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Abstract

Purpose: Adverse effects of selective serotonin reuptake inhibitors (SSRIs) on sexual
function have been an important area of research for many years. However, the
duration of SSRI-associated sexual adverse effects, and their possible persistence
after treatment discontinuation, is still uncertain. The aims of the current systematic
review were first to identify existing evidence of sexual dysfunction following SSRI
discontinuation, and to provide an account of reported symptoms and proposed
treatment options; and second, to establish whether current literature allows accu-
rate estimates of the prevalence of such sexual dysfunction.

Methods: A systematic review was conducted on PubMed, Embase, and Google
Scholar; papers with clinical data regarding patients with persistent sexual dysfunc-
tion after SSRI treatment suspension were included.

Results: Overall, two retrospective interventional studies, six observational studies
and 11 case reports were judged eligible for inclusion. It was not possible to deter-
mine reliable estimates of prevalence. Similarly, a cause-effect relationship between
SSRI exposure and persistent sexual impairment could not be ascertained. Nonethe-
less, the potential for continued sexual disturbances despite discontinuation could
not be entirely ruled out.

Conclusions: There is a need to investigate a possible dose-response relationship
between SSRI exposure and persistent sexual adverse effects. Treatment options for
persistent dysfunctions remain limited, but novel therapeutic approaches may be

required in order to address an otherwise neglected need for sexual well-being.
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1 | INTRODUCTION

Selective serotonin reuptake inhibitors (SSRIs) are widely used as
treatments for a range of psychiatric conditions.>? They are known to
cause important psychological and physical sexual adverse effects
during treatment, such as loss of sexual interest, emotional indiffer-
ence or ‘blunting’, erectile dysfunction and delayed ejaculation or
anorgasmia.® Recent reports indicate their potential to cause long-
term sexual adverse effects after treatment discontinuation.* This
phenomenon is sometimes referred to as ‘post-SSRI sexual dysfunc-
tion” (PSSD),> and has attracted the attention of clinicians, patients'
interest groups, pharmaceutical companies and pharmacovigilance
centres since its description in 2006.°

No diagnostic standard for PSSD has been suggested, although
unifying criteria have been proposed.” A recent review emphasised
the substantial clinical heterogeneity underlying PSSD, and uncer-
tainty over what the clinical condition might comprise.8 Despite the
paucity of robust literature, there is accumulating evidence of this
concern,’ especially in the form of case reports.2°"12 According to
clinical anecdotal evidence, PSSD encompasses a broad spectrum
of symptoms, but the most common accounts emphasise loss of
sexual interest, pleasureless orgasms, genital dryness, and genital
anaesthesia.’® A new domain, relating to post-SSRI asexuality, has
also been proposed’; and is described as a ‘dampening of sexual
interest and pleasure resulting from a prenatal or pre-teen exposure
to a serotonin reuptake inhibitor’. A summary of proposed symp-
toms for PSSD is offered in Table 1. An aetiology is not estab-
lished, although possible mechanisms underlying persistent sexual
dysfunction during SSRI exposure include their effects on neuro-
transmitters (including serotonin, noradrenaline, and nitric oxide? -
at both the central and autonomic level’®), on sex-hormones

15717)

(e.g., testosterone, oestrogen, prolactin , via sensory dampen-

18 and by inducing emotional blunting.*’

ing in erogenous areas,
Various management options have been proposed for sexual dys-
functions which arise during SSRI treatment.?° However, sexual
dysfunction which persists or occurs only after SSRI discontinuation
might have differing etiopathological mechanisms. For these rea-
sons, the timing of the onset of PSSD symptoms compared to SSRI
discontinuation (i.e., whether it occurs as a continuation of adverse
effects first experienced during treatment, or only emerges after
treatment withdrawal) is of particular interest when attempting to

characterise the condition.

o Persisting sexual dysfunctions after SSRI exposure have been a main concern for clinicians

o A systematic review with a critical appraisal of current evidence on the topic is warranted

e There was insufficient evidence to justify a limitation or an early interruption of SSRI

o Persisting dysfunctions may be associated with a relapse in depressive or anxious symptoms

o Treatment options for persistent dysfunctions remain limited

Sexual disturbances have more frequently been investigated in

1 namely decreased libido, limited arousal,

terms of hypofunction,?
painful intercourse, erectile dysfunction or delayed orgasm; but this
might reflect the observation that sexual ‘hyperfunctioning’ is

d22

generally under-reported?? and misdiagnosed.?®?4 Sexual hyperfunc-

tion has also been described in relation to psychological or biological

factors,?®

represented by an increased sexual drive, more frequent
arousal, and lack of control over one's sexuality.?® Therefore, in order
to investigate the spectrum of symptoms along a continuum, literature
was explored for concerns relating to sexual hyperfunctioning, not
limiting the observations to hypofunction alone. In this respect, anec-
dotal evidence has emerged on SSRI-induced ‘Persistent Genital
Arousal Disorder’ (PGAD).?” As a clinical entity, PGAD has been char-
acterised in patients who have not taken an SSRI.?® However, reports
of PGAD developing after SSRI discontinuation have also been
described,?” warranting clinical and research attention. The timing of
onset of PGAD is therefore of interest to understand possible etio-

pathogenesis of PSSD. In a recent consensus statement, the

TABLE 1  Principal symptoms described in relation to
PSSD, PGAD.
PSSD’ PGAD?

Reduction or loss of sexual Persistent or recurrent, unwanted
desire or intrusive, distressing
sensations of genital arousal

Genito-pelvic dysesthesia (e.g.,
buzzing, tingling, burning,
twitching, itch, pain)

Erectile dysfunction

Inability to orgasm or
decreased sensation of
pleasure during orgasm

A change in tactile or sexual
genital sensation

Genital pain
Reduced nipple sensitivity

Decrease or loss of nocturnal
erections

Reduced ejaculatory force
Flaccid glans during erection
Decreased vaginal lubrication

Abbreviations: PGAD, persistent genital arousal disorder; PSSD, post SSRI
sexual dysfunction.
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International Society for the Study of Women's Sexual Health
(ISSWSH) highlighted a definition of PGAD as being ‘characterised by
persistent or recurrent, unwanted or intrusive, distressing sensations
of genital arousal [...] that persist for >3 months and may include
other types of genito-pelvic dysesthesia (e.g., buzzing, burning, twitch-
ing, itch, pain)’. Furthermore, another identified criterion is the feasi-
bility to experience PGAD symptoms in genito-pelvic regions other
than the clitoris (e.g., mons pubis, vulva, vestibule, vagina, urethra,
perineal region, bladder, and/or rectum). It is also noted that these
sensations may be associated with the experience of uncontrollable
orgasms, and/or having an excessive number of orgasms (a summary
of symptoms is reported in Table 1). Finally, it underlined the potential
contribution of SSRI discontinuation.?? Patients suffering from PGAD
complain principally about bursts of genital stimulation, which are
described as distressing and a source of shame, leading to a decrease
in quality of life.%° No precise evaluation of the possible causative role
of SSRI discontinuation on PGAD currently exists, nor is there much
information on its prevalence or incidence. Current evidence suggests
a higher prevalence of overall PGAD in women than in men,3! but
most literature on PGAD is primarily based on samples constituted
predominantly by females. The possible mechanisms underlying
PGAD are uncertain, although many potential neurological, anatomic,
and biochemical factors have been considered.>?> No definite treat-
ment has been proposed,?’ whether or not PGAD was associated
with SSRI intake, reflecting the diverse presentations of the condi-
tion.®® Theories have been proposed on the sexual adverse effects
following SSRI discontinuation,®* but given the complex nature of the
phenomenon, the condition is probably multifactorial.>> For these rea-
sons, it is premature to establish whether PGAD can be considered as
a manifestation of PSSD or a separate, wider, and only partially over-
lapping entity.

Given these uncertainties, our primary aim was to evaluate cur-
rent evidence of chronic sexual dysfunction or impairment following
SSRI discontinuation. As estimates of PSSD prevalence or incidence
are inconclusive, our secondary aim was to estimate the prevalence
for both PSSD and post-SSRI PGAD. We also aimed to provide an
analytic account of onset timing, reported symptoms and potential
treatments for both PSSD and post-SSRI PGAD.

2 | METHODS

The methodology of this systematic review accords with PRISMA
2020 guidelines.® Included articles were observational or experimen-
tal studies, either cross-sectional or longitudinal in design. Case
reports and case series were included. Inclusion criteria were as fol-
lows: presence of clinical data regarding SSRI use and sexual distur-
bance either persisting or presenting after treatment termination.
Clinical definitions of PSSD were reported, as long as both sexual
dysfunction and SSRI discontinuation were present, or the term was
directly mentioned, to offer an analytic account of what the entity
might entail. Similar criteria were applied for the evaluation of PGAD.

Exclusion criteria were as follows: the article being a systematic

review, a meta-analysis, an opinion article, animal studies, or method-
ological or technical contributions with no analysis of clinical data.
The following data were extracted from selected papers: study
description, involved SSRIs, sexual symptoms reported, onset of con-

dition in regard to SSRI treatment and additional results.

21 | Information sources and search strategy

We searched the electronic databases PubMed, Embase, and Google
Scholar in order to select studies. The following strings were used for
reviewing PSSD through Pubmed:

‘(PSSD OR persistent OR suspension OR post) AND SSRI AND

(sex OR sexu*)’

While on Google Scholar and Embase a more stringent search
was used:

‘PSSD AND SSRI AND (sex OR sexu*)’

Finally, the following string was used for post-SSRI Persistent

Genital Arousal Disorder among the same databases:
‘(PGAD OR “persistent genital arousal”) AND SSRI’

Only papers published in English were included. The last search
was run in December 2022.

2.2 | Data selection process

Four authors (O. B. B, G. P. M,, L. T., and F. A.) assessed the published
abstracts of potentially eligible studies independently. Eligibility
assessment was performed in an unblinded standardised manner. If
there were doubts concerning potential eligibility, reviewers examined
the full text of the articles. The published protocol required consensus
in case authors disagreed on the inclusion of a specific study. In case
the opinion was not unanimous, a majority vote would have been
taken between all authors: however, the authors agreed on all eligibil-
ity assessments of the studies, so no consensus vote was needed.
Four authors (O. B. B, G. P. M,, L. T,, and F. A) independently
extracted relevant data from each included paper: study design
(experimental observational, case report), population (number of sub-
jects), incidence or prevalence of post-treatment adverse effects,

reported symptoms, symptom onset, and eventual treatment.

2.3 | Risk of bias

Four authors (O. B. B.,, G. P. M., L. T,, and F. A) independently
assessed risk of bias for individual papers using the JBI critical

appraisal checklist for analytical cross-sectional observational
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studies,>” ROBINS-I for non-randomised interventional studies,®®
RoB2 for randomised controlled trials,®® and the JBI critical
appraisal checklist for case reports.®” Each negative answer at the
JBI checklist was counted as a positive risk of bias, with the high-
est risk of bias being represented by 8/8. If opinions were not
unanimous, a majority vote would have been taken between all
authors: but all authors agreed on all the eligibility assessments of
the studies, so no consensus vote was needed. Risk of bias scores
are reported, in detail, in the Supplementary Materials as

eContent-1.

3 | RESULTS

A total of 859 papers were found after searching: 786 were
included after screening for duplicates, 571 excluded on the basis
of title and abstract, and a further 196 were excluded after manu-
script review and application of inclusion criteria. Consequently,
19 studies were finally selected: 2 retrospective interventional
studies; 6 observational studies; and 11 case reports (see Figure 1).
A detailed account of each study is provided within the Supple-

mentary Materials.

3.1 | PSSD - Prevalence, onset and reported
symptoms

Included studies mainly consisted of case-reports, case series and
observational studies in the form of online anonymous surveys: as
such, no accurate estimate of PSSD prevalence can be inferred, a
drawback in line with previous findings.* The average risk of bias
score was at least medium or higher, indicating that methodological
limitations abounded in the included studies.

The majority of sexual dysfunction symptoms arose during SSRI
treatment and did not recede after discontinuation. Most studies
showed evidence of sexual dysfunction arising during SSRI intake, and
not receding after interruption.

Reported adverse effects following SSRI administration and dis-
continuation, collectively grouped as PSSD, ranged widely and dif-
fered between males and females; and included penile anaesthesia,
pleasureless orgasm, loss of libido, emotional blunting, difficulty
achieving orgasm, loss of nocturnal erections, reduced seminal vol-
ume, testicular pain, reduced penis size, premature ejaculation, watery
ejaculate, slow leakage of ejaculate, and reduced sense of taste and

1.4° Most reported adverse effects overlap with adverse effects

t 41

smel

described during SSRI treatmen or with general symptoms

Identification of new studies via databases and registers

c
.2
§ Records identified from: o | Records removed before screening:
b= Databases (n = 859) Duplicate records (n = 73)
&
o)
Records screened o | Records excluded
(n =786) o (n=571)
(o]
g Reports sought for retrieval Reports not retrieved
D (n =786) o (n=0)
3]
(%)
Reports assessed for eligibility Afiere:?irttesrz(%m—jig::;)
{n =215) Notenglish (n = 3)
§ New studies included in review
= (n=19)
[5}
=5

FIGURE 1 Flowchart of the inclusion and exclusion procedures.
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associated with depression, with the exception of nipple*® and

genital anaesthesia.®10:12:13:44-46

3.2 | Post-SSRI PGAD - Prevalence, onset and
reported symptoms

Persistent genital arousal disorder was reported in 6 of 19 selected

stud ies.27,40,47749

It was not possible to derive a precise estimate of
the incidence or prevalence of PGAD from included studies. Estimates
were based on case reports and online surveys and were mainly
focused on female samples. When considering the time of onset, stud-
ies with larger sample sizes did not include adequate accounts of the
timing of symptom onset in relation to SSRI treatment. Case reports
had a balanced distribution of symptom presentation, before and after
treatment discontinuation, with the latter being slightly more
frequent.2”*’

Some common features of PGAD have been identified and
include physiological symptoms of persistent sexual arousal (lasting
hours to days), in the absence of any form of sexual desire. Symptoms
generally did not subside after the experience of sexual climax.*” In
some cases, genital sensations were not just reported as undesired,
but also as distressing and unpleasant, being defined in more than one

case as vaginal dysesthesia and/or allodynia.>®

4 | DISCUSSION

This review summarises current literature on PSSDs, including the
recent attempts to better characterise the clinical syndrome and its
varying manifestations. Despite accumulating evidence, it was not
possible to make a reliable estimate of the incidence or prevalence
of the condition. This emphasises the need for a standardised
approach in handling and reporting suspected PSSD or post-SSRI
cases. To allow a better characterisation of PSSD or post-SSRI
PGAD, a qualitative description of the symptomatology represents
a useful starting point, as it typically involves a more comprehen-
sive consideration of the subject. Both in case reports and obser-
vational studies, men and women anecdotally reported sexual
under-function after SSRI interruption: however, only women were
described as exhibiting PGAD after SSRI discontinuation, and only

in case reports.

4.1 | PSSD - Presumptive mechanisms of action

Nearly every SSRI currently marketed in Western Europe and North-
ern America has been associated with reports of PSSD, with the sole
exception of dapoxetine, which is mainly targeted at sexual function-
ing rather than mood regulation, unlike other SSRIs.>” Selected studies
often explored adverse effects of other serotonergic drugs, such as
SNRIs (venlafaxine, desvenlafaxine, duloxetine) and TCAs (clomipra-

mine), which are therefore briefly mentioned in Tables 2, 3, and 4.

Data on these classes is currently limited, although a citizen petition
suggests they might be less likely to induce PSSD compared to
SSRIs.

Potential aetiological mechanisms include ‘serotonergic neurotoxic-
ity of SSRIs.*®> A plausible neurobiological explanation could be
increased serotonergic tone induced by SSRIs, and secondary dopami-
nergic inhibition of sexual function. A prominent role could also be
played by neuroactive steroids (e.g., testosterone), which are possibly
involved in another phenomenon which shares several features with
PSSD, namely ‘post-finasteride syndrome’.>® Animal studies®® suggest
evidence of 5HT-4 receptor activation by SSRI; and PSSD-like symp-
toms induced in rats exposed to fluoxetine,?® which persisted after a
20-day washout period.®? Interestingly, 5HT-14 antagonists seemed to
alleviate symptoms in the animal model,%° and preliminary evidence has
shown amelioration following the administration of vortioxetine,>? a
known 5HT-;a inhibitor.%? The activation of postsynaptic serotonin
5HT-,A receptors has also been implicated in sexual disturbances during
SSRI treatment, but its potential role in PSSD is not clarified.>¢* Oxy-
tocin release dysfunction has been further shown to mediate PSSD
symptoms in animal models®®: oxytocin involvement seems to be rele-
vant to post-SSRI symptomatology, as it was observed to be chronically
reduced after prolonged administration of SSRI in rats.®¢” Maternal
exposure to SSRI was also associated with lower levels of oxytocin in
the offspring.°® Oxytocin infusion in rats was shown to ameliorate
PSSD symptoms, at least in males.®’

The clinical features of the condition suggest an associated cogni-
tive mechanism in parallel with neurobiological factors. Several con-
siderations have been offered about the interplay between SSRIs,
depressive symptoms, and their impact on overall functioning. First,
after an extended period of SSRI treatment, and due to experienced
sexual functioning impairment, a patient might develop negative con-
ditioning towards sexual activity’% accordingly, SSRIs would not
directly cause PSSD, but the experienced sexual impairment could
induce worsening of anxiety, anticipatory or consummatory, negative
expectations and automatic thoughts regarding sex through classical
conditioning mechanisms.”® Second, a reduction in libido or sexual
satisfaction has also been associated with SSRI, which could further
reinforce conditioning,”* as well as exacerbate potential stressors
within an intimate interpersonal relationship.

Selective serotonin reuptake inhibitors are among first line treat-
ments for depressive and anxiety disorders, whose features can
include loss of libido and sexual dysfunctions.”? These symptoms may
overlap with PSSD, thus warranting attention on the putative causal
role of SSRIs discontinuation. SSRI interruption could expose an
underlying residual depressive symptomatology or a worsening of the
clinical condition, hindering interpretation of potential causal relation-
ships.”®>74 However, among sexual adverse effects reported in relation
to PSSD, nipple and genital anaesthesia do not seem fully explained
by a relapse in depressive or anxious symptoms. Nonetheless, these
sexual disturbances might epitomise the diagnostic criteria of acquired
Male Hypoactive Sexual Desire Disorder (HSDD) or Female Sexual
Interest/Arousal Disorder (SIAD), which the DSM-5-TR describes as
associated with depressive or anxious symptomatology.”® In favour
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(Continued)

TABLE 3

Additional results

Symptoms onset (average)

Sexual symptoms reported

Description

SSRI involved
Any SSRI

References

Prevalence of 12.6% overall; no

Outcome measured through 17 subjects experienced

135 subjects (115 males) recruited

Patacchini 2021°°

gender-specific prevalence

reported

Arizona Sexual Experiences symptoms after discontinuation

Scale, Hospital Anxiety and

through an online survey.

included

Subjects self-reported PSSD
(the sample might thus be

biased)

Depression Scale, World Health
Organisation Wellbeing Index

TARCHI ET AL.

SSRI may cause PSSD (no

Not reported

Genital anaesthesia, pleasureless

23 patients from independent

Escitalopram
Citalopram

Sheetrit 2015*°

controls)

orgasm, mean ASEX scale score

216

website; strict inclusion criteria

were applied

Paroxetine

Fluoxetine
Sertraline

Venlafaxine®

Desvenlafaxine®

?Not classified as an SSRI, but mechanism of action involves serotonin reuptake inhibition.

of an interplay between PSSD and a relapse in depressive or
anxious symptoms, an interventional study®! has shown a significant
amelioration of the condition—defined in the inclusion criteria as ‘an
enduring change in somatic (tactile) or erogenous (sexual) genital
sensation after (SSRI) treatment stops’—following administration of

vortioxetine.

4.2 | PSSD - Proposed therapeutic approaches

Pathophysiological understanding of PSSD may be enhanced by knowl-
edge of ameliorating factors. Vortioxetine, bupropion, tadalafil, and
nutraceuticals have been reported as being employed for PSSD.?
Cognitive-behavioural therapy has also been proposed as a warranted
intervention for PSSD.* No specific guidelines for PSSD treatment are
currently available.* Low power laser irradiation appeared beneficial in a
single PSSD case report'?; the dietary supplement ‘EDOVIS’ was also
reported to apparently improve PSSD symptoms in a case report.!?
Failed therapeutic attempts were described with sequential bupropion,
cabergoline and selegiline in one case.® Sildenafil and supplemental tes-
tosterone did not reverse symptoms in one report.’ Preliminary evidence
has also been gathered on animal models, as previously mentioned; in
fact, oxytocin infusions in rats were shown to ameliorate PSSD symp-
toms.? In summary, current evidence is not sufficient to suggest a single
approach in order to address sexual adverse effects in the general popu-
lation.®””® This lack of sufficient evidence emphasises the need to

develop and evaluate novel treatments for sexual hypofunctions.”®

43 |
of action

Post-SSRI PGAD - Presumptive mechanisms

The aetiology of PGAD is not established. Several theories have been
proposed’” and some risk factors have been suggested, including hor-
monal influences, pudendal nerve neuropathy, and Tarlov cysts.*®
Research focused on psychological factors underlines the importance of
anxiety and obsessive-compulsive disorder in pathogenesis.”® SSRIs are
hypothesised to cause receptor desensitisation,®® at a local genital level
or central level,'® and that discontinuation exacerbates dysfunction as
receptors remain desensitised for a longer period while circulating
monoamines fall to pre-treatment levels.® SSRI discontinuation has
been theorised to induce PGAD through the influence of atrial natri-
uretic peptide (ANP),3? which may explain the higher prevalence of sex-
ual dysfunctions in women with cardiovascular disease.® Increased
blood levels of ANP have been observed in association of SSRI treat-

ment.”? Furthermore, ANP has been shown to cause vasodilation.®°
44 | Post-SSRI PGAD - Proposed therapeutic
approaches

Several attempts at treatment of post-SSRI PGAD have been
reported, with variable outcomes. A case report of pharmacological
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(Continued)

TABLE 4

Additional results

Symptoms onset (average)

Sexual symptoms reported

Description

SSRI involved

References

and hedonic sphere, detachment,
and alienation, reduced creative

capacity/abstraction/

discontinuation and lasted for
4 years. Treatment of these
symptoms was only partially

successful

imagination, memory problems

and attention deficits

Low power laser irradiation may be

During (immediately after

Penile anaesthesia

Single male patient undergoing

Paroxetine

Waldinger

effective in treating PSSD

administration)

irradiation treatment

20152

therapy with duloxetine or pregabalin notes a reduction in symptoms
within 2 weeks and complete resolution within 4 months.8? Transcu-
taneous electrical nerve stimulation was also described, with benefi-
cial results within a few hours®?; at 2-month follow-up a large
reduction (>90%) in spontaneous orgasms was reported. In one
report, clitoridectomy was undertaken, but with only partial resolution
of PGAD symptoms.®® In another report,*® an amelioration of symp-
toms was reported after the reintroduction of paroxetine in treat-
ment. Electroconvulsive therapy ameliorated the condition in the
same patient but did not result in full remission.*® Agomelatine wors-
ened the persistent and unwanted genital arousal.*® Leuprolide held
promising results in the management of PGAD, with one report sug-
gesting that improvement achieved might be long-lasting, up to more

than 1 year.®®

4.5 | Clinical relevance and future perspectives

There are limited data concerning the onset timing and overall preva-
lence of these conditions in the current literature. With regard to
PSSD, most studies show evidence of sexual dysfunction symptoms
arising during SSRI treatment and not receding after interruption. For
PGAD, studies with larger sample sizes do not report the time of onset
of PGAD in relation to SSRI treatment, and case reports indicate a bal-
anced distribution of symptom presentation before and after treat-
ment discontinuation, with a slight prevalence of the latter.?”#? Little
is known about the prevalence of PSSD and more recent reviews have
focused mainly on potential pathological mechanisms rather than
characterising the condition and estimating its prevalence.*

Another consideration pertains to the potential long-term persis-
tence of PSSD and post-SSRI PGAD. Much of the literature derives
from case reports (some of which followed the patient for up to
2 years - References 12,45,46,84), small case series, and cross-
sectional observational studies, and limited longitudinal data are avail-
able regarding the duration of PSSDs. The longest duration of illness
reported was 23 years.’? Longitudinal investigations are clearly
needed. However, the findings of the current review support the
European Medical Agency caution on SSRIs, namely the potential for
continued sexual disturbances despite SSRI discontinuation.8> None-
theless, reports of amelioration after reintroduction of SSRIs have also
been presented, signalling an interplay between depressive or anxious
symptoms and sexual disturbances experienced after discontinua-
tion.*® The findings of our systematic review suggest considering
PSSD and post-SSRI PGAD as potentially linked but distinct entities,
though differing in treatment some aspects of pathogenesis and treat-
ment approaches. Moreover, the scientific literature currently offers
no data on post-SSRI PGAD in males, whereas PSSD has been
described in both sexes. As further consideration, PSSD has been
more frequently associated with hypofunction in males, whereas
post-SSRI PGAD has been described as a sexual hyperfunction in
females. In conclusion, we caution against routine early SSRI discon-
tinuation, as the benefit-risk balance also needs to consider global

quality of life, the impact on general functioning, overall reduction in
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suicidality®®®”

and the fact that switching antidepressant therapy
could reduce sexual dysfunctions.®®

Our review has identified a high risk of bias in most included
reports, so warranting caution in generalising from these reports to
wider clinical practice. The current evidence on PSSD suffers from
uncertain inclusion criteria in the sampling processes, and in not ade-
quately controlling for potential confounding factors such as psycho-
pathology and comorbidities. Online surveys tend to not include a
detailed description of the demographic and clinical characteristics of
enrolled participants and are at risk of selection bias in recruiting par-
ticipants, in favour of a higher prevalence of the disorder. Moreover,
online surveys cannot accurately discriminate if sexual complaints
concur with relational stressors, or whether sexual dysfunctions
encompass a single partner, multiple partners, intercourse, or self-
stimulation. A high-quality observational longitudinal study, with suffi-
cient statistical power, and supported by clinical diagnostic interviews,

is needed before definitive accounts of the condition can be provided.

4.6 | Limitations

This systematic review was performed through an inclusive string
search, and over three different databases. The authors detected
some discrepancies in comparison to previous reviews, even after
accounting for the recency of the publications.*>*7487 We limited our
current review to articles in English, for which the full text was

available.

5 | CONCLUSIONS

The seeming heterogeneity of PSSD as a condition emphasises the
need for further detailed characterisation. The prevalence of PSSD or
post-SSRI PGAD cannot be reliably derived from current reports, partly
due to heterogeneity and methodological limitations in previous investi-
gations. With regard to PSSD, most studies show evidence of sexual
dysfunction symptoms arising during SSRI treatment and not receding
after interruption. For post-SSRI PGAD, only reports of women were
described, and only in case reports. Therefore, limited evidence sup-
ports symptom presentation after treatment discontinuation, but with
contrasting evidence of similar accounts during treatment, and not
receding after interruption. We advocate further studies to address
patients' concerns, especially in the form of longitudinal observational
studies. Sequential use of specific questionnaires and checklists would
aid in estimating the prevalence of both PSSD and PGAD, with the
additional benefit of accounting for potential mediating effects of either
residual or worsening symptoms upon treatment discontinuation. There
is a need to investigate the possible dose-response relationship
between SSRI exposure and persistent sexual adverse effects. Treat-
ment options for these conditions remain limited, but novel therapeutic
approaches may be needed in order to address an otherwise neglected

need for sexual well-being in large populations of patients.

Protocol and Registration: Methods of the analysis and inclusion
criteria were specified in advance and documented in a protocol. The
protocol, published in advance, can be retrieved as Prospero ID
CRD42021273886.
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SUPPORTING INFORMATION
Additional supporting information can be found online in the Support-

ing Information section at the end of this article.
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