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Sexual Functioning Assessed in 4 Double-Blind
Placebo- and Paroxetine-Controlled Trials of
Duloxetine for Major Depressive Disorder

Pedro L. Delgado, M.D.; Stephen K. Brannan, M.D.; Craig H. Mallinckrodt, Ph.D.;
Pierre V. Tran, M.D.; Robert K. McNamara, Ph.D.; Fujun Wang, Ph.D.;
John G. Watkin, D.Phil.; and Michael J. Detke, M.D., Ph.D.

Objective: The onset or worsening of sexual
dysfunction is a common treatment-emergent side
effect of antidepressant medications. Post hoc analy-
ses of pooled data from placebo-controlled studies
were utilized to assess sexual functioning in patients
receiving duloxetine or paroxetine.

Method: Acute-phase data were obtained from
four 8-week, double-blind, placebo- and paroxetine-
controlled trials of similar design in which patients
meeting DSM-IV criteriafor major depressive
disorder were randomly assigned to receive placebo
(N = 371), duloxetine (40-120 mg/day; N = 736), or
paroxetine (20 mg/day; N = 359). Pooling of data
from these studies was anticipated during study
design. Thisrepresented all available data from du-
|oxetine studies in which the Arizona Sexual Experi-
ence Scale (ASEX) was administered both at base-
line and endpoint. Long-term data were available
from extension phasesin 2 of these trials in which
acute treatment responders received placebo
(N = 129), duloxetine (80-120 mg/day; N = 297),
or paroxetine (20 mg/day; N = 140) for an additional
26 weeks. Data were collected between March 2000
and July 2002.

Results: Theincidence of acute treatment-
emergent sexual dysfunction was significantly
lower among dul oxetine-treated patients compared
with those receiving paroxetine (p = .015), although
both rates were significantly higher than placebo
(p=.007 and p < .001 for duloxetine and paroxe-
tine, respectively). Treatment group differencesin
the incidence of treatment-emergent dysfunction did
not vary significantly by gender. In female patients,
acute treatment-emergent sexual dysfunction was
significantly lower in the dul oxetine treatment
group compared with the paroxetine treatment group
(p =.032), with both rates being significantly higher
than placebo (p = .049 and p < .001 for duloxetine
and paroxetine, respectively). In the somewhat
smaller group of male patients, acute treatment-
emergent dysfunction did not differ significantly
between duloxetine and placebo treatment groups,
but the incidence was significantly higher in
paroxetine-treated mal e patients compared with
mal e placebo patients (p = .012). The long-term
incidence of treatment-emergent dysfunction did not
differ significantly between duloxetine-, paroxetine-,
and placebo-treated patients.

Conclusion: In this analysis of pooled data,
patients receiving duloxetine (40-120 mg/day) or
paroxetine (20 mg/day) had a significantly higher
incidence of acute treatment-emergent sexual dys-
function when compared with placebo patients.
However, the incidence of acute treatment-emergent
dysfunction for duloxetine was significantly lower
than that observed for paroxetine.

(J Clin Psychiatry 2005; 66: 686—692)

Received Apr. 13, 2004; accepted Feb. 23, 2005. From the
Department of Psychiatry, Case Western Reserve University, Cleveland,
Ohio (Dr. Delgado); Lilly Research Laboratories, Eli Lilly and Company,
Lilly Corporate Center, Indianapolis, Ind. (Drs. Brannan, Mallinckrodt,
Tran, Wang, Watkin, and Detke); the Department of Psychiatry,
University of Cincinnati College of Medicine, Cincinnati, Ohio (Dr.
McNamara); the Department of Psychiatry, Indiana University School
of Medicine, Indianapolis (Dr. Detke); the Department of Psychiatry,
McLean Hospital, Belmont, Mass. (Dr. Detke); and the Department
of Psychiatry, Harvard Medical School, Boston, Mass. (Dr. Detke).

Dr. Brannan is now with Cyberonics, Inc., Houston, Tex.

Thiswork was sponsored by Eli Lilly and Company. All of the authors
accept full responsibility for the conduct of thistrial. The authors had full
accessto all data fromthetrial and participated in the decision to publish
the data.

Presented in part at the 156th annual meeting of the American
Psychiatric Association, May 17-22, 2003, San Francisco, Calif.

Financial disclosure appears at the end of thisarticle.

Corresponding author and reprints: Michael J. Detke, M.D., Ph.D.,
Eli Lilly and Company, Lilly Corporate Center, Indianapolis IN 46285
(e-mail: mdetke@lilly.com).

ngual dysfunction is highly prevalent both in the
eneral population and, to an even greater extent, in
patients with major depressive disorder (MDD). In the
general population, 43% of women and 31% of men re-
port problems with sexual functioning.! In depressed pa-
tients, the prevalence of dysfunction has consistently been
shown to be higher than that in healthy controls.>* Up to
70% of depressed patients experience problems with
sexual functioning, with decreased libido being the most
common complaint.>® Furthermore, erectile dysfunction
is reported to be twice as common in depressed men asin
nondepressed controls.”

The onset or worsening of sexual dysfunction is also
frequently encountered as atreatment-emergent side effect
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associated with antidepressant therapy.®° The emergence of
sexual dysfunction during antidepressant treatment is an
important contributor to treatment noncompliance™® and can
impair quality of life.* However, the high rates of baseline
sexual dysfunction among depressed patients greatly com-
plicate the assessment of changesin sexual functioning dur-
ing antidepressant therapy.>*? Medications with predomi-
nantly serotonergic effects have generally been associated
with the highest incidence of treatment-emergent sexual
dysfunction. The incidence of dysfunction in depressed
patients undergoing therapy with selective serotonin reup-
take inhibitors (SSRIs) has been reported to be as high as
73%.9,13,14

Some antidepressants have consistently been associated
with alower incidence of sexual dysfunction, most notably
nefazodone, bupropion, and mirtazapine. The pharmaco-
logic profiles of these medications appear to be consistent
with the observed low rates of sexual dysfunction. Nefazo-
done potently and selectively blocks postsynaptic seroto-
nin 5-HT,, receptors and is a weak inhibitor of serotonin
(5-HT) and norepinephrine (NE) reuptake.”® Bupropion
may enhance neurotransmission of dopamine (DA) and
NE while possessing essentially no serotonergic proper-
ties.’® Mirtazapine increases noradrenergic neurotransmis-
sion through blockade of presynaptic central o,-adrenergic
autoreceptors, in addition to its blockade of inhibitory
o.,-heteroreceptors located on serotonergic neurons.””

Duloxetine is a potent and relatively balanced dual re-
uptake inhibitor of 5-HT and NE, which lacks significant
affinity for muscarinic, histamine;, o,-adrenergic, and opi-
oid receptors.’® In healthy human subjects, duloxetine
(80—120 mg/day) decreases urinary excretion of NE me-
tabolites similar in magnitude to desipramine 100 mg,
providing in vivo evidence of NE uptake inhibition.”
The efficacy of duloxetine in the treatment of MDD has
been established in randomized, double-blind, placebo-
controlled studies.”®** We wished to investigate changesin
sexual functioning in depressed patients treated with du-
loxetine and to compare these effects with those observed
in patients receiving the SSRI paroxetine.

Assessment of treatment-emergent sexual dysfunction
can be problematic. Patients are often unwilling or embar-
rassed to report adverse events related to sexual func-
tioning, leading to a pronounced underestimation of the
incidence of such events in clinical trials.® One study of
SSRI-induced sexua dysfunction found an incidence of
58% when patients were directly questioned, as opposed to
14% when dysfunction was assessed using spontaneously
reported adverse events.” Therefore, the use of a validated
questionnaire that solicits specific information related
to sexual functioning is widely viewed as a superior ap-
proach to the assessment of treatment-emergent sexua
dysfunction.™* In the present analysis, the Arizona Sexual
Experience Scale (ASEX), a validated scale of elicited
sexual function,”® was utilized to assess changes in sexual
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functioning associated with duloxetine during the treat-
ment of MDD.

METHOD

Data

Sexual functioning was assessed in 4 double-blind,
placebo- and paroxetine-controlled studies of duloxetine
(40-120 mg/day) for the treatment of MDD. This repre-
sented all available data from studies in which the ASEX
scale was administered at both baseline and endpoint.
The 4 studies involved 2 separate protocols, with each
protocol including 2 independent, but identical studies.
These 4 studies were prospectively designed to be suffi-
ciently similar asto allow pooling of datafor safety analy-
ses in order to meet expectations of regulatory agencies
for new drug applications. The primary efficacy outcome
in each study was mean change from baseline in the
17-item Hamilton Rating Scale for Depression (HAM-D-
17)% total score. A summary of results from study 1% is
available online through Eli Lilly and Company, India-
napolis, Ind. Efficacy and safety data from studies 2,24 3,
and 4* have been published or presented previously. Data
were collected between March 2000 and July 2002.

All 4 studies were conducted in a double-blind fashion
to minimize bias in the ratings of efficacy or tolerability
associated with the onset and conclusion of therapy. All
4 studies featured an 8-week acute treatment phase in
which patients meeting DSM-IV criteria for MDD were
randomly assigned to receive placebo, 1 of 2 doses of
duloxetine, or paroxetine (20 mg g.d.). In studies 1 and 2,
the duloxetine dose was either 40 mg/day (20 mg b.i.d.) or
80 mg/day (40 mg b.i.d.), whilein studies 3 and 4, the du-
|oxetine dose was either 80 mg/day (40 mg b.i.d.) or 120
mg/day (60 mg b.i.d.). Instudies 3 and 4, patientshaving a
= 30% decrease in HAM-D-17 total score from baseline
during acute treatment were eligible to enter an extension
phase and were allowed to continue the same treatment
for an additional 26 weeks. All protocols were approved
by the ethics committee at each sitein accordance with the
principles of the Declaration of Helsinki. All patients pro-
vided written informed consent prior to the administration
of any study procedures or study drug.

The term acute phase data refers to pooled data from
the 8-week acute phases of studies 1 to 4. The termslong-
term data or acute and continuation phase data refer to
pooled datafrom the acute and extension phases of studies
3 and 4. Throughout the “ Results” section, the term sexual
dysfunction is used to indicate that a patient or group of
patients met ASEX criteria?® for sexual dysfunction.

ASEX

The ASEX was utilized in all 4 studies to assess sexual
function. The ASEX, developed by McGahuey et al.,® isa
patient-rated scale comprising 5 questions, with responses
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measured on a 6-point Likert scale. Therefore, the total
score can vary from aminimum of 5 to a maximum score
of 30. The questions are the same for male and femal e pa-
tients, except for question 3. The questions on the scale
are asfollows:

1. How strong is your sex drive?
2. How easily are you sexually aroused (turned on)?

Female

3. How easily does your vagina become moist or wet
during sex?

Male

3. Can you easily get and keep an erection?

4. How easily can you reach an orgasm?
5. Are your orgasms satisfying?

Questions 3 to 5 are answered only if the patient has
been sexually active in the past month.

Thefollowing criteriawere used to categorize a patient
as having clinically relevant sexual dysfunction:

» an ASEX total score of 19 or greater, or
» ascore of 5 or greater on any item, or
» ascore of 4 or greater on any 3 items

In studies 1 and 2, the ASEX was administered prior
to randomization (baseline) and at weeks 6 and 8, or at
the visit at which a patient discontinued from the trial.
In studies 3 and 4, the ASEX was administered prior to
randomization (baseline) and at weeks 8 and 34 (exten-
sion phase patients), or at the visit at which a patient dis-
continued from the trial.

Statistical Analyses

All patients who completed at least questions 1 and 2
of the ASEX at baseline and at least 1 postbaseline visit
were included in the analyses. Patients were categorized
as having or not having sexua dysfunction based on
whether they met ASEX criteriafor sexual dysfunction as
previously described.® In analyses of individual ASEX
questions, dysfunction was defined as a score = 5.

The primary analytic approach assessed the incidence
of sexual dysfunction, as defined by ASEX criteria,®
using logistic regression with amodel that included proto-
col, baseline category, treatment, baseline category by
treatment interaction, and baseline score (sum of ques-
tions 1 and 2). Baseline category refers to the presence or
absence of sexual dysfunction at baseline. By including
this term and its interaction with treatment, al patients
were included in the analyses, but inferences could be
made separately for those patients with and without dys-
function at baseline. A similar approach was used to as-
sess results by gender. Specifically, the main effect of
gender and itsinteractionswith other termsin the primary
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analytic model were added so that all patients could bein-
cluded in the analyses, but inferences could be drawn
separately for male and female patients.

Analyses of the incidence and resolution of sexual
dysfunction were replicated after adjustment for endpoint
HAM-D-17 total score (i.e., by adding change to endpoint
in HAM-D-17 total score as a covariate to the previously
described analyses, all treatment groups were adjusted to
show an equal baseline-to-endpoint improvement in de-
pressive symptoms). Adjusting for differential improve-
mentsin depression allowed an evaluation of drug effects
on sexual functioning independent of the effects the drugs
may have on depression. Such a comparison is important
because treatment differencesin sexual functioning could
be an indirect effect due to differential responses in de-
pression rather than a direct effect on sexual functioning.

Since the current study focused on a safety-related
topic (antidepressant-induced sexual dysfunction), our
objective was to present analyses that highlighted any
drug-placebo differences. In this regard, the most appro-
priate approach was one in which a correction for mul-
tiple comparisons (e.g., Bonferroni) was not employed.
If a Bonferroni or similar correction were to be imple-
mented, statistical power would be lost, and the ahility to
detect causal drug effects would be greatly diminished.
Omitting an adjustment for multiplicity is the standard
analytic approach when evaluating safety and tolerability
of drugsfor regulatory purposes. However, results should
be interpreted in light of this approach and the possibility
for type | errorsto exist.

RESULTS

Patient Characteristics

A total of 1466 patients were randomly assigned in the
4 studies. The numbers of patients within each individual
study are presented in Table 1. Treatment groups did not
differ significantly by age, gender, or origin within any of
the studies. The mean ages of patients ranged from 40.5 to
45.2 years within the 4 trials. Of the 1466 randomly
assigned patients, 1345 patients provided responses to
ASEX questions 1 and 2. Questions 3, 4, and 5 were to be
answered only if the patient had been sexually active in
the past month—a total of 833 patients answered al 5
ASEX questions.

A total of 870 patients (59.3%) met ASEX criteria®® for
sexual dysfunction at baseline within the acute phase
database, with a point prevalence of 635/975 (65.1%) for
women and 235/491 (47.9%) for men. In the long-term
database, 513 patients (67.6%) met criteria for dysfunc-
tion at baseline (i.e., at entry into the acute phase).

Acute Phase Treatment-Emergent Dysfunction

In the 475 patients who did not meet ASEX criteria
for sexual dysfunction at baseline (duloxetine, N = 241,
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Table 1. Details of Four 8-Week, Double-Blind, Placebo- and
Paroxetine-Controlled Studies of Duloxetine for Patients With
Major Depressive Disorder*

Number of Patients

Duration, Duloxetine
Study  wk Placebo (40 mg/d)°® (80 mg/d)® (120 mg/d)? Paroxetine®
1 8 90 91 84 0 89
2 8 89 86 91 0 87
3 8 93 0 95 93 86
(+26) (58) (70) (75) (70)
4 8 99 0 93 103 97
(+26) (72) (71) (81) (70)
Total (acute phase) 371 736 359
Total (long term) 129 297 140

8 ong-term data were available from extension phases in studies 3 and 4.
PAdministered 20 mg b.i.d.

CAdministered 40 mg b.i.d.

dAdministered 60 mg b.i.d.

€Administered 20 mg g.d.

Figure 1. Incidence of Acute Treatment-Emergent Sexual
Dysfunction in Patients Receiving Placebo, Duloxetine, or
Paroxetine.*
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Numbers of patients providing both baseline and endpoint data for
the acute treatment phase: placebo (N = 127 of 371 subjects),
duloxetine (40-120 mg/day; N = 241 of 736 subjects), paroxetine
(20 mg/day; N = 107 of 359 subjects).

*p <.01 vs. placebo.

tp =.015 vs. paroxetine.

paroxetine, N = 107; placebo, N = 127), the incidence of
treatment-emergent dysfunction for duloxetine or par-
oxetine was significantly higher than that observed for
placebo (duloxetine 46.4% vs. placebo 28.8%; t = 2.69,
df = 1337, p = .007; paroxetine 61.4% vs. placebo 28.8%;
t=4.30, df = 1337, p <.001; Figure 1). The incidence of
dysfunction in patients receiving duloxetine was signifi-
cantly lower than that for paroxetine-treated patients
(t=-2.43, df =1337, p=.015) during acute treatment
(Figure 1). Relative risks for acute-phase treatment-
emergent dysfunction (vs. placebo) were 1.6 for dulox-
etine and 2.1 for paroxetine.

In female patients, the incidence of dysfunction for
both duloxetine and paroxetine was significantly higher
than that for placebo (duloxetine: t=1.97, df =1331,
p = .049; paroxetine: t = 3.47, df = 1331, p < .001; Figure
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2A). The incidence of acute treatment-emergent
dysfunction was significantly lower among female
patients receiving duloxetine compared with female
patients receiving paroxetine (t =—-2.15, df = 1331,
p =.032). In male patients, the acute-phase incidence
of treatment-emergent dysfunction was significantly
higher for paroxetine compared with placebo (t=
2.53, df = 1331, p=.012; Figure 2B). Incidence of
dysfunction among duloxetine-treated male patients
did not differ significantly from male placebo pa-
tients but was similar in magnitude to that observed
in duloxetine-treated femal e patients.

The incidence of acute treatment-emergent dys-
function was analyzed for each individual ASEX
item, where a score of =5 was used to define dys-
function.?® For the ASEX item assessing “ease of
orgasm,” the incidence of dysfunction was signif-
icantly higher in duloxetine- and paroxetine-treated

patients compared with placebo patients (duloxetine
16.4% vs. placebo 8.6%; t=2.27, df =827, p=.024;
paroxetine 19.6% vs. placebo 8.6%; t =2.70, df = 827,
p =.007, respectively). No other significant differences
existed between the 3 treatment groups on individual
ASEX items.

In male patients receiving dul oxetine or paroxetine, the
incidence of acute-phase dysfunction on the ASEX item
assessing “ease of orgasm” was significantly higher than
in male placebo patients (duloxetine 17.8% vs. placebo
6.4%; t = 2.13, df = 821, p =.033; paroxetine 25.1% vs.
placebo 6.4%; t = 2.85, df = 821, p =.005). Duloxetine-
treated male patients also exhibited significantly higher
acute phase incidence of dysfunction compared with male
placebo patients in the assessment of “satisfaction from
orgasm” (duloxetine 12.2% vs. placebo 1.5%; t =2.29,
df =820, p=.022). In female patients, the incidence of
dysfunction did not differ between treatment groups for
any individual ASEX item.

Acute Phase Resolution of Dysfunction

In the 870 patients with sexual dysfunction at baseline,
there were no significant between-group differences in
the incidence of resolution of dysfunction during acute-
phase treatment (duloxetine 34.9%, paroxetine 36.1%,
placebo 29.9%). Similarly, when the incidence of resolu-
tion of dysfunction was analyzed by gender, or by indi-
vidual ASEX question, there were no significant differ-
ences in the probability of regaining normal functioning
during acute-phase treatment with dul oxetine, paroxetine,
or placebo.

Long-Term Treatment-Emergent Dysfunction

There were no significant differences between the 3
treatment groups in the long-term incidence of treatment-
emergent dysfunction (duloxetine 39.4%, paroxetine
45.5%, placebo 35.3%).
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Figure 2. Incidence of Acute Treatment-Emergent Sexual Dysfunction in Patients Receiving Placebo, Duloxetine, or Paroxetine
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8Figures in parentheses are the total numbers of patients providing both baseline and endpoint data for each treatment phase.

*p < .05 vs. placebo.
**p <.001 vs. placebo.
tp < .05 vs. paroxetine.

Long-Term Resolution of Dysfunction

In those patients with sexual dysfunction at baseline
(i.e., at the start of the acute phase), there were no signifi-
cant between-group differencesin the incidence of resolu-
tion of dysfunction during 34 weeks of treatment (dulox-
etine 43.3%, paroxetine 47.4%, placebo 34.7%).

Of those patients who had sexual dysfunction at the
conclusion of acute-phase treatment, between-group dif-
ferences in the incidence of resolution of dysfunction
were not statistically significant.

Adjustment for Changes in Depression

Results obtained after accounting for endpoint changes
in depression were similar to the unadjusted results. Thus,
the incidence of acute-phase treatment-emergent dys-
function for duloxetine (45.7%) was significantly lower
than that for paroxetine (63.8%, t=-2.87, df =1332,
p =.004). The incidence of dysfunction for both dulox-
etine and paroxetine was significantly higher than that for
placebo (24.8%, t=3.21, df = 1332, p=.001 vs. dulox-
eting; t = 5.07, df = 1332, p <.001 vs. paroxetine).

No significant differences were found between the 3
treatment groups in the long-term incidence of treatment-
emergent dysfunction following adjustment for endpoint
HAM-D-17 total score (duloxetine 39.5%, paroxetine
46.3%, placebo 27.1%).

No significant between-group differences were found
in the incidence of resolution of dysfunction during acute-
phase or long-term treatment (acute-phase: duloxetine
32.6%, paroxetine 34.2%, placebo 31.4%; long-term: du-
loxetine 39.7%, paroxetine 42.2%, placebo 37.5%).

Discontinuation Due to Adverse Events

The overall rate of discontinuation due to any sponta-
neously reported adverse event in acute-phase studies was
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8.6% for duloxetine-treated patients compared with 7.0%
for paroxetine-treated patients (p =.408). Two of the
events leading to discontinuation were related to sexual
functioning. Discontinuations due to these events did not
differ significantly between treatment groups (erectile
dysfunction: duloxetine 1.2% vs. paroxetine 0.8%; anor-
gasmia: duloxetine 0.1% vs. paroxetine 0.3%). During the
26-week continuation phase, no patients discontinued due
to adverse events related to sexual functioning.

DISCUSSION

In these pooled analyses, the incidence of acute treat-
ment-emergent sexual dysfunction in patients receiving
duloxetine (40-120 mg/day) was found to be significantly
lower than that in patients receiving paroxetine (20
mg/day), athough the incidence in the active treatment
groups was significantly higher than that in the placebo
group. Therelative rates of dysfunction in female patients
receiving duloxetine, paroxetine, or placebo were similar
to those observed in male patients. During long-term treat-
ment (34 weeks), the incidence of treatment-emergent
sexual dysfunction did not differ significantly between
duloxetine, paroxetine, and placebo treatment groups.

The results of the present investigation provide initia
insight into changes in sexua functioning among de-
pressed patients receiving duloxetine treatment for up to
34 weeks. Given that both depressive illness and antide-
pressant treatment can produce changes in sexual func-
tioning, a complete assessment of the “true” incidence of
antidepressant-induced dysfunction is beyond the scope of
the current post hoc analyses. However, the results pre-
sented here were derived from a validated, patient-rated
measure of sexual functioning and are expected to yield
a far more accurate assessment of duloxetine-induced
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sexual dysfunction than that obtained from spontaneous
reporting of treatment-emergent adverse events.

The high prevalence of sexual dysfunction in untreated
depressed patients is well documented.?*® In a recent sur-
vey of 4557 patients with MDD, ® the prevalence of sexual
dysfunction in untreated patients was 65%. Results from
the current analyses are consistent with this observation.
Within the acute phase database, 59% of patients met
ASEX criteria®® for sexual dysfunction at baseline, while,
in the acute and continuation phase database, the baseline
prevalence was 68%. These high rates of baseline sexual
dysfunction often complicate the assessment of treatment-
emergent dysfunction during subsequent antidepressant
therapy.>*2 To avoid the confounding effects of preexisting
dysfunction, the current analyses focused upon the inci-
dence of dysfunction in the subset of patients who reported
normal sexual functioning at baseline.

Widely varying estimates of the incidence of sexual
dysfunction associated with antidepressant therapy arise
not only from the differences in pharmacology between
classes of medication, but also from the lack of a standard-
ized definition of sexual dysfunction and differing meth-
odologies used to collect sexual functioning data. For ex-
ample, Clayton et al.? utilized the Changes in Sexual
Functioning Questionnaire (CSFQ) to assess the preva
lence of sexual dysfunction in 6297 patients receiving an-
tidepressant monotherapy and found an overall rate of dys-
function of 37% (range, 22%-43% across the studied
medications). However, these data were obtained using
a threshold CSFQ total score to define dysfunction and
reflect the proportion of patients with global sexual dys-
function. In contrast, ASEX criteria allow for inclusion of
patients who have a score = 5 on only 1 item, indicating
that dysfunction affects only 1 phase of the sexua re-
sponse cycle. Furthermore, the Clayton et a. study® did
not assess sexual functioning at baseline, and, therefore,
the reported prevalence of dysfunction during therapy may
have included patients who had preexisting dysfunction.

Treatment-emergent changesin sexual functioning dur-
ing antidepressant treatment may differ substantially in
male and female patients.® Studies involving SSRI and
SNRI (serotonin-norepinephrine reuptake inhibitor) treat-
ment of depressed patients have found significantly
greater impairment of sexual drive and desire in men com-
pared with women,* in addition to a higher incidence of
orgasmic dysfunction in male patients.* In the current
analysis of ASEX individual items, a similar pattern of
gender differences was observed. Among female patients
receiving duloxetine or paroxetine, the incidence of acute
treatment-emergent dysfunction did not differ signifi-
cantly from that in female placebo patients on any of the 5
ASEX items. In male patients, the incidence of acute treat-
ment-emergent dysfunction was significantly higher for
duloxetine and paroxetine compared with placebo on the
item assessing ease of orgasm. Furthermore, duloxetine-
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treated male patients had a significantly higher incidence
of dysfunction on the item assessing satisfaction from
orgasm when compared with male placebo patients.

In previous studies, it has been reported that patients
who experience worsening in sexual functioning in the
early stages of antidepressant therapy may improve over
longer periods of observation.® In the present analysis, pa-
tients receiving duloxetine or paroxetine had a long-term
incidence of dysfunction that was substantially lower than
that observed during acute-phase treatment. If the dif-
ference in the incidence of dysfunction between drug and
placebo is utilized as a measure of “true” antidepressant-
induced dysfunction, these differences declined markedly
from the acute phase to long-term treatment. The decline
in the rate of dysfunction during long-term antidepressant
treatment may be driven by the concurrent improvement in
depressive symptoms,®* an effect that appears to be more
prominent during long-term therapy. However, additional
studies will be required to fully characterize the interrela-
tionship between improvement in depressive symptoms
and long-term resolution of sexual dysfunction.

Theresults of the present analysis should be considered
in light of several limitations:

1. These were post hoc analyses of pooled data from
4 clinical trials of duloxetine.

2. None of the studies employed the recommended
therapeutic duloxetine dose of 60 mg once daily.

3. Only 2 of the studies featured extension phases, re-
sulting in a long-term study population that was
substantially smaller than the acute-phase popula-
tion. Furthermore, long-term data were obtained
only from patients within these 2 studies who met
predefined response criteria to enter the extension
phase.

4. The SSRI comparator in this study, paroxetine, has
been associated with somewhat higher reported
rates of associated sexual dysfunction than other
SSRI medications. Therefore, the current results
for duloxetine relative to paroxetine cannot be ex-
trapolated to other SSRIs or to the class asawhole.

5. The ASEX has received only limited use as a re-
search tool,** and, therefore, a degree of caution
should be employed when comparing the results
from these analyses with those obtained using
other assessment measures.

6. The ASEX was administered only 3 times during
the 34-week duration of the long-term studies,
which prevented a detailed analysis of the longitu-
dinal course of onset and resolution of sexual dys-
function.

In conclusion, results from the present analysis of
pooled data show that patients receiving duloxetine
(40-120 mg/day) or paroxetine (20 mg/day) have a sig-
nificantly higher incidence of acute treatment-emergent
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sexual dysfunction when compared with placebo patients.
However, the incidence of acute treatment-emergent
dysfunction among duloxetine-treated patients was sig-
nificantly lower than that observed in patients receiving
paroxetine. Future prospectively designed studies are
warranted.

Drug names: bupropion (Wellbutrin and others), desipramine (Nor-
pramin and others), duloxetine (Cymbalta), mirtazapine (Remeron and
others), nefazodone (Serzone and others), paroxetine (Paxil and others).
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