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SUMMARY

The aim of this study is to investigate the effectiveness of a single
5 mg daily dose of Tadalafil in patients with lower urinary tract
symptoms (LUTS) due to benign prostatic hyperplasia (BPH)
accompanied by erectile dysfunction (ED). The data of patients
who applied to the urology outpatient clinic between 2014 and
2019 and were diagnosed with BPH and ED were retrospectively
analysed. Before and after the treatment with 5 mg tadalafil daily
for 12 weeks; maximum flow rate (Qmax), average flow rate (Qave),
postvoid residual volume (PVR), prostate volume (PV), PSA values,
IPSS and IIEF scores of the patients were compared. The mean
age of 66 male patients diagnosed with ED and BPH was 48.1+6.9
years. The mean IPSS score of the patients before the treatment
was 9.85 which represents moderate LUTS. After the treatment,
the mean score decreased to 5.7 which represents mild LUTS.
Before the treatment, the mean ITEF score showed mild ED with
18.79. After the treatment, the mean I1EF score increased to 29,9.
The treatment statistically significantly decreased ED and increased
the IIEF score (p=0.000). While the mean Qmax and Qave were
increased statistically significantly (p=0.000). A statistically
significant decrease was observed in the mean PVR from 60.1 ml
to 37.6 ml (p=0.000). The decrease in PV was not statistically
significant (p=0.321). The decrease in PSA values before and
after treatment was found to be statistically significant with
p=0.046. It has been shown that the daily use of 5 mg Tadalafil
alone for 12 weeks can be a preferable treatment option, especially
in younger patients with BPH / LUTS and ED.
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INTRODUCTION
Beryn

The medical treatment of lower urinary tract
symptoms due to benign prostatic hyperplasia (BPH/
LUTS), which increases with age and affects life
quality dramatically, contains alpha-adrenergic
blockers and 5-alpha reductase usages in combination
or separately, and it was reported that usage of these
medications may cause adverse effects such as
dizziness, hypotension and erectile dysfunction (ED)
[1, 2]. In clinical practice, usually, BPH/LUTS
complaints of the patients are taken as the main
concern and thus ED is ignored, and the treatment
of BPH/LUTS is administrated in these conditions.
As a result, the erectile functions of the patients
worsen.

In older ages, BPH/LUTS is considered as an
independent risk factor for ED and 70% of the
patients are diagnosed with ED [3]. Mechanisms
that explain coexistence of BPH/LUTS and ED
are: increased Rho-kinase activity or decreased nitric
oxide (NO) synthase activity cause decrease in the
relaxation of prostatic, bladder and penile smooth
muscle; increase in the bladder outer tract
obstruction and decrease in erection [1]. Autonomous
adrenergic hyperactivity and atherosclerosis are also
added to these mechanisms [1]. Inhibition of
phosphodiesterase 5 (PDES) causes relaxation in the
smooth muscles mediated by NO/cGMP. In addition,
increased cGMP levels provide an antiproliferative
effect in prostatic smooth muscle tissue, decrease chronic
inflammation in the prostate and bladder, increase
perfusion and oxygenation of lower urinary system
[4,5]. Based on these mechanisms, although it was
showed that selective PDES inhibitors sildenafil, tadalafil
and vardenafil, which are commonly used in the
treatment of ED, are effective on the treatment of
BPH/LUTS. However only 5 mg tadalafil per day is
approved in the guides of American Urological

Association (AUA) and European Urological
Association (EUA) [3, 6—8].

In this study, it was aimed to assess the
effectiveness of daily single dose of 5 mg Tadalafil
treatment on the patients with BPH/LUTS
accompanied by ED, which have a common
pathophysiology.

MATERIALS AND METHODS
Marepiaam i MeTOIH JOCJIiIZKEHHSA

Patients diagnosed with BPH and ED between
2014 and 2019 are reviewed retrospectively. Patients
whose BPH/LUTS severity was determined
according to International Prostate Symptom Score
(IPSS), ED status was determined according to
International Erectile Function Index-5 (IIEF); who
underwent uroflowmetry test, transrectal
ultrasonography (USG) and abdominal USG; and
who used daily single dose of 5 mg of tadalafil for
12 weeks were included. Patients who underwent a
surgery due to BPH; have urinary system infection,
urethral stricture, prostatic cancer, diabetes mellitus
and any neurologic conditions; have been using
alpha adrenergic-blocker, 5-alpha reductase inhibitors,
anticholinergics,antidepressants,and antipsychotics
were excluded. The first examinations and maximum
flow rate (Qmax) and mean flow rate (Qave)
acquired by uroflowmetry, postvoid residual (PVR)
urine volume measured by abdominal USG, prostatic
volume (PV) measured by transrectal USG, prostate
specific antigen (PSA) levels, IPSS and IIEF scores
after 12 weeks of the treatment were compared
(table 1). Severity of LUTS is categorized as mild
(0—7), moderate (8—19) or severe (20—35)
according to IPSS. Severity of ED is categorized as
mild (17—21), mild-moderate (12—16), moderate (8—
11) or severe (5—7) according to IIEF-5 score.

This study was conducted under the guidance of
the Declaration of Helsinki, on 18.01.2021, with

TABLE 1. Statistics of the variables before and after the treatment

Before the treatment Mean (min—max) After the TreatmentMean (min—max) P
IPSS 9.85 (4—15) 5.7 (2—13) 0,000
IHEF 18.79 (6—25) 26.9 (17—-30) 0,000
Qmax 11.9 (7—18) 15.5 (8—50) 0,000
Qave 6.6 (3—11) 8.8 (4—12) 0,000
PVR 60.1 (25—120) 37.6 (0—75) 0,000
PV 34.53 (20—52) 33.8 (2—52) 0,321
PSA 0.9 (0-3) 1.1 (0—=3) 0,046

Note: IPSS — International Prostate Symptom Score, IIEF — International Erectile Function Index-3,
Qmax — Maximum flow rate, Qave — Average flow rate, PVR — Postvoid residual urine volume,

PV — Prostate volume, PSA — Prostate specific antigen.
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the approval of the ethics committee with the
number of TUTF—BAEK 2021/5.

Statistical Analysis. All data were analysed with
IBM SPSS (SPSS Inc., Chicago, IL, USA). Symptom
scores are shown as minimum, maximum and mean.
Wilcoxon Test was used in the IPSS, IIEF, Qave,
PMR and PSA variable, to determine statistical
significance between non-homogenous distributed
groups. For continuous variables (Qmax and PV),
Student’s T-test was used to compare two groups.

RESULTS AND DISCUSSION
PesyabraTti Ta iX 00rosopeHns

Sixty six patients were included the study and
mean age was 48.1+6.9. While mean IPSS score of
patients before the treatment was 9.85, which
represents moderate LUTS, after the treatment mean
score was 5.7, which represents mild LUTS,
(p<0.000). Mean ITEF score of the patients before
the treatment was 18.79, which represents mild ED,
and it has raised to 29.9 after the treatment. The
difference between the mean IIEF scores was
statistically significant (p=0.000). While mean Qmax
of the patients before the treatment was 11.9 mL/s,
after the treatment mean Qmax was increased
statistically significant to 15.5 mL/s (p=0.000) and
mean Qave value was increased statistically
significant from 6.6 mL/s to 8.8 mL/s (p=0.000).
PVR urine volume was decreased statistically
significant from 60.1 mL to 37.6 mL (p=0.000).
Mean PV was measured as 34.5 mL before the
treatment and as 33.8 mL after the treatment. The
difference between mean prostatic volumes was not
statistically significant (p=0.321). The difference
between PSA values before and after the treatment

M

B Eatore

was statistically significant (p=0.046) (table 1,
figure 1).

This study showed that statistically significant
improvement in IPSS, IIEF, Qmax, Qave, PVR levels
with daily single dose 5 mg tadalafil for 12 weeks
treatment on the patients with concomitant moderate
BPH/LUTS and mild ED, and tadalafil can be used
as a single-agent therapy.

IPSS. Tadalafil causes relaxation on bladder neck,
prostate, and urethra smooth muscles by strengthen
the effects of cGMP and NO, which increase after
PDES inhibition, in the pelvic tissues. At the same
time, perfusion and oxygenation increase in the
lower urinary tract due to vasodilatation. This result
was supported in our study, as in other studies in
the literature, which argued that the IPSS score
improved significantly with these effects [9—12].

In meta-analyses, when IPSS was evaluated
according to storage and voiding symptoms
subgroups, voiding symptoms showed significant
improvement in all studies, whereas there were
conflicting results in storage symptoms [10, 13, 14].
Although subgroup analysis was not performed in
our study, it was shown that voiding quality markers
such as Qmax and PVR improved significantly.

It was demonstrated in an animal model study
that PDES expression in the bladder is androgen-
dependent, and in the study of Gacci et al.,
improvement in IPSS after PDES inhibitor
treatment was associated with younger age and
lower body mass index [15, 16]. Also, our study was
conducted on a young sample with mean age of 48,
and the result was supported with statistically
significant decrease in IPSS. This may explained
by the fact that aging decreases PDEDS sensitivity by
decreasing the androgen level.
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FIGURE 1: Mean variables before and after the treatment.

IPSS — International Prostate Symptom Score, IIEF — International Erectile
Function Index-5, Qmax — Maximum flow rate, Qave — Average flow rate,
PVR — Postvoid residual urine volume, PV — Prostate volume,

PSA — Prostate specific antigen
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Qmax and PVR. Contrary to the significant
improvements seen in total IPSS with tadalafil 5
mg treatment in the literature, consistent results in
Qmax and PVR values have not been reported [10,
12]. In our study, the Qmax value increased
statistically significantly after 12 weeks of Tadalafil
5 mg treatment, and it is similar to only the
randomized controlled study of Oelke et al., which
consisted of 511 patients, in the literature [10]. In
vitro studies have shown that inhibition of PDES
provides relaxation of bladder neck and prostate
smooth muscle, and this mechanism explains the
contribution of tadalafil to Qmax increase and PVR
decrease [10]. In another study, although there was
no statistically significant effect of daily 5 mg tadalafil
treatment on Qmax and PMR values, when analysed
according to age groups, it was reported that Qmax
and PMR values improved more in patients under
65 years of age [17]. Our study, in which all patients
were under the age of 65, supports these results.

In a study by Takahashi et al., statistically
significant improvement was observed in LUTS
evaluated at the 12" week, however there was no
significant change in Qmax and PMR values [18]
Although the baseline Qmax and PMR values were
similar to our study, the difference in recovery after
treatment may be due to the insufficient sample size
of this study and the difference in the mean age.

IIEF. With the demonstration that all PDES
inhibitors used in studies improve the IIEF score, it
has also been widely used in the treatment of ED
seen simultaneously with BPH [6, 9, 16]. In our study,
it was observed that the mean I1EF score was 18.79 in
the pre-treatment period, while it increased to 26.9
after 12 weeks of tadalafil treatment, and the ED
complaints of the patients decreased significantly, which
correlates with previous studies [11, 12] In the study of
Takahashi et al. consisting of patients with a mean age
of 67 years and patients with severe ED accompanying
BPH, it was shown that the IIEF score improved
significantly at 4" week, but this effect was not
maintained at 12 week [18]

The fact that our patients were younger and
had a higher initial IIEF score was thought to be
the reason for this difference. In contrast, in the
study of Porst et al., it was suggested that factors
such as age, BMI, BPH/LUTS severity, and alpha-
blocker use did not have a statistically significant
effect on the change in IIEF results in tadalafil
treatment [12]. As a result, these two studies, when
evaluated together with our study, show that ED
severity before tadalafil treatment in BPH/LUTS
patients may be a determining factor in the
improvement in ITEF score.

PV and PSA. There are limited data in the literature
for the effect of tadalafil use on prostate volume

and PSA value, and although it prevents smooth
muscle proliferation, there is no study showing that
it causes lysis and apoptosis [19]. In our study, it
was observed that the use of tadalafil did not
statistically significantly change the prostate volume,
however, it reduced the PSA, albeit slightly,
significantly. In the study of Pingge et al., which is
the only detailed study in the literature on perfusion
and volume of the prostate, no significant difference
was found between the prostate volumes measured
by transrectal USG at the 4th and 8th weeks of
tadalafil treatment, supporting our results [20].

Cost-Effectiveness. Recent trends in the
treatment of ED in the world are towards the
widespread use of PDES inhibitors [9]. Arreola et
al.’s study with 2000 ED patients showed that 20
mg tadalafil treatment would have a higher cost for
5 and 10 years compared to 50 mg sildenafil
treatments [21]. The most recent study on this subject
is Hansen et al. in 2020, 3 different treatment options,
50/100 mg sildenafil, 10/20 mg tadalafil and 10 mg
vardenafil, were compared in the treatment of ED
complaints of diabetic patients. Sildenafil has been
shown to be less costly than tadalafil and vardenafil
[22]. The non-reimbursement of the cost of tadalafil
treatment by the health systems of the countries is
a factor that will affect the continuity of treatment.
This increases the importance of cost-effectiveness
analysis.

The main limitations of our study that should
be considered is being retrospective study, lack of
placebo or control group, and a limited sample size.

CONCLUSIONS
BucHoBkH

It has been shown that regular use of Smg
Tadalafil alone for 12 weeks can be a good treatment
option, especially in younger patients with BPH/
LUTS and ED.
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PED®EPAT

Poab Tamanacdiny y jikyBanuni mo0poskicHoi
rinepmiasii nepeamMixypoBoi 3a/1031 Ta €epeKTHJIbHOT
JuchYHKIii

M.T. Apikan, O. Atacep,
I. FOkcen, E. Apna,
b. Caxuporny, M. Cek

MeTo10 IBOIO HOCIIIXKEHHS € TOCTIAUTU edeK-
TUBHICTH OMHOPA30BOi 5 MT JOOOBOI 103U Tajgaaa-
¢iny y mamieHTIB i3 CUMOTOMAaMU HIDKHIX CEUYOBU-
BigHux nuraxis (CHCII) BHacnigok moOposiKic-
HOI rinepruiasii nepeamixyponoi 3amo3u (AI'TI3), mo
CYMPOBOIKYETHCS €PEKTUIHLHOI NUCHYHKIIIEIO
(E). PerpocnmekTuBHO NpoaHalli30BaHO OaHi
Malli€HTIB, SIKi 3BepHYINCSI aMOYJIaTOPHO IO yPO-
Jora B mepion 3 2014 mo 2019 p. 3 miarHO30M
HAI'TI3 ta EJI. Io Ta miciist IiIKyBaHHST 5 MT Tajgaja-
¢iny Ha 100y npoTsrom 12 tkHiB. ITopiBHIOBaIM
MaKcUMaJbHY IIBUIKICTh MOTOKY (Qmax), cepen-
HIO WIBUAKICTh MOTOKY (Qave), 00’eM 3aJIMIIKOBOT
ceui (PVR), 06’em niepenmixypoBoi 3amo3u (PV), 3na-
gyeHHS [1CA, mokasanku IPSS ta IIEF nmaienTis.
CepenHiii Bik 66 malie HTiB 40OJIOBIYOI CTaTi 3 miar-
Ho3oM EJI ta IT'TI3 ctranoBuB 48,1+6,9 poky. Ce-
penHs ouinka IPSS maiieHTIB 10 JTIKyBaHHS cTa-
HoBuiaa 9,85, mo npeacrapise nomipny CHCIII.
IMicns nikyBaHHS cepedHill 6am 3HU3UBCS 10 5,7,
o o3Havae Jerky CHMII. [lo miKyBaHHS cepenHiit
6an 3a IIEF moxkasaB nerky EJl 3 18,79. Ilicisa
JIiKkyBaHHS cepenHiil 6an 3a IIEF 30inbpimBcs oo
29,9. JlikyBaHHSI CTATUCTUYHO JOCTOBIPHO 3MEHLLIUJIO
EJI ta miguuio 6an 3a ITEF (p=0,000). Toxai sk
cepenHi Qmax i Qave OyIM CTAaTUCTUYHO TOCTOBIP-
Ho 30urbiieHi (p=0,000). CtaTucTUYHO 3HAUYIIE
3HMXeHHd cepeguboro PVR Big 60,1 min no 37,6
mi (p=0,000). 3amkenns PV He Oyio cTaTUCTUYHO
gHauymuM (p=0,321). 3amxenns 3Hadens [ICA mo
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Ta TCJIS JTiKYBaHHST BUSIBUJIOCS CTATUCTUYIHO 3HA-
gymuM i3 p=0,046. Byno nmokasaHo, 1110 IIOACHHE
3aCTOCyYBaHHS 5 MT Taganadily OKpeMo IIPOTITOM
12 TKHIB MOXe OyTH KpalluM BapiaHTOM JIKY-
BaHHS, 0COOINBO Y Mojiogux mamieHTiB 3 JAT'TI3/
CHCII Ta EJI.

KiiouoBi ciaoBa: noOposikicHa rinepruiasis mne-
PeIMIXYpOBOI 3aJ1031; IMIIOTEHIIisI; Tagaaadis.



