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Antidepressants and psychosexual dysfunction:
Part 2 - Treatment

Dr Ursula Werneke

In this module, we have learned about how to reverse antidepressant-induced sexual
dysfunction by either adjusting antidepressive treatment or by reversing specific
undesirable neurotransmitter and second messenger effects. We have further learned
about hormone treatments and complementary medicines for sexual dysfunction. Finally,
we explored the principles of prescribing of medicines without a license or outside the
remit of their current license.

Here are the key points to remember:

= For patients who value their sexual function highly, antidepressant-associated
sexual dysfunction should be recognised and if possible treated.

= An antidepressant associated with a low prevalence of sexual dysfunction could be
prescribed as first-line treatment.

= Substitution of a possible suspect offending agent by using an alternative
antidepressant with less impact on sexual function should be considered for those
patients who already receive antidepressants and suffer from sexual dysfunction.
An appropriate ‘swapping and stopping’ regimen must be observed when
switching over to reduce the likelihood of additive effects, e.g. serotonin
syndrome.

= Antidepressants that are less likely to be associated with sexual dysfunction
include:

- non-serotonergic antidepressants such as reboxetine and bupropion

- substances with 5HT, blocking properties such as trazodone and mirtazapine
- drugs that strike a balance between serotonin and NA reuptake such as
duloxetine.

Reversing sexual dysfunction pharmacologically by targeting specific receptors is a
further treatment option. However, this may not be successful for antidepressants
mediating sexual dysfunction through several receptors and neurotransmitters.

= At present, trial evidence is limited for most substances except for oral treatments
of erectile dysfunction.

= Agents licensed for the treatment of erectile dysfunction include sublingual
apomorphine and phoshodiesterases inhibitors such as sildenafil, tadalafil and
vardenafil. PDs inhibitors impair the breakdown of cyclic guanosine
monophosphate (cGMP), the production of which is mediated by nitric oxide.
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Generally they are contraindicated in men in whom sexual activity is medically
inadvisable, e.g. who suffer from severe cardiovascular disease.

PDs inhibitors are specifically contraindicated in men who take nitrates including
amylnitrate (poppers) because fatal hypotension can occur.

Finally, PDs inhibitors are contraindicated in patients with hereditary degenerative
retinal disturbances such as retinitis pigmentosa.

Sildenafil and Vardenafil may not work if they are taken after a meal.

Sublingual apomorphine may not work if the tablet is swallowed instead of
dissolved under the tongue.

In the UK, treatments for erectile dysfunction may only be prescribed at the
expense of the NHS if they meet the prescribing criteria outlined in the BNF.

Hormonal treatments are used for the treatment of hypoactive sexual desire disorder
(HSDD), but the role of hormone supplementation in the treatment of antidepressant
induced sexual dysfunction remains unclear.

All hormone replacement therapies (HRT) may promote the growth hormone
sensitive cancer cells. HRT is also associated with an increased cardiovascular risk
so that risks and benefits must be carefully considered before treatment is
initiated.

Men with an elevated prostate specific antigen (PSA) must not be prescribed
testosterone.

Testosterone is associated with an increased risk of depression and DHEA with an
increased risk of mania.

Complementary therapies should be carefully evaluated in regard to potential risks and
treatment recommendation must be based on an individual circumstances.

Many complementary treatments may have psychotropic properties and /or
interact with antidepressants. Some such as ginseng and ginkgo may precipitate
hypomanic episodes in vulnerable people.

Doctors who prescribe substances that are either not licensed at all or not licensed for
the treatment of sexual dysfunction must follow the practice guidance of their respective
professional bodies.

Lookup tables from the module are provided on the following pages.

© 2008 Royal College of Psychiatrists. Created on 21/08/08



Pharmacological reversal — target noradrenaline

Substance  Strategy
Reboxetine Altgrnatwe
antidepressant
Bupronion Alternative
G antidepressant
: Alternative
Duloxetine :
antidepressant
Mirtazapine  Alternative
antidepressant
Targeted
Yohimbine pharmacological
reversal

Mechanism
of action

MNA reuptake
inhibition

NA reuptake
inhibition

MA reuptake
inhibition

a,-adrenaceptor
blockade

a,-adrenoceptor
blockade
a,-blockade
peripherally

Comment

Mot licensed {NL)
in the US as an
antidepressant

ML in the UK as an
antidepressant

NL for treatment of
sexual dysfunction

Pharmacological reversal — target serotonin

Substance Strategy
. Alternative
RS antidepressant
- ; Alternative
s antidepressant
Alternative
Trazodone :
antidepressant
Olarzapifie Alternative

antidepressant

Targeted
Cyproheptadine pharmacological
reversal
Granisetron/ Targeier i
: pharmacological
sumatriptan
reversal

Mechanism
of action

Serotonin
reuptake
inhibition

SHT, and 5HT,
blockade

5HT, blockade

5HT, blockade

5HT, blockade

5HT, blockade

Comment

Rare occurrence
of priapism

Not found to be
effactive for the
reversal of sexual
dysfunction

ML for the
treatment of
sexual dysfunction

NL for the
treatment of
sexual dysfunction
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Pharmacological reversal — target dopamine

Mechanism
Substance Strategy A Comment
of action
; DA Mot licensed in the
A Alternative
Bupropion R reuptake UK as an
antidepressant . 0 ;
inhibition antidepressant
Licensed as a
sublingual
formulation for the
Apomarphin D& increase DA agonist treatment of
arectile
dysfunction
(Uprima®)
Psychiatric side
effects
Amantadine DA increase DA agonist NL for the

treatment of
sexual dysfunction

Pharmacological reversal - other targets

Substance Strategy zIfE;:t?g:_lsm Comment

Case reports

of men with
spinal cord
MNeostigmine/ Tirgeted anial Acetylcholinesterase Inflarles:crly;
Physiostigmine pharmacalogical o wibition
reversal ML for the
treatment of
sexual
dysfunction
Acetylcholinesterase ML for the
Targeted R Lo
i inhibition treatment of
Betanechaol pharmacological sk
o CcGMP increase dysfunction
ML for the
treat t of
Loratidine Unclear Unclear,_Hl Ml
antagonist sexual

dysfunction
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Pharmacological reversal — target nitric oxide (NO)

Mechanism
Substance Strategy ; Comment
of action
Sildenafil Take before
viagra ® MO increase PCL * inhibition S
Tadalafil . S y
Cialis @ MO increase PL, inhibition Long half life
Varﬂenaiil MO increase PL, inhibition Telee Hiefon
Levitra @ meals
Phosphodieasterase, inhibition
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