&2JOMH

Journal of Men'’s Health

Editorial

J. Mens. Health 2022; 18(4): 104
https://doi.org/10.31083/j.jomh1804104

Look at the drug-induced sexual dysfunction in male patients with

stroke: a critical appraisal

Rocco Salvatore Calabrob*

LIRCCS Centro Neurolesi Bonino-Pulejo, Messina, 98123 Sicilia, Italy
*Correspondence: salbro77@tiscali.it (Rocco Salvatore Calabro)
Submitted: 28 December 2021

Given that risk factors for stroke, including hyperten-
sion, cardiomyopathy, dyslipidemia and diabetes, should be
well managed to prevent primary events or recurrences, pa-
tients with stroke are often treated with several drugs[1]. To
deal with cognitive and behavioral dysfunction following
stroke, such as depression, agitation and anxiety, patients
may be prescribed psychotropic drugs [2].

Moreover, prevalence of post-stroke seizures is high,
especially due to cortical lesions, and antiepileptics are of-
ten used to prevent and or manage symptomatic stroke-
related epilepsia [3].

If on one hand pharmacotherapy is fundamental to bet-
ter manage the disease and its potential complications, on
the other hand most drugs may cause sexual dysfunction
(SD).

Antihypertensive compounds are known to frequently
cause SD, including erectile dysfunction (ED), ejaculation
disorders and reduced sexual desire. Angiotensin II recep-
tor antagonists, when combined to diuretics, exert the most
devastating effect on sexual function [4]. Diuretics seem to
impair sexuality through different and still not-well known
mechanisms, including lowering of blood volume and flow,
and decreasing electrolytes. Thiazides, in particular, are be-
lieved to also decrease sexual hormone levels, and thus sex-
ual desire, by acting on serum zinc levels. Also betablock-
ers, but nebivolol, often determine ED, due to their action
on the adrenergic system whose balance with the choliner-
gic pathway is fundamental for vasogenic erection to ex-
ist [5]. Calcioantagonists and ACE-Inhibitors have the best
profile, leading to fewer sexual side effects than the other
drugs [4]. Although the relationship between vascular risk
factors, antihypertensive drugs and SD is complex and mul-
tifactorial, this issue is still under-investigated in clinical
practice, especially when dealing with patients with stroke,
who often have several cardiovascular risk factors and are
under polytherapy [6]. Thus, these potential sexual side
effects of antihypertensives should be taken into consider-
ation when treating patients with stroke, especially when
males and young. When it is not possible to prescribe less
harmful antihypertensives, the use of phosphodiesterase 5
inhibitors (PDE-5i) is of help in the case these are not con-
traindicated.
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Several psychotropic drugs may be used in patients
following stroke to manage depression, anxiety, aggres-
sion, agitation, and other behavioral problems. These com-
pounds are known to cause SD, and the odd-ratio is higher
in this patient population because the neuro-vasogenic
mechanism of erection is often impaired by the common
vascular risk factors [6]. A recent systematic review by
Trincheri et al. [7] found a significant association between
SD and antidepressants, being SNRI more likely to cause
ED. Few data were available regarding the effects of an-
tipsychotics male sexual function, with risperidone show-
ing higher odds ejaculatory dysfunction [7].

Among antidepressants, selective serotonin reuptake
inhibitors (SSRI) are those causing SD more frequently,
especially ejaculatory disorders and anorgasmia. This
is probably due to a more evident imbalance of the
dopamine/serotonin ratio, as dopamine exerts a positive ef-
fect on sexuality whereas most of the serotonin receptors
negatively affect sexual function [8]. Antidepressants with
a noradrenergic/dopaminergic profile, as well as the new
Serotonin norepinephrine reuptake inhibitors (SNRI) vor-
tioxetine, are indeed known to cause less or no SD, and they
should be preferred to treat depression in male patients with
stroke.

In fact, when antidepressant-induced SD is diagnosed,
the drug dosage should be lowered, and/or switched to other
classes, but this often leads to an exacerbation of the depres-
sive symptomatology. There is a bidirectional relationship
between sexual function and depression: patients with de-
pression had a higher risk of having SD than the general
population, whilst individuals suffering from SD had an in-
creased risk of developing depression [9]. Indeed, the two
syndromes have dysfunctions of common neurotransmitter
systems, and the drug used to treat depression may worsen
and/or improve SD (e.g., SSRI are effective in treating pre-
mature ejaculation because they cause delayed ejaculation).
One emerging problem with antidepressants is the persis-
tence of SD after the drug had been withdrawn. The so-
called post-SSRI syndrome is considered a new challenge
because, to date, no specific treatment exists and diagnostic
criteria are far from being accepted by the academic world
[10].
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Antipsychotic drugs can affect male sexuality in dif-
ferent ways. First-generation antipsychotics, as well as
risperidone, increase prolactin levels with reduced desire,
ED and sometimes gynecomastia. Atypical neuroleptics,
such as olanzapine, seems to cause SD by acting on adren-
ergic and serotonergic systems. Aripripazole is less com-
monly associated with male SD. Thus, before prescribing
these drugs to face behavioral symptoms in post-stroke pa-
tients, clinicians should evaluate their pharmacodynamic
properties to avoid/reduce the high SD risk.

Old antiepileptics, including carbamazepine and val-
proate, cause SD (especially loss of libido) through com-
plex mechanisms mainly involving the endocrine system,
i.e. by inhibiting the sexual hormone binding globulin
and activating the aromatase with a consequent decrease
in testosterone and increase in estrogen levels [11]. New
antiepileptics (topiramate, pregabalin, oxcarbazepine, lev-
etiracetam, etcc) are known not to cause SD, and they
should be preferred when dealing with post-stroke epilepsy
in young males. Nonetheless, there are some reports on
their potential in inducing different kinds of SD through
intricate mechanisms involving the brain neurotransmitters
[12].

As sexual function is becoming an indicator of pa-
tient’s quality of life, all individuals with neurological dis-
orders, including stroke, should be questioned and assessed
about SD [13]. Unfortunately, no guidelines on how ap-
proaching SD in patients with stroke exists, as there is still
poor research on sexual rehabilitation and pelvic floor phys-
iotherapy [14], as well as on the treatment of iatrogenic SD.
Future studies should be fostered to pave the way for the
management of SD in this patient population.

Ethics approval and consent to participate
Not applicable.

Acknowledgment
Not applicable.

Funding

This research received no external funding.

Conflict of interest

The author declares no conflict of interest.

References

(1]

(2]

[10]

[11]

[14]

Kolmos M, Christoffersen L, Kruuse C. Recurrent Ischemic
Stroke — a Systematic Review and Meta-Analysis. Journal of
Stroke and Cerebrovascular Diseases. 2021; 30: 105935.
Jaywant A, DelPonte L, Kanellopoulos D, O’Dell MW, Gun-
ning FM. The Structural and Functional Neuroanatomy of
Post-Stroke Depression and Executive Dysfunction: a Re-
view of Neuroimaging Findings and Implications for Treat-
ment. Journal of Geriatric Psychiatry and Neurology. 2020;
0891988720968270.

Zo6llner JP, Schmitt FC, Rosenow F, Kohlhase K, Seiler A,
Strzelczyk A, et al. Seizures and epilepsy in patients with is-
chaemic stroke. Neurological Research and Practice. 2021; 3:
1-17.

Buch-Vicente B, Acosta J] M, Martin-Oterino J A, et al. Fre-
quency of latrogenic Sexual Dysfunction Associated with An-
tihypertensive Compounds. Journal of Clinical Medicine. 2021;
10: 5214.

Calabro RS, Polimeni G, Bramanti P. Recent advances in the
treatment of neurogenic erectile dysfunction. Recent Patents on
CNS Drug Discovery. 2014; 9: 41-53.

Terentes-Printzios D, loakeimidis N, Rokkas K, Vlachopou-
los C. Interactions between erectile dysfunction, cardiovascular
disease and cardiovascular drugs. Nature Reviews Cardiology.
20225 19: 59-74.

Trinchieri M, Trinchieri M, Perletti G, Magri V, Stamatiou K,
Cai T, et al. Erectile and Ejaculatory Dysfunction Associated
with Use of Psychotropic Drugs: a Systematic Review. The
Journal of Sexual Medicine. 2021; 18: 1354—1363.

Calabro RS, Cacciola A, Bruschetta D, Milardi D, Quattrini F,
Sciarrone F, et al. Neuroanatomy and function of human sexual
behavior: a neglected or unknown issue? Brain and Behavior.
2019; 9: e01389.

Atlantis E, Sullivan T. Bidirectional association between de-
pression and sexual dysfunction: a systematic review and meta-
analysis. The Journal of Sexual Medicine. 2012; 9: 1497-1507.
Healy D, Bahrick A, Bak M, Barbato A, Calabro RS, Chubak
BM, et al. Diagnostic criteria for enduring sexual dysfunction
after treatment with antidepressants, finasteride and isotretinoin.
International Journal of Risk & Safety in Medicine. 2021; 29: 1—
12.

Calabro RS, Marino S, Bramanti P. Sexual and reproductive
dysfunction associated with antiepileptic drug use in men with
epilepsy. Expert Review of Neurotherapeutics. 2011; 11: 887—
895.

Calabro RS. Sexual dysfunction in patients with epilepsy: Dis-
entangling the pathogenic mechanisms! Epilepsy & Behavior.
2016; 64: 294.

Calabro R S, Cerasa A, Pioggia G. When patients don’t tell, clin-
icians don’t ask: the need for assessing sexuality in the rehabil-
itation setting. Annals of Physical and Rehabilitation Medicine.
2021; 101610.

Stratton H, Sansom J, Brown-Major A, Anderson P, Ng L. In-
terventions for sexual dysfunction following stroke. Cochrane
Database Systematic Reviews. 2020; 5.

&% IMR Press


https://www.imrpress.com

	Ethics approval and consent to participate
	Acknowledgment
	Funding
	Conflict of interest

