Antidepressants and sexual dysfunction:
managing common treatment pitfalls

William W. Finger, PhD

Sexual dysfunction associated with antidepressants has
attracted increased interest in recent years, as patients and physi-
cians are becoming aware of medications interference with sexu-
al function. A healthy sex life is just as important to people with
a history of depression as to others; patients with depression will
likely become distressed by the disruption to their sexual function
that often accompanies this disease. Therefore, the clinician that
prioritizes the restoration of sexual function as a treatment goal
is likely to have satisfied patients but, in turn, may be frustrated
by the additional disruption to sexual function that often occurs
when antidepressants are prescribed. Most antidepressants have
some effect on sexual function, but some are more toxic than oth-
ers, and a few have only minimal or no such effects. By assessing
baseline sexual function before initiating drug therapy and
encouraging patients to discuss sexual concerns, it may be possi-
ble to minimize sexual dysfunction, enhance patient adherence,
and reduce frustration for the clinician.

nhedonia, or diminished interest or pleasure in activities, is a

hallmark of the depressed patient. This symptom can involve

loss of interest in a wide range of activities, including sex. In a

recent study of untreated depressed persons, 40% of men and

50% of women reported decreased interest in sex, 50% re-
ported arousal difficulties (obtaining or maintaining erections for men; less
subjective feelings of arousal for women), and 20% of men and 15% of
women reported difficulties with orgasm or ejaculation.! It would be wrong
to assume that problems with sexual function are of no concern to persons
with depression. On the contrary, depressed persons are just as likely as those
with no history of depression to say that a good sex life is very important.?
Therefore, attending to sexual issues and concerns is crucial when evaluat-
ing and/or treating a patient with a diagnosis of depression.

Because sexual problems are so common in depressed patients, some cli-
nicians may assume that any sexual concern is a symptom of the depres-
sion, and that treating the depression will also resolve the sexual concern.
A complicating factor is, however, that many of the commonly used anti-
depressants affect sexual function or desire. Use of pharmacologic antide-
pressants may delay resolution of a preexisting sexual problem, worsen a
preexisting problem, or create one where none existed before. It has be-
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Practice Tips

I Take a baseline sexual history
before you initiate drug therapy.

I Continue to monitor
sexual function throughout
the course of treatment.

I The best treatment option is
one that you and your patient
select together.

I Consider the side effect profile
of an antidepressant before
prescribing it; patients who suspect
the drug is disrupting their sexual
function are likely to stop taking it.

I Consider drugs with fewer
sexual side effects when this is
an option.

I If you need to change classes,
opt for a class with fewer sexual
side effects.
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come clear that reduced sexual desire, alteration of
arousal, and anorgasmia or ejaculatory problems are
common consequences of prescribed antidepressants.®

A change in direction
Once considered an unavoidable consequence of good
pharmacologic management, we now know that no one
needs to tolerate sexual side effects. Avoiding or elim-
inating sexual side effects is not a luxury: failure to ad-
dress sexual problems may result in patient lack of
adherence or may delay recovery from, or exacerbate,
depression as the patient becomes more distressed by
the disruption to sexual function. Careful assessment of
pretreatment sexual function combined with sensitive
drug therapy and close follow-up can help avoid these
treatment pitfalls.

Ten years ago, only one antidepres-
sant (fluoxetine) was listed in the top 20
most prescribed medications in the
United States. Today there are three
(fluoxetine, sertraline, and paroxetine).*
More primary care clinicians today than
ever before are treating psychiatric con-

The reported incidence of
sexual dysfunction with
fluoxeting has increased from
the initial <% to as much as
60% in recent studies.

sexual effects do not always hold up to empirical scrutiny.
One such example is fluoxetine (Prozac®), which, when
first released was believed to have considerably fewer ad-
verse effects on sexual function than its predecessors. The
reported incidence of sexual dysfunction with fluoxetine
has increased from the initial <2% to as much as 60% in
recent studies.® Such initial response is often the result of
study design—many studies are small or retrospective, or
they rely on spontaneous reporting by patients.
Spontaneous reporting. Spontaneous reporting of
sexual problems often results in significant underre-
porting, because patients may not attribute sexual prob-
lems to the medication, or they may be too
uncomfortable to discuss these concerns with their
physician. In one sample of depressed women taking
sertraline (Zoloft®), spontaneous re-
porting of orgasmic disorder was only
1%, consistent with early estimates of
this problem with the selective sero-
tonin reuptake inhibitors (SSRIs).
However, when these same women
were specifically asked about orgasmic
problems, the incidence rose to nearly

cerns, in part thanks to increased aware-
ness of such problems and their role in overall health,
and in part because the newer drugs are safer, less toxic
in overdose, easier to dose and titrate, have fewer drug
interactions, and have kinder side effect profiles. Anti-
depressants are currently being prescribed for a wide
range of conditions (eg, anxiety, panic attacks, premen-
strual symptoms).

Use caution when reviewing the evidence
In light of their widespread use, the potential for anti-
depressants’ negative effects on sexual function takes on
an added significance. Despite increased awareness to
this problem, well-designed, large, placebo-controlled
studies are few, and the available evidence-based infor-
mation often does not hold against the test of long-term
use. Healthy skepticism is still recommended when
evaluating the existing literature, as much of the infor-
mation comes from anecdotal and/or case reports.
However, although clinical intuition and experience are
still useful tools in treating drug-induced sexual dys-
function, we cannot rely upon them exclusively. Use
what information is available, incorporate your own ex-
periences, and modify treatment as indicated.

New drugs. This is especially true with regard to newer
drugs, where initial reports of low incidence of adverse

20%.5 Also, women who are anorgas-
mic or are rarely orgasmic before treatment may not
notice any change with drug therapy or they may feel
that the change is too insignificant to report, which con-
tributes to significant underestimation of the drug’s po-
tential impact.”

Men are just as prone as women to underreport changes
in orgasmic function because of embarrassment or fail-
ure to attribute the problem to the antidepressant. Also,
for many men who consider their orgasmic latency to be
too brief, a delay in orgasm would be advantageous. Since
this is not considered “a problem” for these men, physi-
cians rarely hear about this side effect in this subgroup.

These caveats highlight the need for caution when
applying the existing literature, but we now have suffi-
cient data to begin to evaluate the impact of antide-
pressants on sexual function as we consider patient
management. Keep in mind, however, that research is
limited, study design is often suspect, and caution is still
encouraged. The information about these drugs
changes frequently, and what is recommended today
may be discarded in the near future.

Antidepressants with sexual side effects
The first-generation agents included tricyclic antide-
pressants and monoamine oxidase inhibitors. Despite
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their significant contribution to the treatment of mood
disorders, they had many noxious side effects, includ-
ing severe disturbance of sexual function. For the most
part, these classes have now been replaced by newer
classes, although some of these agents are still being
used today (eg, tricyclics are commonly used for chronic
pain and peripheral neuropathy).

Tricyclics. Tricyclic antidepressants can affect all
phases of sexual response, including desire, arousal, and
orgasm. Studies conducted in the 1980s, when these
drugs were the mainstay of depression
therapy, showed that men using these

Some sexual side effects

commonly prescribed antidepressants. Initially believed
to have fewer sexual side effects than the first-genera-
tion agents, it is now clear that this is not the case. Re-
cent studies suggest that anorgasmia and delayed
orgasm are common side effects of the SSRIs.® Delayed
orgasm occurs in as many as 75% of patients, and few
SSRIs seem to be spared this effect.> Decreased desire
also occurs at a high rate, and erectile dysfunction is
more common than initially assumed.® The newer SS-
Rls—including fluvoxamine (Luvox®) and citalopram
(Celexa®), and the serotonin/norepi-
nephrine reuptake inhibitor venlafaxine

agents commonly experienced de- (Effexor®—were initially thought to
creased sexual desire and difficulty i have fewer sexual side effects; however,
reaching orgasm; similarly, women re- occur qU|Ck|y’ Others may preliminary new evidence suggests their
ported reduced sexual desire and de- take WeekS 1) develop, rate may be as high a rate as that of the

layed or absent orgasm. Because these
adverse effects may take weeks to develop, underre-
porting of such side effects is likely, as once they occur,
patients may not attribute them to the drug.” Even cli-
nicians who inquire about sexual side effects initially
may miss these problems unless they monitor the course
of treatment.

Of the tricyclics, clomipramine (Anafranil®), doxepin
(Sinequan®), amitriptyline (Elavil®), and imipramine
(Tofranil®) may have the highest rate of sexual side ef-
fects.” Sexual side effects with clomipramine are espe-
cially common, even at relatively low doses, as was
shown almost two decades ago, with anorgasmia and
ejaculation as high as 70% and delayed orgasm at 92%.8
Tricyclics that may have a relatively lower incidence of
sexual side effects include desipramine (Norpramin®)
and nortriptyline (Pamelor®).”

MAOIs. Monoamine oxidase inhibitors (MAOISs) such
as phenelzine (Nardil®) and isocarboxazid (Marplan®)
may impair sexual desire, erectile function, and orgas-
mic function as was shown in old studies. Because of
the relatively infrequent use of these drugs, however,
recent studies are lacking. Early case reports and small
studies suggest that erection problems and anorgasmia
are the most common sexual sequelae of this class. Rates
of these disorders vary from 22% to 40% and often take
1 to 3 months to appear. However, tranylcypromine
(Parnate®), an amphetaminelike MAOI, and the newer
MAOI moclobemide (Manerix®), which is not available
in the United States, have been shown to produce few
changes in sexual desire or response.®

SSRIs. Selective serotonin reuptake inhibitors (SSRIs)
have replaced the tricyclics and MAOIs as the most
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first wave of SSR1s>910

Better choices?

Some newer and a few older antidepressants may offer
less sexually toxic alternatives. Phenylpiperazine antide-
pressants—which include trazodone (Desyrel®) and nefa-
zodone (Serzone®—have been shown as less likely to
impair desire, erectile function, or orgasmic response,’® but
cases of priapism have been reported with trazodone.™
Although rare, priapism is a serious side effect, and clini-
cians may consider this sufficient reason to stay away from
trazodone. If you choose to prescribe trazodone, warn the
patient of this potential problem and alert him to seek
medical attention if priapism occurs. This side effect has
not been noted with nefazodone.

Other drugs that may have limited or absent sexual
side effects include bupropion (Wellbutrin®), maproti-
line (Ludiomil®), and mirtazapine (Remeron®); however,
decreased desire, erectile difficulties, and delayed orgasm
have been reported at relatively low rates with mirtaza-
pine.>!? Keep in mind that mirtazapine is a relatively new
drug; controlled studies are lacking and sexual side ef-
fects may become increasingly apparent with increased
clinical experience. Table 1 lists the different antidepres-
sants currently being prescribed for depression and for
other conditions, and their effects on sexual function.

Assessing sexual function

Baseline sexual history. Given the frequency of sexual
problems associated with depression, taking a baseline
sexual history before you initiate drug therapy is cru-
cial. Determine the frequency of sexual activity, level of
desire, and any difficulties with arousal (lubrication in



Antidepressants’ effects on sexuality

Drug Class Common side effects

HIGH INCIDENCE OF SEXUAL SIDE EFFECTS

Clomipramine (Anafranil®) TA Decreased desire, delayed orgasm, erectile disorder
Doxepin (Sinequan®) TA Decreased desire, delayed orgasm

Amitriptyline (Elavil®) TA Decreased desire, delayed orgasm

Imipramine (Tofranil®) TA Decreased desire, delayed orgasm

Isocarboxazid (Marplan®) MAOQOI Decreased desire, reduced arousal, delayed orgasm
Phenelzine (Nardil®) MAOI Decreased desire, reduced arousal, delayed orgasm
Citalopram (Celexa®) SSRI Delayed orgasm, erectile disorder, decreased desire
Fluoxetine (Prozac®) SSRI Delayed orgasm, erectile disorder, decreased desire
Fluvoxamine (Luvox®) SSRI Delayed orgasm, erectile disorder, decreased desire
Paroxetine (Paxil®) SSRI Delayed orgasm, erectile disorder, decreased desire
Sertraline (Zoloft®) SSRI Delayed orgasm, erectile disorder, decreased desire
Venlafaxine (Effexor®) SNRI Delayed orgasm, erectile disorder, decreased desire
LOW INCIDENCE

Desipramine (Norpramine®) TA Decreased desire, delayed orgasm

Nortriptyline (Pamelor®) TA Decreased desire, delayed orgasm

NO INCIDENCE OR RARE EVENTS

Tranylcypromine (Parnate®) MAOQOI Lack of orgasm, erectile disorder (rare)
Moclobemide (Manerix®) MAOI Minimal or no sexual side effects reported
Nefazodone (Serzone®) PPA Decreased desire (rare)

Trazodone (Desyrel®) PPA Priapism (rare)

Bupropion (Wellbutrin®) Minimal or no sexual side effects reported
Maprotiline (Ludiomil®) T4 Minimal or no sexual side effects reported
Mirtazipine (Remeron®) T4 Decreased desire , erectile disorder, delayed orgasm (rare)
TA=tricyclic antidepressant; MAOI=monoamine oxidase inhibitor; SSRI=selective serotonin reuptake inhibitor; SNRI = serotonin/norepinepherine reuptake inhibitor
PPA=phenylpiperazine antidepressant; T4=tetracyclic antidepressant

women, erection in men), and problems with orgasm
or ejaculation (too fast, too slow, painful) before pre-
scribing an antidepressant. Asking about sexual func-
tion early on may also help put the patient at ease and
encourage a frank discussion of sexual concerns, should
any arise once treatment begins.

Address sexual function in a manner similar to any
other potential problem area, and if a problem exists
secondary to the depression, reassure the patient that
improvement in sexual function is a goal in the treat-
ment. Encourage discussion of any changes in sexual
function, positive or negative. Whereas some sexual
side effects occur quickly, others may take weeks to de-

velop, so regularly inquire about sexual function
throughout the course of treatment. Failure to recog-
nize and/or treat these concerns may exacerbate de-
pression or delay remission.

Identify exact problem. When a patient reports dis-
ruption to sexual function, determine what component
of the sexual response cycle is affected. Is there a dis-
ruption in desire, arousal, orgasm, or, in men, ejacula-
tion? If multiple problems exist, identifying the primary
one (eg, a lack of orgasm leading to lack of desire) can
help determine the cause and the appropriate treatment.

If sexual function at any point is significantly differ-
ent from baseline function, do not assume that the drug
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Treatment options for drug-induced
sexual problems

The order listed here does not imply preference.
Physician and patient preferences should dictate which
option is chosen.

Option Comment
n Wait for Success rate < 10%; may take
accommodation up to 6 months to occur

1 Lower the dose If efficacy is lost or patient is
already on lowest dose, select

another treatment

n Drug holidays Risk of withdrawal symptoms;
ineffective w/ long-acting agents;

disrupts spontaneity

1 Change within the
therapeutic class

May retain therapeutic efficacy,
but many drugs have similar
side effects

1 Change to a new Look for a class with a kinder

therapeutic class side effect profile
1 Add an additional May be effective, but studies
antidepressant are needed

1 Add a pharmacologic
antidote

None is currently FDA approved
for this purpose

therapy is the primary or only culprit. Many potential
causes exist, and more often than not, more than one
may be contributing to the problem. Psychotropic and
other medications, interpersonal issues, medical illness,
substance abuse, and sexual trauma are among the fac-
tors that may affect sexual function. Thoroughly assess
all potential contributing factors, changes from base-
line, and time of onset—this will allow you to develop
an effective intervention strategy.

Include the patient. Include the patient in the eval-
uation and treatment planning. Ignoring patient input
is a sure-fire way to promote lack of adherence. Be sen-
sitive to the fact that some patients may prioritize sex-
ual function, whereas others may feel controlling the
depression is more important. Do not recommend or
initiate a possible solution to a sexual concern without
making sure that the patient wants the problem treated
and is comfortable with the proposed intervention.

Choosing appropriate therapeutic option

Keep in mind that a healthy sex life is important even
to the depressed patient. Although you may think that
adequate medical treatment is the priority, your patients
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may not agree with you if their sexual function is be-
ing disrupted. For enhanced patient adherence, con-
sider all effects of the drug—good and bad. When you
ignore adverse effects, treatment may suffer; patients
who suspect that a drug is disrupting their sexual func-
tion are likely to stop taking it. Discuss side effects with
the patient, and select treatment based on your knowl-
edge of the patient, treatment goals, and the patient’s
desires. Although several treatment options are avail-
able, the best option will be the one that you and your
patient select together.

Consider side effects profile. The best defense is a
good offense: select a drug with a kinder side effect pro-
file and avoid the problem all together. However, this
may not be easy to do: although some antidepressants
may have fewer sexual effects than others, most will
have some impact on sexual function, and all have some
side effects, even if not directly on sexual function. In
addition, some drugs may not be appropriate because
of the need to control concomitant anxiety, lethargy, or
sleep problems, among other factors. Physician and pa-
tient preferences must also be considered: some med-
ications will be preferred because of a better overall side
effect profile, increased safety or efficacy, regardless of
potential sexual side effects. It is therefore likely that
antidepressants with sexual side effects will be used fre-
guently, and treating the sexual concern may be needed.

Drug accommodation. Waiting to treat a patient’s
sexual side effect will rarely be an option. Although
some patients will accommodate to the drug side ef-
fects,>® the rate of complete remission is below 10%,
and it may take up to 6 months to occur.® For patients
who are at all distressed by such disruption in sexual
function, this “wait and see” approach will not be ap-
propriate and will result in poor adherence.

Lower dose. A more effective option, when dosing
allows it, is to titrate down the same drug. Many sex-
ual side effects are dose related, and lowering the dose
may resolve the sexual dysfunction while maintaining
therapeutic efficacy. However, if therapeutic efficacy is
lost, or if the patient is already on the lowest recom-
mended dose, another treatment option should be used
at this point.

Drug holidays. If reducing the dose is not an option
or is ineffective, a different dosing schedule may be use-
ful. “Drug holiday,” or the discontinuation of a drug for
a day or two before sexual activity, has been effective in
restoring sexual function in patients using SSRIs, with-
out eliciting a relapse of depression.!*> However, this



approach has numerous drawbacks, including the po-
tential for withdrawal symptoms, lack of efficacy in long-
acting agents, and a disruption of sexual spontaneity, as
the drug must be discontinued a day or two before sex-
ual activity. In addition, an empirical study document-
ing the efficacy of this approach is lacking.!®

Change medication. When these options are inef-
fective or impractical, changing the drug may be an op-
tion, but should be approached with considerable
caution, especially if the drug has been therapeutically
effective. Patients may be resistant to changing a med-
ication, highlighting the need to get patient input be-
fore considering this option.

Switch within same class. If possible, when changing
medications stay within the same therapeutic class, which
will cause the least disruption to the therapy. The pitfall
here is that many drugs within the same class have simi-
lar sexual effects, although this is not al-

pression, when self-injury is a risk. A relatively recent
approach, and one that is showing considerable prom-
ise, is adding another drug to manage antidepressant-
induced sexual side effects, referred to as “drug
antidote.”® Empirical support for this approach is just
beginning to appear, although most advocates still rely
on case reports or anecdotal evidence.’® Also, none of
these treatments has been approved by the Food and
Drug Administration. However, as other options may
be ineffective or ill advised, this approach may increase
in popularity and acceptance.

Examples for this approach include prescribing 2 mg
to 4 mg of cyproheptadine (Periactin®), to be taken 2
hours before sexual activity, for the treatment of anor-
gasmia secondary to use of an SSRI,*>'° a tricyclic an-
tidepressant, or an MAOL.2% Other options include
yohimbine (an alpha-2 antagonist), amantadine (Sym-

metrel®), buspirone (BuSpar®), and

ways the case. Among the MAOI, Staymg within the same bethanechol (Duvoid®), which have
tranylcypromine and moclobemide ap- . . been used effectively for this purpose,
pear to have fewer sexual side effects than therapeUtIC ClaSS W||| although yohimbine may increase anx-

isocarboxazid and phenelzine. Some
newer SSRIs, or drugs with similar chem-
ical activity, may have a lower incident of

to the therapy.

cause the least disruption

iety or panic symptoms in some pa-
tients. 1315223 Results from these studies
vary; some support the efficacy of these

adverse sexual effects, because of a dif-
ferent mechanism of action or greater selectivity. In ad-
dition, some patients may not experience the side effect
when switched to a different drug, even if the two are
chemically similar and with a similar mechanism of ac-
tion. Remember, however, that changing to a new agent
runs the risk of losing therapeutic efficacy, or causing
other undesirable side effects. These risks often outweigh
any potential benefit.

Switch classes. If changing drugs within a class does
not improve sexual function, switching to another class
with fewer adverse sexual effects may be effective. Men
experiencing sexual dysfunction with fluoxetine re-
ported significant improvement when switched to
bupropion,'” and most men and women who developed
orgasmic disorders when taking sertraline did not ex-
perience this problem when switched to nefazodone.®
Other sexually safe alternatives were discussed earlier.
Remember, though, that changing to a new pharmaco-
logic class runs the risk of losing therapeutic efficacy
and will likely result in other side effects, some of which
may be more aversive than the sexual concern.®

Drug antidote. Often, changing the dose, drug, or
class will not be possible or may even be inadvisable.
This is particularly true with treatment-resistant de-

approaches, others show no improve-
ment.?32* More studies using sound methodologies are
needed to clarify these inconsistencies and determine
safety and efficacy issues.

Sildenafil citrate (Viagra®) is clearly an effective
treatment for drug-induced erectile dysfunction,® as
are other treatments for organic erectile dysfunction,
such as external vacuum devices, penile injections, and
penile suppositories. Sildenafil has also been used in
SSRI-induced anorgasmia with some success, al-
though placebo-controlled studies are lacking.? It re-
mains to be seen whether this will prove an effective
treatment for drug-induced sexual desire and orgas-
mic disorders.

Add a second antidepressant. Other antidepres-
sants, including bupropion, mirtazapine, and nefa-
zodone, appear to work to enhance sexual function
when taken with another antidepressant, including the
SSRIs, or venlafaxine.?® However, questions regarding
efficacy and study methodology remain.

Treatment-refractory sexual dysfunction. When a
sexual disorder persists over time, even when using sev-
eral of these suggestions, it is unlikely that the antide-
pressant is still the primary cause. Because sexual
problems infrequently result from a single cause, if a
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sexual problem remains consistent despite alternative
approaches, it is time to consider other potential causes,
even if this was done initially. Review other drugs as
well as organic factors, such as chronic medical condi-
tions (eg, diabetes, hypertension) that may affect sexual
function. Investigate the possibility of substance abuse
and, if appropriate, recommend lifestyle changes. In
some cases, a sexual problem secondary to drug ther-
apy may not resolve when that drug is discontinued, as
sufficient anxiety about the sexual problem has devel-
oped and can now maintain it. In such cases, deal with
this psychosexual problem itself as a primary condition.
If you feel uncomfortable or unqualified to do so, re-
ferral to a qualified sex therapist is indicated.

By addressing sexual issues early onyou
increase the likelihood of resolving them as well
as the depression,

Conclusion

Antidepressants have the potential to seriously disrupt
sexual function and desire. Leaving such disruptions un-
addressed is not an option, as it is likely that patients
will stop treatment, or they may experience an exacer-
bation of depression secondary to the sexual dysfunc-
tion. By addressing sexual issues early on you increase
the likelihood of resolving them as well as the depres-
sion. Despite research limitations, we have gained suf-
ficient understanding of which drugs are most likely to
affect sexual function, and how best to manage these
effects. By considering the treatment options, regularly
reviewing potential emerging sexual problems, and with
a willingness to modify or supplement treatment as in-
dicated, we can now manage patients with depression
and their sexual concerns in the primary care office.-#
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