E LETTER TO THE EDITOR

Sertraline-Induced Hypersexuality in a Patient Taking
Bupropion

To the Editor: Sertraline is an antidepressant of the selective
serotonin reuptake inhibitor (SSRI) class. Estimates of sexual
dysfunction with SSRIs have been suggested to be between 30% and
50%, with some reporting up to 80%." Interestingly, there are a few
reports of heightened sexual activity with SSRIs.>”” We report the
first case of sertraline-induced hypersexuality in a patient taking
bupropion for posttraumatic stress disorder (PTSD) and major
depressive disorder (MDD).

Case report. Mr A, a 55-year-old married white man, presented
in 2006 for management of DSM-IV PTSD and MDD. His symptoms
were inadequately controlled with bupropion (extended release 100
mg daily). Due to limited evidence on benefit of bupropion in PTSD,
the bupropion dose was not increased further. Instead, sertraline was
added per US Food and Drug Administration (FDA) recommendation
for PTSD, and the dose was titrated to 100 mg daily.

On a return visit, Mr A reported improvement, but his wife
expressed concern about his having heightened sexual desire and
increased demands to have sexual intercourse, resulting in spousal
distress to the point of marital discord. The patient confirmed this
and added that his erections had been lengthier and firmer than ever
before. There was no evidence of priapism. Both the patient and his
wife strongly attributed this heightened sexual desire to introduction
of sertraline, since this increased desire was nonexistent when he
took bupropion alone. There was no evidence of hypomania/mania.
Substance use, medical conditions, and medicines used to enhance
sexual functioning were ruled out.

The patient discontinued sertraline, and hypersexuality gradually
resolved over a span of 1 month without concomitant worsening
in his PTSD and MDD symptoms. He was then maintained on
bupropion monotherapy.

The mechanism of SSRI-induced sexual dysfunction is not clear,
but serotonin receptors 5-HT, and 5-HTj3, neurotransmitters such
as dopamine, and prolactin have been implicated.®® Intriguingly,
SSRIs, including fluoxetine and paroxetine, have been associated with
hypersexuality in previous case reports.*>710-13 Dose-dependent
incidence of hypersexuality has been described in a patient taking
fluoxetine, for whom symptoms emerged within 2 days of increasing
the fluoxetine dose from 20 mg to 40 mg daily and subsided completely
with reduction to 20 mg daily.!” The hypersexuality resolved after
discontinuation of SSRI treatment in other cases.*>’

Our patient never complained of sexual stimulation on bupropion
monotherapy despite the favorable effect of bupropion on sexual
functioning.!* The emergence of hypersexuality in our patient on the
addition of sertraline may be an independent side effect of sertraline
or may be due to the synergistic action of bupropion and sertraline.

Sertraline is not an exclusively serotonergic agent but also acts on
norepinephrine and dopamine receptors.'> A recent preclinical study
showed that sertraline increases extracellular levels of dopamine in
the nucleus accumbens and striatum of rats.'® Similarly, fluoxetine
has been shown to increase synaptic dopamine level.!” These data
may support hypersexuality as an independent side effect of certain
SSRIs, most likely due to their prodopaminergic action.

There is 1 previous case report of hypersexuality caused by
combination of bupropion and sertraline!® resulting after bupropion
was added for sertraline-induced sexual dysfunction. Our case had
the reverse sequence. Inhibition of metabolism of bupropion by
sertraline!® can potentially explain hypersexuality. There is also
evidence of inhibition of metabolism of sertraline by bupropion
involving cytochrome P450 2D6.%° Hence, blood levels of both
bupropion and sertraline can potentially rise in a patient receiving
this particular combination.
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Although the mechanism of SSRI-induced hypersexuality is
still speculative, SSRIs have been associated with hypersexuality
both independently and in combination with bupropion. Clinicians
should be aware of hypersexuality as a rare but distressing side
effect of SSRI treatment.
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