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Abstract

Background: Erectile dysfunction (ED)is a chronic disease; however, therapy is currently
administered as needed with oral phosphodiesterase 5 (PDES5) inhibitors like tadalafil.
Because the 17.5-h half-life of tadalafil enables therapeutic plasma levels to be sustained
with daily administration, tadalafil is a good candidate for once daily dosing therapy.

Methods: This multicenter, randomized, double-blind, placebo-controlled, parallel-
group, 12-week study enrolled 268 men 1:2:2 to placebo, tadalafil 5 mg, and tadalafil
10 mg taken once daily. Primary efficacy measures included changes in the Interna-
tional Index of Erectile Function Erectile Function domain (IIEF EF), Sexual Encounter
Profile diary Questions 2 (SEP2: successful penetration), and 3 (SEP3: successful
completion of intercourse), and tolerability. Secondary measures included percentage
of patients at endpoint who reported improved erectile function (EF), and percentage
who reported “no ED” (IIEF EF score 26-30).

Results: For patients who took placebo, tadalafil 5 mg, and tadalafil 10 mg, changes
from baseline to endpoint were, respectively, 0.9, 9.7, and 9.4 for IIEF EF; 11.2, 36.5, and
39.4 for SEP2; and 13.2, 45.5, and 50.1 for SEP3. At endpoint, 28.3%, 84.5%, and 84.6%
reported improved erections, and 8.3%, 51.5%, and 50.5% reported “no ED,” respec-
tively. All comparisons between tadalafil and placebo were significant (p < 0.001).
Adverse events that occurred in at least 5% of patients were dyspepsia, headache, back
pain, upper abdominal pain, and myalgia; nine patients (3.4%) discontinued because of
adverse events.

Conclusions: Once-a-day tadalafil 5 mg or 10 mg was well tolerated and significantly
improved EF in men with ED.

© 2006 European Association of Urology. Published by Elsevier B.V. All rights reserved.
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1. Introduction

Medical management of erectile dysfunction (ED)
changed with the observation in 1992 that the nitric
oxide-cyclic GMP pathway plays a critical role in
erectile function (EF) and defects in this pathway may
cause some forms of ED [1]. This observation
motivated the development of oral inhibitors of
phosphodiesterase 5 for this indication: sildenafil
citrate (sildenafil), tadalafil, and vardenafil HCl
(vardenafil) [2-4]. Before oral agents were introduced,
pharmacological ED treatment was limited to penile
injections or intraurethral insertion of vasoactive
drugs or prostaglandin E1. Although PDE5 inhibitor
pharmacotherapy is less invasive and easier to use,
sexual activity remains temporally linked to treat-
ment. For all three PDES inhibitors, men must take
medication on demand before sexual activity [5-7].
Planning sexual activity around taking a pill is
burdensome to some patients and their partners [8].

The mean half-life of sildenafil and vardenafil is
about four hours [5,6]; the mean half-life of tadalafil
is 17.5hours [7]. Tadalafil 10 or 20 mg taken on
demand is well tolerated and efficacious for up to
36 hours in clinical studies [9,10]. This duration may
permit men with ED and their partners to disconnect
sexual activity from dosing.

Historically, tadalafil has been taken on demand
at doses of 10 or 20 mg. The ability of a drug to reach
steady state results from the frequency of admin-
istration relative to half-life. The 17.5-hour half-life
of tadalafil makes it an ideal candidate for once daily
therapy because steady-state plasma concentra-
tions are attained within five days of daily dosing,
and exposure is approximately 1.6-fold greater than
after a single dose [11]. If 5-mg and 10-mg doses are
taken daily, a cumulative tadalafil plasma exposure
equivalent to on-demand doses of 8 mg and 16 mg,
respectively, could be achieved in a few days.

Once-a-day dosing and every-other-day day dos-
ing with tadalafil have been compared with on-
demand dosing. In one study, 72% of men preferred
once-a-day dosing [12], and in another, 42% pre-
ferred every-other-day dosing [13]. Neither study
compared the efficacy and safety of scheduled
dosing with placebo. Thus, the purpose of the
current study was to assess the efficacy and safety
of once-a-day dosing of tadalafil 5 and 10 mg versus
placebo as a new treatment regimen for ED.

2. Methods
2.1. Patients

Patients >18 years of age, in a monogamous relationship with
a female partner, who reported >three-month history of ED

could be enrolled. Patients and partners had to sign informed
consent and agree not to use other ED treatments during the
study. Written informed consent was obtained in conformity
with the Declaration of Helsinki (revised 1989) and applicable
local laws. The ethics committees of all participating institu-
tions approved the final protocol. Subjects were excluded from
enrollment for any of the following: ED caused by other sexual
or endocrine disorders such as premature ejaculation or
hypogonadism, history of radical prostatectomy (except
bilateral nerve-sparing prostatectomy) or other pelvic surgery
with subsequent ED, clinically significant hepatobiliary or
renal disease, hemoglobin Alc >13%, unstable cardiovascular
disease [14], current nitrate use, congestive heart failure, or
recent significant central nervous system injuries. Patients
who had previously enrolled in any tadalafil study, and those
with prior ineffective treatment with sildenafil were ineligible.

2.2.  Study design

This multicenter, randomized, double-blind, placebo-con-
trolled, parallel-group study evaluated the efficacy and safety
of once-a-day dosing of placebo, tadalafil 5 mg, and tadalafil
10 mg, administered for 12 weeks to men with ED from 20
centers from Argentina, Brazil, France, Germany, and the
United Kingdom. This study (Lilly ICOS LLC study identifier
H6-MC-LVCV) began with a screening period that lasted four to
five weeks. Eligible subjects were randomly assigned via
central telephone to treatment groups 1:2:2 (placebo:5mg,
tadalafil:10 mg, tadalafil). Randomization was stratified by ED
severity as measured by the International Index of Erectile
Function Erectile Function domain (IIEF EF) [15]. Three
stratifications of severity were used: severe (EF domain score
1-10), moderate (11-16), and mild (17-30). Because patients
were enrolled based on a history of ED, some men scored 26-30
(“no ED”) [15] at baseline. The protocol stipulated that these
men would be included in the mild category. Treatment lasted
12 to 15 weeks and consisted of three visits four to five weeks
apart. Patients were instructed to take one dose of study drug
around the same time each day.

2.3. Outcome measures

Three efficacy instruments were used: the IIEF EF domain, the
Sexual Encounter Profile (SEP) diary, and a Global Assessment
Question (GAQ): “Has the treatment you have been taking
during this study improved your erections?”’.

The co-primary efficacy measures were change from
baseline in IIEF EF domain score, and change from baseline
in per-patient mean percentage of “yes’” responses to SEP
Question 2 (SEP2, “Were you able to insert your penis into
your partner’s vagina?’’) and SEP Question 3 (SEP3, “Did your
erection last long enough for you to have successful
intercourse?”’). Secondary efficacy measures were percen-
tage of “yes” responses to the GAQ; and percentage of men
who achieved an EF domain score of at least 26 (“no ED”) at
endpoint, who had a baseline EF domain score below 26. A
post hoc analysis was also done to determine change from
baseline in the EF domain score for each baseline ED severity
subgroup.
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Safety was assessed by evaluating all reported treatment-
emergent adverse events, vital signs measurements, electro-
cardiograms, and standard safety laboratory assessments for
all randomized patients. Treatment-emergent adverse events
were defined as any adverse event that first occurred or
worsened after randomization, and were mapped with the
Medical Dictionary for Regulatory Activities. Subjects volun-
tarily reported adverse events throughout the study.

2.4.  Statistical analysis

A sample size of 250 patients would give approximately 90%
power to detect a significant treatment effect between placebo
and the least-effective tadalafil dosing group. All analyses
were conducted on an intent-to-treat basis.

Efficacy analyses included all randomized patients who
had a baseline measurement and at least one post-baseline
measurement. The last observation carried forward imputa-
tion methodology was used to replace missing IIEF EF domain
scores. For each SEP question, baseline and post-baseline
scores were the number of “yes” responses relative to the

number of sexual encounters during the run-in and treatment
periods, respectively. Proportions of “yes” responses to SEP
diary questions were treated as continuous variables. IIEF EF
domain, SEP2, and SEP3 were analyzed with an Analysis of
Covariance model that included terms of treatment group,
pooled site, baseline value for each primary efficacy variable,
and baseline-by-treatment interaction (if p < 0.10). To protect
against type 1 error caused by comparing two tadalafil doses
with placebo, the pairwise p-values that compared treatment
groups were adjusted by the method of Dunnett [16].

A logistic regression model that included terms of pooled
site, treatment group, EF at baseline, and baseline-by-treat-
ment interaction was used to perform secondary analysis to
evaluate GAQ at endpoint by treatment group. Only patients
who responded to GAQ were included in the analysis. The
percentage of patients who attained an IIEF EF score of 26-30 at
endpoint was analyzed with a logistic model that included
terms of pooled site, treatment group, EF at baseline, and
baseline-by-treatment interaction (if p < 0.10). Data analyses
were performed by the Eli Lilly Global Statistical Science
Group.

Screened patients N=293

v
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Fig. 1 - Progress of patients through the study. One patient in the tadalafil 5 mg group diagnosed with renal cell carcinoma
died during the treatment phase of the study. In the opinion of the investigator, the death was not related to the study drug.
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3. Results
3.1. Patients

The first subject was randomized October 2001 and
the last completed treatment in March 2002. Of 293
patients screened, 268 were enrolled and 234
completed the study (Fig. 1). Treatment compliance
was defined as taking at least 70% of doses between
visits; 96.2% (placebo), 94.2% (tadalafil 5mg), and
93.0% (tadalafil 10 mg) of patients were compliant.
Treatment group demographics were similar at
baseline (Table 1).

3.2.  Primary efficacy endpoints

Tadalafil 5 and 10 mg taken daily significantly
improved EF as measured by all primary efficacy
variables (Table 2). As stipulated in the protocol,
the primary analysis did not exclude patients
with an IIEF EF domain score >26 at baseline. A

post hoc analysis that excluded 14 patients with
“no ED” at baseline resulted in slightly lower
baseline and endpoint scores without change in
statistical interpretation (Table 2). A post hoc
analysis of efficacy by ED severity group (excluding
the 14 patients with ‘“no ED”) showed EF impro-
vement regardless of baseline ED severity
(Figs. 2-4).

3.3.  Secondary efficacy endpoints

Tadalafil 5 and 10 mg taken once daily significantly
improved EF as measured by all secondary efficacy
variables. Based on ‘“yes” responses to GAQ, 84.5%
(tadalafil 5 mg) and 84.6% (tadalafil 10 mg) of men
thought treatment improved their erections (28.3%
of men who took placebo, p < 0.001). Of the men who
had an IIEF EF domain score <26 at baseline, 51.5%
(tadalafil 5 mg) and 50.5% (tadalafil 10 mg) achieved
an EF domain score 26-30 (“no ED”) at endpoint
(8.3% of men who took placebo, p < 0.001).

Table 1 - Patient demographics

Variable Placebo (N = 54) Tadalafil 5 mg (N = 109) Tadalafil 10 mg (N = 105) Total (N = 268)
Age, mean (range) 56 (21-73) 56 (24-78) 57 (21-78) 56 (21-78)
Age >65, 1 (%) 13 (24%) 23 (21%) 24 (23%) 60 (22%)
Ethnicity, n (%)
African descent 2 (4%) 2 (2%) 4 (4%) 8 (3%)
Western Asian 0 1(1%) 1 (0.4%)
Caucasian 47 (87%) 95 (87%) 89 (85%) 231 (86%)
Hispanic 1(1%) 1 (0.4%)
Other 5 (9%) 12 (11%) 10 (10%) 27 (10%)
Previous Sildenafil Users 34 (63%) 88 (81%) 70 (67%) 192 (72%)
Naive Patients 20 (37%) 21 (19%) 35 (33%) 76 (28%)
ED Duration, n (%)
>1 year 48 (89%) 105 (96%) 97 (92%) 250 (93%)
IIEF EF Severity, n (%)
Mild (17-30)2 18 (33%) 32%) 36 (34%) 89 (33%)
Moderate (11-16) 15 (28%) 27%) 28 (27%) 72 (27%)
Severe (1-10) 21 (39%) 45 (41%) 41 (39%) 107 (40%)
IIEF EF Domain, mean (range) 14.1 (1-29) 13.1 (3-29) 13.4 (4-29) 13.4 (1-29)
ED Etiology, n (%)
Psychogenic 11 (20%) 33 (30%) 20 (19%) 64 (24%)
Organic 25 (46%) 41 (38%) 48 (46%) 114 (43%)
Mixed 18 (33%) 35 (32%) 37 (35%) 90 (34%)
Comorbid conditions
Coronary Artery Disease 5 (9%) 3 (3%) 5 (5%) 13 (5%)
Depression 2 (4%) 2 (2%) 4 (4%) 8 (3%)
Diabetes mellitus 7 (13%) 9 (17%) 13 (12%) 39 (15%)
Hyperlipidaemia 8 (15%) 2 (11%) 7 (7%) 27 (10%)
Hypertension 15 (28%) 8 (26%) 36 (34%) 79 (29%)
Prostatic Disease 10 (19%) 0 (18%) 19 (18%) 49 (18%)

@ Patients were included based on a history of erectile dysfunction. Subsequent assessment of erectile function by the International Index of
Erectile Function (IIEF) at baseline revealed that 14 (5.2%) patients had an IIEF EF domain score in the normal range (26 to 30). For efficacy

analyses, these patients were included in the mild subgroup.
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Table 2 - Improvement in erectile function: primary efficacy outcomes

Efficacy Outcome? Placebo Tadalafil Tadalafil p-value p-value
5mg 10 mg 5 mg vs. placebo 10 mg vs. placebo
Mean IIEF EF at Endpoint
All Patients (N = 268) 15.0 22.8 22.8 <0.001 <0.001
IIEF EF >26 excluded (N = 254) 13.5 22.7 22.5 <0.001 <0.001
Mean Per-Patient Percent SEP2 “Yes” Responses
All Patients (N = 268) 51.7 79.4 81.2 <0.001 <0.001
IIEF EF >26 excluded (N = 254) 46.5 79.3 80.5 <0.001 <0.001
Mean Per-Patient Percent SEP3 “Yes” Responses
All Patients (N = 268) 36.7 67.2 72.8 <0.001 <0.001
IIEF EF >26 excluded (N = 254) 31.3 67.0 71.8 <0.001 <0.001

@ The primary efficacy analysis included all patients, regardless of IIEF EF domain score at baseline.

3.4. Safety

The safety evaluation included all 268 enrolled
subjects. The mean number of doses per week
was calculated as the number of doses taken divided
by the number of weeks on therapy until the last
scheduled visit. Subjects on tadalafil took an average
of 6.5 doses per week; subjects on placebo took an
average of 6.6 doses per week.

The majority (87.3%) of subjects completed the
study. Nine (3.4%) discontinued because of adverse
events (Fig. 1): one for headache (placebo); one each
for headache and dizziness (tadalafil 5 mg); one each
for myalgia, headache, dyspnea, and dyspepsia; and
two for upper abdominal pain (tadalafil 10 mg). One
patient in the tadalafil 5 mg group with renal cell
carcinoma died during the treatment period. The
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Fig. 2 - Treatment with tadalafil 5 mg and 10 mg taken once
a day improved EF. The graph shows change from
baseline to endpoint in IIEF EF domain score and endpoint
scores by treatment group, by severity. Solid lines indicate
baseline IIEF EF domain scores. Numbers below the bars
indicate the number of evaluable men (those with a
baseline and at least one post-baseline attempt) in each
treatment group who had a baseline IIEF EF domain

score <26.

study investigator determined that his death was
unrelated to the drug.

Treatment-emergent adverse events were gen-
erally mild to moderate in severity: 53.8% reported
as mild and 32.8% reported as moderate. The most
common treatment-emergent adverse events
reported were dyspepsia, headache, back pain,
upper abdominal pain, and myalgia (Table 3). One
patient who took tadalafil 5 mg reported an incident
of “gritty feeling in the eyes.” There were no
incidents of myocardial infarction (MI).

4, Discussion

ED is a chronic disease associated with underlying
cardiovascular, neurological, endocrine, and psy-
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Fig. 3 - Treatment with tadalafil 5 mg and 10 mg taken once
a day improved vaginal penetration (SEP2). The graph
shows the mean per-patient percentage of successful
penetration attempts over the 12-week treatment period
by treatment group, by severity. Solid lines indicate SEP2
per-patient means at baseline. Numbers below the bars
indicate the number of evaluable men (those with a
baseline and at least one post-baseline attempt) in each
treatment group who had a baseline IIEF EF domain

score <26.
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Fig. 4 - Treatment with tadalafil 5 mg and 10 mg taken once
a day improved the ability to successfully complete
intercourse (SEP3). The graph shows the mean per-patient
percentage of successful intercourse attempts over the 12-
week treatment period by treatment group, by severity.
Solid lines indicate SEP3 per-patient means at baseline.
Numbers below the bars indicate the number of evaluable
men (those with a baseline and at least one post-baseline
attempt) in each treatment group who had a baseline IIEF
EF domain score <26.

chological diseases and factors [17]. Historically,
pharmacologic ED treatment has been linked to
anticipated sexual activity. This required men to
inject vasoactive drugs into the penis or apply
mechanical devices such as a vacuum device just
before sexual activity. Oral PDES5 inhibitors alleviate
many of these inconveniences and complications,
but, treatment requires that dosing and sexual
activity occur within a restricted time window.
The current study suggests daily administration
of tadalafil 5 and 10 mg is efficacious and well
tolerated in the treatment of ED. Patients who took
tadalafil 5 and 10mg daily had significant EF
improvement compared with placebo as assessed
by IIEF, SEP, and GAQ. Although this study did not
compare daily to on-demand dosing efficacy results
are comparable to those seen in on-demand dosing
studies. In the current study, the mean IIEF EF
domain score increased by 9.7 (tadalafil 5 mg) and
9.4 points (tadalafil 10 mg). In an analysis of 11
pooled, placebo-controlled studies of tadalafil [9],

the mean IIEF EF domain score increased by 6.5
(10 mg) and 8.6 points (20 mg). The magnitude of
change in the mild subgroup in the current study
was comparatively small, and frequently did not
reach statistical significance. This is expected, since
the baseline for mild patients is higher (less ‘“room
to improve”). However, the change was 4.5 (5 mg)
and 4.8 points (10 mg), which is clinically significant
(Raymond C. Rosen, Ph.D., personal communica-
tion). Also, the sample size in this study limited the
power of the analysis. When subgroups are larger, as
in the 11 pooled studies (mild patients,n = 112) a 3.7-
point change (10 mg on demand) reached statistical
significance [9].

Because daily dosing with tadalafil was effica-
cious, this regimen may provide a novel approach to
ED therapy in which sexual activity need not be tied
to drug administration. As reported by Hanson-
Divers et al., the five measures considered most
important to patients in defining success were cure,
pleasure, partner satisfaction, reproduction, and
naturalness [8]. Thus, taking a long-acting drug once
a day may be the best way for some patients to forget
their ED and be ready for spontaneous sexual
activity.

Two independent studies investigated once daily
dosing with tadalafil. The first [18] tested once-a-day
tadalafil 10 and 20mg as salvage therapy for
patients who were unresponsive to tadalafil 20 mg
on demand. Efficacy endpoints while on once-a-day
therapy were all significantly higher than baseline
and with endpoints achieved during on-demand
dosing. The second [12] directly compared on-
demand tadalafil 20 mg with once-a-day tadalafil
10 mg. The mean change from baseline was sig-
nificantly higher for once-a-day (11.8 points) than
for on-demand (8.7 points). Based on these results,
once-a-day dosing with tadalafil may provide super-
ior efficacy compared with on-demand tadalafil.
Also, 72% of patients preferred taking tadalafil once
a day [12]. Because of the broad differences between
the McMahon studies and the current study, direct
comparisons were not made, but both studies show
patients respond well to once-a-day tadalafil.

Table 3 - Treatment-emergent adverse events reported by at least 5% of patients

Adverse event Placebo (n = 54)

Tadalafil 5 mg (n = 109) Tadalafil 10 mg (n = 105)

n (%) n (%) n (%)
Dyspepsia 2 (3.7%) 6 (5.5%) 12 (11.4%)
Headache 4 (7.4%) 7 (6.4%) 11 (10.5%)
Back Pain 2 (3.7%) 4 (3.7%) 10 (9.5%)
Upper Abdominal Pain 0 3 (2.8%) 9 (8.6%)
Myalgia 0 3 (2.8%) 7 (6.7%)
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Steady-state tadalafil plasma concentrations are
attained within five days of once-a-day dosing, and
exposure is approximately 1.6-fold greater than
after a single dose [11]. Thus, after five days, a
cumulative tadalafil plasma concentration equiva-
lent to on-demand doses of 16 and 8 mg would be
achieved for the 10-mg and 5-mg doses, respec-
tively. Tadalafil taken on demand is efficacious 30
minutes to 36 hours after dosing [10]. In most cases,
men are able to respond after the first dose, though
for some men who need the greatest plasma levels
of tadalafil, these would be achieved after the first
few days of dosing. Further studies that address this
point could be useful for clinicians.

Recently, every-other-day dosing with tadalafil
20 mg has been investigated [13] The efficacy results
for every-other-day dosing are comparable with on-
demand and once-a-day dosing, and 42% of men
preferred every-other-day dosing. Although McMa-
hon reported 72% of patients preferred daily dosing,
once-a-day administration of 10 mg (or 5mg) is
scientifically difficult to compare with every-other-
day administration of 20 mg without a cross-over
study. However, since every-other-day dosing was
efficacious, and nearly half the men preferred this
regimen, every-other-day dosing with tadalafil may
be another alternative regimen.

In this study, both doses of tadalafil were well
tolerated when taken daily. This is corroborated by
both the high rate of treatment compliance and the
low frequency of discontinuation caused by adverse
events. The discontinuation rate in this study (3.4%)
is numerically similar to that seen in on-demand
studies (tadalafil 10/20 mg; 1.6%-5.5%) [9,10,19-22]
and in a long-term (18-24 months) study (tadalafil 5/
10/20 mg 6.3%) [23]. The incidence of adverse events
in this study was similar to that seen in the pooled
analysis of 11 on-demand studies. The profile of
adverse events also was similar, although with a
possible reduction in headache (6.4%-10.5% versus
12%-15% in the 11 pooled studies, and 15.8% in the
long-term study) [9,23]. However, given the broad
differences between the studies, direct comparisons
should be interpreted with caution.

The McMahon once-a-day dosing studies
reported two [18] and four [12] incidents of MI, all
in patients with significant multiple vascular risk
factors. All were determined to not be drug related
[18]. The MI rates reported by McMahon are
inconsistent with incidence rates of MI recorded
in 35 clinical trials of tadalafil, which included four
studies of daily dosing with tadalafil and 371
patient-years of exposure. The incidence rate of
MI for these 35 studies was 0.33 per 100-patient years
(n = 10,460 patients, 5,088 patient-years exposure to

tadalafil). This rate is no higher than MI rates in
placebo-treated patients (0.41 per 100 patient-years;
n=2,118; 489 patient-years), or in an age-standar-
dized male population (0.6 per 100 patient-years)
[24].

Chronic dosing of PDE5 inhibitors may have
medical benefits beyond ED. Chronic administration
of PDE5 inhibitor therapy is efficacious in the
treatment of pulmonary arterial hypertension [25]
and may have cardioprotective effects for ischemia-
reperfusion injury [26]. A daily approach also may
improve organic ED at the level of wvascular
endothelial function. Recent data suggest both
sildenafil and tadalafil could exert prolonged ben-
eficial effects on vascular endothelial function if
taken regularly [27-30]. In this context, the FDA
recently approved sildenafil citrate 20 mg (Revatio™®)
at three times per day for the indication of primary
pulmonary hypertension. This suggests that daily
use of PDES inhibitors may have further potential for
non-ED and ED indications.

The interpretation of our results is subject to
limitations. First, patients with an IIEF EF domain
score >26 were included in the primary analysis,
which is consistent with clinical practice; most
clinicians do not administer the IIEF. Exclusion of
patients with “no ED” increased the magnitude of
change from baseline but did not affect the
statistical interpretation of the data. Therefore,
including these patients may be the more con-
servative analysis. Whether daily dosing with
tadalafil could rescue nonresponders is unknown,
because patients with prior experience with tada-
lafil and patients who were sildenafil nonrespon-
ders were notincluded in this study. Third, because
this study did not compare once-a-day dosing
with on-demand dosing or every-other-day dosing,
we cannot adequately compare the efficacy and
tolerability of the regimens or comment on which
would be preferred, but the efficacy and tolerability
of 5 mg tadalafil taken daily appear to be compar-
able to the efficacy and tolerability of 20 mg taken
on demand or every other day. Further studies
that address this comparison could be useful for
clinicians.

In conclusion, once-a-day dosing with tadalafil 5
and 10 mg significantly improved EF versus placebo,
and patients were highly compliant with this dosing
regimen. Adverse events reported by patients
tended to be mild or moderate in severity, and the
rate of discontinuations caused by adverse events
was similar to rates seen in studies that used on-
demand dosing. Therefore, once-a-day dosing with
tadalafil may be an attractive alternative to on-
demand therapy for ED.
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