and relapse, as withdrawal symptoms
are likely to begin, worsen, peak, improve and
resolve over a number of days or short number of
weeks (if reductions are modestly sized) as distinct
from episodes of relapse, which may persist for
much longer.

Discontinuation studies
Current discontinuation studies that are thought to
demonstrate relapse prevention properties of antide-
pressants are likely to be confounded by withdrawal
symptoms. These studies often stop antidepressants
very quickly and do not measure withdrawal symp-
toms in order to distinguish them from relapse. As
withdrawal symptoms overlap significantly with
symptoms commonly used on depression rating
scales and can cause an increase in depression
scores large enough tomeet the threshold for diagno-
sis of relapse, withdrawal symptoms are likely to
increase the detected rates of relapse in the discon-
tinuation arms of these trials, inflating the apparent
ability of antidepressants to prevent relapse. This
notion is strengthened by the preponderance of
relapses detected in the weeks after cessation, the
period in which withdrawal symptoms from antide-
pressants are most common. Overall, existing
studies that purport to demonstrate relapse preven-
tion properties of antidepressants should be inter-
preted with caution, and further evidence is
required to definitively demonstrate the magnitude
of relapse prevention properties of antidepressants.
Future studies are required to further clarify the

incidence, severity and duration of antidepressant
withdrawal symptoms for different antidepressants
in order for us to be able to better inform patients

of risks when starting or stopping an antidepressant.
In future, studies that seek to evaluate the relapse
prevention properties of antidepressants should
explicitly measure withdrawal symptoms and the
occurrence of withdrawal symptoms should be con-
sidered an exclusion for the diagnosis of relapse (on
the premise that one condition producing multiple
symptoms is more likely than more than one condi-
tion co-occurring). To avoid confounding by with-
drawal effects, discontinuation studies should
involve slow tapers – which we now understand
should be over months or years in some people –

so that withdrawal symptoms are excluded as con-
founders of relapse: this would allow the genuine
relapse prevention properties of antidepressants to
be evaluated. Another approach would be to
conduct trials comparing patients commenced on
antidepressants or placebo over long periods of con-
tinuation to assess for relapse. As the current NICE
guidelines on relapse prevention are based on find-
ings from the meta-analysis of discontinuation
studies (Geddes 2003) about which there is great
uncertainty, the guidelines may need to be
reconsidered.
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MCQs
Select the single best option for each question stem

1 Which of the following would suggest that
symptoms on stopping an antidepressant
are relapse of the underlying condition
rather than withdrawal symptoms?

a Symptoms come on 2 days after stopping par-
oxetine, including anxiety, trouble sleeping, panic
attacks and electric ‘zaps’ on moving the eyes

b A patient stops fluoxetine over 12 months, with
minimal withdrawal symptoms; 2 years later they
report low mood and low energy similar to a
depressive episode they have experienced in the
past

c A patient stops fluoxetine over 3 months without
apparent problems; 6 weeks later they complain
of anxiety, trouble sleeping, dizziness and having
trouble concentrating at work. Their original
condition was depression characterised by low
mood and insomnia

d A patient stops sertraline abruptly after deciding
they do not need the medication. A week later
they present to the emergency department com-
plaining of suicidal thoughts. They also feel
nauseous and dizzy.

e A patient halved their dose of venlafaxine 2
weeks ago down to 37.5 mg. They complain of
headache, trouble focusing, fatigue, irritability
and dizziness.

2 Which of the following is it not consistent
with the fact that relapse is likely to be
confounded by withdrawal effects in trials of
antidepressant discontinuation?

a Withdrawal symptoms overlap with most
categories on commonly used depression rating
scales

b Most relapses occur in the first few weeks after
stopping antidepressants, and reduce in fre-
quency after this

c These trials do not routinely measure withdrawal
effects in order to distinguish them from relapse

d Antidepressants are stopped abruptly or very
quickly in these trials

e Some patients have had multiple episodes of
depression previously.

3 Which of the following is not helpful to ask a
patient to help distinguish antidepressant
withdrawal from relapse?

a How long after stopping an antidepressant
symptoms came on

b Whether they experienced dizziness, nausea,
vomiting, electric ‘zaps’

c What were their original symptoms that
prompted the prescription of antidepressants

d How long their symptoms have lasted for
e Whether they experienced these symptoms pre-

viously on stopping an antidepressant.

4 Which of the following is not usually a
symptom of antidepressant withdrawal?

a Anxiety
b Depressed mood
c Dizziness
d Fatigue
e Chest pain.

5 How common are withdrawal symptoms
from antidepressants?

a Every patient who stops antidepressants will
experience them

b They are very rare
c About a third to half of patients will experience

withdrawal symptoms
d It is likely that less than a third of patients will

experience them
e It is likely that much more than a half of patients

of patients will experience them.

Distinguishing relapse from antidepressant withdrawal
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