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The Efficacy and Safety of Tadalafil 5 mg Once Daily in Korean
Men with Lower Urinary Tract Symptoms Suggestive of Benign
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Purpose: This post hoc integrated analysis assessed the efficacy and safety of tadalafil 5 mg once daily in a large Korean
population with lower urinary tract symptoms suggestive of benign prostatic hyperplasia (BPH-LUTS).

Materials and Methods: Individual Korean participant data were integrated from three 12-week, randomized, double-blind,
placebo-controlled studies in Asian men with BPH-LUTS, wherein 177 Korean men received placebo and 177 received tadalafil
5 mg once daily. The primary objective was to compare the change from baseline to week 12 in total International Prostate
Symptom Score (IPSS) after treatment with tadalafil versus placebo.

Results: A significantly greater improvement (p<0.001) in total IPSS from baseline to week 12 was observed for tadalafil
compared to placebo (least squares mean: tadalafil = —5.97; placebo= —3.94 ). Total IPSS at weeks 4 and 12, IPSS voiding and
storage subscores at weeks 4, 8, and 12, and IPSS quality of life index at weeks 8 and 12 were also significantly improved (p
<0.05) for tadalafil compared to placebo. There was significant improvement (p<0.001) in the patient global Impression of
improvement responses and numerical improvement in the clinician global impression of improvement responses with tadalafil
compared to placebo. There were no significant treatment differences for peak urine flow rate or postvoid residual volume . Few
participants had treatment-emergent adverse events and there were no unexpected safety findings.

Conclusions: This integrated analysis of three randomized, placebo-controlled Asian studies confirmed tadalafil 5 mg once daily
as an efficacious and well-tolerated treatment for Korean men with BPH-LUTS.
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INTRODUCTION tract symptoms suggestive of benign prostatic hyperplasia
(BPH-LUTS) [1-3], which can substantially affect their qual-
Aging Asian men commonly experience lower urinary ity of life (QoL) [2]. These symptoms include daytime uri-
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nary frequency, urgency, and nocturia (classified as stor-
age/irritative symptoms) and straining, weak stream, inter-
mittency, and incomplete emptying (classified as void-
ing/obstructive symptoms) [4]. While BPH-LUTS is com-
mon in both Korean and non-Korean men, the reported
prevalence varies [5] because of heterogeneity in study out-
comes, study design, study populations, and definitions of
terms (e.g., LUTS versus BPH-LUTS) [6]. Although a few
studies have reported ethnic differences, most studies have
reported similar prevalence rates of BPH-LUTS in Asian
and Caucasian men [3,6,7]. BPH-LUTS often coexists with
erectile dysfunction (ED), and the prevalence and severity
of both conditions increase with age, with the severity of
one condition often being associated with that of the other.
Furthermore, when men seek treatment for one condition,
they are often found to have both [6].

Until recently, treatment options for BPH-LUTS in
Korea mainly included « -blockers and 5- @ -reductase in-
hibitors either as monotherapy or in combination [5,8].
The selective phosphodiesterase type 5 inhibitor tadalafil
was approved in Korea as an on-demand and once-daily
treatment for ED in 2003 and 2008, respectively. Tadalafil
has also been shown to be an efficacious and well-tol-
erated treatment for BPH-LUTS in Asian [9-11] and largely
Caucasian [12-15] study populations, and it was approved
in Korea for once-daily treatment of BPH-LUTS in 2012.

One small, placebo-controlled study in Korean men
with BPH-LUTS [16] and two larger placebo-controlled
Asian studies with Korean subpopulations [10,11] have
supported tadalafil as an efficacious and well-tolerated
treatment. However, tadalafil has not been assessed pre-
viously in a large sample comprising only Korean men.
Therefore, an integrated analysis of Korean participant da-
ta from three studies of tadalafil [10,11,16] was conducted
to assess the efficacy and safety of tadalafil in a large
Korean population with BPH-LUTS.

MATERIALS AND METHODS

1. Description of included studies

1) Study design

This is a post hoc integrated analysis of data from
Korean study participants receiving placebo or tadalafil 5
mg once daily in three 12-week, randomized, dou-
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ble-blind, placebo-controlled studies of tadalafil in Asian
men with BPH-LUTS [10,11,16]. For each study, the pro-
tocol was approved by the Institutional Review Board at
each site, and each study was conducted in accordance
with the principles of the Declaration of Helsinki. All par-
ticipants provided written informed consent.

2) Study population

The eligibility criteria for the individual studies were
largely similar and have been described previously
[10,11,16]. Men aged =45 years with a total International
Prostate Symptom Score (IPSS) =13 and bladder outlet
obstruction of intermediate severity (urinary peak flow
rate [Qmax] =4 and <15 ml/s) were enrolled in the
studies. The main exclusion criteria were prostate-specific
antigen >10.0 ng/mL (or =4.0 ng/mL if prostate cancer
could not be ruled out) and bladder postvoid residual vol-
ume (PVR) =300 mL.

3) Treatment protocol

Across studies, there was a 2 to 4 week washout period
of BPH and/or ED therapy and a placebo lead-in period of
4 weeks [10,11,16]. The subjects included in this integrated
analysis received placebo or tadalafil 5 mg once daily for a
double-blind treatment period of 12 weeks [10,11,16].

4) Outcomes

The primary objective was to compare the change in to-
tal IPSS from baseline to week 12 [17] after treatment with
tadalafil versus placebo. The secondary objectives were to
compare the following between the tadalafil and placebo
groups: change in total IPSS from baseline to weeks 4 and
8; change in IPSS voiding subscore, IPSS storage subscore,
and IPSS QoL index from baseline to weeks 4, 8, and 12;
and Patient Global Impression of Improvement (PGI-I) and
Clinician Global Impression of Improvement (CGI-l) at
study endpoint (week 12 or early discontinuation visit).
Safety assessments included the incidence of treat-
ment-emergent adverse events (TEAEs) and the changes in
PVR from baseline to endpoint. In addition, the change in
Qmax from the baseline to the endpoint was assessed; Qmax
was an efficacy parameter in two studies (Studies 1 and 2)
and a safety parameter in one study (Study 3).
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2. Integrated analysis

Data from Korean study participants receiving placebo or
tadalafil 5 mg once daily in the three studies were included
in this integrated analysis. Treatment differences in total
IPSS, IPSS voiding subscore, IPSS storage subscore, and
IPSS QoL Index at weeks 4, 8, and 12 were assessed via
mixed-effects model repeated measures (MMRM) analysis
(primary analysis), with the treatment group, study, visit,
centered-baseline, visit-by-treatment interaction, and cen-
tered-baseline-by-treatment interaction as covariates. The
mean least squares (LS) changes from the baseline for each
treatment group and for the treatment difference, and
two-sided 95% confidence intervals for the treatment differ-
ence were calculated for each of these IPSS parameters. In
addition, the treatment differences in the IPSS parameters
from the baseline to the endpoint were assessed by an anal-
ysis of covariance (ANCOVA,; secondary analysis) based on
the last observation carried forward, with the terms for cen-
tered-baseline, study, treatment group, and centered-base-
line-by-treatment interaction as covariates. The treatment

Participants randomized to any treatment group in the
three included studies

n=1,373"

Excluded participants
n=1,019°

Korean participants randomized to placebo or tadalafil 5 mg
n=354"

Placebo Tadalafil 5 mg
n=177" n=177"

Discontinued treatment
n=10" (5.6%)

Lost to follow-up, n=2 (1.1%)
Protocol violation, n=2 (1.1%)
Participant decision, n=3 (1.7%)
Entry criteria not met, n=2 (1.1%)
Lack of efficacy, n=1 (0.6%)

Discontinued treatment
n=14° (7.9%)

Lost to follow-up, n=3 (1.7%)
Protocol violation, n=3 (1.7%)
Participant decision, n=3 (1.7%)
Physician decision, n=1 (0.6%)
Adverse event, n=4 (2.3%)

Completed treatment
n=167" (94.4%)

Completed treatment
n=163" (92.1%)

Fig. 1. Disposition of participants. “Number of participants

randomized.
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differences in PGI-l and CGI-I were assessed by performing
the Cochran-Mantel-Haenszel test adjusted for baseline
LUTS severity. The treatment differences in Qmax were as-
sessed using ANCOVA. The treatment differences in PVR
were assessed using ANCOVA (for comparing mean val-
ues) and the Wilcoxon rank-sum test (median values). A
two-sided significance level of 0.05 was used for all analy-
ses, and all analyses were performed using SAS Drug
Development version 3.4 (SAS Institute, Cary, NC, USA).

RESULTS

1. Participant disposition

Of the 1,373 randomized participants in three Asian
studies of BPH-LUTS, 354 Korean participants received
placebo (177 participants) or tadalafil 5 mg once daily
(177 participants) in the integrated analysis (Fig. 1). In
Study 1[16], 51 Korean participants received placebo and
51 received tadalafil 5 mg; in Study 2 [10], 44 Korean par-
ticipants received placebo and 47 received tadalafil 5 mg;
and in Study 3 [11], 82 participants received placebo and
79 received tadalafil 5 mg. Of the 354 Korean participants,
330 participants (93.2%) completed the studies.

2. Demographic and baseline clinical characteristics

The demographic and baseline clinical characteristics
of the integrated analysis population were largely similar
in the placebo and tadalafil groups (Table 1). The mean
age (+standard deviation [SD]) of the participants was
62.5 +7.08 years, and 39.3% of the participants (139/354)
were =65 years. The mean (+SD) total IPSS was 18.0 +
5.99, and 38.4% of the participants (136/354) had severe
LUTS (IPSS =20).

3. Total Intemational Prostate Symptom Score

A significantly greater improvement (p<0.001) in the
total IPSS for the change from baseline to week 12 was
observed for tadalafil versus placebo (LS mean: tadala-
fil= —5.97; placebo = — 3.94), according to the results of
a primary MMRM analysis (Table 2, Fig. 2). This result
was confirmed by the results of a secondary ANCOVA
analysis, which showed a significantly greater improve-
ment (p= 0.001) in the total IPSS for the change from the
baseline to the endpoint for tadalafil versus placebo



Table 1. Participant demographic and baseline characteristics

- Placebo Tadalafil 5 mg
Characteristic (h=177)° (h=177)"
Age (yr) 62.7+7.31 62.3+6.85
Age =65 years 72 (40.7) 67 (37.9)
BMI (kg/m?) 24.2+2.51 24.1+2.29
Prostate volume (mL) 34.4+22.02 31.6+17.76
LUTS severity®

Mild-moderate 107 (60.5) 111 (62.7)
Severe 70 (39.5) 66 (37.3)
IPSS
Total IPSS” 17.9+5.88 18.1+6.11
IPSS QoL index” 3.9+1.14 4.1+1.14
Qmax (mL/S)Cl 11.7+3.84 11.9+3.72
<10 58 (36.9) 52 (31.5)
10~15 73 (46.5) 86 (52.1)
>15 26 (16.6) 27 (16.4)

Values are presented as mean+standard deviation or
number (%).

BMI: body mass index, LUTS: lower urinary tract symptoms,
IPSS: International Prostate Symptom Score, QoL: quality of
life, Qmax: peak urine flow rate.

*Mild-moderate =total IPSS of <20; severe=total IPSS of =
20. "Total IPSS is the sum of the IPSS voiding subscore
(range: 0~20) and IPSS storage subscore (range: 0~15);
higher scores indicate more severe LUTS. “Scores range from
0~6; higher scores indicate worse QoL. “Placebo, n=57;
tadalafil 5 mg, n=165. “Number of participants randomized.
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groups (data not shown). In addition, significantly greater
improvements in the total IPSS for the change from the
baseline to weeks 4 (p<0.001) and 8 (p=0.002) were
observed for tadalafil versus placebo groups, as assessed
by an MMRM analysis (Table 2, Fig. 2).

4. International Prostate Symptom Score voiding
subscore, Intemational Prostate Symptom Score
storage subscore, and Intemational Prostate
Symptom Score quality of life index

Significantly greater improvements (p<<0.05) in the
IPSS subscores from the baseline to weeks 4, 8, and 12,
and in the IPSS Qol Index from the baseline to weeks 8
and 12, were observed for tadalafil versus placebo groups,
as indicated by the results of the primary MMRM analysis
(Table 2). These results were in good agreement with
those of the secondary ANCOVA analysis, which showed
significantly greater improvements (p<0.05) in the IPSS
subscores and the IPSS QoL Index from the baseline to the
endpoint for tadalafil versus placebo groups (data not
shown).

Table 2. Changes from the baseline (week 0) to weeks 4, 8, and 12 in IPSS parameters in Korean men with BPH-LUTS after

treatment with placebo or tadalafil 5 mg

Placebo (n=177)°
Week

Tadalafil (n=177)"

Treatment difference

Measure

n’ LS n° LS LS (95% confidence interval) p value®

Total IPSS 4 173 —2.66+0.393 174 —4.84+0.390 —2.19+0.546 (—3.26~—1.11) <0.001
8 168 —3.84+0.414 171 —5.60+0.409 —1.76+0.575 (—2.89~—0.63) 0.002

12 167 —3.94+0.429 165 —5.97+0.427 —2.03+0.598 (—3.20~—0.85) <0.001

IPSS voiding subscore 4 173 —1.76+0.269 174 —3.17+0.267 —1.42+0.374 (—2.15~—0.68) <0.001
8 168 —2.46+0.288 171 —3.61+0.285 —1.16+0.400 (—1.94~—0.37) 0.004

12 167 —2.56+0.283 165 —3.75+0.282 —1.19+0.395 (—1.97~—0.41) 0.003

IPSS storage subscore 4 173 —0.90+0.177 174 —1.67+0.176 —0.77+0.247 (—1.26~—0.29) 0.002
8 168 —1.39+0.177 171 —2.01+0.175 —0.62+0.246 (—1.11~—0.14) 0.012

12 167 —1.38+0.184 165 —2.24+0.184 —0.86+0.257 (—1.37~—0.36) <0.001

IPSS QoL index 4 124  —0.57+0.097 125 —0.80+0.096 —0.24+0.129 (—0.49~0.02) 0.068
8 121 —0.76+0.097 122 —1.15+0.095 —0.39+0.131 (—0.65~—0.13) 0.003

12 167 —0.84+0.097 165 —1.18+0.096 —0.34+0.135 (—0.61~ —0.08) 0.012

Values are presented as number or mean+standard error (range).
IPSS: International Prostate Symptom Score, BPH-LUTS: lower urinary tract symptoms suggestive of benign prostatic

hyperplasia, QoL: quality of life.

Data were analyzed by mixed-effects model repeated measures analysis, with treatment group, study, visit, centered-baseline,

visit-by-treatment interaction, and centered-baseline-by-treatment interaction as covariates.

Number of participants

randomized. “Number of participants with non-missing data at the baseline and the indicated visit.
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Fig. 2. Change from the baseline to weeks 4, 8, and 12 in total
IPSS in Korean men with BPH-LUTS receiving placebo or
tadalafil 5 mg. Data were analyzed using mixed-effects model
repeated measures analysis and represent LS mean change +SE.
IPSS: International Prostate Symptom Score, LS: least squares, SE:
standard error, BPH-LUTS: lower urinary tract symptoms
suggestive of benign prostatic hyperplasia. *p<0.05. **p
<0.001.

5. Patient Global Impression of Improvement and
Clinician Global Impression of Improvement

Improvements in urinary symptoms were observed, as
rated by both the patients and the clinicians. There was a
significant difference among treatment groups in the dis-
tribution of participants over the PGI-l response categories
(p<0.001) and a numeric difference among treatment
groups in the distribution of participants over the CGI-I re-
sponse categories (p=0.127). The proportion of partic-
ipants who felt that their urinary symptoms were im-
proved was 68.4% (117/171) in the placebo group and
84.7% (144/170) in the tadalafil group. The proportion of
clinicians who felt that their patients’ urinary symptoms
were improved was 72.5% (124/171) in the placebo
group and 79.4% (135/170) in the tadalafil group.

6. Peak urine flow rate and postvoid residual volume

The mean change in Qmax from the baseline to the end-
point was not significantly different (p=0.945) between
the placebo (LS mean: 2.30 mL/s) and the tadalafil (LS
mean: 2.30 mL/s) groups. The mean change in PVR from
the baseline to the endpoint was significantly different
(p=0.009) between the placebo (LS mean: 1.6 mL/s) and
the tadalafil (LS mean: —7.2 ml/s) groups, favoring
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Table 3. Summary of safety measures

Placebo Tadalafil 5 m
Adverse event (=177 (h=177) 8
Participants with =1 TEAE® 14 (7.9) 22 (12.4)
TEAEs”
Myalgia 0(0.0) 5(2.8
Headache 1(0.6) 4(2.3)
Participants discontinuing 0 (0.0 423

because of an AE

Participants with =1 SAE 0(0.0) 2(1.1)

Values are presented as number (%).

TEAE: treatment-emergent adverse event, AE: adverse
event, SAE: serious adverse event.

*TEAEs were those events that first occurred or worsened
on or after the day of randomization. "Reported by >2%
of participants in either group. “Number of participants
randomized.

tadalafil. However, an additional non-parametric analysis
of the median change in PVR was conducted because of
concerns that the data were not normally distributed; this
analysis did not show a statistically significant difference
(p=0.269) between the placebo (median: 1.0 mL) and the
tadalafil (median: O mL) groups.

7. Safety and tolerability measures

A higher proportion of the participants experienced =1
TEAE in the tadalafil group (12.4%) than in the placebo
group (7.9%) (Table 3). Four participants in the tadalafil
group discontinued because of an adverse event (AE):
myalgia (2 participants; both considered treatment-rela-
ted), back pain, and pleural effusion. Two participants in
the tadalafil group experienced three serious adverse
events (SAEs). One participant experienced metastatic
lung adenocarcinoma and pleural effusion, and the other
participant experienced lumbar spinal stenosis; none of
these SAEs was considered by the investigator to be treat-
ment-related. There were no reports of AEs associated
with sexual dysfunction.

DISCUSSION

In this large sample of Korean men with BPH-LUTS, the
use of tadalafil 5 mg once daily for 12 weeks improved
LUTS compared with the use of the placebo, as demon-
strated by the significant improvements in the total IPSS,



IPSS subscores, and the IPSS QoL index. The observed im-
provement was significant at the first visit after 4 weeks of
treatment (apart from the IPSS QoL index, which was nu-
merically improved). Significant improvements in urinary
symptoms were observed at the study endpoint for tadalafil
versus placebo, as assessed by the PGI-I, with numerical
improvements observed for the CGI-l. There were few AEs,
and no new safety concerns were identified. The findings
of this integrated analysis support tadalafil as an efficacious
and well-tolerated therapy in Korean men with BPH-LUTS.

The improvement in total IPSS observed for tadalafil
compared with placebo in this Korean population was clin-
ically meaningful and is largely consistent with that ob-
served in other 12-week studies of tadalafil 5 mg in Asian
[9-11] and Caucasian [13-15] study populations. The mag-
nitude of placebo-adjusted improvement in the total IPSS
from the baseline to week 12 in this Korean population
(mean LS: tadalafil= —5.97; placebo=—3.94) is slightly
larger than that observed in a recent study involving only
Japanese males (tadalafil=—4.9; placebo=—3.8) [9].
However, compared with subjects in the Korean pop-
ulation, those in the Japanese study were generally older
and had less severe symptoms; furthermore, a larger pro-
portion of the Japanese patients was previously treated
with an @ -blocker. These factors may have contributed to
the observed difference in the total IPSS improvement be-
tween the two studies. Hence, combined with the findings
of the Asian and Caucasian study populations [9-11,
13-15], the results of this integrated analysis provide further
evidence for the efficacy of tadalafil in the treatment of
BPH-LUTS in different ethnic populations.

The significant improvements in total IPSS, IPSS voiding
subscore, and IPSS storage subscore for the tadalafil versus
placebo users in this Korean population were apparent af-
ter 4 weeks of treatment, and they continued to be evident
throughout the 12-week treatment period. The magnitude
of improvement at 4 weeks was largely similar to the
changes observed after 12 weeks, suggesting that tadalafil
is effective in the early stages of treatment. Numerical
[11,14] and significant [15] improvements in (modified)
IPSS for tadalafil versus placebo users have been observed
after 1 and 2 weeks of treatment in individual studies.

A comparison of the placebo-controlled results of this
integrated analysis of tadalafil with the published results of
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the effect of @ -blockers in Korean men with BPH-LUTS is
difficult due to the differences in the study population,
study design, treatment duration, and lack of placebo-run
period or a placebo control [5]. In two randomized, place-
bo-controlled tadalafil studies including Korean men with
BPH-LUTS, the improvement in total IPSS observed with
the a-blocker tamsulosin (0.2 mg) compared with that of
tadalafil (2.5 or 5.0 mg) was numerically smaller in one
study (Study 1) [16] and numerically larger in the other
study (Study 2) [10]. However, these studies were not
powered to identify the difference between the active
therapies.

In line with the improvements in total IPSS and IPSS sub-
scores in this Korean population, the IPSS QoL Index also
improved during the treatment period, with a numerical
improvement after 4 weeks and a significant improvement
after 8 and 12 weeks. This suggests that although most pa-
tients may experience almost all of the observed max-
imum treatment effect after 4 weeks (as assessed by total
IPSS and IPSS subscores), a significant impact on QoL may
be observed after 8 weeks of treatment.

The impression of improvement in urinary symptoms at
the endpoint was apparent in a majority of the subjects
treated with either tadalafil or placebo, as assessed by the
participant (PGI-I) or the clinician (CGI-I). A significantly
larger proportion of the subjects had the impression of an
improvement when treated with tadalafil than with the
placebo, whereas a numerically larger proportion of clini-
cians had the impression of improvement when treating
with tadalafil than with the placebo. This suggests that
PGI-l is possibly a better instrument to identify placebo-ad-
justed changes than CGI-l, which has not undergone the
same validation as PGI-I [18].

Tadalafil treatment did not significantly improve the
mean Qmax compared with placebo in this integrated anal-
ysis population, which is consistent with most individual
studies of tadalafil 5 mg in Asian [9-11] and Caucasian
[12-14,19] study populations and with studies of «-
blockers in Asian study populations [10,16,20]. In a recent
integrated analysis of Qmax changes in more than 1,100
predominantly Caucasian men with BPH-LUTS, the me-
dian improvement using tadalafil compared with that us-
ing placebo was statistically significant, but the changes

were numerically small and not considered clinically
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meaningful [21]. The severity of bladder outlet obstruction
at the baseline in the integrated analysis of Caucasian men
was more severe (Qmax < 10 mL/s: placebo, 48.1%; tadala-
fil, 45.5%) [21] than the baseline assessment in the current
integrated analysis of Korean men (Qmax < 10 mL/s: place-
bo, 36.9%; tadalafil, 31.5%), which should be considered
when evaluating the different outcomes of the two in-
tegrated analyses. However, according to the American
Urology Association BPH treatment guidelines, there is
poor correlation between changes in Qmax and improve-
ment in symptoms [22], and small numerical changes in
Qmax are believed to have a limited impact on any im-
provement in BPH-LUTS [21]. Other factors such as
smooth muscle relaxation in the bladder neck, prostate,
and urethra; increased blood perfusion and oxygenation
of bladder and prostate tissue; and decrease in afferent
nerve activity are believed to be of greater importance in
this regard [14,23].

The safety findings in this Korean population are con-
sistent with those reported in previous studies of tadalafil in
Asian [9-11,16] and Caucasian [12-15] populations with
BPH-LUTS, as well as with the prescribing information for
tadalafil [24]. Tadalafil was well tolerated in this Korean
population, with few participants discontinuing because of
an AE. In addition, the proportion of participants receiving
tadalafil and reporting TEAEs was relatively low, and there
were few SAEs, none of which was considered to be treat-
ment-related. More importantly, none of the TEAEs were as-
sociated with sexual dysfunction, which is in contrast to the
other drug therapies for BPH, such as « -blockers and 5- « -
reductase inhibitors [5]. Tadalafil is the only drug currently
available in Korea for the treatment of both BPH-LUTS and
ED that is not associated with sexual side effects.

The integrated analysis of three similarly designed stud-
ies allowed a large population of Korean men to be eval-
uated and provided a more robust analysis than that avail-
able from each individual study. While it may have been
preferable to conduct one large, well-powered study of
the Korean population, the results of this integrated analy-
sis are consistent with those of other 12-week studies of ta-
dalafil 5 mg in Asian and Caucasian study populations
[9-11,13-15]. Because the treatment duration of all three
studies was 12 weeks, no conclusions on the long-term ef-
ficacy and safety of tadalafil in Korean men with BPH-
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LUTS could be drawn from this integrated analysis.
However, open-label extension studies conducted in
Japanese [9] and largely Caucasian [25] populations have
shown sustained efficacy and no unexpected safety find-
ings over a 12-month period.

CONCLUSIONS

In conclusion, this integrated analysis based on data
from 354 Korean participants enrolled in three place-
bo-controlled Asian studies confirmed the efficacy and
safety of tadalafil 5 mg once daily for the treatment of
BPH-LUTS.
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