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COMPARISON OF NAFTOPIDIL AND SILODOSIN IN THE TREATMENT
OF MALE LOWER URINARY TRACT SYMPTOMS ASSOCIATED
WITH BENIGN PROSTATIC HYPERPLASIA :

A RANDOMIZED, CROSSOVER STUDY
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We compared the efficacy, safety, and patient preferences for two a;-adrenoceptor (AR) antagonists
with different affinity for AR subtypes, naftopidil (Naf) and silodosin (Silo), for the treatment of male lower
urinary tract symptoms associated with benign prostatic hyperplasia (male LUTS/BPH). New patients
diagnosed with male LUTS/BPH were randomly divided into either the Naf-Silo group or the Silo-Naf
group (Naf: 50-75 mg once daily for 2 weeks followed by 75 mg once daily for 4 weeks ; Silo : 2-4 mg twice
daily for 2 weeks followed by 4 mg twice daily for 4 weeks). A survey was conducted to evaluate patient drug
preferences after completion of the study and the reasons for the preferences. Naf and Silo improved the
total International Prostate Symptom Score (IPSS) compared with baseline. There was no significant
difference between Naf and Silo in improvement in the IPSS total score.  Adverse effects were more frequent
with Silo than with Naf (P = 0.002). No significant difference in patient preference for the drugs was
observed. These findings indicate that Naf and Silo provide similar clinical efficacy, with no difference in
patient preference for the drugs, although adverse effects were significantly more frequent with Silo than with
Naf.

(Hinyokika Kiyo 58: 671-678, 2012)
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Table 1. Baseline characteristics of the study population

Parameters Naf-Silo group (n= 34) Silo-Naf group (n=30) P-value
Age (years) 68.5%5.7 (58-79) (34) 66.5%5.6 (53-77) (30) ns
Prostate volume (ml) 45.7%17.8 (21-102) (34) 38.8+13.1 (23-75) (30) ns
IPSS total score 17.6 =5 (11-32) (34) 18.6 5.5 (11-30) (30) ns
QOL score 4.8+0.9 (3-6) (34) 5.0+0.8 (3-6) (30) ns
OABSS (defined as OAB) 7.52.2 (4-13) (26) 7.4%+2.3 (4-12) (16) ns
PVR (ml) 34.5%+43.5 (0-165) (31) 23.4%26.6 (0-96) (30) ns
Omax (ml/s) 9.3%4.9 (3-22) (19) 8.0%3.7 (2-16) (15) ns

Data are expressed as means * SD (minimum-maximum) (number of subjects). P-values were
obtained by unpaired t-test. ns, not significant ; Naf-Silo group, patients who received naftopidil
followed by silodosin ; Silo-Naf group, patients who received silodosin followed by naftopidil ; IPSS,
International Prostate Symptom Score; QOL, Quality of Life ; OABSS, Over Active Bladder
Symptom Score ; PVR, post-void residual urine volume ; Qmax, maximum flow rate.
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Table 2. Changes in evaluation parameters in each group
Baseline vs ~ Baseline v~ Week 6 vs
Parameters Group Baseline Wecek 6 Week 12 week 6 week 12 week 12
(P-value) (P-value) (P-value)
IPSS total score Naf-Silo  17.6* 5.0 (34) 10.8% 4.7 (34) 9.6% 5.5 (34) <0.001 <0.001 ns
Silo-Naf  18.6% 5.5 (30) 10.0= 4.8 (30) 10.4* 5.8 (30) <0.001 <0.001 ns
Voiding symptoms Naf-Silo 7.9+ 4.4 (34) 4.7% 3.1(34) 3.9% 3.3(34) <0.001 <0.001 ns
Silo-Naf 8.3+ 3.0 (30) 4.2+ 2.8(30) 4.4 3.3(30) <0.001 <0.001 ns
Storage symptoms Naf-Silo  7.6% 3.2 (34) 4.7 2.3(34) 45* 29 (34) <0.001 <0.001 ns
Silo-Naf ~ 7.9%+ 3.4 (30) 4.5* 2.6(30) 4.8%* 3.0(30) <0.001 <0.001 ns
Incomplete emptying Naf-Silo 2.1+ 1.5(34) 14= 1.0(34) 1.2+ 1.1 (34 0.039 0.021 ns
Silo-Naf 2.4+ 14(30) 1.3= 1.0(30) 1.2%* 0.9(30) 0.002 <0.001 ns
Frequency Naf-Silo 3.2+ 1.4(34) 1.7% 1.0(34) 1.8% 1.3(34) <0.001 <0.001 ns
Silo-Naf 3.4+ 14(30) 19= 1.3(30) 1.9%* 1.3(30) <0.001 <0.001 ns
Intermittency Naf-Silo 2.3+ 19(34) 13 1.1(34) 14= 1534 0.001 0.014 ns
Silo-Naf 2.4+ 1.7 (30) 1.0= 09 (30) 1.2+ 1.3(30) <0.001 <0.001 ns
Urgency Naf-Silo 2.1+ 1.6 (34) 13% 1.2(34) 1.2+ 1.4(34) <0.001 <0.001 ns
Silo-Naf  1.9% 1.5(30) 09=* 1.0(30) 1.0= 1.2(30) 0.006 0.002 ns
Weak stream Naf-Silo  3.6= 1.5(34) 25% 1.8(34) 18% 1.5(34) <0.001 <0.001 0.039
Silo-Naf ~ 3.8% 1.1 (30) 2.1* 1.4(30) 1.9% 1.3(30) <0.001 <0.001 ns
Straining Naf-Silo 2.1+ 1.8(34) 09* 1.2(34) 0.8% 1.0(34) 0.001 <0.001 ns
Silo-Naf 2.2+ 1.8(30) 1.1= 1.3(30) 1.2+ 1.3(30) 0.009 <0.001 ns
Nocturia Naf-Silo 2.3+ 1.2(34) 1.7 1.1(34) 1.5% 0.9(34) <0.001 <0.001 ns
Silo-Naf 2.7+ 1.4 (30) 1.7* 1.2(30) 1.9% 1.2(30) 0.003 <0.001 ns
QOL score Naf-Silo  4.8% 0.9(34) 35% 15(34) 3.0% 1.5(34) <0.001 <0.001 ns
Silo-Naf 5.0+ 0.8 (30) 3.0 1.5(30) 3.4= 1.6(30) <0.001 <0.001 ns
OABSS Naf-Silo  7.5* 2.2(26) 54* 26(26) 4.5%* 3.4(26) <0.001 <0.001 ns
Silo-Naf 7.4+ 2.3 (16) 4.3% 3.3(16) 5.0* 3.4(16) 0.009 0.019 ns
PVR (ml) Naf-Silo  34.5+43.5 (31) 20.1*=31.3 (31) 22.8+27.0 (31) 0.029 ns ns
Silo-Naf  23.4%26.6 (30) 19.8%26.8 (30) 17.6%20.0 (30) ns ns ns
Qmax (ml/s) Naf-Silo  9.3% 4.9(19) 11.8* 7.4 (19) 11.1+ 5.7 (19) ns ns ns
Silo-Naf 8.0+ 3.7 (15) 12.5% 6.0 (15) 11.2% 7.0 (15) 0.014 ns ns

Data are expressed as means +SD (number of subjects).
group, patients who received naftopidil followed by silodosin ; Silo-Naf group, patients who received silodosin followed by naftopidil ;
IPSS, International Prostate Symptom Score ; QOL, Quality of Life ; OABSS, Over Active Bladder Symptom Score ; PVR, post-void
residual urine volume ; Qmax, maximum flow rate.

P-values were obtained by the Bonferroni test.

Table 3. Changes in IPSS scores after treatment with naftopidil and silodosin

ns, not significant ; Naf-Silo

Parameters Baseline (B) Naf (N) Silo (S) B vs N (P-value) B vs S (P-value) N vs S (P-value)
IPSS total score 18.1%5.2 10.6%5.2 9.8+5.1 <0.001 <0.001 ns
Voiding symptoms 8.1+3.8 45%3.2 4.1+3.1 <0.001 <0.001 ns
Storage symptoms 7.8%3.3 4.8*2.7 4.5%2.7 <0.001 <0.001 ns
Incomplete emptying 22%1.5 1.3+0.9 1.3+1.0 <0.001 <0.001 ns
Frequency 33+1.4 1.8+1.2 1.8+1.3 <0.001 <0.001 ns
Intermittency 24+1.8 1.3+1.2 1213 <0.001 <0.001 ns
Urgency 20+1.6 L1+1.2 L1£1.2 <0.001 <0.001 ns
Weak stream 3.7%13 22%1.6 1.9+14 <0.001 <0.001 ns
Straining 21+1.38 1.1+1.2 0.9+1.2 <0.001 <0.001 ns
Nocturia 25*1.3 1.8+1.1 1.6+1.0 <0.001 <0.001 ns

Data are expressed as means +SD (n=64).

P-values were obtained by the paired t-test.

ns, not significant ; Naf] patients who received
naftopidil first in the Naf-Silo group and second in the Silo-Naf group ; Silo, patients who received silodosin first in the Silo-Naf group and
second in the Naf-Silo group ; IPSS, International Prostate Symptom Score.
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Table 4. Comparison of drug efficacy between naftopidil and silodosin

Post/pre ratio of IPSS total score Al
0.75< 05< =075  0.25< =05 =0.25
Silo
0.75< 10 7 1
0.5< =0.75 1 11 3 1
0.25< =05 2 7 10 1
=0.25 3 1 3 3

Data are expressed as number of subjects.

Treatment efficacy (ratio of post/pre scores) was

assessed on the basis of the Guidelines for Clinical analysis in Urination Disturbance.

Table 5. Adverse effects

Naf Silo P-value
Number of treated patients 79 83
Adverse effects (number of patients) 9(11.4%) 26 (31.3%) 0.002
Number of events Drowsiness 4 Loose stool 8
Orthostatic hypotension 1 Diarrhea 7
Orthostatic dizziness 1 Ejaculation disorder 4
Malaise 1 Dry mouth 3
Headache 1 Frequent bowel movement 2
Abdominal pain 1 Dizziness 2
Nausea 1 Drug eruption 2
Erectile dysfunction 1
Nasal congestion 1
Stomach discomfort 1
Headache 1
Sneezing 1

P-value was obtained by 4> test. Number of treated patients, patients who were evaluated after treatment in each

group.
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A. Total (n=64)
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[ ] Neither
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C. Silo-Naf group (n=30)

Fig. 1. Preference for continuation of drug treatment.
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P-values were obtained by
the y* test. A, preference of all patients ; B, preference of Naf-Silo group
(patients who received naftopidil followed by silodosin); C, preference of
Silo-Naf group (patients who received silodosin followed by naftopidil).
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Table 6. Reasons for drug preferences

Preferred Naf (multiple responses 7 patients)

Preferred Silo (multiple responses 0 patients)

Neither
Naf-Silo group Silo-Naf group Naf-Silo group Silo-Naf group
Excellent effect 9 4 10 7
No (fewer) adverse effects 8 8 0 1 8
Easy to take 4 9 0
No particular reason 0 0 0 2

Naf-Silo group, patients who received naftopidil followed by silodosin ; Silo-Naf group, patients who received silodosin followed by

naftopidil.
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