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Abstract
Background: Protracted withdrawal syndrome (PWS) after stopping antidepressants
(frequently also referred to as post-acute withdrawal syndrome or PAWS) has been described
in a few case reports. However, a detailed quantitative analysis of specific symptom
manifestations in antidepressant PWS is still lacking.
Methods: We extracted patient narratives from a large English-language internet forum
SurvivingAntidepressants.org, a peer support site concerned about withdrawal from antidepressants.
PWS was ascertained based on diagnostic criteria proposed by Chouinard and Chouinard, specifically
⩾6 months of continuous antidepressant use, with emergence of new and/or more intense
symptoms after discontinuation that last beyond the initial 6 weeks of acute withdrawal. We assessed
medication history, outcome of PWS, and the prevalence of specific symptoms.
Results: In total, n = 69 individual reports of protracted withdrawal were selected for analysis.
At time of the subjects’ most recent reports, duration of PWS ranged from 5 to 166 months,
mean = 37 months, median = 26 months. Length of time on the antidepressant causing
protracted withdrawal ranged from 6 to 278 months, mean = 96 months, and median = 79 months.
Throughout the withdrawal experience, affective symptoms, mostly anxiety, depression,
emerging suicidality and agitation, were reported by 81%. Somatic symptoms, mostly
headache, fatigue, dizziness, brain zaps, visual changes, muscle aches, tremor, diarrhea, and
nausea were reported by 75%. Sleep problems (44%) and cognitive impairments (32%) were
mentioned less frequently. These broad symptom domains were largely uncorrelated.
Conclusion: PWS or PAWS from antidepressants can be severe and long-lasting, and its
manifestations clinically heterogeneous. Long-term antidepressant exposure may cause
multiple body system impairments. Although both somatic and affective symptoms are
frequent, they are mostly unrelated in terms of occurrence. Proper recognition and detection
of PWS thus requires a comprehensive assessment of medication history, duration of the
withdrawal syndrome, and its various somatic, affective, sleep, and cognitive symptoms.
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Introduction
Antidepressants are the most widely prescribed psychiatric drugs worldwide, with prescription rates
ranging from about 6% to 16% in European countries and North America.1–4 Prescription rates and
the average duration people are on antidepressants

have been rising constantly since the 1990s, so that
an increasing proportion of the general population
is now on (indefinite) long-term medication.5–8
Research further indicates that many people in
receipt of long-term antidepressant medication do
not necessarily require maintenance treatment.7,9,10
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A possible driver of unnecessary long-term medication could be the propensity of antidepressants to
cause physical dependence (i.e., pharmacodynamic
neurophysiological adaptations) and withdrawal
symptoms upon dose reduction or cessation
discouraging discontinuation.11–18 In this respect,
antidepressants do not differ from other dependence-forming central nervous system (CNS) drugs
like benzodiazepines, opioids, gabapentinoids, or
psychostimulants.3,19–22
Severe and persistent withdrawal syndromes from
antidepressants have long been neglected or minimised. Obscuring a potentially serious risk, the
pharmaceutical industry coined the term “discontinuation syndrome” to avoid association of antidepressants with psychotropic dependence. This
term is unnecessary and misleading, suggesting
antidepressants cannot cause dependence and
withdrawal.11,16 Thus, patients and prescribers
may misattribute withdrawal symptoms as relapse
or emergence of new mental disorders.11,16,21 It is
now suspected that antidepressant withdrawal
syndrome is more common and severe than earlier
presumed, affecting roughly 30–50% of those who
attempt to stop their treatment.12,13,23,24 To avoid
the costs and risks associated with unnecessary
long-term antidepressant treatment and misdiagnosis of withdrawal,25–28 a better understanding
and proper recognition of antidepressant withdrawal syndromes are required.15,29,30
Two main phases of withdrawal can be differentiated. Across psychotropics, acute withdrawal may
last 1–8 weeks after complete discontinuation of
the drug. Acute withdrawal sometimes transitions
into a protracted withdrawal syndrome (PWS),
which lasts much longer, from months to
years.19,20,22 These persistent forms of withdrawal
have also been termed post-acute withdrawal syndrome (PAWS), protracted abstinence syndrome,
chronic/persistent withdrawal, or persistent postwithdrawal disorder.19,20 For the sake of simplicity,
we will use the term PWS consistently throughout
this manuscript, as this is the preferred term in
addiction medicine.20,31
As with other psychotropics, the potential for
antidepressant PWS is embedded in pharmacodynamic adaptations and possibly irreversible
neurophysiological alterations following prolonged drug exposure.19,20,31 These processes,
including receptor downregulation and desensitisation, are best understood as physical dependence,20 and were also subsumed under the
2

oppositional model of tolerance by Fava.30 An
extended amount of time may thus be required to
re-adapt to the absence of the drug after physical
dependence has developed (not to be confused
with addiction).20,32 Some patients may recover
spontaneously or after re-instatement of the antidepressant, others require a much longer time:
months or years. However, hypothetically, prolonged antidepressant exposure could also cause
permanent neurophysiological alterations, comparable with tardive dyskinesia after long-term
antipsychotic use,33 with unremitting, chronic,
withdrawal symptoms.30,34 In any case, the neurophysiology of protracted withdrawal is poorly
understood.
Long known in addiction medicine and from benzodiazepines,20,31 protracted withdrawal from
antidepressants has been recognized only
recently.35 The scientific literature’s foundation
of case reports documenting withdrawal syndrome thus far contains only a few studies qualitatively describing protracted withdrawal,19,20,35,36
and one small cohort study including three cases
of PWS.37 To the best of our knowledge, the largest study specifically examining PWS comprised
only seven case reports.38 That is, no quantitative
analysis of the manifestation of PWS based on
strict diagnostic criteria has been published thus
far. Given the considerable burden of severe protracted antidepressant withdrawal for both the
individual and society,12,15,29,34 this poses a significant gap in the scientific literature. The aim of
this study was hence to quantitatively examine
the manifestation of PWS from antidepressants in
a relatively large sample.
Methods
Database and procedure
SurvivingAntidepressants.org is a large peer-led
internet forum for people tapering psychiatric
drugs or recovering from antidepressant withdrawal syndromes. From the founder and administrator of this website (AF), we received a link to
reports that were tagged by moderators of the website as potential PWS. On SurvivingAntidepressants.
org, these cases of protracted withdrawal are
classified as PAWS (results available at https://

www.survivingantidepressants.org/tags/paws/).
These reports were accessed on 9 January 2020
and comprised 94 individual pseudonymous
patient narratives, many over years, of varying
length and level of detail. These texts were exported
journals.sagepub.com/home/tpp
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in MAXQDA – a software developed for the qualitative analysis of writings. One author (LS) then
conducted a content analysis and coded the relevant variables required for the quantitative synthesis. These variables included (1) treatment
duration and types of antidepressants and other
psychotropic medications used; (2) persistence of
withdrawal symptoms beyond the 6-week acute
phase; and (3) the presence and quality of protracted withdrawal symptoms according to the
classification system proposed by Fava et al.,13 that
is, general, balance, sensory, visual, neuromotor,
vasomotor, sleep, gastrointestinal, affective, psychotic, cognitive, and sexual symptoms. We were
not able to assess age and gender, as these were not
disclosed consistently. The coding and assessment
of variables was cross validated by a second author
(MPH). Discrepancies were resolved by consensus
after re-evaluation.
We then applied the diagnostic criteria for PWS
proposed by Chouinard and Chouinard to our 94
cases extracted from the website.35 Therefore, we
included only reports where antidepressants were
taken continuously for at least 6 months and
where withdrawal symptoms definitely persisted
beyond 6 weeks. We further required that the
reported withdrawal symptoms were perceived as
more intense (qualitatively different) than the
symptoms of the original treatment indication
and/or that they were symptoms of a new emergent disorder never experienced before. By consequence, we excluded reports when antidepressants
were not taken continuously for at least 6 months,
when no specific withdrawal symptoms were
mentioned, or when it could not be reasonably
inferred from the narrative that withdrawal symptoms persisted beyond 6 weeks. This led to
removal of 25 reports and to a final sample of 69
cases with withdrawal symptoms meeting diagnostic criteria of PWS. These data were then
exported to SPSS (SPSS Inc., Chicago, IL, USA)
for quantitative statistical analysis. Duration of
withdrawal was calculated by one author (AF) for
each individual, with date of PWS onset determined by subject recollection of start of withdrawal symptoms after discontinuing an
antidepressant taken ⩾6 months. Withdrawal was
considered to continue if, by patient report, withdrawal symptoms persisted despite any treatment
or if reinstatement of the implicated drug did not
resolve the withdrawal symptoms.39 End date for
PWS was established by reported date of recovery, effective reinstatement or drug treatment, or
death. If no other information was available, the
journals.sagepub.com/home/tpp

most recent report of symptom status by 30
September 2020 served as the end date for calculation of PWS duration.
As this was a secondary analysis of anonymous
reports in the public domain, according to Swiss
law this study was exempt from approval from an
ethics committee and informed consent was not
required.
Statistical analysis
We performed descriptive analyses to examine
the frequency of specific withdrawal symptoms.
Associations between symptoms were examined
with Pearson correlations and contingency tables.
The Pearson correlation coefficient for two binary
variables is identical to the non-parametric phi
coefficient based on a 2 × 2 contingency table;
95% confidence intervals (CI) for the Pearson
correlation coefficients were computed with a
bias-corrected and accelerated bootstrapping
method based on 5000 samples. Due to the modest sample size and resulting limited statistical
power, we chose not to apply a correction for
multiple testing. This decision is also defensible
on the grounds that all analyses were exploratory
and hence an increased risk of false-positive findings was unavoidable. All analyses were conducted with SPSS version 26 for Windows.
Results
Medication history
Study subjects tended to have complex psychiatric
drug histories. Due to medication switches (one
person using several antidepressants over time)
and comedication, the count of individual drugs is
higher than the total count for a given drug class.
Altogether 55 people (79.7%) took, at least once,
a selective serotonin reuptake inhibitor (SSRI), of
which 16 (23.2%) used sertraline, 9 (13.0%) paroxetine, 13 (18.8%) fluoxetine, 2 (2.9%) fluvoxamine, 15 (21.7%) escitalopram, and 18 (26.1%)
citalopram. Serotonin and norepinephrine reuptake inhibitors (SNRI) were used by 20 people
(29.0%), of which 2 (2.9%) used duloxetine, 17
(24.6%) venlafaxine, and 1 person (1.4%) desvenlafaxine. Atypical antidepressants were used
by 12 people (17.4%), which included 1 person
(1.4%) on trazodone, 4 (5.8%) on mirtazapine, 6
(8.7%) on bupropion, and 1 (1.4%) on agomelatine. Atypical antidepressants were used mostly
(91.7% of cases) as comedication along with other
3
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and 33 had prior failed withdrawal attempts or
other adverse drug reactions. In the aggregate,
one or more of these incidents appeared in the
histories of 53 of 69 subjects (77%). In total, 12
people (17.9%) also used other psychotropic
drugs, including 4 people (6.0%) on mood-stabilizers, 1 (1.5%) on neuroleptics, 8 (11.9%) on
benzodiazepines, and 2 (3.0%) on Z-drugs.

Figure 1. Antidepressants suspected to precipitate PWS.
PWS, protracted withdrawal syndrome.

antidepressants. Finally, three people (4.3%) used
a first-generation antidepressant [one on a monoamine oxidase inhibitor (MAOI) and two on a tricyclic]. All users of first-generation antidepressants
switched to second-generation antidepressants
over time.
Altogether 46 people (66.7%) had used only one
antidepressant over their medication history, 12
(17.4%) had used two different antidepressants,
6 (8.7%) had used three different antidepressants, 4 (5.8%) had used four different antidepressants, and 1 person (1.4%) had a medication
history of five different antidepressants. Of 69
subjects, 19 reported having gone off the drug
abruptly (the rest have done some sort of taper),
21 had withdrawal symptoms during tapering,

Subjects had taken the antidepressant suspected
of precipitating PWS for 6–278 months, with an
average of 96 months and a median of 79 months.
Nine common antidepressants were suspected to
have precipitated PWS in 61 subjects; the remaining subjects were taking various drug combinations including antidepressants. Sertraline was
suspected as the cause of PWS for 12 subjects
(17.4%); venlafaxine for 11 (15.9%); citalopram
for 8 (11.6%); escitalopram for 9 (13%); paroxetine for 8 (11.6%); fluoxetine for 7 (10.1%);
duloxetine for 3 (4.3%); mirtazapine for 2 (2.9%);
fluvoxamine for 1 (1.4%); and various for 8
(11.6%). The top six drugs – sertraline, venlafaxine, citalopram, escitalopram, paroxetine, and
fluoxetine – were implicated in 80% of PWS cases
(see Figure 1).
Duration and outcome of PWS
At time of the 69 subjects’ most recent reports,
duration of PWS ranged from 5 to 166 months,
with a mean of 37 months and a median of
26 months (see Figure 2). Some subjects attempted
drug treatment of their protracted withdrawal
symptoms. In our study population, reinstatement

Figure 2. Recorded duration of PWS among subjects at time of last report. Blue dots indicate the 9 who
resolved with reinstatement of the antidepressant precipitating PWS. Blue diamonds indicate the 2 who
benefited significantly from other subsequent psychotropic treatment; orange dots the 4 who experienced only
some benefit. Green dots indicate the 4 who resolved naturally without subsequent drug treatment; yellow,
the 12 who, at last report, were partially recovered; violet, 2 suicides. The gray dots indicate the remaining 36
individuals for whom resolution of PWS has not been reported.
PWS, protracted withdrawal syndrome.
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Figure 3. Outcomes for subjects with PWS as recorded at time of last report.
PWS, protracted withdrawal syndrome.

of the drug suspected to have precipitated PWS
resolved the condition in 9 of the 19 individuals
who attempted it (in months 5–60 of PWS;
mean = 16 months; median = 9 months, successful
reinstatement at 60 months being an outlier).
Treatment with drugs other than the one implicated in PWS was attempted by 33 subjects; 4
reported some benefit and 2 substantial benefit:
For one subject, subsequent escitalopram in
month 12 of PWS resolved most venlafaxine withdrawal symptoms; the other recovered in month
55 with the support of pregabalin in approximately
months 6–24. Other subjects reported sporadic
use of drugs such as benzodiazepines, trazodone,
propranolol, and cannabidiol oil for transitory
symptomatic relief, usually of insomnia or anxiety,
without significant progress in resolution of PWS.
Otherwise, 4 persons reported natural recovery
from PWS without reinstatement or drug treatment, 12 reported improvement short of full
recovery; 2 persons died by suicide. More than
one-third of the sample was lost to follow up, thus
their outcome was unknown: PWS may be ongoing, resolved, or they may be deceased (see
Figure 3).
The two suicides reported among our subjects
were verified by public records. Both were women
who had been active on several Internet sites dealing with psychiatric drug withdrawal and were
explicit about their extreme distress. Both had
medical treatment subsequent to developing PWS
from antidepressants. One initiated sertraline at
age 16; after 16 months on the drug, her 1-month
medically supervised taper was uneventful, except
for post-SSRI sexual dysfunction (PSSD), which
persisted, despite treatment with mianserin, for
38 months, until her suicide. In multiple Internet
support groups, she had expressed distress about
her ongoing sexual dysfunction. Her last post on
SurvivingAntidepressants.org was in October
journals.sagepub.com/home/tpp

2019: “To be honest, now I’m in absolute hell. I
don’t see much hope in this situation anymore.
It’s been 3+ years and I’m still in pretty much the
same situation. I don’t know how much longer I’ll
be here honestly”. The next day, she killed herself.
She had recently turned 21 years old. The second
woman took 15 mg mirtazapine for 69 months
despite initial and ongoing adverse effects from
the drug. Her lengthy and difficult taper brought
no relief of symptoms. In her sixth year of PWS,
she saw some improvement, but in May 2020 had
an adverse reaction to an antibiotic-steroid ear
drop that revived her most severe withdrawal
symptoms, one of them akathisia. In Internet
forums, she clearly expressed anguish over her iatrogenic condition. After 69 months of PWS, in
August 2020, she killed herself.
Prevalence of protracted withdrawal symptoms
The prevalence rates of the various symptom
domains persisting beyond the acute withdrawal
phase (>6 weeks) are depicted graphically in
Figure 4. General symptoms were reported by 30
people (43.5%). The most common symptoms
from this group were headache (50.0% of all people with general symptoms) and fatigue (43.3%).
Balance symptoms were reported by 12 people
(17.4%), of which the most common specifically
disclosed was dizziness (66.7%). Sensory symptoms were reported by 30 people (43.5%), of
which 15 (50.0%) disclosed electric-shock-sensations (“brain zaps”). Visual symptoms were
reported by 11 people (15.9%). These comprised
visual changes in all cases (100%). Neuromotor
symptoms were disclosed by 27 people (39.1%).
The most common symptoms from this group
were muscle aches (44.4%) and tremor (40.7%).
Vasomotor symptoms were reported by five people (7.2%) and comprised mostly sweating
(80.0%). Gastrointestinal symptoms were
5
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Figure 4. Prevalence rates of protracted withdrawal symptoms. Somatic is a higher-order domain and
comprises general, balance, sensory, visual, neuromotor, vasomotor, and gastrointestinal symptoms.

reported by 23 people (33.3%) and the most
common symptoms specifically mentioned were
nausea (47.8%) and diarrhea (43.5%). Affective
symptoms were reported by 57 people (82.6%).
The symptoms divulged most frequently in this
group were anxiety (64.9%), depression (43.9%),
and emerging suicidality (24.6%). Psychotic
symptoms, specifically hallucinations, were
reported by three people (4.3%). Sleep symptoms were reported by 30 people (43.5%) and in
most cases (83.3%) comprised insomnia.
Cognitive symptoms were stated by 22 people
(31.9%) and comprised mostly decreased concentration (81.8%), which was frequently
described as “brain fog”. Finally, persistent sexual symptoms were mentioned by two people
(2.9%).
Associations between protracted withdrawal
symptoms
The correlations between different symptom
domains are shown in Table 1. Psychotic and sexual symptoms were excluded from this analysis
because they were reported by three and two people only. Three main patterns emerged. First,
somatic symptoms, including general, balance,
sensory, visual, neuromotor, vasomotor, and gastrointestinal symptoms were moderately intercorrelated. Second, sleep symptoms correlated
moderately with neuromotor symptoms only.
Third, affective and cognitive symptoms were
mostly unrelated to other symptom domains and
correlated weakly with few symptom domains.

6

Due to their substantial inter-correlations, we
grouped all somatic symptoms together. The
prevalence of this somatic syndrome was 73.9%
and it was uncorrelated with affective symptoms,
sleep symptoms, and cognitive symptoms (all
r ⩽ 0.16; p >0.18). Altogether, 44 people (63.8%)
had co-occurring somatic and affective symptoms,
whereas 25 people (36.2%) had either somatic or
affective symptoms or other symptoms (i.e., sleep,
sexual or cognitive symptoms). Among the 51
participants with somatic symptoms, 44 (86.3%)
also reported affective symptoms and 7 (13.7%)
did not. Among the 57 participants with affective
symptoms, 44 (77.2%) also reported somatic
symptoms and 13 (22.8%) did not. As detailed
above, the association between somatic and affective symptoms was weak and statistically not significant (r = 0.16, p =0.18).
Discussion
Summary and interpretation
To the best of our knowledge, this is the first quantitative study of the manifestation of persistent
post-acute antidepressant withdrawal symptoms in
a sample of people meeting proposed diagnostic
criteria for PWS,35 with many patient narratives
amounting to naturalistic longitudinal case studies
over years. Our findings show that antidepressants
of all types may incur protracted withdrawal potentially lasting months to many years, as has been
observed for other psychotropics.20 While distribution of cases among antidepressants is probably

journals.sagepub.com/home/tpp
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0.29*
(0.05–0.50)

*p <0.05 **p <0.01.
CI, confidence interval.

Sleep

Affective

Gastrointestinal

Vasomotor

Neuromotor

Visual

Sensory

Balance

General

Balance

0.37**
(0.15–0.56)

0.29*
(0.06–0.51)

Sensory

0.26*
(0.02–0.46)

0.22
(–0.08 to 0.52)

0.34**
(0.12–0.53)

Visual

0.38**
(0.12–0.60)

0.26*
(0.03–0.47)

0.26*
(0.01–0.50)

0.20
(–0.03 to 0.41)

Neuromotor

Table 1. Pearson correlations (with 95% CI) between withdrawal symptoms.

0.12
(–0.14 to 0.35)

0.03
(–0.14 to 0.29)

0.21
(–0.04 to 0.39)

0.31**
(–0.06 to 0.59)

0.21
(–0.04 to 0.39)

Vasomotor

0.40**
(0.23–0.55)

0.19
(–0.05 to 0.43)

0.20
(–0.07 to 0.46)

0.43**
(0.21–0.64)

0.49**
(0.25–0.69)

0.50**
(0.28–0.69)

Gastrointestinal

0.16
(–0.08 to 0.35)

0.13
(0.07–0.19)

0.29*
(0.09–0.45)

0.20
(0.14–0.27)

0.09
(–0.14 to 0.31)

0.11
(–0.13 to 0.27)

0.25*
(0.04–0.43)

Affective

0.17
(–0.08 to 0.38)

0.12
(–0.11 to 0.35)

0.21
(–0.05 to 0.40)

0.32**
(0.09–0.53)

–0.06
(–0.28 to 0.18)

0.12
(–0.13 to 0.36)

0.22
(–0.03 to 0.43)

0.17
(–0.05 to 0.40)

Sleep

–0.04
(–0.26 to 0.19)

–0.01
(–0.25 to 0.20)

0.04
(–0.19 to 0.28)

0.17
(–0.10 to 0.40)

0.15
(–0.08 to 0.37)

0.21
(–0.04 to 0.44)

0.15
(–0.08 to 0.38)

0.01
(–0.22 to 0.26)

0.22
(–0.02 to 0.43)

Cognitive

MP Hengartner, L Schulthess et al.

7

Therapeutic Advances in Psychopharmacology 10
related to their popularity, that fluoxetine was
implicated in 10% of our sample is worthy of
remark, as the drug’s long half-life has been supposed to be protective against acute withdrawal
symptoms.24,40 But, as others have suspected,11,36
an antidepressant’s half-life probably is not a primary risk factor for PWS. Rather, characteristics of
the individual may be more important; posited,
among other potentially predisposing factors, are
lengthy drug treatment, medication switches,
abrupt discontinuation, inadequate tapering, prior
difficulty in withdrawal or other adverse drug
events and physiological vulnerability.20,23,30,41–43
Of our 69 subjects, 77% reported drug mishaps in
their histories, having gone off the drug abruptly,
had prior failed discontinuation attempts or
adverse drug reactions, or experienced withdrawal
symptoms during tapering.
As PWS from antidepressants has been so poorly
recognized, the literature is largely silent about its
treatment.35,39 When withdrawal symptoms
emerge in the acute phase of antidepressant withdrawal, reinstatement of the drug to treat them is
recommended throughout the scientific literature
and in many new-generation antidepressant package inserts.11,13,23,28,44 However, this recommendation is not supported by controlled data, and a
few authors even suggested that reinstating the
drug may be detrimental and lead to more severe
withdrawal.39,45 Most importantly, success of
reinstatement has never been documented in protracted antidepressant withdrawal, though reduction of withdrawal symptoms via reinstatement is
a cornerstone of self-medication in post-acute
addiction relapse.46,47 Attempted by about a quarter of our study population, reinstatement was
successful in fewer than half. Exclusive of reinstatement, although half of the subjects attempted
treatment with other drugs, only two experienced
significant success. As the sample was small and
selective, the results must be interpreted cautiously. Nevertheless, this observation is consistent with Chouinard and Chouinard: protracted
withdrawal does not seem very amenable to reinstatement or other conventional drug treatment.35
This raises the possibility it may be mistaken for a
“treatment-resistant” psychiatric condition.34
In our study sample, subjects struggled with a
wide range of symptoms; affective symptoms,
particularly anxiety, depression and emerging suicidality were the most prevalent, which is also in
line with the literature.35,38 Our sample included
two people who suicided and who attributed their
8

motivation to protracted withdrawal symptoms
(in one case, persistent sexual dysfunction).48,49
Affective withdrawal symptoms can be the very
same symptoms for which the antidepressant was
initially prescribed, implying that some patients
may have confused a genuine relapse with a withdrawal syndrome. However, it has been shown
that most antidepressant users can distinguish
accurately between symptoms of the original disorder and adverse drug effects.50 The narratives
analyzed in this study likewise indicate that consumers are able to distinguish drug withdrawal
from the symptoms of the original illness, since
withdrawal symptoms are experienced as more
intense, urgent, and often unprecedented, that is,
qualitatively different.28,30,35 This important qualitative component to the assessment and diagnosis of medical conditions underscores the necessity
of incorporating the subjective patient perspective
in antidepressant research,51 as well as in general
medical research.52,53 Moreover, the frequent cooccurrence of somatic withdrawal symptoms with
affective symptoms argues against relapse.
Emotional states cannot be isolated as a separate
phenomenon apart from the neurophysiological
condition; the individual may be reacting in a
habitual way emotionally to the distressing physical and neurological states of PWS. Due to these
various reasons, we suggest that the symptoms
reported in the patient narratives were indeed
most likely a consequence of antidepressant withdrawal and not relapse or emergence of a new
psychiatric disorder.
Focus on affective symptoms alone may also lead
to misdiagnosis of PWS. Somatic symptoms,
including general, balance, sensory, visual, neuromotor, vasomotor, and gastrointestinal symptoms, were moderately inter-correlated, and,
when grouped together, this syndrome was also
frequent. However, somatic and affective symptoms were largely unrelated. Although most people reported co-occurring somatic and affective
symptoms, some had either of them, and some
mentioned none of them but did mention sleep
problems or cognitive impairments. A quarter of
subjects reported affective symptoms but not
somatic symptoms.
The substantial correlation between various
somatic symptoms speaks to a neurophysiological
basis for PWS, possibly autonomic nervous system
dysfunction.25,54,55 According to our study, the
most common somatic symptoms were headache,
fatigue, dizziness, electric-shock-sensations (“brain
journals.sagepub.com/home/tpp
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zaps”), visual changes, muscle aches, tremor, diarrhea, and nausea. Other common symptoms were
decreased concentration (“brain fog”) and insomnia (the latter proposed as a universal psychotropic
withdrawal symptom).56 These findings agree with
case reports of PWS previously published.38
Moreover, these symptoms are also frequent acute
withdrawal symptoms,11,13,14,28 suggesting that
persistent and acute withdrawal symptoms may
have a common etiopathology that is most likely
rooted in neurophysiological adaptations to
prolonged antidepressant exposure, for example

serotonin receptor downregulation and hypothalamic-pituitary-adrenal (HPA) axis sensitisation.11,18,41,57 According to the oppositional model
of tolerance, PWS results from oppositional pharmacodynamic processes that no longer encounter
resistance when drug treatment ends.30,40 Our data
thus demonstrate that PWS from antidepressants
is a heterogeneous condition that may manifest in
diverse forms, duration rather than symptomology
differentiating protracted from the acute phase.
The various manifestations also confirm that protracted antidepressant withdrawal is very much
like protracted withdrawal syndromes from other
psychotropics.20
Finally, some of the diagnostic criteria proposed
by Chouinard and Chouinard are not supported
by robust scientific evidence due to a lack of
research on PWS and hence are debatable, for
example, the prerequisites of at least 6 months of
continuous drug use and peak of symptom onset
between 1 day and 6 weeks.35 Across psychotropics, neurophysiological adaptation, which is the
prerequisite for withdrawal, occurs in 1 to
8 weeks.20,58,59 With new-generation antidepressants, it has been widely observed that risk of
withdrawal emerges after the drugs have been
taken for 1 to 2 months.24,39 Theoretically, severe
(and protracted) withdrawal may also occur after
short antidepressant exposure. For instance,
Bloch et al. present two cases that developed a
severe withdrawal syndrome lasting 2 to 4 weeks
after just 6 weeks of treatment with paroxetine
(one after abrupt discontinuation and the other
after a 12-day taper).60 It is thus very likely that
protracted withdrawal may also develop after
treatment exposure of less than 6 months and
there are reports on SurvivingAntidepressants.org
that lend credence to this possibility.
With respect to peak of onset within 6 weeks, in
our patient narratives, various symptoms reached
their highest intensity or first developed several
journals.sagepub.com/home/tpp

months after discontinuation. For instance, one
participant wrote after coming off paroxetine in
May: “The next few weeks I experienced mainly
brain zaps and flu-like symptoms, but nothing
unbearable and I had an idea that was to be
expected. These went away and for the next
3 months, aside from heavy dreaming at night, I
was totally fine. Then, in September, I got hit like
a truck with crazy unexplainable symptoms. These
symptoms are: waves of panic that feel different
from my original anxiety/panic, OCD about symptoms and thoughts, feeling disconnected from the
world around me, phantom smells (it is always the
same burning smell), insomnia, vivid and whacky
dreams, horrible ringing in my ears and head
(almost feels like an electric current), weird burning/shivering of my brain, and more. These were
so debilitating to me I left my job and am currently
unable to function”. Another person came off citalopram in March and wrote “I took 2 weeks leave
from work in anticipation of the withdrawal. At
first there was only brain zaps and some agitation
that in itself was manageable, then came the gastro
intestinal issues about 1 month after stopping the
meds, mostly heartburn and IBS (irritable bowel
syndrome) type symptoms. I did not link these
issues with withdrawal and went to a GI specialist
that performed multiple tests (Colonoscopy,
Gastroscopy, CT scan and blood tests) all tests
came back reporting no issues. after about 2 months
off the meds I started having severe panic attacks
and anxiety as well as pressure in my head (behind
my eyes), severe dizziness and a lot more symptoms that I cannot even recall as they disappeared
and reappeared seemingly at random.”
Due to vague descriptions and no specification of
exact time period, we cannot quantify how many
people experienced late-onset withdrawal symptoms, but it appears to be sufficiently common to
question the peak onset within 6 weeks criterion.
Limitations
We acknowledge several limitations of the present
study. Despite being based on the largest sample
of diagnostically established PWS cases thus far,
with 69 people this sample was still of modest size.
Due to lack of statistical power we were not able
to analyse individual drugs or drug classes. Our
data were derived from spontaneous self-reports
posted in a large public internet forum. That is,
symptoms were neither assessed systematically
nor validated clinically. Consumers may have
reported only the most disturbing or debilitating
9
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symptoms and may have omitted to mention
milder or sensitive symptoms, for example sexual
problems and psychotic phenomena. The estimated rates are thus conservative and likely underestimations of the true prevalence of specific
withdrawal symptoms in people with PWS.
However, it could also be that persistent sexual
dysfunction and post-acute psychotic symptoms
are truly rare events and that their prevalence
among protracted withdrawal symptoms is indeed
low. Only large prospective cohort studies with
systematic assessment of symptoms will be able to
answer these fundamental questions.
In our study sample there were eight cases
(11.6%) where an antidepressant was discontinued among other drugs, for example, a neuroleptic or a z-drug, sometimes in an unclear timeline.
One came off “Celexa and Ambien”, another off
“Anafranil, Abilify, and Luvox”. For these eight
subjects, the suspected drug was designated as
“various”. None of the 69 had recently come off a
benzodiazepine.
Finally, some people may have misattributed
symptoms to antidepressant withdrawal that were
caused by a mental disorder or a (undiagnosed)
general medical condition. To minimize misattribution bias, we relied on the diagnostic criteria
proposed by Chouinard and Chouinard,35 which
require that symptoms are described as novel or
more intense than ever experienced before. This
selection process was facilitated as most participants described established withdrawal symptoms (e.g., brain zaps, dizziness, visual changes,
muscle aches) that could not be attributed to the
original treatment indication (mostly depression
and anxiety). Yet, our semantic analysis was unable to distinguish between affective symptoms
that might have been induced by the neurological
dysregulation of PWS, individuals’ emotional
reaction to their debilitated state and lack of medical support, and what might be true relapse of
prior psychiatric disorder.

Conclusions and outlook
Patient experiences or narratives are considered an
important part of evidence-based medicine, but are
insufficiently incorporated in both research and
practice.52,53,61 Antidepressant users have reported
severe and protracted withdrawal symptoms for
decades via user surveys, help hotlines, or internet
forums.38,62–67 Unfortunately, until very recently,
medical associations, pharmaceutical companies,
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drug regulators, psychiatric academics, and practitioners have largely neglected or minimized this
serious public health issue.15,16,68,69 Therefore, we
hope that our study of PWS from antidepressants,
which is the largest conducted to date, may prompt
more research on this largely unexplored syndrome.
We further hope that our findings may help general
practitioners (GPs) and mental health professionals
to better recognize and take steps to avoid this
severe and debilitating condition,15,29,30,70 which can
lead even to suicide. Large prospective cohort studies and clinical trials should attempt to replicate our
exploratory findings and could further examine
associations between patient characteristics, medication histories, antidepressant drugs and classes,
duration of treatment, and the varying manifestations of protracted antidepressant withdrawal.
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