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A clinical review of antidepressants, their sexual side-effects, post-SSRI sexual dysfunction, and
serotonin syndrome

Stephen Marks

ABSTRACT

Abstract: Depression and anxiety are common, with one in six people
experiencing symptoms in any given week. Of these people, 8.32 million are
prescribed antidepressants. People living with HIV are likely to experience
psychiatric disorder, with one in three experiencing depression and anxiety,
and being at greater risk of developing Post Traumatic Stress Disorder. Sexual
side-effects of psychotropic medication are very common, cause distress, and
can persist even after the medication has been withdrawn. Antidepressants
are powerful drugs and can have severe interactions with many other
substances. This article seeks to raise awareness of sexual side-effects

of psychotropic medications and draw attention to ethical issues related

to post selective serotonin reuptake inhibitor sexual dysfunction (PSSD).
Additional risk factors and interactions between psychotropic medications and
recreational drugs are identified. Recommendations are made to improve care

and clinical outcomes through the development of therapeutic alliances.

Key words: Mental health/illness m HIV m Depression m Sexual dysfunction
m PSSD m Chemsex m Recreational drugs m SSRI m Antidepressants
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Statistics indicate that one in six people over the age

of 16 experience symptoms of common psychiatric

disorders such as anxiety or depression in any given

week (Baker, 2023). According to the annual report

by the NHS Business Services Authority (2022)

8.32 million people have been prescribed antidepressants. This
represents a significant proportion of the UK population. These

figures undoubtedly impact on people with HIV: according to



statistics from the Terrence Higgins Trust (2022), people living
with HIV are twice as likely to experience depression as the
general population. It is estimated that one in three people
living with HIV experience depression (Terrence Higgins Trust,
2022), and the approximate global prevalence of post-traumatic
stress disorder (PTSD) in people living with HIV is 28% (Tang

et al, 2020).

Sexual side-effects overview

Antidepressant medications such as selective serotonin reuptake
inhibitors (SSRIs), come with a risk of causing sexual sideeffects.
The British National Formulary (National Institute for

Health and Care Excellence (NICE), 2022a; 2022b) categorises
the prevalence of sexual side-effects with antidepressants as ‘very
common’ to ‘common’, meaning that it will affect more than one
in ten people. Specific side-effects include anorgasmia, reduced
libido, vaginal dryness, and erectile dysfunction (NICE, 2022a).
These side-effects can be very distressing for the people who are
experiencing them (Bala et al, 2018). There is a growing body

of research into the phenomenon known as post-SSRI sexual
dysfunction (PSSD); with De Luca et al (2022), for example,
conducting a study to look at the treatment options available

for PSSD. They acknowledged that the exact incidence and
prevalence are unknown due to a lack of studies on the subject.
Bala et al (2018) were also unable to determine prevalence in
their literature review.

A number of patient-led advocacy groups, such as the PSSD
Network and the UK PSSD Association, seek to raise awareness
and funding for research into PSSD (UK PSSD Association,

2023). Investigation into PSSD reveals that, for many people,
sexual side-effects can persist long after the SSRI is stopped.

Reported symptoms include genital numbing, pleasureless or



absent orgasm, and persistent suppression of libido, months or
years after the medication is stopped (Bala et al, 2018; De Luca,
2022). The BNF warns that ‘symptoms of sexual dysfunction
may persist after treatment has stopped’. This warning is shown
as a further comment on the drug information monographs for
sertraline (NICE, 2022a), fluoxetine (NICE, 2022b), paroxetine
(NICE, 2022c), and citalopram (NICE, 2022d), all of which

are commonly prescribed SSRls.

This issue raises significant concerns about informed consent
when prescribing psychotropic medication. The doctrine of
informed consent underpins every healthcare intervention. For
consent to be informed, an individual needs to know what their
condition is, what the prognosis is (with or without treatment),
what the available treatments are, and what are the advantages
and disadvantages (Selinger, 2009). The General Medical
Council (GMC) (2020) gives some guidance on this subject:

it states that ‘it wouldn’t be reasonable’ to share every possible

risk of harm or side-effect and advises that the consultation should be tailored to each individual,
depending on what is

important to that person. The GMC (2020) further advises that
any risk of serious harm, however unlikely, ‘should usually’ be
disclosed. Given that antidepressant medication labels carry
a warning that PSSD is a possible long-lasting consequence
(NICE, 2022a) and not just a side-effect, there is a strong case
for necessary disclosure under the GMC (2023) guidance.
Literature Review

There is very little literature exploring the prevalence of
clinicians discussing sexual side-effects with patients, either
before prescribing a psychotropic medication, or as part of
monitoring response to treatment. A literature search on the

sexual side-effects of psychotropic drugs returns a litany of



papers which confirm that they do indeed exist, but there

are far fewer studies available on how we manage and discuss
sexual dysfunction.

A study by Boa (2014) found that patients wanted to

discuss sexual problems but felt embarrassed to do so. Patients
typically waited until the health professional brought up the
subject. This study looked at sexual health more generally, not
specifically sexual dysfunction secondary to psychotropic use.
Krouwel et al (2020) looked at the barriers to discussing sex,
sexuality and treatment related sexual dysfunction, but the
study focused on oncologists and their willingness to discuss

sex with their patients. Bahrick and Harris (2009) concluded

that health professionals need to do more to ensure that patients
are made aware of potential sexual side-effects prior to starting
an antidepressant.

Higgins et al (2006) found that mental health nurses felt that
discussing sexual side-effects was a low priority, and they feared
that being truthful about sexual side-effects could encourage
non-adherence. This approach is problematic because it places
the burden of disclosure back on the individual, who may feel
too embarrassed to raise the subject, a concern supported by
the Boa (2014) study. In addition, if we, as health professionals, forewarn people
about sexual side-effects, we can simultaneously offer hope
that solutions are available. Management of sexual dysfunction
is possible by switching medication, reducing dose, taking
phosphodiesterase type-5 inhibitors or undergoing psychosexual
therapy (Atmaca, 2020). This approach could potentially
improve concordance if the individual is well informed,
understands that there are solutions, and feels comfortable to
discuss any sexual side-effects should they occur. Furthermore,

non-disclosure of potential sexual side-effects could be seen



as an ethical breach of the doctrine of informed consent,
particularly if a patient develops PSSD after the medication

is discontinued. This could be seen a breach of the ethical
principle of non-maleficence.

Ideally, a mental health assessment should incorporate some
consideration of pre-morbid sexual function and activity,
especially if the patient is presenting to mental health services
for the first time. Loss of libido and erectile dysfunction are
common symptoms of depression (GonCalves et al, 2023). It

is therefore important to ascertain the presence and severity of

any sexual dysfunction before starting anyone on psychotropic medication. This helps us to
understand if the sexual dysfunction

is a symptom of mental iliness or a side-effect of the treatment.
Sexual dysfunction is also common in conditions such as
hypertension, menopause, high cholesterol, cardiovascular
disease, cancer, obesity and diabetes (Chen et al, 2019), so a
comprehensive psychosexual history can assist in the early
identification and treatment of various physical health problems.
Relevance to HIV care

Gooden et al (2022) and the Terrence Higgins Trust (2022)
report that people living with HIV are twice as likely to
experience depression than the general population, and one

in three people living with HIV will experience co-morbid
depression. People with HIV also experience higher rates of
anxiety and PTSD (Tang et al, 2020 ).

The National AIDS Trust (NAT) (2021) found that people

living with HIV felt let down by mental health services, with
many saying that mental health staff do not fully understand
how HIV affects mental health. The NAT highlighted that many
people living with HIV feel like they are treated differently or

discriminated against because of their HIV status. According



to NICE (2021) men who have sex with men (MSM), trans
women, people who inject drugs and sex workers are all at
higher risk of contracting HIV: these groups are potentially more
likely to face discrimination, barriers to health care, violence,
abuse and trauma. Black people, especially those who are gay,
trans or sex workers, are similarly at risk of racism, abuse and
marginalisation.

Multifactorial discrimination has been shown to positively
predict high depression scores, damaged psychological wellbeing,
and increased substance misuse (Khan et al, 2017). Gokhale et

al (2019) estimated that 27% of people living with HIV are
diagnosed with depression and, within this group, 65% are
prescribed antidepressants.

Recreational and over the counter drugs

The importance of a good history

Knowing about an individual’s recreational drug use is important
before commencing antidepressants due to the risk of serotonin
syndrome. This syndrome is a rare but potentially life-threatening
consequence of antidepressant treatment (Volpi-Abadie, 2013).
The list of symptoms, as defined by Sternback (1991), are still
used today and include: diarrhoea, restlessness, sweating, muscle
twitching, hypertension, tachycardia, pyrexia and seizures. It is

a medical emergency and, if left untreated, can result in death.
Serotonin syndrome is precipitated by use of multiple
serotonergic drugs, resulting in the overactivation of 5HT-

1A and 5HT-2A receptors in the brain (Volpi-Abadie, 2013).

Most antidepressants work by increasing the concentration of
serotonin in the synapse, and are therefore serotonergic agents
(Volpi-Abadie, 2013). Most stimulant recreational drugs increase
the release of serotonin in the brain (Ellahi, 2015). Examples of

stimulants include cocaine, MDMA and ecstasy, crystal meth,



amphetamines, as well as the almost infinite variation of novel
psychoactive substances (Ellahi, 2015). The combination of two
or more agents can cause serotonin syndrome (Volpi-Abadie,

2013); therefore, it is essential to know about recreational drug use before prescribing an
antidepressant.

Prescribers are required to take a full medication history in any
consultation, and this should include recreational drugs, and any
non-prescribed medication (Royal Pharmaceutical Society, 2021).
Failing to enquire about recreational drug use in a mental health
review can result in unsafe and potentially deadly prescribing
decisions. Due to the cumulative effects of serotonergic agents
(Volpi-Abadie, 2013), people who regularly consume and/or

mix multiple types of stimulant recreational drugs, would be at
much higher risk of developing serotonin syndrome.

It is vital that health professionals take a comprehensive
medication and drug history before prescribing any new
serotonergic drug (Simon and Keenaghan, 2022). If an individual
does not make a disclosure of recreational drug misuse, it is

still important to counsel the person on the risk of serotonin
syndrome. Khalili et al (2021) highlighted that some individuals
under-report their drug use to health professionals. In addition,
an individual may not be using recreational drugs at the

point that an SSRI is prescribed, but they may go on to use

drugs in the future. For this reason, health professionals must
warn individuals about the interactions between SSRIs and
recreational drugs, to enable them to make informed choices
about any future drug use.

St John’s Wort is available over the counter and is used as

a herbal remedy to improve low mood. However, it can have
severe interactions with many medications (NICE, 2023), and is a

serotonergic agent, which means that it can therefore contribute



to the development of serotonin syndrome (Elliah, 2015).
Chemsex

Chemsex refers to the use of stimulant drugs with sexual
partners, in sessions that can last for hours or days. Drugs typically
used include mephedrone (or MKAT), methamphetamine, GHB
and GBL. It is not uncommon for participants to consume
multiple different drugs during a session (McCall, 2015). It is

an ongoing public health issue, predominantly occurring in the
MSM community, and participants often have sex with multiple
partners during these prolonged sessions. (McFarlane, 2016).
People who participate in chemsex are recognised as being at
higher risk of HIV infection (NICE, 2021).

The drugs commonly used in chemsex sessions are stimulants
which, as established, can significantly increase the risk of
developing serotonin syndrome. incera-Fernandez et al (2021)
found that MSM who participate in chemsex are more likely to
experience depression, anxiety and substance addiction. These
individuals may seek mental health care, so it is imperative that
health professionals ask about chemsex and sexual practices
during mental health consultations. If a healthcare practitioner
prescribes an SSRI without enquiring about chemsex and the
associated recreational drug use, this could exacerbate the risk of
serotonin syndrome due to the addition of another serotonergic
agent (Elliah, 2015).

Suggestions for practice

Nurses should endeavour to establish therapeutic alliance with
the individuals they care for, as a strong therapeutic relationship
has been shown to be linked to positive outcomes (Hartley et

al, 2020). Pratt et al (2021) highlighted that individuals value
openness and authenticity in nursing staff, and this approach

fosters an non-judgemental relationship. A non-judgemental



approach is key if individuals are to feel comfortable discussing
subjects such as sexual activity, HIV, homosexuality, mental
health and drug use, all of which can come with stigma. The
work of Boa (2014) suggested that health professionals need

to be more confident in instigating conversations about sex
and sexual function because patients often feel embarrassed to
bring up the topic themselves. Conversations about sex should
be led by the clinician to establish a safe environment where
the patient feels they have permission to discuss this without
judgement or embarrassment.

Mental health assessments should enquire about premorbid
sexual function because this can help identify potential
differential diagnoses for physical health conditions (Chen et
al, 2019). Furthermore, if we fail to ascertain sexual function
and libido prior to starting an SSRI, it becomes difficult to
distinguish whether any dysfunction is attributable to depression
or is a side-effect of the treatment. Informed consent when
prescribing psychotropics, particularly SSRIs, should include
discussion about PSSD in order to be considered valid (GMC,
2020). People with HIV are more likely to develop depression,
anxiety (Terrence Higgins Trust, 2022) and PTSD (Tang et al,
2019), so may present to services seeking treatment for these
conditions. Integrating mental health screening tools into HIV
services could improve health outcomes and improve access

to mental health care for those living with HIV (Remien et

al, 2019). It would also be important to not to exclude single
people from these conversations: the symptoms of PSSD, as
outlined by Bala et al (2018), would be relevant to masturbation,
not simply sexual intercourse.

Prescribers must also ask about any over-the-counter

medication or recreational drug use (Royal Pharmaceutical



Society (RPS), 2021) the individual may be taking before
commencing an SSRI. People who are prescribed SSRIs should

be warned about serotonin syndrome and counselled to avoid
stimulants and St John’s Wort, because multiple serotonergic
agents will exponentially increase the risk (Elliah, 2015). All
nursing staff have a responsibility to monitor the response to
medication, and have knowledge of the adverse reactions and
contraindications (Nursing and Midwifery Council, 2018).
Independent nurse prescribers have additional responsibility

in ensuring that prescriptions are safe (RPS, 2021).

Nurse and healthcare educators could endeavour to audit
existing curricula and consider developing teaching material
where gaps are identified.

Future research

Given the lack of literature on the subject, future research should
explore clinician attitudes and knowledge regarding sex, sex

and SSRIs, and PSSD, and informed consent in the context of
sexual side-effects. The perspective of those prescribed SSRls

is vital. Quantitative and qualitative research would also help to
ascertain how often prescribers of psychotropic medication are
instigating conversations about sex, sexual side-effects and PSSD.
Research is warranted to ascertain the prevalence of PSSD.
Conclusion

Antidepressants are powerful drugs, with significant interactions,
which are prescribed to over 8 million people in the UK

alone. People living with HIV are more likely to experience
depression, anxiety or PTSD, and are likely to be offered SSRIs

as treatment for these conditions. Clinicians have a duty of care
to ensure that all medications are prescribed safely, and this is
paramount with regard to the prescription of SSRIs due to

the propensity for severe interaction with recreational drugs,



and over-the-counter medicine. PSSD is a rare, but potentially

long-lasting, consequence of SSRI use, and healthcare ethics

dictate that those being offered antidepressants must be made

aware of the risks.

Chemsex is associated with a higher incidence of mental

illness, and care must be taken to ensure that individuals seeking

mental health care are not prescribed antidepressants if they

are consuming recreational stimulant drugs. Nurses play a key

role in forging supportive and non-judgemental therapeutic

alliances, so that the individuals they support feel safe to discuss

aspects of their life that have historically been associated with

stigma.

KEY POINTS

m People living with HIV are more likely to experience mental illness and may
be prescribed psychotropic medications

m There may be an informed accountability gap when discussing the sexual
side-effects of this medication. This is particularly important given the longlasting
impact of post-SSRI sexual dysfunction

m Clinicians should enquire about sexual function and recreational drug use
as part of a comprehensive history taking. A positive, non-judgemental
attitude will support patients to discuss these issues

m Clinicians must ensure that individuals are aware of the risks of serotonin
syndrome and be mindful of the interactions between serotonergic agents
that can cause this

References

Atmaca M. Selective Serotonin Reuptake Inhibitor-Induced Sexual
Dysfunction: Current Management Perspectives. Neuropsychiatr Dis Treat.
2020;16:1043-1050. https:/doi.org/10.2147/NDT.5185757

Bahrick AS, Harris MM. Sexual side effects of antidepressant medications:
an informed consent accountability gap. Journal of Contemporary

Psychotherapy 2009;39(2):135—143. https://doi.org/10.1007/s10879-008-



9094-0

Baker C; House of Commons Library. Mental health statistics: prevalence,
services and funding in England. 2023. https://researchbriefings.files.
parliament.uk/documents/SN06988/SN06988.pdf (accessed 4 July 2023)
Bala A, Nguyen HMT, Hellstrom WJG. Post-SSRI Sexual Dysfunction:

A Literature Review. Sex Med Rev. 2018;6(1):29-34. https:/doi.
org/10.1016/j.sxmr.2017.07.002

Boa R. Female sexual dysfunction. S Afr Med J. 2014;104(6):446. https:/doi.
org/10.7196/sam;.8373

Chen L, Shi G, Huang D, Li Y, Ma C, Shi M, Su B, Shi G. Male sexual
dysfunction: A review of literature on its pathological mechanisms,
potential risk factors, and herbal drug intervention. Biomed Pharmacother.
2019;112:108585. https:/doi.org/10.1016/j.biopha.2019.01.046

De Luca R, Bonanno M, Manuli A, Calabro RS. Cutting the first turf to heal
post-SSRI sexual dysfunction: a male retrospective cohort study. Medicines
(Basel). 2022;9(9):45. https:/doi.org/10.3390/medicines9090045

Ellahi R. Serotonin syndrome: a spectrum of toxicity. BJPsych Advances
2015;21(5), 324-332. https:/doi.org/10.1192/apt.bp.114.013037

General Medical Council. Guidance on professional standards and ethics
for doctors. Decision Making and Consent. 2020. https://tinyurl.
com/3255dbsw (accessed 4 July 2023)

Goncgalves WS, Gherman BR, Abdo CHN, Coutinho ESF, Nardi AE,
Appolinario JC. Prevalence of sexual dysfunction in depressive and
persistent depressive disorders: a systematic review and meta-analysis. Int J
Impot Res. 2023;35(4):340-349. https:/doi.org/10.1038/s41443-022-
00539-7

Gokhale RH, Weiser J, Sullivan PS, Luo Q, Shu F, Bradley H. Depression
prevalence, antidepressant treatment status, and association with sustained
HIV viral suppression among adults living with HIV in care in the United
States, 2009-2014. AIDS Behav. 2019;23(12):3452-3459. https:/doi.

org/10.1007/s10461-019-02613-6



Gooden TE, Gardner M, Wang J et al. The risk of mental illness in people
living with HIV in the UK: a propensity score-matched cohort study.

Lancet HIV. 2022;9(3):e172-e181. https:/doi.org/10.1016/52352-
3018(21)00319-2

Hartley S, Raphael J, Lovell K, Berry K. Effective nurse-patient relationships
in mental health care: A systematic review of interventions to improve
the therapeutic alliance. Int J Nurs Stud. 2020;102:103490. https:/doi.
org/10.1016/j.ijnurstu.2019.103490

Higgins A, Barker P, Begley CM. latrogenic sexual dysfunction and the
protective withholding of information: in whose best interest? J Psychiatr
Ment Health Nurs. 2006;13(4):437-446. https:/doi.org/10.1111/j.1365-
2850.2006.01001.x

incera-Fernandez D, Gdmez-Guadix M, Moreno-Guillén S. Mental Health
Symptoms Associated with Sexualized Drug Use (Chemsex) among Men
Who Have Sex with Men: A Systematic Review. Int J Environ Res Public
Health. 2021;18(24):13299. https:/doi.org/10.3390/ijerph182413299
Khalili P, Nadimi AE, Baradaran HR et al. Validity of self-reported substance
use: research setting versus primary health care setting. Subst Abuse Treat
Prev Policy. 2021;16(1):66. https:/doi.org/10.1186/s13011-021-00398-3
Khan M, llcisin M, Saxton K. Multifactorial discrimination as a fundamental
cause of mental health inequities. Int J Equity Health. 2017;16(1):43.
https://rdcu.be/dbmPz. https:/doi.org/10.1186/s12939-017-0532-z
Krouwel EM, Albers LF, Nicolai MPJ, Putter H, Osanto S, Pelger RCM,
Elzevier HW. Discussing Sexual Health in the Medical Oncologist’s
Practice: Exploring Current Practice and Challenges. J Cancer Educ.
2020;35(6):1072-1088. https:/doi.org/10.1007/5s13187-019-01559-6
McCall H, Adams N, Mason D, Willis J. What is chemsex and why does it
matter? BMJ. 2015;h5790. https:/doi.org/10.1136/bmj.h5790

Macfarlane A. Sex, drugs and self-control: why chemsex is fast becoming a
public health concern. J Fam Plann Reprod Health Care. 2016;42(4):291-

294. https:/doi.org/10.1136/jfprhc-2016-101576



National Aids Trust. HIV and mental health: improving generic NHS talking
therapy services for people living with HIV in England. 2021. https://
tinyurl.com/25hrbdyu (accessed 4 July 2023)

National Institute for Health and Care Excellence. HIV Infection and AIDS:
What are the risk factors? (Clinical Knowledge Summaries). May 2021.
https://tinyurl.com/248z9u9p (accessed 4 JMuly 2023)

National Institute for Health and Care Excellence. 2022a. Sertraline.
Side-effects. https://bnf.nice.org.uk/drugs/sertraline/#side-effects
(accessed 4 July 2023)

National Institute for Health and Care Excellence. Fluoxetine. Side-effects.
2022b. https://bnf.nice.org.uk/drugs/fluoxetine/#side-effects (accessed

4 July 2023)

National Institute for Health and Care Excellence. Paroxetine. 2022c.
https://bnf.nice.org.uk/drugs/paroxetine (accessed 4 July 2023)

National Institute for Health and Care Excellence. Citalopram. Indications
and dose. 2022d. https://bnf.nice.org.uk/drugs/citalopram/#indicationsand-
dose (accessed 4 July 2023)

National Institute for Health and Care Excellence. St John’s Wort:
Interactions. 2023. https://bnf.nice.org.uk/interactions/st-johns-wort
(accessed 4 July 2023)

NHS Business Services Authority. Medicines used in mental health — England
—2015/16 to 2021/22. 7 July 2022. https://tinyurl.com/2p93rf3e

(accessed 4 July 2023)

Nursing and Midwifery Council. Future nurse: standards of proficiency for
registered nurses. October 2018. http://tinyurl.com/yddpadva (accessed 4
July 2023)

Pratt H, Moroney T, Middleton R. The influence of engaging authentically on
nurse—patient relationships: A scoping review. Nurs Inqg. 2021;28(2):e12388.
https:/doi.org/10.1111/nin.12388

Remien RH, Stirratt MJ, Nguyen N, Robbins RN, Pala AN, Mellins CA.

Mental health and HIV/AIDS: the need for an integrated response. AIDS.



2019;33(9):1411-1420. https://doi.org/10.1097/QAD.0000000000002227
Royal Pharmaceutical Society. A competency framework for all prescribers.
2021. https://tinyurl.com/bdd3byj4 (accessed 4 July 2023)

Selinger C. The right to consent: Is it absolute?’ British Journal of Medical
Practitioners 2009; 2(2): 50-54. https:// www.bjmp.org/content/rightconsent-
it-absolute (accessed 4 July 2023)

Simon LV, Keenaghan M. Serotonin syndrome. StatPearls (online). 19 July
2022. https://www.statpearls.com/point-of-care/28918 (accessed 4 July
2023)

Sternbach H. The serotonin syndrome. Am J Psychiatry. 1991;148(6):705-713.
https:/doi.org/10.1176/ajp.148.6.705

Tang C, Goldsamt L, Meng J, Xiao X, Zhang L, Williams AB, Wang H. Global
estimate of the prevalence of post-traumatic stress disorder among adults
living with HIV: a systematic review and meta-analysis. BMJ Open.
2020;10(4):e032435. https://doi.org/10.1136/bmjopen-2019-032435
Terrence Higgins Trust. Depression. Depression. 2022. https://tinyurl.com/
mvkz9jy8 (accessed 4 July 2023)

UK PSSD Association: Aims of the Association. 2023. https://www.pssd-uk.
org/aims (accessed 4 July 2023)

Volpi-Abadie J, Kaye AM, Kaye AD. Serotonin syndrome. Ochsner J.

2013;13(4):533-540



