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ARTICLE INFO ABSTRACT

Keywords: Background: Previous studies of antidepressant withdrawal have been limited by short duration of drug exposure
AntideRressant withdrawal or self-selected samples. Our study aimed to estimate withdrawal effects in routine clinical practice.
Discontinuation Methods: Participants from NHS primary care psychological treatment services who had ever tried to stop an
Brain zaps . . . s

. . antidepressant were surveyed. Regression models were constructed to examine the association between personal
Protracted antidepressant withdrawal L. 7 .
PAWS and medication characteristics, and withdrawal.

Resuits: Respondents(n = 310) were mostly female(78 %), white(75 %), with an average age of 38.79(SD 12.4).
The response rate was 18 % of eligible patients. 62 % reported antidepressants had been helpful. Withdrawal
symptoms of some degree were reported by 79 %. 45 % reported severe or moderately severe symptoms. 43 %
met the most stringent definition of a withdrawal syndrome, reporting 4 or more ‘non-emotional’ withdrawal
symptoms. 38 % of participants reported being unable to stop their antidepressant when they tried to do so. 20 %
reported withdrawal symptoms lasting more than three months and 10 % for more than a year. In fully adjusted
models those using antidepressants for over 24-months prior to stopping were more likely to experience a
withdrawal syndrome (OR(95 %CI)=10.41(2.88;37.67)), report severe withdrawal effects (OR(95 %CI) = 5.16
(2.75;9.70)), report longer lasting symptoms (Beta(95 %CI)=18.11(3.85;32.38), and be less likely to be able to
stop (OR(95 %CI)=27.55(10.29;73.81), than those using for less than six-months.

Conclusion: Antidepressant withdrawal symptoms were common, and severe and prolonged for a substantial
proportion of users. Longer duration of use was associated with greater likelihood of severe and protracted
symptoms and being less likely to be able to stop. A limitation of this study is the low rate of response.

1. Introduction guidelines (Horowitz and Taylor, 2024; ITacobucci, 2019). In the last few

years antidepressant withdrawal symptoms have been recognised as

Problematic withdrawal effects from SSRIs were first reported in the
1990s, a few years after their release onto the market (Fava et al., 2015).
Following short term exposure (mostly 6-12 weeks) to antidepressants
studies sponsored by industry reported that “discontinuation effects”
were mostly mild and self-limited (Baldwin et al., 2007; Schatzberg
et al., 2006, 1997), which became incorporated into influential
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more common, and, potentially, more severe and long-lasting than
previously supposed (Davies and Read, 2019; Gastaldon et al., 2022;
Horowitz et al., 2023; Horowitz and Taylor, 2022, 2019). This has
prompted updates to the NICE guidelines on depression (lacobucci,
2019; NICE, 2022a) and a position statement from the Royal College of
Psychiatrists (Royal College of Psychiatrists, 2019). However, there
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remains uncertainty about the incidence, severity and duration of
withdrawal symptoms.

A recent systematic review concluded that about one in six people
experience withdrawal effects from antidepressants, and one in 35
experience severe withdrawal effects (Henssler et al., 2024). However,
this review risks under-estimating incidence and severity of withdrawal
effects because most studies included were not designed to assess
withdrawal effects and relied on spontaneous reporting, which is likely
to under-estimate rates compared with systematic evaluation (Moncrieff
et al., n.d.; Read and Davies, 2024). Furthermore, the studies captured
mostly examined short term use: 36 out of 79 included patients exposed
to antidepressants for <12 weeks and the weighted average duration of
use of patients was 25 weeks (Henssler et al., 2024). This is in sharp
contrast to use in the wider population: for example, in the UK half of all
patients on antidepressants have been taking them for >12-months
(Public Health England, 2019), and 70 % of patients in the USA have
used them for more than two years (Mojtabai and Olfson, 2014).

Other studies have used online surveys to investigate withdrawal
symptoms in longer term users and have found half of the participants
report withdrawal effects, with half of these reporting severe effects
(Davies and Read, 2019; Moncrieff et al., 2024; Read et al., 2019; Read
et al., 2023). However, such surveys draw on undefined populations and
tend to capture self-selected samples increasing the likelihood of selec-
tion bias by over-representing the experience of those with worse than
average withdrawal effects (Jauhar et al., 2019). Notably, studies find
that duration of exposure to antidepressants appears to influence inci-
dence, severity and perhaps duration of withdrawal effects, perhaps
explaining discrepancies between different studies and systematic re-
views which have examined patients following differing durations of
antidepressant exposure (Horowitz et al., 2023). Notably, a relationship
between duration of use and increased risk of withdrawal effects is a
common principle across psychotropic medications likely related to the
degree of homeostatic adaptation to the drug during exposure (NICE,
2022b).

There remains uncertainty about the nature and frequency of with-
drawal effects in long-term users of antidepressants. Therefore, we
aimed to estimate the incidence, severity and duration of antidepressant
withdrawal effects experienced by patients in routine clinical care (in a
free primary care therapy service), and identify moderators of with-
drawal effects, including duration of prior use of antidepressants.

2. Methods

A cross-sectional survey was distributed to patients of UK-based NHS
psychological therapies services. It was piloted and feedback was sought
from experts-by-experience and expert clinicians. A study protocol and
analysis were pre-registered after data were collected, but before ana-
lyses were undertaken (https://osf.io/tabsw). Ethical approval was ob-
tained (20/PR/0423) (“WISE USE (antidepressant) survey,” n.d.). The
study is reported in accordance with Consensus-Based Checklist for
Reporting of Survey Studies (CROSS) (Sharma et al.,, 2021) (Supp
material).

2.1. Participants and procedure

Participants were patients of four NHS Talking Therapies for anxiety
and depression (TTad) services operated by North East London NHS
Foundation Trust (NELFT). Details of these services are provided else-
where (Saunders et al., 2020). Briefly, patients of these services are
either referred by a health professional (typically a GP) or self-referred.
The service provides therapy for depression and anxiety disorders.
Following assessment by a clinician in the TTad service, diagnoses are
determined using ICD-10 diagnostic criteria and a ‘problem descriptor’
is agreed with the patient and recorded in the electronic patient record.
This is the agreed focus of treatment in the TTad service, and is the
variable used for diagnoses in this study and many other studies of TTad
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service users (Saunders et al., 2020).

Patients who had consented to be approached for research (about 50
% of all patients in the services), and met eligibility criteria for the study
(aged 18 or above, and had ever used an antidepressant medication)
were contacted by a researcher to enrol in the study. Patients who
consented were then sent the online survey between February-2021 and
December-2022. The one-off survey, was hosted on REDCap and took
approximately 30 min to complete, with a £5 voucher for compensation.
This paper reports the experiences of the subgroup of respondents who
reported that they had ever tried to stop their antidepressant.

2.2. Measures

The survey (see Appendices) contained questions on antidepressant
use and discontinuation, including a modified and shortened version of
the Discontinuation-Emergent Signs and Symptoms (DESS) checklist
(Rosenbaum et al., 1998) to assess withdrawal symptoms. We included
20 items from the original DESS, selected after consultation with experts
and experts-by-experience regarding the most common symptoms with
two additional items (‘brain zaps’ and depersonalisation/derealisation)
added, following a similar approach recently used (Lewis, 2016). We
extracted sociodemographic characteristics, primary presenting prob-
lem (diagnosis), and PHQ-9 and GAD-7 scores, which are routinely
collected at entry to the therapy service, from participants’ electronic
health records.

2.3. Sample size determination

We estimated a sample of 300 participants would be necessary to
measure incidence of withdrawal syndrome with +6 % precision (using
estimates from a previous systematic review) (Davies and Read, 2019).
We planned recruitment to last seven months but it took 22 months to
recruit all the participants.

2.4. Outcomes

The primary outcomes were the incidence of withdrawal effects,
their severity, their duration, and the proportion of people who were
able to stop their antidepressant when trying to do so. There is no
established manner to determine the presence of an antidepressant
withdrawal syndrome. Many studies have defined withdrawal as four or
more symptoms on the 43-item DESS (Rosenbaum et al., 1998); others
have used a smaller number of symptoms (Oehrberg et al., 1995; Sir
et al., 2005; Zajecka et al., 1998). We pre-specified our primary defini-
tion of withdrawal as reporting symptoms of any severity on a question
about the overall severity of withdrawal or discontinuation symptoms.
We explored a number of alternative definitions of withdrawal as sec-
ondary outcomes:

e reporting at least two, three, or four symptoms of any severity on the
modified DESS (using at least three as our main secondary outcome);

e reporting at least one, two, three or four individual symptoms on a
‘non-emotional’ sub-scale of the DESS encompassing 10 symptoms
which have the clearest difference from symptoms of anxiety disor-
ders or depression (Table S1)), in order to delineate withdrawal ef-
fects less prone to confounding with relapse.

e reporting at least one, two, three, or four or more individual with-
drawal symptoms of a moderate or severe degree on the modified
DESS.

2.5. Analyses

Analyses were conducted in Stata version 18 (StataCorp, 2023).
Univariable regression models were fitted to explore associations be-
tween potential risk factors and the incidence, severity and duration of a
withdrawal syndrome and ability to stop, using an ordinal link function
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for ordered outcome variables and logistic link function for binary
outcomes. The models were then adjusted for the following pre-specified
potential confounding factors: sociodemographics (including gender,
ethnicity, age, and employment status), mental health diagnosis (based
on ICD-10 codes), the antidepressant taken, duration of antidepressant
medication use before attempting to stop, PHQ-9 and GAD-7 scores at
entry to the therapy services, and whether or not the participant was
taking other medication for their mental health in addition to the
antidepressant.

2.6. Sensitivity analyses and missing data

Pre-planned sensitivity analyses were conducted repeating analyses
above with alternative versions of several outcome variables. A binary
categorical severity variable was explored (no or mild symptoms versus
moderate or severe). Further sensitivity analyses were conducted to
compare the analyses above for the four main outcomes with analyses
using multiple imputation with chained equations (conducted using mi
impute in Stata) to create 50 imputed datasets.

2.7. Deviation from protocol

In analysing overall withdrawal severity, the original self-reported
categories of severity were retained rather than binarised because this
provided more information. As there were few people taking many
specific antidepressants, they were divided into high risk for withdrawal
symptoms (venlafaxine, duloxetine and paroxetine) and low risk (all
others) according to a recent analysis (Gastaldon et al., 2022). As there
were relatively few respondents who tapered over long periods, tapering
period was binarised into up to and more than four weeks, following
long-standing NICE guidance (National Institute for Health and Care
Excellence, 2009), and common clinical practice (Read et al., 2023).

3. Results
3.1. Recruitment

Of the patients in the therapy services who had consented to be
contacted about research 3023 were potentially eligible for this study
and 316 declined the study following telephone contact (Fig. 1). We sent
surveys to 2707 who agreed to receive it by phone or did not answer
three phone calls. We received 497 usable (valid, non-duplicated ID
number, taken an antidepressant, 3 or more questions answered) re-
sponses (18.4 %). The 310 respondents who had ever tried to stop an-
tidepressant treatment were used for analyses (Fig. 1). These
respondents were 77.9 % female, mostly white (75.1 %) with a mean age
of 38.8 years. See Table 1 for further characteristics of the sample. 62.0
% of respondents reported that antidepressants had improved or much
improved their symptoms.

3.2. Comparisons to wider service population

Compared to all users of the therapy service over the same time
period, those that completed the survey were more likely to be female
(77.92 % vs 65.59 %, p < 0.001), were less likely to be unemployed
(24.58 % vs 31.58 %, p = 0.009), were more likely to identify as of White
British ethnicity (63.23 % vs 55.19 %, p = 0.005), and had a slightly
lower mean age (36.99(12.33) vs 38.62(14.32), p = 0.046). They had
similar average PHQ-9 scores pre-treatment (16.16(5.78) vs 15.83
(6.27), p = 0.36) and slightly higher GAD-7 scores (14.63(4.80) vs 14.02
(5.14), p = 0.037).

3.3. Characteristics of withdrawal

Of the 310 respondents who had ever tried to stop an antidepressant,
37.9 % reported having been unable to do so despite trying one or
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IAPT patients who had
consented to be contacted
for research (n = 3746)

Ineligible (n=723)
Indicated that they had
never used an
antidepressant

Eligible patients after
screening (>18, had ever
used an antidepressant)
(n=3023)

Declined following
telephone contact (n=316)

Sent survey either after
phone contact or not
answering three calls
(n=2707)

l

Returned surveys (n=843)

Excluded survey (n=325)
Less than 3 questions
answered or

Incorrect ID number or
Duplicated ID number

v

Potentially usable survey
(n=518)

Excluded survey (n=21)
Taken medication other
than an antidepressant
(e.g. benzodiazepine,

v antipsychotic or beta
Usable survey (n=497) blocker)

A4

Never attempted to stop
an antidepressant (n=187)

A4

Had ever attempted to
stop an antidepressant
(n=310)

Fig. 1. - Flow diagram of recruitment to survey.

multiple times, 8.3 % were currently in the process of trying to do so,
and 53.8 % reported having been able to stop (Table 2). Many partici-
pants described the process of stopping their antidepressant as ‘difficult’
(37.4 %) or ‘very difficult’ (15.3 %). 43.3 % of respondents had tried to
stop their antidepressant more than once, with 7.7 % having tried more
than four times. Participants who were unable to stop their antide-
pressant were more likely to report severe withdrawal symptoms
(rho=0.41, p < 0.0001).

When asked about the withdrawal experience overall, 222(79.3 %)
participants reported withdrawal symptoms of at least mild severity.
45.0 % rated the symptoms as moderate (30.4 %) or severe (14.6 %).
Incidence varied between 42.6-85.8 % with secondary outcome defi-
nitions of withdrawal (Table 2). 56.4 % had at least four moderate or
severe symptoms of withdrawal. 76 % had at least one ‘non-emotional’
withdrawal symptom and 42.6 % met the most stringent definition of 4
or more ‘non-emotional’ withdrawal symptoms. Of ten ‘non-emotional’
withdrawal symptoms three were reported by >50 % of respondents:
headache, derealisation/depersonalisation and dizziness/light-
headedness (Table 3).

Symptoms were predominantly reported to last less than four weeks
(58.5 %), but 19.7 % reported their symptoms lasted >3 months, and 9.5
% more than a year (Table 2).
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Table 1

- Sociodemographic and medication characteristics of respondents who had

Table 1 (continued)
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X K N ; Characteristic Sub-types N (%) or  Number
tried to stop their antidepressant at some point. Mean with
Characteristic Sub-types N (%)or  Number (SD) complete
Mean with data (N)
(SD) complete Multiple drugs 6(11.8
data (N) %)
Gender Male 68(22.1 308 Not specified 3(5.9%)
%) Other drugs (e.g. beta 11 (21.6
Female 240 blocker or %)
(77.9 %) antihistamine)
Duration of use before < 6 months 126 298 Not a medication used 2(3.9%)
stopping (42.3 %) for psychiatric reasons
7-24 months 101 (e.g. NSAID, OCP)
(33.9 %) Number of attempts to Once 169 298
24 months 71 (23.8 stop antidepressants (56.7 %)
%) 2 to 4 times 106
Age 38.79 308 (35.6 %)
(12.35) >4 times 23 (7.7
Ethnicity White 232 310 %)
(75.1 %) Did antidepressants Much improved 90 (33.6 268
Asian or Asian British 28 (9.1 improve or worsen the %)
%) symptoms for which A bit improved 76 (28.4
Black, Black British, 25 (8.1 they were originally %)
Caribbean or African %) prescribed? No change 26 (9.7
Mixed or multiple ethnic 19 (6.1 %)
groups %) A bit worsened 15 (5.6
Other ethnic group 4 (1.3 %) %)
Not specified 1 (0.3 %) Much worsened 22 (8.2
Employment status In employment 227 301 %)
(75.4 %) Not sure 39 (14.6
Not in employment 74 (24.6 %)
(student, carer, retired, %) Values add up to >100 % in some cases because values were rounded to 1
unemployed) decimal point
Presenting problem Depressive disorder 158 310 J.ec .a pomnt. X . . R
(51.0 %) *Talking Therapy services note down ‘presenting problem’. ICD-10 codes from
Anxiety disorder 133 F30-39 were classified as depressive disorders, those from F40-49 were classi-
(42.9 %) fied as anxiety disorders, and all others as ‘other.’.
Other 19 (6.1 **High risk antidepressants according to analysis by Gastaldon et al. (2022),
%) with cut-off of a reporting odds ratio of 10.
PHQ-9 Score 16.50 309 ***If a respondent was on more than one antidepressant, the primary antide-
(5.45) pressant was defined as the one they commenced first.
GAD-7 Score 14.60 308
(4.80)
Prescribed antidepressant ~ Amitriptyline 51.6%) 307 3.4. Characteristics associated with withdrawal outcomes
name Citalopram 110
) (35.8 %) 3.4.1. Incidence of withdrawal syndrome
Duloxetine** 4 (1.3 %) . . . . .. .
Escitalopram 1136 The duration of antidepressant use prior to discontinuing the medi-
%) cation was strongly associated with the odds of experiencing a with-
Fluoxetine 36 (11.7 drawal syndrome in adjusted and unadjusted analyses (Table 4). For
] ) %) , respondents who had used antidepressants for <6 months, 64.3 %
LMzrif:;:;ile ;1((2‘638@) experienced withdrawal effects of any severity, compared with 86.0 %
%) ’ and 95.7 % for 7-24 months, and >24 months respectively.
Nortriptyline 1(0.3%) In the adjusted analysis the odds of experiencing withdrawal effects
Paroxetine** 4 (1.3 %) for those who used antidepressants between 7 and 24 months compared
Sertraline (1;)206 % to 6 months or less was 2.83(95 %CI 1.29;6.18), and for those who had
Trazodone 9 ((; 7 0;)) used antidepressants for >24 months the odds ratio was 10.41
Venlafaxine** 10 (3.3 (2.88;37.67)].
%) After adjusting for confounding factors there was no evidence of
) o Other 2 (0.7 %) associations between sociodemographic variables, duration or method
Concomitant medication  None (2;37 4%) 308 of tapering, PHQ-9 score, GAD-7 score, or the type of antidepressant,
8 0
At least one 51 (16.6 with the likelihood, or severity of withdrawal symptoms (see Table 4
%) and sections below). Sensitivity analyses (Tables S2-6) using alternative
Which concomitant Benzodiazepine 7(13.7 51 definitions of incidence, and severity of withdrawal and repeating the
medication %) analyses over imputed datasets produced similar results.
Z-drug 6(11.8
%) o
Other antidepressant™** 11 (21.6 3.4.2. Severity of withdrawal
%) There was evidence of a gradient between a longer duration of prior
g'f‘:l’apenﬁ“ (Neurontin) 3 (5.9 %) antidepressant use and the severity of withdrawal symptoms. Re-
ol . .
ndents who h: ntidepressants for 0-6 months predominantl
Antipsychotic 12.0%) spondents who had Elsed E'i tidepressants for 0-6 months predominantly
Mood stabiliser 1(2.0%) reported none or mild withdrawal symptoms (73.1 %), only 7.0 % re-

ported severe withdrawal effects (Fig. 2a). For respondents using for 24-
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Table 2

The process of stopping and characteristics of withdrawal symptoms.

Category

Response

Number
(proportion)

Status of cessation (n =
301)

Difficulty of stopping (n
= 294)

Severity of withdrawal
symptoms (n = 280)

Any self-defined
withdrawal symptoms
(n = 280)"

Any modified DESS
symptoms (n = 310)

Moderate or severe
modified DESS
symptoms (n = 310)

‘Non-emotional’
withdrawal symptoms
(n = 310)

Duration of withdrawal
symptoms (n = 253)

Tapering approach (n =
275)

Method for reducing
dose

Successfully stopped medication
Unable to stop despite trying to
Currently tapering

Very easy
Easy
Difficult
Very difficult

None

Mild

Moderate

Severe

Question “Overall, how severe were
the withdrawal or discontinuation
symptoms you experienced on
stopping your antidepressant?”

No (Responding “No symptoms™)
Yes (Responding “Mild”, “Moderate”
or “Severe™)

2 or more of any withdrawal
symptoms

3 or more of any withdrawal
symptoms**

4 or more of any withdrawal
symptoms

1 or more moderate or severe
withdrawal symptoms
2 or more moderate or severe
withdrawal symptoms
3 or more moderate or severe
withdrawal symptoms
4 or more moderate or severe
withdrawal symptoms

1 or more non-emotional withdrawal
symptoms
2 or more non-emotional withdrawal
symptoms
3 or more non-emotional withdrawal
symptoms
4 or more non-emotional withdrawal
symptoms

1 week or less
1 to 4 weeks
1-3 months
4-6 months
6-12 months
1-3 years

>3 years

Stopped suddenly

1 day to 1 week

1 to 4 weeks

1 to 3 months

4 to 12 months
More than one year

162 (53.8 %)
114 (37.9 %)
25 (8.3 %)

26 (8.8 %)
113 (38.4 %)
110 (37.4 %)
45 (15.3 %)

58 (20.7 %)
96 (34.3 %)
85 (30.4 %)
41 (14.6 %)

58 (20.7)
222 (79.3)

266 (85.8)

256 (82.6)

244 (78.7)

231 (74.5)

211 (68.1)

195 (62.9)

175 (56.4)

234 (75.5)

196 (63.2)

156 (50.3)

132 (42.6)

44 (17.4 %)
104 (41.1 %)
55 (21.7 %)
13 (5.1 %)
13 (5.1 %)

9 (3.6 %)

15 (5.9 %)

103 (37.5)
39 (14.2)
74 (26.9)
46 (16.7)
9(3.3)
4(1.5)
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Table 2 (continued)

Category Response Number
(proportion)

(more than one answer

possible) (n = 308)
Skipping doses 145 (47.1)
Stopping abruptly (in one day) 119 (38.6)
Pill splitting 81 (26.3)
Making a liquid mixture 2(0.6)
Bead-counting 1(0.3)
Weighing beads 0 (0)
Weighing powder 1(0.3)
Weighing shavings or chunks 1(0.3)
Using a compounding pharmacy 0(0)
Manufacturer’s liquid 2 (0.6)
Tapering strips 0 (0)
Other 14 (4.5)

" Primary outcome pre-specified in the protocol.
" Main secondary outcome pre-specified in the protocol.

months or more, 63.7 % reported moderate or severe withdrawal effects,
with 24.6 % reporting severe withdrawal effects.

Adjusting for confounding variables, the odds of rating withdrawal
as ‘severe’ after 7-24 months of use was 2.90(1.66;5.06) compared to
use of 0—6 months and it was 5.16(2.75;9.70) after >24 months of use.

3.4.3. Duration of withdrawal

The duration of prior use of antidepressants was also associated with
the duration of withdrawal symptoms. Of respondents who had used
antidepressants for <6 months only 27.4 % reported withdrawal
symptoms that lasted more than four weeks and 10.5 % reported
symptoms for >3 months, with 7.4 % reporting symptoms for >12
months. For respondents that had used antidepressants for >24 months
the respective figures were 53.6 % (more than four weeks), 30.4 % (>3
months) and 11.6 % (>12 months) (Fig. 2b).

After adjusting for confounders, longer duration of prior use was
associated with an increase in weeks of withdrawal. Higher PHQ-9
scores at baseline were also associated with fewer weeks of with-
drawal symptoms on average and conversely, higher GAD-7 scores were
associated with a greater number of weeks of withdrawal symptoms. No
other variables were associated with duration of withdrawal symptoms.

3.4.4. Being able to stop or not

Longer duration of use and higher risk antidepressant was associated
with greater chance of not being able to stop: of respondents using an-
tidepressants for <6 months 23.2 % were unable to stop the medication;
this was 39.8 % and 79.4 % for 7-24 and 24-plus months’ use respec-
tively (Fig. 2c). Of respondents taking ‘high risk’ antidepressants 82.4 %
reported being unable to stop, while 38.6 % taking ‘low risk’ antide-
pressants were unable to stop them.

After adjusting for confounders, longer prior use of antidepressants
was associated with a five times greater odds of not being able to stop the
medication despite trying (OR(95 %C) = 5.02(3.09;8.16) per-category
increase). The odds of not being able to stop antidepressants were
more than eight times higher for those taking a ‘high risk’ medication
(those with the highest risk of withdrawal effects) compared to a ‘low
risk’ one (OR(95 %CI) = 8.40(1.50-47.24)). Skipping doses was also
associated with greater odds of not being able to stop relative to all other
stopping techniques. No other variables were associated with ability to
stop antidepressants.

3.4.5. Severity of symptoms and duration of use

To explore whether the relationship between indices of withdrawal
and duration of use was explained by the severity of the underlying
condition, we examined the correlation between mean PHQ-9 and GAD-
7 scores, and duration of antidepressant use prior to stopping. Correla-
tions were small and not statistically significant (for PHQ-9, r =
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Table 3

Psychiatry Research xxx (xxxx) xxx

Incidence and severity (by category) of 22 withdrawal symptoms. Symptoms are arranged in order of incidence from most common (any severity) to least common.

Frequency N (%)

Modified DESS item n Any increase No increase Mild increase Moderate increase Severe increase
Anxiety or nervousness 285 229 (80.4) 56 (19.6) 65 (22.8) 90 (31.6) 74 (26.0)
Worsened mood 285 221 (77.5) 64 (22.5) 79 (27.7) 75 (26.3) 67 (23.5)
Agitation 284 199 (70.1) 85 (29.9) 84 (29.6) 66 (23.2) 49 (17.3)
Tearfulness 285 198 (69.5) 87 (30.5) 71 (24.9) 67 (23.5) 60 (21.1)
Fatigue 284 195 (68.7) 89 (31.3) 80 (28.2) 63 (22.2) 52 (18.3)
Insomnia 287 193 (67.3) 94 (32.8) 61 (21.3) 62 (21.6) 70 (24.4)
Mood swings 282 185 (65.6) 97 (34.4) 67 (23.8) 57 (20.2) 61 (21.6)
Irritability 281 180 (64.0) 101 (35.9) 81 (28.8) 57 (20.3) 42 (14.9)
Confusion or trouble concentrating 285 175 (61.4) 110 (38.6) 80 (28.1) 55 (19.3) 40 (14.0)
Angry outbursts 286 158 (55.3) 128 (44.8) 58 (20.3) 54 (18.9) 46 (16.1)
Headache* 285 153 (53.6) 132 (46.3) 79 (27.7) 54 (18.9) 20 (7.0)
Forgetfulness 286 151 (52.7) 135 (47.2) 73 (25.5) 45 (15.7) 33 (11.5)
Depersonalisation or derealisation” 285 149 (52.3) 136 (47.7) 68 (23.9) 40 (14.0) 41 (14.4)
Dizziness* 287 148 (51.6) 139 (48.4) 70 (24.4) 55(19.2) 23 (8.0)
Nightmares* 284 126 (44.4) 158 (55.6) 57 (20.1) 38 (13.4) 31 (10.9)
Elevated mood 279 87 (31.3) 192 (68.8) 49 (17.6) 25 (9.0) 13 (4.7)
Unsteady gait * 280 84 (30.0) 196 (70.0) 49 (17.5) 24 (8.6) 11 (3.9)
Vertigo* 282 80 (28.3) 202 (71.6) 39 (13.8) 28 (9.9) 13 (4.6)
Electric sensations* 283 79 (27.9) 204 (72.1) 31 (11.0) 23(8.1) 25 (8.8)
Muscle cramps* 283 76 (26.8) 207 (73.1) 40 (14.1) 30 (10.6) 6(2.1)
Nausea or vomiting* 283 74 (26.1) 209 (73.9) 59 (20.8) 9(3.2) 6(2.1)
Diarrhoea*” 281 68 (24.2) 213 (75.8) 44 (15.7) 20 (7.1) 4(1.4)

* 10 ‘non-emotional’ symptoms that do not overlap with symptoms of anxiety and depression.

—0.0584, p = 0.3159; for GAD-7 r = 0.0002, p = 0.9971). There were
also no associations when the analyses were conducted using mood
scores arranged as categorical data (see Appendices, Section 4).

4. Discussion

We conducted a survey of patients’ experiences of antidepressant
withdrawal effects in a population enrolled in NHS psychological ther-
apy services. Overall, around 80 % reported experiencing withdrawal
symptoms of any severity when trying to stop, with around a third (30.4
%) reporting mild symptoms, a third (34.2 %) reporting moderate
symptoms and one in seven (14.6 %) reporting severe symptoms. Almost
40 % had not been able to stop their antidepressant despite trying to do
so. Difficulty stopping correlated strongly with experiencing more se-
vere withdrawal effects. Most people experienced withdrawal symptoms
that resolved within 4 weeks (58.5 %) but for one-fifth (19.7 %) they
persisted for >3-months and for one-tenth it was >12-months. The fig-
ures suggest some degree of withdrawal is common, with just under half
experiencing moderate or severe symptoms.

The duration of antidepressant use before trying to stop was strongly
associated with all withdrawal outcomes. For brief use (<6 months)
withdrawal symptoms were mostly mild and brief, with three-quarters
(76.8 %) reporting no or mild symptoms, and three-quarters (72.6 %)
reporting brief symptoms of less than four weeks. Only one in four (23.2
%) of such patients were unable to stop. For long term users (>24
months), most (63.7 %) reported moderate or severe withdrawal effects,
with one-quarter (24.6 %) reporting severe withdrawal effects. Almost
one-third (30.4 %) of long-term users reported symptoms that lasted for
more than three months. Four-fifths (79.4 %) of these patients were
unable to stop their antidepressant. The relationship between long-term
use and withdrawal severity is likely related to a greater degree of neuro-
adaptation after long-term exposure, as dictated by the law of homeo-
stasis, creating circumstances for a greater degree of withdrawal on
cessation (Fava and Cosci, 2019; Horowitz et al., 2023). This relation-
ship was not explained by the severity of the underlying condition as
evaluated with measures taken at entry to the therapy service.

Few other factors were associated with withdrawal in our data. Being
on a high-risk antidepressant was associated with not being able to stop
the antidepressant, but the number of people on such antidepressants
was small. High-risk antidepressants were not associated with other

indicators of withdrawal. This may be because most (80 %) of these
patients returned to their medication, minimising the severity and
duration of their symptoms or because there were too few such patients
to detect a signal. Diagnosis and baseline depression and anxiety scores
were for the most part not associated with measures of withdrawal.

Respondents were similar to other users of the services that they
were recruited from in terms of levels of depression and anxiety symp-
toms pre-treatment, although respondents were more likely to be fe-
male, ethnically white, and employed. Compared to the population of
people prescribed antidepressants in England, our sample were younger
(36.99 vs 51.69 and, more likely to be female (77.92 % vs 65.60 %), but
were similar in terms of antidepressants prescribed (although fewer
were prescribed amitriptyline)(NHS Digital, 2023).

Previous studies and reviews find varying rates of withdrawal
(Davies and Read, 2019; Henssler et al., 2024; Zhang et al., 2024). We
found that the incidence depends on the definition of withdrawal that is
used and that the centrality of duration of use may help to explain
previously conflicting findings. Although the recently reported
meta-analysis by Henssler et al. (2024) reported lower rates of with-
drawal than found in the present study, this meta-analysis has been
criticised for its non-systematic evaluation of withdrawal effects (relying
largely on spontaneous reporting) and for inclusion of many studies
involving short periods of treatment (Moncrieff et al., n.d.; Read and
Davies, 2024).

In discontinuation studies conducted after short-term regulatory
trials (<6 month exposure) withdrawal symptoms are mostly mild and
short-lived, as captured in the Henssler review (Henssler et al., 2024). In
this review the incidence of severe withdrawal effects was only 3 %, and
although this is possibly an under-estimate due to being based mostly on
spontaneously reported adverse events (Henssler et al., 2024), it is not
dis-similar to the 7 % value we found in respondents in the current study
who had taken antidepressants for <6 months.

Other analyses also appear to show that longer use is associated with
higher incidence, severity, and perhaps duration of withdrawal effects as
found in our data (Horowitz et al., 2023) From survey data, about a third
of patients treated with antidepressants for 6 months reported with-
drawal effects, with about a fifth reporting moderate or severe with-
drawal symptoms (Horowitz et al., 2023). For patients who had taken
antidepressants for >3 years, three-fifths reported withdrawal effects
and half of these reported moderate or severe symptoms (Horowitz
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Table 4

Associations between baseline characteristics and withdrawal outcomes.

Psychiatry Research xxx (xxxx) xxx

Unadjusted Estimates

Adjusted Estimates *

OR 95 %CI AOR 95 %CI

Incidence of withdrawal syndrome (binary outcome)
Gender

Female 0.61 0.28 - 1.32 0.40 0.15-1.07

Male 1.00 1.00
Employment status

Unemployed 0.98 0.49 - 1.93 0.85 0.37 - 1.95

Employed 1.00 1.00
Ethnicity

White 1.00 1.00

Other 1.14 0.56 — 2.32 1.48 0.64 - 3.44
Age

Per 1 year increase 1.00 0.98 - 1.03 1.01 0.97 - 1.04
Taking concomitant medication

Yes 2.29 0.77 - 6.75 1.53 0.46 - 5.05

No 1.00 1.00
Diagnosis

Depressive disorder 1.00 1.00

Anxiety disorder 1.32 0.72 - 2.42 1.52 0.70 - 3.30

Other 2.45 0.54 -11.20 7.65 0.87 - 67.31
PHQ-9 score

Per 1 point increase 0.98 0.92 -1.03 1.00 0.92 -1.08
GAD-7 score

Per 1 point increase 0.98 0.92 - 1.04 0.96 0.88 - 1.06
Duration of prior use
Per category increase 3.46 2.11-5.67 3.08 1.80-5.27

< 6 months 1.00 1.00

7-24 months 3.41 1.69 - 6.86 2.83 1.29-6.18

>24 months 12.19 3.60 - 41.22 10.41 2.88 - 37.67
Tapering duration

< 4 week 1.00 1.00

> 4 week 2.24 0.96 - 5.24 00.91 0.30 - 2.71
Method of tapering

Skipping doses** 1.86 1.03 - 3.35 1.94 0.97 - 3.89

Stopping abruptly** 0.97 0.54-1.74 1.74 0.78 - 3.91

Pill splitting™* 1.97 0.96 — 4.02 1.18 0.50 - 2.78

Other stopping technique** 1.05 0.34 - 3.27 0.71 0.19 - 2.68
Antidepressant risk category

Low risk 1.00 1.00

High risk 4.13 0.53 - 31.94 1.43 0.16 - 12.73

Unadjusted Estimates Adjusted Estimates *
OR 95 %CI AOR 95 %CI

Severity of withdrawal syndrome
Gender

Female 0.77 0.38-1.17 0.67 0.39-1.18

Male 1.00 1.00
Employment status

Unemployed 1.03 0.52 -1.55 0.87 0.50 - 1.51

Employed 1.00 1.00
Ethnicity

White 1.00 1.00

Other 1.00 0.50 - 1.51 1.20 0.70 - 2.08
Age

Per 1 year increase 1.00 0.98 - 1.02 1.00 0.98 - 1.02
Taking concomitant medication

Yes 1.44 0.56 — 2.32 1.03 0.54 -1.97

No 1.00 1.00
Diagnosis

Depressive disorder 1.00 1.00

Anxiety disorder 1.20 0.77 - 1.87 1.33 0.79 — 2.24

Other 1.24 0.54 - 2.86 1.44 0.52 - 3.95
PHQ-9 score

Per 1 point increase 0.99 0.96 - 1.03 1.01 0.95 - 1.06
GAD-7 score

Per 1 point increase 1.00 0.95 - 1.04 0.99 0.93 -1.05
Duration of prior use
Per category increase 2.40 1.80 - 3.19 2.31 1.68 - 3.16

< 6 months 1.00 1.00

7-24 months 3.29 1.96 - 5.53 2.90 1.66 - 5.06

>24 months 5.51 3.10-9.77 5.16 2.75-9.70
Tapering duration

< 4 week 1.00 1.00

(continued on next page)
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Table 4 (continued)
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Unadjusted Estimates

Adjusted Estimates *

OR 95 %CI AOR 95 %CI
> 4 week 1.24 0.75 - 2.06 0.60 0.32-1.13
Method of tapering
Skipping doses™* 1.15 0.66 — 1.63 1.09 0.69 - 1.73
Stopping abruptly** 1.07 0.61 -1.53 1.43 0.80 - 2.55
Pill splitting™* 1.54 0.82 - 2.26 1.05 0.60 - 1.81
Other stopping technique** 1.14 0.20 - 2.08 0.86 0.36 - 2.06
Antidepressant risk category
Low risk 1.00 1.00
High risk 2.95 1.17-7.39 1.66 0.62 — 4.44
Unadjusted Estimates Adjusted Estimates *
OR 95 %CI OR 95 %CI
Not able to stop
Gender
Female 0.62 0.35-1.10 0.65 0.30-1.43
Male 1.00 1.00
Employment status
Unemployed 1.52 0.87 - 2.66 1.71 0.78 - 3.77
Employed 1.00 1.00
Ethnicity
White 1.00
Other 0.90 0.50 - 1.61 1.35 0.61 - 2.95
Age
Per 1 year increase 1.02 1.00 -1.04 1.01 0.99 - 1.04
Taking concomitant medication
Yes 1.29 0.60 - 2.76 1.11 0.42 - 2.94
No 1.00 1.00
Diagnosis
Depressive disorder 1.00 1.00
Anxiety disorder 0.82 0.50 - 1.36 0.89 0.43-1.82
Other 1.51 0.55-4.15 3.61 0.90 - 14.58
PHQ-9 score
Per 1 point increase 1.02 0.97 - 1.06 1.07 0.99 - 1.16
GAD-7 score
Per 1 point increase 0.99 0.94 - 1.04 0.92 0.85 - 1.00
Duration of prior use
Per category increase 3.37 2.35-4.83 5.02 3.09 - 8.16
< 6 months 1.00 1.00
7-24 months 2.19 1.19 - 4.00 2.77 1.27 - 6.02
>24 months 12.72 6.00 - 26.97 27.55 10.29 - 73.81
Tapering duration
< 4 week 1.00 1.00
> 4 week 1.59 0.85 -2.93 0.63 0.25-1.57
Method of tapering
Skipping doses™* 1.65 1.02-2.67 2.08 1.05-4.10
Stopping abruptly** 0.74 0.45-1.21 0.45 0.20 - 1.01
Pill splitting™* 0.94 0.55-1.63 0.60 0.26 - 1.37
Other stopping technique** 1.45 0.53 - 3.99 1.19 0.31 - 4.61
Antidepressant risk category
Low risk 1.00 1.00
High risk 7.42 2.08 - 26.47 8.40 1.50 - 47.24
Unadjusted Estimates Adjusted Estimates *
Beta 95 %CI aBeta 95 %CI
Duration of withdrawal
Gender
Female 8.98 -3.74-21.71 9.26 —0.389 - 22.41
Male 1.00 1.00
Employment status
Unemployed 4.38 —7.50 - 16.27 5.41 —7.58 - 18.41
Employed 1.00 1.00
Ethnicity
White 1.00 1.00
Other 4.56 —7.66 - 16.79 7.76 —5.07 - 20.59
Age
Per 1 year increase —0.16 —0.58 - 0.27 -0.27 —0.74 - 0.21
Taking concomitant medication
Yes —4.35 —19.18 - 10.49 -2.99 —18.47 - 12.48
No 1.00 1.00
Diagnosis
Depressive disorder 1.00 1.00
Anxiety disorder -1.97 -12.72-8.79 -9.17 —21.29 - 2.96
Other -13.13 —34.90 - 8.65 —19.24 —43.12 - 4.64

(continued on next page)
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Table 4 (continued)
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Unadjusted Estimates

Adjusted Estimates *

Beta 95 %CI aBeta 95 %CI

PHQ-9 score

Per 1 point increase -0.72 —1.65-0.22 -1.73 -3.02--0.44
GAD-7 score

Per 1 point increase 0.33 —0.74 - 1.40 1.67 0.22-3.13
Duration of prior use
Per category increase 7.97 1.53 - 14.41 9.12 2.02-16.22

< 6 months 1.00 1.00

7-24 months 9.33 —2.80 - 21.46 10.42 —2.55-23.40

>24 months 15.78 2.82-28.74 18.11 3.85-32.38
Tapering duration

< 4 week 1.00 1.00

> 4 week 8.73 —-3.62 - 21.07 6.59 —8.08 - 21.25
Method of tapering

Skipping doses** 4.08 —6.29 - 14.46 3.65 —7.34 -14.65

Stopping abruptly** 7.27 -3.19-17.74 9.43 —4.23 - 23.10

Pill splitting™* 0.52 —10.64 - 11.69 -1.26 —14.06 - 11.54

Other stopping technique** —2.15 —21.23-17.03 —3.37 —23.71-16.96
Antidepressant risk category

Low risk 1.00 1.00

High risk —8.92 —30.15-12.32 —10.04 —32.87 -12.79

" Adjusted for: Duration of Prior ADM use, Tapering Duration, Antidepressant risk of withdrawal syndrome, PHQ-9 Score, GAD-7 Score, Age, Sex, Employment

Status, Concomitant Medication, and Diagnosis.

" High risk antidepressants according to analysis by Gastaldon et al. (2022)', with cut-off of a reporting odds ratio of 10; see Table 1.
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Fig. 2. The role of duration of prior use in severity and duration of withdrawal
effects

a) The relationship between duration of prior use (in 3 categories) and severity
of withdrawal effects (in 4 categories). b) The relationship between duration of
prior use (in 3 categories) and duration of withdrawal symptoms (in 3 cate-
gories). ¢) The relationship between duration of prior use (in 3 categories) and
proportion unable to stop medication.

et al., 2023), broadly consistent with the current findings. In a carefully
conducted (and double-blinded) trial after 11 months on average of use,
66 % of participants stopping paroxetine reported 4 or more withdrawal
symptoms on the DESS, and 60 % of sertraline users, not dissimilar to the
findings in the present study (Rosenbaum et al., 1998). In a double-blind
RCT of patients who had been taking antidepressants for >2 years,
withdrawal symptoms were increased for, on average, 9 months after
stopping (Lewis et al., 2021), somewhat longer than the equivalent
group in our study of whom 30 % reported symptoms of longer than 3
months.

Slower tapering showed no association with incidence of withdrawal
in adjusted analyses. Given most analyses associate slower tapering with
less withdrawal (Gotzsche and Demasi, 2023; Groot and van Os, 2021),
this may be due to a floor effect where almost all tapering was performed
relatively quickly in our sample (<3 months), meaning there was not
gradual enough tapering to see any mitigating effect of gradual tapering.
There may also be a degree of reverse causation where people who
experienced withdrawal effects slowed down their taper or it may be the
case that people who had used antidepressants for longer pre-emptively
decided or were advised to taper more slowly. Many patients stopped
their drugs abruptly (37.5 % of respondents) and it is difficult to know
whether this was based on their own decision or doctors’ advice. This
may be quicker than current practice, although studies find that patients
are often given advice to stop over a few weeks or less (Read et al., 2023)
and it is important to have information about the consequences of
abrupt withdrawal.

4.1. Strengths and limitations

A strength of this study is that it examined withdrawal effects in a
sample recruited from primary care settings better representing those
withdrawing in routine clinical practice than previous surveys or
randomised trials, and whose duration of use closely reflects national
trends (Johnson et al., 2012; Public Health England, 2019) - 44.0 % of
the current sample took antidepressants for >12 months, compared with
50 % of English antidepressant users (Public Health England, 2019).

The low response rate (18.3 % of those sent the survey) makes it
possible that the survey may have been answered by people with a worse
than average experience of withdrawal (which may have motivated
them to participate). However, respondents did not have to have
attempted to stop an antidepressant to participate as the survey
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examined general experiences of using the drugs. The participant in-
formation sheet did not particularly highlight withdrawal which was
only one component of the survey (see Appendix). It should also be
noted that the TTad group that respondents were derived from is well
characterised and more similar to the wider population of antidepres-
sant users than in industry trials upon which previous estimated have
been based. Our sample was more likely to be female, white and
educated than other patients in these services, as is typical for study
samples (Kennedy-Martin et al., 2015), although their baseline symptom
scores were similar. We were unable to capture all clinical and socio-
demographic variables, including psychiatric comorbidities. In the
therapy service clinicians make a determination of the ‘main presenting
problem’ (often anxiety or depression) with the service user and this
may under-estimate the degree of co-morbidity.

As this was a retrospective survey responses were susceptible to
recall bias and withdrawal severity may be prone to distortion in
retrospect. There may be a selection bias towards people who have not
responded to antidepressants and have therefore sought therapy,
although GPs can prescribe antidepressants and refer to therapy at the
same time. However, three-fifths of respondents reported that their
antidepressants had improved their symptoms. Our method of sampling
might under-estimate withdrawal effects because patients who returned
to their medication (40 %) might have experienced only brief with-
drawal effects. Previous surveys have been criticised for using unstruc-
tured reporting of symptoms (Jauhar et al., 2019), but we used a
structured approach based on the widely-used DESS. However, as we
used an abbreviated version of the DESS it is possible that we have
missed some symptoms. Overall, a limitation to the measurement of
withdrawal effects in general is the lack of objective measures, with
assessment relying on self-report of subjective symptoms. We also did
not have data on medication adherence, although it seems unlikely that
people would misrepresent this significantly when answering a volun-
tary survey.

There is the risk that participants may attribute symptoms of relapse
to withdrawal effects as there is an overlap between the symptoms of
both conditions. However, it seems more likely the opposite would occur
based on prior research (Read et al., 2018) and due to a general lack of
awareness of withdrawal effects. To minimise mis-attribution we used a
modified version of the standard DESS instrument that included key
symptoms of withdrawal and also examined stringent definitions of
withdrawal. For example, 42.6 % of participants met even the most
stringent criteria of 4 or more ‘non-emotional’ symptoms (including
headache, dizziness and nightmares). Although these ‘non-emotional’
symptoms might occur occasionally in people with anxiety and
depressive disorders a previous analysis has found that these symptoms
are much more common following antidepressant withdrawal
(Moncrieff et al., 2024), emphasising their discriminatory nature.

The number of people who had used antidepressants for > 24 months
was relatively small (N = 71), and this may have impacted analyses of
duration of use. However the relationship between duration of use and
effect on withdrawal characteristics was strong and robust throughout
multiple sensitivity analyses.

Respondents may also have misattributed ongoing mental health
symptoms or incidental symptoms to withdrawal. To mitigate against
this the survey specified that symptoms should be “either new onset or
an increase” after stopping their antidepressant, so that these were not
just reporting ongoing background symptoms. Furthermore, GAD-7 and
PHQ-9 scores were not associated with any aspect of withdrawal (aside
from a small difference in the mean number of weeks with withdrawal
symptoms, in opposite directions), suggesting that mood state was not
strongly associated with reported withdrawal experiences. They were
also not associated with duration of prior treatment, suggesting that the
severity of the underlying condition does not confound the apparent
relationship between duration of use and risk and severity of withdrawal
symptoms. However, depression and anxiety symptoms were measured
at entry to the therapy service and not at the initiation of antidepressant
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treatment .

There is also a risk of ‘nocebo’ withdrawal effects which are symp-
toms that arise from patients’ expectations of negative outcome when
stopping medications. Our study did not include a group ceasing placebo
so we were unable to evaluate the role of nocebo effects in this study
which may inflate rates of withdrawal detected. Nocebo withdrawal
effect have been found to vary from about 12 % to 17 % in studies,
although they are likely to be less severe than physiological withdrawal
symptoms (Henssler et al., 2024; Horowitz et al., 2023). Some physical
withdrawal symptoms are common occurrences and may be associated
with emotional disorders, but other symptoms, not usually associated
with emotional disorders, were still commonly endorsed in our survey.
For example, 28 % of our sample experience brain zaps, 27 % experi-
enced muscle cramps, 27 % experienced nausea or vomiting, 24 %
diarrhoea, and 30 % an unsteady gait.

5. Conclusion

Among a sample of primary care psychological therapy patients who
had tried to stop an antidepressant, withdrawal experiences were com-
mon. The duration of prior use of antidepressants was identified as a risk
factor for incidence, severity and duration of withdrawal symptoms, and
ability to stop the medication. Few other characteristics were indepen-
dently associated with withdrawal outcomes. Brief users (<6 months)
reported mostly mild and brief symptoms. Longer term users (>24
months), reported mostly moderate or severe withdrawal effects (one-
quarter severe). Almost one-third of long-term users reported symptoms
that lasted for more than three months and four-fifths of these patients
were unable to stop their antidepressant when they attempted to do so.
Guidelines should be updated accordingly and patients informed of
these risks when considering commencing, deciding on whether to
continue and when stopping antidepressant treatment (Cooper et al.,
2023; Read et al., 2023a, b). The increasing withdrawal risks with longer
use provides one rationale to minimise long-term antidepressant pre-
scribing in the population (Horowitz and Wilcock, 2022).
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