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Persistent Sexual Side Effects after SSRI
Discontinuation
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of the improvement in mood. After 7 months of treatment she discontinued the ﬂuoxetine. Most aspects of sexual dysfunction have
never reversed. Orgasmic capacity did return upon discontinuation, but at a dramatically reduced intensity and with a refractory
period of several days, and tactile sensitivity only partially returned. Libido loss is almost total, compared to a very high libido
since puberty. In July 2000 and February 2005, serum testosterone
and estradiol were found to be in the normal range.
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It is well known that the selective serotonin reuptake inhibitors
(SSRIs) can cause sexual side effects such as anorgasmia, erectile
dysfunction, and diminished libido. Initial studies found that such
side effects occur in less than 10% of patients, but those studies
relied on unprompted reporting, so the frequency of such problems
was underestimated. In more recent studies, doctors have speciﬁcally asked about sexual difﬁculties, and found that they are present
in up to 83% of patients [1]. This dysfunction occasionally disappears spontaneously without stopping the SSRI, and is assumed to
always resolve after discontinuation. However, one of the authors
has noted that sexual functioning does not always return to baseline
[2]. Reports on three such cases are presented here.

Case 1
D.K., a 24-year-old male, was prescribed 20 mg q.d. citalopram
in February 2001 for depression. He noticed a positive effect on his
depression immediately. Within the ﬁrst month of treatment he
noted that sexual desire was reduced and he developed anorgasmia
with intact ability to have an erection. After 1 month these side effects subsided. At the end of 2 years he noted that his libido was
reduced, ability to have an erection was poor, but his ability to have
an orgasm was intact. Towards the end of 2003, he noticed a dramatic decline in libido, inability to have an erection, but with preserved ability to climax. He discontinued the medication without
major withdrawal symptoms, but since then his sexual desire has
remained very weak and he has severe tactile insensitivity in his
penis, chest, and abdomen. His estradiol level was found to be elevated, and he had mild prostatitis, but this was brought under
control with 0.5 mg q.d. anastrozole. Attempts were made to reverse the sexual dysfunction with sequential bupropion, cabergoline, and selegiline without success.
Case 2
B.B., a 27-year-old female, presented with chronic insomnia,
anxiety and moderate depression in December 1998 and was prescribed 20 mg q.d. ﬂuoxetine. She immediately noticed an improvement in sleep and mood. Within the ﬁrst 3 days of beginning therapy, she experienced a dramatic loss of libido and a marked reduction of genital and nipple sensitivity with concurrent anorgasmia.
She decided to continue with the therapy for a limited time because

Case 3
A.H., a 30-year-old male, was prescribed 50 mg q.d. sertraline
for chronic depression and insomnia in 1999. Four to ﬁve days after starting the medication, he noticed a severe drop in sexual desire, moderate erectile dysfunction, difﬁculty reaching orgasm with
a long refractory time, reduced ejaculate volume, and genital numbness. He continued to take the medication, hoping that the side
effects would subside. Since they did not abate after 5 weeks, he
discontinued the sertraline. The side effects did not go away after
stopping and remain unchanged to the present. Attempts were
made to reverse the sexual dysfunction with sildenaﬁl, supplemental testosterone, and some herbal remedies, without success.
Numerous biochemical and neurochemical changes occur during SSRI use that could account for their sexual side effects [3].
Effects on mood such as ‘emotional blunting’ have also been associated with sexual dysfunction [4]. We do not know why these
changes normalize in the majority of patients discontinuing therapy,
but do not in a small minority, such as the cases reported here.
SSRIs cause adaptive changes in neurons that are mediated
through alterations in serotonin transporters and receptors [5], and
epigenetic expression changes in other genes [6]. This might explain
the time delay in clinical response, and protracted discontinuation.
The discontinuation syndrome [7] could be a result of abnormal
gene expression proﬁles returning to normal upon medication withdrawal. Although transporter and receptor densities and cerebral
gene expression probably normalize in most patients, it is theoretically possible that there are signiﬁcant delays in some.
Secondly, serotonergic receptors are involved in the negative
feedback regulation of the hypothalamic-pituitary-testicular axis
[8]. Therefore, elevated serotonin in the hypothalamus could result
in downregulation or dysregulation of this axis, creating lowered
free testosterone levels [9]. These changes may not fully normalize
in some patients.
Finally, although rare, there are reports of SSRIs causing extrapyramidal effects [10], all of which can persistent after drug discontinuance. Perhaps persistent sexual side effects are caused by a
similar mechanism to extrapyramidal effects, but in areas of the
nervous system responsible for sexual function. For example, treatment of adolescent patients with obsessive-compulsive disorder
with paroxetine causes reductions in left amygdala volume [11], a
part of the brain shown to be strongly involved in response to visually erotic stimuli [12]. Such structural changes may take a very
long time to reverse in some patients.

© 2005 S. Karger AG, Basel

Fax +41 61 306 12 34
E-Mail karger@karger.ch
www.karger.com

PPS930.indd 1

Accessible online at:
www.karger.com/pps

25.10.2005 15:46:44

References
1 Hu XH, Bull SA, Hunkeler EM, Ming E, Lee JY, Fireman B, Markson LE:
Incidence and duration of side effects and those rated as bothersome with
selective serotonin reuptake inhibitor treatment for depression: patient
report versus physician estimate. J Clin Psychiatry 2004;65:959–965.
2 Shipko, S: Surviving Panic Disorder: What You Need to Know. Authorhouse, 2003.
3 Keltner NL, McAfee KM, Taylor CL: Mechanisms and treatments of
SSRI-induced sexual dysfunction. Perspect Psychiatr Care 2002;38:111–
116.
4 Opbroek A, Delgado PL, Laukes C, McGahuey C, Katsanis J, Moreno FA,
Manber R: Emotional blunting associated with SSRI-induced sexual dysfunction. Do SSRIs inhibit emotional responses? Int J Neuropsychopharmacol 2002;5:147–151.
5 Stahl SM: Mechanism of action of serotonin selective reuptake inhibitors.
Serotonin receptors and pathways mediate therapeutic effects and side effects. J Affect Disord 1998;51:215–235.
6 Yamada M, Yamada M, Higuchi T: Antidepressant-elicited changes in
gene expression. Remodeling of neuronal circuits as a new hypothesis for
drug efﬁcacy. Prog Neuropsychopharmacol Biol Psychiatry 2005;29:999–
1009.
7 Tamam L, Ozpoyraz N: Selective serotonin reuptake inhibitor discontinuation syndrome: a review. Adv Ther 2002;19:17–26.
8 Naumenko EV, Shishkina GT: Role of serotonin in feedback control of
hypothalamic-pituitary-testicular complex in male rats. Neuroendocrinology 1978;26:359–366.
9 Cohen AJ: Antidepressant-Induced Sexual Dysfunction Associated with
Low Serum Free Testosterone. Psychiatry On-Line, 1999.
10 Gerber PE, Lynd LD: Selective serotonin-reuptake inhibitor-induced
movement disorders. Ann Pharmacother 1998;32:692–698.
11 Szeszko PR, MacMillan S, McMeniman M, Lorch E, Madden R, Ivey J,
Banerjee SP, Moore GJ, Rosenberg DR: Amygdala volume reductions in
pediatric patients with obsessive-compulsive disorder treated with paroxetine: preliminary ﬁndings. Neuropsychopharmacology 2004; 29: 826–
832.
12 Hamann S, Herman RA, Nolan CL, Wallen K: Men and women differ in
amygdala response to visual sexual stimuli. Nat Neurosci 2004; 7: 411–
416.
13 Montejo AL, Llorca G, Izquierdo JA, Carrasco JL, Daniel E, Perez-Sola
V, Vicens E, Bousono M, Sanchez-Iglesias S, Franco M, Cabezudo A, Rubio V, Ortega MA, Puigdellivol M, Domenech JR, Allue B, Saez C,
Mezquita B, Galvez I, Pacheco L, de Miguel E: Sexual dysfunction with
antidepressive agents: effect of the change to amineptine in patients with
sexual dysfunction secondary to SSRI. Actas Esp Psiquiatr 1999; 27: 23–
34.
14 Fava GA: Can long-term treatment with antidepressant drugs worsen the
course of depression? J Clin Psychiatry 2003;64:123–133.

F
OO
PR

Further study needs to be made concerning such prolonged sexual dysfunction from SSRIs. In one study in which patients with
SSRI-induced sexual dysfunction were switched to the dopaminergic antidepressant aminpetine, 55% still had at least some type of
sexual dysfunction after 6 months compared to 4% in the control
group treated with aminpetine alone [13]. More studies are needed
to address the frequency, severity and nature of this problem before
its neurochemical etiology can be addressed.
These case studies have important clinical implications. They
suggest that when patients develop sexual dysfunction as a side effect of SSRIs, clinicians should be alert to the possibility that restoration of sexual function may not correlate temporally with medication cessation. Patients are often willing to continue taking
SSRIs despite sexual side effects, but the possibility of increasing
the probability of dysfunction remaining after discontinuance
should be taken into consideration. Such persistent side effects
could even worsen the long-term prognosis of depression [14].
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