COMPARATIVE EFFICACY OF TAMSULOSIN VS TADALAFIL AND TAMSULOSIN: IN TREATMENT OF
ORIGINAL ARTICLE LOWER URINARY TRACT SYMPTOMS SECONDARY TO BENIGN PROSTATIC HYPERTROPHY (BPH)
Sagun Bahadur Thapa Chhetri, Sudip Chaudhary, Manab Tiwari

COMPARATIVE EFFICACY OF TAMSULOSIN VS TADALAFIL AND TAMSULOSIN: IN TREATMENT OF
LOWER URINARY TRACT SYMPTOMS SECONDARY TO BENIGN PROSTATIC HYPERTROPHY (BPH)

Sagun Bahadur Thapa Chhetri,' Sudip Chaudhary,! Manab Tiwari'

ABSTRACT

INTRODUCTION

Benign prostatic hypertrophy (BPH) is common among aging men. Tamsulosin has long been used in medical management for
troublesome Lower Urinary Tract Symptoms (LUTS). Tadalafil has demonstrated effectiveness in addressing LUTS through
several preclinical and clinical trials. We aim to assess the efficacy of tamsulosin alone vs tadalafil with tamsulosin given in
symptomatic patients of BPH in a tertiary care teaching institution.

MATERIAL AND METHODS

This prospective observational longitudinal study was conducted at Universal College of Medical Sciences, Bhairahawa from
October 2021 to March 2023. A total of 140 patients with BPH were divided into 2 groups; tamsulosin only (0.4 mg once daily)
and tamsulosin (0.4 mg once daily) + tadalafil (5 mg once daily) group. IPSS, QoL (Quality of Life) were recorded on the first
visit and then at 2, 6 and 12 weeks. Similarly, voided urinary volume, Qmax (maximum flow rate), PVR (post-voidal residual
urine) were recorded at first visit and then after 2 weeks.

RESULTS

There was a significant improvement in the IPSS score, QoL, Qmax and PVR in both tamsulosin group and tamsulosin +
tadalafil group (p<0.001). The mean difference in improvement of IPSS score (10.8 vs 9.3), IPSS-QoL (2.73 vs 2.24), Qmax
(4.9 vs 3.2) and PVR (36.87 vs 32.56) was more in tamsulosin + tadalafil group compared to tamsulosin group. Similarly, mean
difference in IPSS score in 2nd and 3rd visit is better in the combination group.

CONCLUSION

The combination of tamsulosin and tadalafil was superior to tamsulosin alone in terms of IPSS, IPSS-QoL, Qmax and PVR.
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INTRODUCTION

Benign prostatic hyperplasia (BPH) is one of the most
common conditions among aging men, making BPH a
leading source of healthcare problem of old age in the
world.! Approximately 75% of males from 60 to 69 years old
and 83% of men aged 70 years or older are estimated to have
got LUTS/BPH.2 BPH is actually a histological diagnosis
due to the proliferation of smooth muscles and epithelial
cells within the prostatic tissue.?

Patients with benign prostatic hyperplasia present with a
range of lower urinary tract symptoms (LUTS) which
include obstructive symptoms (weak stream, intermittency,
straining, incomplete emptying, hesitancy, terminal
dribbling) and irritative symptoms (frequency, nocturia, urge
incontinence).>*

The differential diagnosis of BPH is stricture of urethra,
bladder tumor, carcinoma prostate, bladder neck stenosis,
bladder neck hypertrophy, neurological causes of retention
of urine like diabetes mellitus.’ Medical therapy serves as the
initial line of treatment in the management of BPH patients,
with the primary goal of alleviating symptoms and
enhancing the patient's overall quality of life. Typically, this
entails the utilization of alpha blockers, either alone or in
combination with 5-a reductase inhibitors. Notably, PDE-5
inhibitors have demonstrated effectiveness in addressing
lower urinary tract symptoms through several preclinical and
clinical trials. These inhibitors have been found to enhance
oxygenation and increase blood supply, diminish
intra-prostatic inflammation, and relax the smooth muscle
tone within the lower urinary tract.®

Tamsulosin has long been used in the medical management
of patients with troublesome lower urinary tract symptoms.
Over time, a range of newer medications have surfaced to
address LUTS from benign prostatic hyperplasia. In contrast
to the well-established utility in treating erectile dysfunction,
the effectiveness and safety of PDE-5 inhibitors, particularly
tadalafil at 5 mg in the context of BPH-associated LUTS,
have received relatively less attention within published
literature.

Studies have shown a consistent association between LUTS
and ED. Prevalence of LUTS in men suffering from ED was
more frequent than in men with normal erections.” In men
with mild and moderate LUTS, erection problems were
reported to be 43.3% and 65.8% respectively.?

We aim to assess the efficacy of tamsulosin alone vs tadalafil
and tamsulosin combination in symptomatic patients of BPH
in a tertiary care teaching institution.

MATERIAL AND METHODS

A hospital-based prospective observational longitudinal
study was designed and approved by IRC of UCMS-TH,
Bhairahawa, Nepal (UCMS/IRC/137/21).

The sample size was calculated using Cochran's formula,
n=z2 pq/d?. n=required sample size p=prevalence of LUTS
with BPH=10.3.°

q=100-p; z=1.96 taken at 95% confidence interval
(CI=10.2-10.5); d=allowable error taken as 5%

n= {1.96>x 10.3 x (100-10.3)} + 52

The sample size calculated by the above formula was found
to be approximately 140. So, we included a total of 140
patients attending UCMS urology outpatients from October
2021 to March 2023(18 months) and having BPH with
LUTS.

All BPH patients with age >45years and presenting with
Lower Urinary Tract Symptoms with written consent are
included in the study.

Patients with malignancy, tuberculosis, diabetes mellitus,
anticoagulant therapy, severe hepatic renal or CVS
dysfunction and other immune- compromised states were
excluded. Patients with previous history of urethral or
prostate surgery, Patients with active UTI and patients with
severe International Prostate Symptom Score are also
excluded.

Method of Collection of Data

Detailed history of the patient was taken. The treatment
group A (Tamsulosin only) and group B (Tamsulosin +
Tadalafil) were formed. Then by using purposive
consecutive sampling, samples were taken from both groups
until the sample size was fulfilled.

In Group A, tamsulosin 0.4mg was given orally at bedtime.
In Group B, tamsulosin 0.4mg with tadalafil 5Smg was given
orally at bedtime. Patients were asked questionnaire
pertaining to obstructive/voiding symptoms in LUTS and
calculation of IPSS and QoL index was done. Focused
urological examination of patient was done to rule out other
causes of LUTS.

Patients underwent urine analysis and culture sensitivity to
detect urinary tract infections. They also had USG KUB and
prostate exams to check prostate size, post-void residual
urine, and intravesical prostatic protrusion (IVPP).
Uroflowmetry was performed to measure voided urinary
volume and Qmax (ml/sec). The IPSS score was recorded
during the first visit in OPD and subsequently during
follow-up at 2 weeks, 6 weeks, and 12 weeks. Similarly, QoL
score was also recorded as IPSS score. An IPSS up to 7
indicated mild symptoms, 8-19 indicated moderate
symptoms and 20-35 indicated severe symptoms.
Uroflowmetry was also done during the first visit and
repeated after 2 weeks. Voided urinary volume, post void
residual urine and Qmax were recorded in first visit and
subsequent follow up.

The patients were verbally asked about the side effects such
as headache, postural hypotension, dizziness, diarrhea and
other side effects. The identification of patients with urinary
symptoms was challenging as many men did not volunteer
such information regarding erectile dysfunction and might
incorrectly believe that changes were a normal part of
ageing, were embarrassed about their condition, or were
afraid of the need for surgery.'®

Statistical Analysis

Data was collected on preformed proforma during the OPD
visit/follow ups. All the data was entered into Microsoft
Excel and analyzed using SPSS v20. Categorical variables
were compared using Chi-square test (A?) test. The
comparison of continuous variables was performed using the
student’s t-test. P-value less than 0.05 was considered
statistically significant.
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RESULTS

In this study, 140 patients with BPH were evaluated who
were divided into 2 drug groups: tamsulosin only and
tamsulosin + tadalafil group. The baseline characteristics of
patients are shown in the table below.

Table 1. Baseline parameters of patients in 2 different
drug groups

Baseline parameters Group A (Mean+SD) Group B (Mean£SD) p-value
Age 65.79+ 9.96 64.3+9.96 0.369
IPSS 14.09+2.87 14.3442.57 0.576
QoL 3.44+0.53 3.73 £0.48 0.18
Prostate Size 42.36+19.72 37.2848.81 0.06
VPP 12.10+4.72 12.81+£2.98 0.289
PVR 52.49+39.10 54.96+34.00 0.690
Vvol 208.70+94.46 215.94+113.50 0.682
Qmax 11.13+£2.57 10.90+4.64 0.719

IPSS: International prostate symptom score, QoL: Quality of
Life, IVPP: Intravesical prostatic protrusion, Vvol: Voided
volume, Qmax: maximum flow rate.

There is no significant difference in the baseline parameters
of the patients in 2 different drug groups like age (p=0.369),
IPSS score (p=0.576), QoL (p=0.18), prostate size (0.06),
IVPP (»p=0.289), PVR (p=0.690), Vvol (p=0.682), Qmax
(»=0.719). So, the variables in these two groups are
comparable.

Table 2. Comparison of mean difference in IPSS scores in
both drug groups in the first and last visit

Group IPSS Mean+SD Mean+SD Mean difference  p-value

Group A IPSS 1 vs IPSS 4
Group B IPSS 1 vs IPSS 4

14.09 +2.87
14.34 +2.57

4.77+ 1.69 9.31 <0.001
3.54+1.27 10.8 <0.001

There is a significant difference in mean among the 2
different drug groups. However, the mean difference in
Group B (10.8) is more than that of Group A (9.31).

Table 3. Comparison of mean difference in QoL scores in
both drug groups in first and last visit

Group Mean=SD Mean+SD Mean difference p-value
Group A 3.44+0.53 1.22+0.42 2.24 <0.001
Group B 3.73 +0.48 1.00+0.17 273 <0.001

There is a significant difference in mean among the 2
different drug groups. However, the mean difference in
Group B (2.73) is more than that of Group A (2.24).

Table 4. Comparison of Qmax and mean difference in 1%
and 2" visit in tamsulosin group

Parameter V1 Qmax V2 Qmax Mean difference p-value

Mean+SD 11.13+£2.57 14.334+2.07 32 <0.001

There is a significant difference in the Qmax in first visit and
follow up after 2 weeks with a mean difference of 3.2 in
tamsulosin only group.

Table 5. Comparison of Qmax and mean difference
between 1% and 2" visit in tamsulosin+ tadalafil group

Parameter V1 Qmax V2 Qmax Mean difference p-value

Mean+SD 10.90+ 4.64 15.84+3.24 4.94 <0.001

There is a significant difference in the Qmax in first visit and
follow up after 2 weeks with a mean difference of 4.94 in
tamsulosin + tadalafil group.

Table 6. Comparison of PVR and mean difference in 1%
and 2™ visit in tamsulosin group

Parameter V1PVR V2 PVR Mean difference p-value

Mean+SD 52.49+39.10 19.93 £9.61 32.56 <0.001

There is a significant difference in the PVR in first visit and
follow up after 2 weeks with a mean difference of 32.56 in
tamsulosin only group.

Table 7. Comparison of PVR and mean difference in 1*
and 2" visit in tamsulosin+ tadalafil group

Parameter V1PVR V2 PVR Mean difference p-value

Mean+SD 54.96+34.00 18.07 £8.82 36.87 <0.001

There is a significant difference in the PVR in first visit and
follow up after 2 weeks with a mean difference of 36.87 in
tamsulosin + tadalafil group.

DISCUSSION

Medical therapy serves as an initial line of treatment in
patients of BPH with therapy aimed at reducing the
symptoms and improving the quality of life of the patient.
Drugs from different drug groups have been used such as
alpha-blockers, 5 alpha reductase inhibitors. PDES has also
been used in cases of BPH and has been found effective in
the treatment of LUTS in several preclinical and clinical
trials."" In our study tamsulosin 0.4 mg once daily and
tadalafil Smg daily has been used and outcomes were
monitored and recorded in terms of IPSS score, IPSS QoL
score, PVR and Qmax and were compared.

In this study, the baseline characteristics of patients like age,
IPSS score, IPSS QoL score, prostate size, IVPP, PVR,
urinary volume and Qmax were recorded in both the drug
groups. There was no significant difference in the baseline
characteristics of patients and thus the variables in both the
drug groups were comparable.

In this study, among 140 patients with BPH the mean age of
patients in tamsulosin group was 65.79+ 9.96 and the mean
age of patients in tamsulosin+ tadalafil group was 64.3+ 9.96
indicating that incidence of BPH increased with age and
affects the elderly population.

Similarly, the baseline characteristics like IPSS score in this
study was found to be 14.09+2.87 in tamsulosin group and
14.34+2.57 in tadalafil group indicating that majority of
cases were from the moderate severity group (8-19) of IPSS
score. However few cases were from mild severity group as
well and the patients with severe (>19) were excluded from
this study. This data was comparable with the baseline IPSS
score of Nagasubramanian S et al.'? with IPSS score 15.10
(3.96) in tamsulosin group and 16.26 (3.32) in tamsulosin +
tadalafil group. This indicates that majority of patients with
the mild and moderate IPSS score are benefited by the
medical treatment and those with severe IPSS scores are
benefited by the surgical intervention.

In this study we can see a significant improvement in the
IPSS scores recorded at follow up during 2, 6 and 12 weeks
in both the drug groups. In tamsulosin only group the IPSS
score has improved from baseline of 14.09+2.87 to 4.8+1.7
after 12 weeks. In tamsulosin + tadalafil group the IPSS
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score has improved from baseline of 14.34+2.57 to 3.5£1.3
after 12 weeks. The mean difference in IPSS score among
these two groups was found to be 9.31 and 10.8 in
tamsulosin alone and tamsulosin + tadalafil group
respectively. Since the mean difference in IPSS score in dual
drug therapy was more than that of single drug, we found
that the combination of tamsulosin and tadalafil was superior
to tamsulosin alone. In study by Singh et al'! the IPSS score
improved after 3-month duration in both the drug groups
with significant improvement in the combination therapy
where the decrease in IPSS score was by 53.90% and in
tamsulosin only group the decrease in IPSS score was
50.90%.

Similarly, in this study the QoL index has also improved
significantly in both the groups. The QoL index in the
tamsulosin group has improved from baseline of 3.44 + 0.53
to 1.22+ 0.42 with a mean difference of 2.24 and the QoL in
tamsulosin + tadalafil group has improved from baseline of
3.73 £0.48 to 1.00 = 0.17 with a mean difference of 2.73.
Since the mean difference in QoL was more in the
combination group than in the single drug group we found
that combination of tamsulosin and tadalafil was superior to
tamsulosin only which was consistent in findings by Singh et
al.40 who found the decrease in QoL index by 79.65% in
tamsulosin + tadalafil group and 73.35% in the tamsulosin

group.

In this study, the baseline Qmax in tamsulosin only and
tamsulosin + tadalafil group were 11.13+ 2.57 ml/sec and
10.90+ 4.64 ml/sec respectively. The value of Qmax was
recorded at 2 week follow up time which was 14.33+2.07 in
tamsulosin only group and 15.84+3.24 in the tamsulosin +
tadalafil group which shows a significant improvement in
Qmax with mean difference of 3.2 ml/sec and 4.94 ml/sec
respectively. This study had similar results as compared to
Singh et al. where the baseline Qmax in tamsulosin group
increased from 9.1543.022 ml/sec to 12.26+3.537 ml/sec in
tamsulosin only group and from 9.88+3.581 ml/sec to
13.54+5.587 ml/sec in tamsulosin + tadalafil group. Another
study conducted by Bechara et al'3 showed improvement of
QoL from baseline 9.6 ml/sec to 11.7 ml/sec in tamsulosin
group and 12.6 in tamsulosin + tadalafil group. Improvement
in the value of Qmax also favors that the combination drug
therapy is better than the single drug.

Similarly, post voidal residual urine in this study was
52.49+39.10 ml in tamsulosin group and 54.96+34.00 in
tamsulosin + tadalafil group. The patients were followed up
after 2 weeks and the PVR was recorded which was found to
be 19.93 £9.61 in tamsulosin group and 18.07 £8.82 in the
tamsulosin + tadalafil group. There was mean difference of
decrease of PVR to be 32.56 ml in tamsulosin group and
36.87 ml in tamsulosin + tadalafil group. This data shows
that there was significant reduction in the PVR (p<0.001)
and favors the superiority of combination therapy as the
mean difference is more in the combination therapy as
compared to the single drug therapy.

Similarly, in a study by Karami et al, combination of
tamsulosin and tadalafil improved international prostate
symptom scores and Qmax in patients with lower urinary
tract symptoms and benign prostatic hyperplasia to more
degrees than their separate use.'* In a randomized double
blinded controlled trial conducted by Kim et al, the fixed

drug combination was safe, well tolerated, and efficacious,
indicating that combination therapy could provide clinical
benefits for patients with BPH- associated LUTS complaints
and ameliorate the co-morbidity of ED.!> These studies had
significant improvement in the IPSS scores in the
combination therapy as compared to the single drug therapy
which was similar in finding with our study.

One main limitation of the present study was that this sample
was taken from a single center; a larger sample size from a
multicenter study is recommended.

CONCLUSION

Based on the findings of this study, there was a significant
improvement in the IPSS score, QoL, Qmax and PVR in
both tamsulosin group and tamsulosin + tadalafil group.
However, the mean difference in improvement of IPSS score
(10.8 vs 9.3), IPSS-QoL (2.73 vs 2.24), Qmax (4.9 vs 3.2)
and PVR (36.87 vs 32.56) was more in tamsulosin + tadalafil
group than in the tamsulosin group. Similarly, the mean
difference in IPSS score between two drug groups in 2nd and
3rd visit showed better outcome in the combination group.
Thus, the combination of tamsulosin and tadalafil was
superior to tamsulosin alone in terms of IPSS, IPSS-QoL,
Qmax and PVR.
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