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Abstract

Background Attention-deficit  hyperactivity  disorder
(ADHD) is a neuropsychiatric disorder that begins in
childhood. Atomoxetine is a selective inhibitor of the
presynaptic norepinephrine transporter. Several studies
have demonstrated the safety and efficacy of atomoxetine
in the treatment of ADHD.

Objective The objective of this analysis was to provide
additional information on the frequency, time to onset and
time to resolution of sexual and genitourinary (GU) treat-
ment-emergent adverse events (TEAEs) reported during
atomoxetine treatment in clinical trials.

Methods Data from all adult atomoxetine placebo-con-
trolled ADHD trials were pooled for this analysis, for a total of
3,314 patients (atomoxetine, n = 1,738; placebo,n = 1,576).
Additionally, data from all adolescent patients (baseline age
>13 to <18 years) within all ADHD placebo-controlled trials
were pooled for analysis, for a total of 538 patients (ato-
moxetine, n = 329; placebo, n = 209). Rates of sexual and
GU TEAEs were summarized by sex for each age group. Time
to onset and resolution of sexual and GU TEAEs were sum-
marized and compared using Kaplan—Meier methods.
Results  Overall, the baseline characteristics of random-
ized patients in the atomoxetine and placebo groups were
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similar. Profiles of sexual and GU TEAEs for atomoxetine
appeared clinically similar to placebo in female patients and
in adolescent male patients. Adult male patients reported
relatively more sexual and GU TEAEs when taking ato-
moxetine compared with placebo, with libido decreased
(4.6 vs. 3.0 %), dysuria (3.7 vs. 1.5 %), urinary hesitation
(6.9 vs. 2.4 %), urine flow decreased (2.5 vs. 0.6 %),
ejaculation disorder (2.8 vs. 1.1 %) and erectile dysfunction
(8.0 vs. 1.9 %) being the most common. The time to onset
of the most common TEAEs in adult male patients tended to
occur relatively early in dosing: within the first 2 weeks for
GU TEAE:s, and during the second and third week of dosing
for erectile and ejaculation issues. The median time to
resolution for these events ranged from around 3-8 weeks
after event onset, depending on the event. While the com-
mon sexual and GU TEAEs showed numerically higher
percentages of discontinuations in atomoxetine-treated
patients compared with placebo, most incidences of the
sexual and GU TEAEs were not considered severe.
Conclusions The sexual and GU TEAE profiles of
patients taking atomoxetine were generally similar to those
of patients taking placebo in the female and adolescent male
populations, with greater frequency of TEAEs reported in
adult males taking atomoxetine compared with placebo.
The time to onset of the TEAEs tended to be shorter, and
time to resolution tended to be longer in adult male patients
treated with atomoxetine compared with those receiving
placebo. The conclusions must be interpreted with caution
because the TEAEs were likely underreported.

1 Introduction

Attention-deficit hyperactivity disorder (ADHD) is a neuro-
psychiatric disorder that begins in childhood. The prevalence
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in school-aged children in the US is estimated to be 3—7 % [1].
Of those children with ADHD, one- to two-thirds are estimated
to continue to have symptoms as adults [2, 3]. The National
Comorbidity Survey Replication of adults (18—44 years of
age) estimated the prevalence of ADHD in adults to be 4.4 %
in the US [4]. Fayyad et al. [5] reported the prevalence of
ADHD in adults to be 3.4 % (range 1.2-7.3 %) in the Amer-
icas, Europe and the Middle East. In adults, ADHD is asso-
ciated with impairments in time management, organization
and goal-oriented activity, difficulties in relationships and poor
motor vehicle driving performance, in addition to psychiatric
comorbidities and substance abuse disorders [3, 6, 7].

Atomoxetine is a selective inhibitor of the presynaptic
norepinephrine transporter. Several studies have demon-
strated the tolerability and efficacy of atomoxetine for
children and adolescents; they have not revealed any major
issues with regard to safety [8—11]. The efficacy of ato-
moxetine for treating ADHD in adults was originally
demonstrated in two placebo-controlled registration trials
that examined its treatment effect on core ADHD symp-
toms (as described in the Diagnostic and Statistical Manual
of Mental Disorders, 4th edition) [12]. Two 6-month pla-
cebo-controlled trials in adults with ADHD further dem-
onstrated the sustained improvement of ADHD with
atomoxetine treatment [13, 14]. Additionally, atomoxetine
treatment may continue to reduce ADHD symptoms over
time in adults and children [12, 13, 15-17].

Atomoxetine appears to impair sexual function in some
patients. The incidence of sexual adverse events reported
by at least 2 % of adult patients taking atomoxetine in
placebo-controlled trials included erectile dysfunction,
dysmenorrhoea, ejaculation delayed/ejaculation disorder,
libido decreased and irregular menstruation [18]. In most
clinical trials, changes in sexual desire, sexual performance
and sexual satisfaction have not been well studied because
patients and physicians may be hesitant to discuss them.
Consequently, the estimates of the incidence of sexual
adverse events cited are likely to underestimate the actual
incidence. There are no adequate, well-controlled studies
examining sexual dysfunction with atomoxetine treatment.

Atomoxetine also appears to impair urinary function in
some patients. The incidence of genitourinary (GU) adverse
events reported by at least 2 % of adult patients taking
atomoxetine in placebo-controlled trials included dysuria,
urinary hesitation and urinary retention [18]. In two acute
adult ADHD placebo-controlled trials the rates of urinary
retention (1.7 %, 9/540) and urinary hesitation (5.6 %,
30/540) were increased among atomoxetine patients com-
pared with placebo patients (0 %, 0/402, urinary retention;
0.5 %, 2/402, urinary hesitation) [18]. There are no studies
specifically examining sexual dysfunction and GU adverse
events with atomoxetine treatment. Pooled analysis of the
limited existing data may provide further information on
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sexual and GU treatment-emergent adverse events (TEAEs)
in atomoxetine-treated patients.

The primary objective of this analysis was to provide
additional information on the frequency, time to onset and
time to resolution of sexual and GU TEAEs reported dur-
ing atomoxetine treatment in clinical trials.

2 Methods

In the present analysis we used the Eli Lilly and Company
(Lilly) atomoxetine database and included patients from
published and unpublished randomized clinical trials of ato-
moxetine that had been completed and analysed prior to
September 2011. These analyses included all patients in the
Lilly atomoxetine database who were enrolled in ADHD
double-blind, placebo-controlled trials of atomoxetine
(Strattera®, Indianapolis, IN, USA) [18] who were random-
ized to atomoxetine or placebo and received study drug. The
studies involved several countries and varied from 10 weeks
to 6 months in length. The number and frequency of visits
varied, depending on the study. Data from all adult patients
(defined as having a baseline age >18 years) were pooled for
this analysis [a total of 3,314 patients (atomoxetine,
n = 1,738; placebo, n = 1,576)]. Additionally, data from all
adolescent patients (defined as having a baseline age >13 to
<18 years) were pooled for analysis [a total of 538 patients
(atomoxetine, n = 329; placebo, n = 209)]. As these are
analyses across multiple studies (9 adult trials and 15 ado-
lescent trials), the analyses presented here were defined well
after study completion and are considered post hoc.

2.1 Measures

Summaries were made based on numbers of patients with
treatment-emergent GU and/or sexual adverse events.
Adverse events were elicited by non-probing inquiry at each
visit and recorded regardless of perceived causality. The
reporting of adverse events is comparable across trials since
all Lilly trials follow a standard protocol for adverse event
collection and reporting. A patient was said to have expe-
rienced a TEAE if he/she reported an adverse event after
receiving study drug that either had not been experienced
during the study baseline period or had been experienced in
a milder form during the study baseline period. The adverse
event terms recorded by site personnel were mapped and
coded with Medical Dictionary for Regulatory Activities
(MedDRA® v.12) dictionary terms." A comprehensive list

! MedDRA® terminology is the medical terminology developed
under the auspices of the International Conference on Harmonization
of technical requirements for Registration of Pharmaceuticals for
Human Use (ICH).
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of all reported TEAEs was generated from the Lilly ato-
moxetine database. From this list, the medical reviewers
selected all events that were deemed to belong to either GU
or sexual categories. For each TEAE, the time to onset
(defined as the number of days from the start of study drug
to the start of the TEAE) and the time to resolution (defined
as the number of days from the start of the TEAE until the
event stopped) were calculated.

Patients were not prompted to report sexual and GU
adverse events in clinical trials. Although sexual func-
tioning was specifically assessed using the Arizona Sexual
Experiences Scale in two randomized, double-blind, pla-
cebo-controlled trials in adults with ADHD [12], adverse
events were not captured from this scale and this scale was
not included in the current pooled analysis.

TEAEs were categorized (using a form) by the investi-
gator at each study site. Investigators were asked to rate
TEAEs as mild, moderate or severe based upon the dis-
comfort, health risk, interference with activity or any
combination of the three. While these ratings were sub-
jective and most likely to be inconsistent across patients,
they did allow for severity comparisons between groups
and probably reflect what patients actually thought.

2.2 Statistical Analyses

Data from 9 adult clinical trials and 15 paediatric/adoles-
cent clinical trials were pooled for this analysis. These
analyses included all patients in the Lilly atomoxetine
database who were randomized to atomoxetine or placebo
and who had received study drug. Patient characteristics,
including cytochrome P450 (CYP) 2D6 genotype, prior
stimulant use and ADHD subtype were summarized across
treatment groups. The proportion of patients experiencing
treatment-emergent sexual or GU adverse events while
taking placebo or atomoxetine were calculated separately
for each adverse event for adult patients and adolescent
patients, and a Fisher exact test was used for comparison.
The proportion of severe adverse events and the proportion
of events resulting in study discontinuation were similarly
summarized; however, no formal statistical tests were
performed as these comparisons would be likely to be
significantly underpowered since underlying proportions
were expected to be much lower than those reported
overall. In general, all adult comparisons were at least
80 % powered to detect a twofold increase in incidence
when the underlying placebo-reporting rate is 3.5 % or
more.

Time to onset and resolution of sexual and GU TEAEs
were summarized and compared using Kaplan—Meier
methods. Time to onset is defined as the number of days
from randomized dosing start until the first occurrence of
the adverse event. Time to resolution is defined as the

number of days from the start of event until the last stop
date. For events that were ongoing at the time of study
discontinuation, the time to resolution was considered to be
no earlier than the duration of the event at the time of
discontinuation within the Kaplan—-Meier comparison of
median time. Histograms summarizing the observed values
are based on all available uncensored data.

Because many sexual and GU TEAEs are sex-specific,
all summaries detailed above were compiled separately for
male and female patients.

3 Results
3.1 Demographics

Patient demographics are shown in Table 1. The mean age
of the adult patients was 36.5 years. Baseline characteris-
tics of adult randomized patients in the atomoxetine and
placebo groups were similar. Overall, of adult randomized
patients, 44.2 % were female, the majority were Caucasian
(73.7 %), they did not have previous stimulant use
(71.8 %) and they presented with the combined subtype of
ADHD (66.7 %). The mean age of the adolescent patients
was 14.7 years. Baseline characteristics of adolescent
randomized patients in the atomoxetine and placebo groups
were similar. The majority of adolescent randomized
patients were male (74.6 % placebo and 80.9 % ato-
moxetine), Caucasian (79.4 % placebo and 76.9 % ato-
moxetine) and had previous stimulant use (66.2 % placebo
and 64.1 % atomoxetine). The adolescent randomized
patients presented with a split of the inattentive subtype
(50.8 % placebo and 45.9 % atomoxetine) and the com-
bined subtype of ADHD (47.7 % placebo and 51.9 %
atomoxetine). The percentage of CYP2D6 extensive me-
tabolizers was higher than the percentage of poor metab-
olizers in adolescents (68.6 vs. 4.1 %) and adults (48.0 vs.
10.9 %). There was a large percentage of unknown status
for both adolescents (26.6 %) and adults (41.0 %). Due to a
large percentage of patients with unknown status, a sub-
group analysis would not accurately represent the two
populations.

3.2 Sexual and Genitourinary Treatment-Emergent
Adverse Events (GU TEAEs)

The most commonly reported sexual and GU TEAEs for
adults and adolescents in the atomoxetine and placebo
groups are shown in Table 2 by System Organ Class
(SOC), separately for male and female patients. Summary
GU/sexual TEAE tables for male (Table 1) and female
(Table 2) adults, and male (Table 3) and female (Table 4)
adolescents are provided in the electronic supplementary
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Table 1 Summary of demographic characteristics

Variable Adult Adolescent
Placebo Atomoxetine Total Placebo Atomoxetine Total
(N = 1,576) (N = 1,738) (N =3314) (N = 209) (N = 329) (N = 538)
Age (years)
Mean (SD) 36.2 (10.5) 36.8 (10.4) 36.5 (10.4) 14.6 (1.2) 14.7 (1.3) 14.7 (1.3)
Range 17.6-67.5 18.2-76.7 17.6-76.7 13.0-17.9 13.0-18.0 13.0-18.0
Sex [n (%)]
Female 696 (44.2) 769 (44.2) 1,465 (44.2) 53 (25.4) 63 (19.1) 116 (21.6)
880 (55.8) 969 (55.8) 1,849 (55.8) 156 (74.6) 266 (80.9) 422 (78.4)
Race [n (%)]
Caucasian 1,147 (72.8) 1,294 (74.5) 2,441 (73.7) 166 (79.4) 253 (76.9) 419 (77.9)
African 79 (5.0) 79 (4.5) 158 (4.8) 14 (6.7) 19 (5.8) 33 (6.1)
Hispanic 109 (6.9) 118 (6.8) 227 (6.8) 10 (4.8) 16 (4.9) 26 (4.8)
Native American 1(0.1) 0 (0.0) 1 (0.0) NA NA NA
Asian 219 (13.9) 223 (12.8) 442 (13.3) 15 (7.2) 37 (11.2) 52 (9.7)
Other 21 (1.3) 24 (1.4) 45 (1.4) 4 (1.9 4(1.2) 8 (1.5)
CYP2D6 genotype® [n (%)]
EM 773 (49.0) 818 (47.1) 1,591 (48.0) 149 (71.3) 220 (66.9) 369 (68.6)
PM 183 (11.6) 178 (10.2) 361 (10.9) 14 (6.7) 8 (2.4 22 (4.1)
Unknown 619 (39.3) 740 (42.6) 1,359 (41.0) 45 (21.5) 98 (29.8) 143 (26.6)
Error 1(0.1) 2 (0.1) 3(0.1) NA NA NA
Intermediate NA NA NA 1 (0.5) 3(0.9) 4 (0.7)
Previous stimulant use [n (%)]
No. of patients 1,572 1,734 3,306 201 304 505
No 1,131 (71.9) 1,244 (71.7) 2,375 (71.8) 68 (33.8) 109 (35.9) 177 (35.0)
Yes 441 (28.1) 490 (28.3) 931 (28.2) 133 (66.2) 195 (64.1) 328 (65.0)
ADHD subtype [n (%)]
No. of patients 1,575 1,736 3,311 199 318 517
Combined 1,047 (66.5) 1,160 (66.8) 2,207 (66.7) 95 (47.7) 165 (51.9) 260 (50.3)
Hyperactive/impulsive 23 (1.5) 18 (1.0) 41 (1.2) 3 (1.5) 7(2.2) 10 (1.9)
Inattentive 505 (32.1) 558 (32.1) 1,063 (32.1) 101 (50.8) 146 (45.9) 247 (47.8)

Percentages are based on the number of non-missing values in each group

ADHD attention-deficit hyperactivity disorder, CYP cytochrome P450, EM extensive metabolizers, N all randomized patients who took at least
one dose of study drug; n number of patients in the specified category, NA not applicable, PM poor metabolizers, SD standard deviation

# Summary includes only PM and EM of atomoxetine. Patients with unknown, missing or other values were excluded

material. The rates of treatment-emergent events looked
relatively similar between adolescent and adult female
patients. Male adult patients reported relatively more sex-
ual and GU adverse events when taking atomoxetine versus
placebo. The most common TEAEs reported by male
adults (occurring in at least 2 % of patients taking ato-
moxetine and more than in placebo) included libido
decreased (4.6 vs. 3.0 %), dysuria (3.7 vs. 1.5 %), urinary
hesitation (6.9 vs. 2.4 %), urine flow decreased (2.5 vs.
0.6 %), ejaculation disorder (2.8 vs. 1.1 %) and erectile
dysfunction (8.0 vs. 1.9 %). Of these six common TEAE:s,
the only TEAE that was not statistically different between
atomoxetine and placebo in adult males was libido
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decreased (p = 0.069). While these six TEAEs did occur
more often in male adults taking atomoxetine, they were
generally mild to moderate in severity, with only 0.4 % of
male adults experiencing severe erectile dysfunction,
0.1 % experiencing severe urinary hesitation or decreased
urine flow and 0.3 % experiencing severely decreased
libido (Table 3). For some of the TEAESs, the percentage of
severe TEAEs was similar between atomoxetine and
placebo.

In adolescents there were no sexual adverse events fall-
ing into the category of psychiatric disorders (per Med-
DRA® classification) [libido decreased, orgasm abnormal,
orgasm sensation decreased and premature ejaculation]
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Table 3 Summary of the most common severe sexual and genitourinary treatment-emergent adverse events by SOC

MedDRA® SOC Overall Adult male patients
Adverse event (preferred term) - -
Atomoxetine Placebo Atomoxetine Placebo
N = 1,738 N = 1,576 N = 969 N = 880
[n (%)] [n (%)] [n (%)] [n (%)]
Psychiatric disorders sexual adverse events® 7 (0.40) 4 (0.25) 5 (0.52) 3 (0.34)
Libido decreased 5(0.29) 4 (0.25) 3 (0.31) 3(0.34)
Renal and urinary disorders 8 (0.46) 8 (0.51) 8 (0.83) 5 (0.57)
Dysuria 1 (0.06) 1 (0.06) 1 (0.10) 1 (0.11)
Urinary hesitation 1 (0.06) 0 (0) 1 (0.10) 0 (0)
Urine flow decreased 1 (0.06) 0 (0) 1 (0.10) 0 (0)
Reproductive system and breast disorders 19 (1.09) 13 (0.82) 10 (1.03) 6 (0.68)
Ejaculation disorder 0 (0) 1 (0.06) 0 (0) 1(0.11)
Erectile dysfunction 4 (0.23) 2 (0.13) 4(0.41) 2 (0.23)

MedDRA® Medical Dictionary for Regulatory Activities, N all randomized patients who took at least one dose of study drug, n number of

patients in the specified category, SOC System Organ Class

# Psychiatric disorders (SOC) sexual adverse events (preferred terms) included libido decreased, orgasm abnormal, orgasm sensation decreased,

and premature ejaculation

Table 4 Summary of the most common sexual and genitourinary
treatment-emergent adverse events for adult male patients resulting in
discontinuation

Adverse event Atomoxetine Placebo
(MedDRA® preferred term) N = 969 N = 880
[n (%)] [ (%)]
Erectile dysfunction 12 (1.24) 3 (0.34)
Urinary hesitation 6 (0.62) 3 (0.34)
Libido decreased 3 (0.31) 1(0.11)
Ejaculation disorder 3 (0.31) 1(0.11)
Dysuria 2 (0.21) 0 (0)
Urine flow decreased 2 (0.21) 0 (0)

N all randomized patients who took at least one dose of study drug,
n number of patients in the specified category

(Table 2). There were a few renal and urinary disorders in
adolescents (male: atomoxetine 1.2 %, placebo 2.0 %;
female: atomoxetine 3.2 %, placebo 0.0 %). The percent-
age of reproductive system and breast disorders in female
adolescents (atomoxetine 6.5 %, placebo 5.8 %) was sim-
ilar to that reported in female adults.

The majority of sexual and GU TEAEs leading to dis-
continuation were in men. A summary of the most common
sexual and GU TEAEs resulting in discontinuation for all
adult male patients in the atomoxetine and placebo groups
is shown in Table 4. The common sexual and GU TEAEs
resulted in a higher percentage of discontinuations in ato-
moxetine-treated patients compared with placebo. The only
GU or sexual TEAE leading to discontinuation in women
was pollakiuria (frequent urination) [n = 1, 0.13 % ato-
moxetine; n = 0 placebo].
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3.3 Onset and Duration

The median time to onset of the most common sexual and GU
TEAE:s in adult male patients are summarized in Table 5. In
general, these events tended to occur relatively early in dos-
ing, with median times of onset for atomoxetine patients
occurring within the first 2 weeks for GU TEAEs, and during
the second and third week of dosing for erectile and ejacula-
tion issues. The median time to resolution of the most com-
mon sexual and GU TEAEs in adult male patients are
summarized in Table 6. Median times to resolution for these
events ranged from around 3-8 weeks depending on the
event. The distributions of time to onset and time to resolution
for the six most common sexual and GU TEAE:s in all ato-
moxetine-treated adult male patients are shown in Fig. 1.

4 Discussion
4.1 Mechanism of Action

The mechanism of action for atomoxetine for treatment
efficacy in ADHD has not been established, although it is
thought to be a selective inhibitor of the presynaptic nor-
epinephrine transporter [8]. In rats, atomoxetine hydro-
chloride selectively inhibits presynaptic norepinephrine
reuptake, resulting in increased synaptic norepinephrine
[19]. Atomoxetine has relatively low affinity for serotonin
and dopamine uptake processes [20-24]. The increase in
GU TEAEs with atomoxetine may be due to the non-
selective peripheral effect on the adrenergic nerve endings
on the smooth muscle cells in both the urethral sphincter
and the arteries [25, 26].
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Table 5 Summary of median time to onset (in days) of the most common sexual and genitourinary treatment-emergent adverse events for adult

male patients

Adverse event Atomoxetine Placebo
(MedDRA® preferred term) - -
N Mean Median SD N Mean Median SD

Libido decreased 44 28.2 15.5 454 25 57.2 42.0 48.0
Dysuria 34 232 11.0 324 12 100.3 97.0 79.1
Urinary hesitation 66 15.2 6.5 19.8 21 137.4 163.0 61.2
Urine flow decreased 23 10.7 4.0 14.0 5 104.8 104.0 64.9
Ejaculation disorder 27 314 19.0 38.9 10 129.1 105.5 68.5
Erectile dysfunction 77 24.6 8 39.4 17 66.9 53.0 53.7

N number of patients reporting this adverse event, SD standard deviation

Table 6 Summary of median time to resolution (in days) of the most common sexual and genitourinary treatment-emergent adverse events for

adult male patients

Adverse event Atomoxetine Placebo
(MedDRA® preferred term) - -
N Mean Median SD N Mean Median SD

Libido decreased 24 63.1 52.0 46.4 12 433 36.5 294
Dysuria 23 34.1 24.0 27.5 7 18.1 7.0 223
Urinary hesitation 28 56.7 42.5 62.5 9 42.3 38.0 329
Urine flow decreased 10 51.8 44.5 37.5 3 52.0 52.0 50.0
Ejaculation disorder 18 27.3 22.0 25.7 6 24.3 11.5 26.2
Erectile dysfunction 45 494 28.0 55.3 7 17.6 15.0 10.1

N number of patients reporting this adverse event, SD standard deviation

4.2 Sexual and GU TEAEs

Sexual and GU TEAEs occurred in a higher percentage of
atomoxetine-treated male patients compared with placebo-
treated male patients. The time to onset of sexual and GU
TEAEs tended to be shorter, and the time to resolution
tended to be longer, in male patients treated with ato-
moxetine compared with those receiving placebo. If
patients and physicians are aware of the average time of
onset and the average duration for these sexual and GU
TEAESs they may be better able to manage them and remain
compliant with their treatments.

In adolescents there were no sexual TEAEs and only a
few GU TEAEs reported. Sexual and GU TEAEs did not
appear to be a significant concern in adolescents in this
study. However, the underreporting of sexual TEAEs in
adolescents (post-pubescent) [27] could contribute to the
difference in sexual TEAEs reported between adult and
adolescent (post-pubescent) males. The difference in fre-
quency of sexual and GU TEAEs between older and
younger patients may also be due to the aging process,
since these TEAEs may increase with normal aging.

Female adolescents and female adults showed similar
rates of reproductive system and breast disorders. In these

analyses, female adults had lower percentages of TEAEs
compared with male adults.

Sexual TEAEs have been reported with other ADHD
treatments. Methylphenidate HCl extended release [US
Package Insert (USPI)] [28] reported libido decreased
(=1 % of adults) and erectile dysfunction (<1 %). Lis-
dexamfetamine (USPI) [29] adverse reactions were repor-
ted at a rate of less than 2 % in adults and included
decreased libido and erectile dysfunction. Patients using
dextroamphetamine and amphetamine salts [30] reported
impotence and changes in libido. In addition, sexual and
GU TEAEs have been reported with reboxetine, a drug
with a mechanism of action similar to that of atomoxetine
that is approved in Europe for the acute treatment of
depressive illness/major depression [31]. Reboxetine (UK
Summary of Product Characteristics) [31] reports GU
(urinary hesitancy, sensation of incomplete bladder emp-
tying, urinary tract infection) and sexual (erectile dys-
function, ejaculatory pain, ejaculatory delay, testicular
disorder-primarily pain) TEAEs in the label from adult
trials. The similar mechanism of action of atomoxetine and
reboxetine and the similar reports of sexual and GU TEAEs
with these compounds might suggest that a similar mech-
anism of action contributes to the GU and sexual TEAEs.
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Fig. 1 Time to onset and duration of the most common sexual and
GU TEAE:s in adult male patients. Histograms of the time to onset
and duration of the most common sexual and GU TEAEs in adult
male patients within placebo-controlled atomoxetine trials; libido

4.3 Limitations

The findings of this post hoc study are limited by several
factors. This post hoc analysis is limited by the nature of
adverse event reporting. Adverse event reporting is
dependent on patient recall and is generally not reported
well. In addition, patients and physicians may be reluctant
to discuss sexual adverse events and therefore these
adverse events can be underreported. Most of the studies in
this analysis did not specifically investigate sexual adverse
events, which may also contribute to the underreporting of
sexual adverse events. No formal statistical tests were
performed on the proportion of severe adverse events and
the proportion of events resulting in study discontinuation;
these comparisons would be likely to be significantly
underpowered since underlying proportions were expected
to be much lower than those reported overall.
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decreased, dysuria, urinary hesitation, urine flow decreased, ejacula-
tion disorder and erectile dysfunction. Because few observations
occurred after 13 weeks, the x-axes were restricted to 13 weeks. GU
genitourinary, TEAEs treatment-emergent adverse events

5 Conclusion

A greater frequency of sexual and GU TEAEs was reported
in adult males taking atomoxetine compared with those
taking placebo. The time to onset of the TEAEs tended to
be shorter, and time to resolution tended to be longer in
adult male patients treated with atomoxetine compared
with those receiving placebo. The sexual and GU TEAE
profiles of patients taking atomoxetine were generally
similar to those of patients taking placebo in the adult
female and adolescent male and female populations. If
patients and physicians are aware of the average time of
onset and the average duration for these sexual and GU
TEAESs they may be better able to manage them and remain
compliant with their treatment.
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