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Impact of Alpha-blockers Treatment for Male Lower Urinary Tract Symptoms Due to
Benign Prostatic Hyperplasia on Ejaculatory Function: A Meta-Analysis

HU Lei', FU Quan-sheng', CHEN Dong?, BU Chen-feng'
(1.Department of Urology, The First Affiliated Hospital of Jinan University, Guangzhou 510630 , China; 2.Department of New
Medicine, The First Affiliated Hospital of Jinan University, Guangzhou 510630, China)

Abstract: [Objective] To provide a meta-analysis of the available randomized clinical trials (RCTs) reporting the impact of
Alpha-blockers treatment for LUTS due to BPH on ejaculatory function. [ Methods] According to the requirements of meta-analysis, a
literature search about Alpha-blockers therapy in LUTS due to BPH was performed among Cochrane clinical controlled trials database,
PubMed, BMJ-Clinical Evidence, CNKI, VIP and Wanfang data from the establishment of the database till May 2014. [Results] A
total of 528 articles were included, 16 RCTs were enrolled for meta-analysis. 14 articles used Placebo-and Active-Controlled, 10
articles used double-blind method. Ejaculatory dysfunction was significantly more common with alpha-blockers (ABs) than with
placebo (OR=5.82,P=0.0004<0.05). In particular, considering Tamsulosin (OR=6.89, P < 0.000 1) or Silodosin (OR =32.52, P<
0.000 01); conversely, Doxazosin and Terazosin were associated with a risk similar to placebo. Comparing in the different Alpha-

blockers, Tamsulosin associated with significantly lower risk of ejaculatory dysfunction than Silodosin (OR=1.50, P=0.81); but
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Tamsulosin had no significantly difference with Doxazosin; more dose of the Tamsulosin is effective over time, greater is the incidence

of ejaculatory dysfunction.

[ Conclusions] More the Alpha-blocker is effective over time, greater is the incidence of ejaculatory

dysfunction, retrograde ejaculation especially. And high selectivity of alpha-blocker (Silodosin and Tamsulosin) was more likely to

lead to ejaculatory dysfunction. These data can be relevant both for drug selection and patients counseling.

Key words: lower urinary tract symptoms; benign prostatic hyperplasia; ejaculatory dysfunction; alpha blockers; meta
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Table 1 The Basic characteristics of the included studies
Articles Treatments Age Duration/ Baseline IPSS Baseline Bjaculaory Number(%) Jadad
weeks (Qmax Dysfunction

Roehrborn et al. 1996 Terazosin 10 mg(n=1053)  65.7£02 |2 20.1 £0.1(AUA) 96+03  abnormal 15(1.4) 3
Placebo (n=1031) 65.7+0.2 20.1£0.1(AUA) 06+03 ejaculation 2(0.2)

Chapple et al. 1996 Tamsulosin 0.4 mg (n=382)  63.6£83 |2 9.4 £2.8 (Boyarsky) 102+3.5 abnormal 17(4.5) 4
Placebo (n =193) 64.4 8.1 9.4 +2.8 (Boyarsky) 10.1+3.0 ejaculation 2(1.0)

Lepor et al. 1996 Terazosin 10 mg(n = 305) 056 ) 16.2 £ 5.5(AUA) 105+2.6 ejaculatory 1(0.3) 3
Placebo (n =305) 65+7 15.8 +5.5(AUA) 104 +2.6  abnormality 4(1)

Lepor 1998 Tamsulosin 0.4 mg(n=254)  >45 13 19.8 +4.9(AUA) 94+25  abnormal 15 (6) 3
Tamsulosin 0.8 mg(n=248)  >45 19.9 + 47(AUA 95+25  ejaculation 44 (18)
Placebo (n =254) >43 19.6 £ 4.9(AUA) 97425 0

Narayan et al.1998 Tamsulosin 0.4 mg(n =248) 45 13 abnormal 27 (11) 3
Tamsulosin 0.8 mg(n =244) 45 ejaculation 45 (18)
Placebo (n =239) 45 1(<1)

McConnell et al.2003 Doxazosin 8 mg(n = 756) 62.7+72 3 17.0 £ 5.8(AUA) 10.3+2.5 abnormal 8(1.1) 4
Placebo(n = 737) 62.5+7.5 16.8 + 5.9(AUA) 10.6 + 2.6 ejaculation 6(0.8)

Kirby et al. 2003 Doxazosin 8 mg(n = 250) 03+7 3 17.1£42 10.4 +2.5 abnormal 1(0.4) 4
Placebo(n = 253) 64+7 172+45 10.8 +2.5 ejaculation 4(1.5)

Nordling 2005 Tamsulosin 0.4 mg (n=158)  >50(64) |2 174£56 9.0 ejaculation 5(3) 4
Placebo (n = 153) >50(64) 177£5.0 9.4 disorder 0

5 2005 Tamsulosin 0.4 mg (n=64)  63.7+£252 |2 19.0+ 55 0.6+5.1 abnormal 1(1.6) 3
Doxazosin 8 mg(n = 60) 64.8 £23.1 19.1+ 6.1 9.7+4.7 ejaculation 1(1.7)

Kawabe et al. 2006 Silodosin 8 mg (n = 175) 65470 1 17.1£5.7 0.8 +2.72 abnormal 39 (22.3) 5
Tamsulosin 0.4 mg(n=192)  65.6+7.0 17.0+5.7 9.4 +2.79 ejaculation 3(1.6)
Placeho (n =89) 65.0£6.9 17.1£6.1 09+2.6 0

Pompeo et al. 2006 Tamsulosin 0.4 mg(n = 83) 61.7£7.6 1 185+26 1155+ 6.5 retrograde 4(4.8) 4
Doxazosin 8 mg(n = 82) 62.6£6.8 18.6+25 11.5 + 5.63 ejaculation 3(3.7)

Marks et al. 2009 Silodosin 8 mg(n = 466) 64681 1 21.3+£5.1 87+2.6 retrograde 131(28.1) 5
Placebo (n =457) 64.7 8.1 21.3+49 8.9+2.8 ejaculation 4(0.9)

Teruhiko Yokoyama2011 ~ Tamsulosin 0.4 mg(n = 45) M5+1.1 12 18.0+ 1.1 856 +0.5 abnormal 1(2.2) 4
Silodosin 8 mg(n = 45) 70.2£0.9 18.7+ 0.7 0.03+0.6 ejaculation 8(17.8)

Hong-Jeng Yu et al. 2011 Tamsulosin 0.4 mg(n = 83) 65.0£88 1 19.8 45 10.6 +2.8 abnormal 1(1)
Silodosin 8 mg(n = 87) 67.5£9.3 193+ 45 103 +2.8 ejaculation 10(9.7) 4

Chapple et al. 2011 Silodosin 8 mg(n = 381) 65877 1o 19.1+4.23 10.7 £2.7 retrograde 54(14.2)
Tamsulosin 0.4 mg(n =384) 65974 18.9 +4.37 10.27 +2.7 ejaculation 8(2.1) 4
Placebo (n=190) 66.0+7.3 19.3+4.33 10.32+2.8 2(1.1)

Oelke et al.2014 Tamsulosin 0.4 mg (n=168)  >45(63.5) |2 168+5.3 abnormal 6(3.6) 3
Placebo (n=172) >45(63.7) 174 £6.0 ejaculation 0
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# . SRR P = 0.83, P = 0%, 5% F [ 52 550n A

Chapple2011 54 381 2190
Kawabe2006 0 175 0 8
Marks 2009 131 466 4 457
Subtotal (95% Cl) 1022 736
Tolal events 204 6

Heterogeneity: Tau? = 0.00; Chi? =1.51, df =2 (P= 0.47); I =

Test foroverall effect: Z=8.65 (P <0.00001)

1.1.2 Tansulosin versus Placebo

Chapple 1996 17 2 193
Chapple 2011 8 384 2 190
Kawabe 2006 3 192 0 &
Lepor 1998 15 24 0 2
Narayan 1998 I 248 1 239
Nordling 2004 5 158 0 183
Oelke et 2014 6 168 0 172
Subtotal (95% Cl) 1786 1290
Total events 81 5

Heterogeneity: Taw? = 0.22; Chi? =7.06, df =6 (P= 0.32); I’ =

Test foroverall effect: Z=4.28 (P <0.0001)

1.1.3 Terazosin versus Placebo

LEPOR 1996 1 35 4 305
Roehrbom 1996 15 1053 2 1031
Subtotal (95% Cl) 1358 1336
Total events 16 6

Heterogeneity: Tawt = 4.88; Chi2 =6.34, of = 1(P=0.01); 2=

Test foroverall effect: Z=0.24 (P =0.81)

1.1.4 Doxazosin versus Placebo

KIRBY 2003 1 275 4 269
McConnell 2003 8 756 6 737
Subtotal (95% Cl) 1031 1006
Total events 9 10

Heterogeneity: Taw? = 0.66; Chiz =1.85, ¢f =1(P=0.17); I =

Test foroverall effect: Z=0.37 (P =0.71)

Total (95% Cl)
Total events

5197 4368

330 27

Heterogeneity: Tau? = 2.38; Chi* =53.26, df = 13 (P <0.00001); 1= 76%

Test foroverall effect: Z=3.54 (P =0.0004)
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025[0.03, 2.23]
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0.24[0.03, 2.18]
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0.74[0.16, 3.56]
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f f f i
000t 01 1 10 1000
Alpha-Blockers  Placebo
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Test for subgroup differences: Chi?= 21.07, df =3 (P=0.0001), F =85.8%

B2 o-SZfRBEMHT NS b % B
Fig.2 Alpha-blockers vs. Placebo
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23.6 A ERARBEaH X ABs 5REFITA
1) 13 7 RCT SCERAATE— & M ok, %2
BFP ABs 225 AN, SR AR
AR BE AT | AR B A 2 25 T R
A4 SCHIR B S B PR i (P < 0.000 1,2 = 76% ) 5 Herp
IR IR 55 2 SRR GT B PR R SCHR 2T S Pk

Tamsulosin Silodosin Odds Ratio Odds Rafio
Study or Subgroup Events Total Events Total Weight M-H, Fixed 95%Cl M-H, Fixed, 95% Cl
Chapple 2011 8 334 54 381 479%  0.13[0.08,027] LN
Hong-Jeng Yu 2011 1 14 10 105 8%  009[0.01,073
Kawabe 2006 3 1 39 175 362% 0.06[0.02,0.18] ¥
Teruhiko Yokoyama 2011 1 45 8 45 71%  0.11[001,088 —
Total (35%Cl) 725 706 100.0%  0.10[0.05,0.17] ¢
Total events 13 111
Heterogenelty: Chi2 = 1.39, df = 3 (P =0.71), R=0% ‘ " ' ‘
Test for overall effect: Z =7.83 (P <0.00001) ODmeEI';Sm 1 Siloglgsin 1000
B3 ERFEXLARSE
Fig.3 Tamsulosin vs.Silodosin
Tamsulosin Doxazosin QOdds Ratio Odds Ratio
Study or Subgroup  Fvents  Total Events Total Weight M-H Fixed, 95% Cl M-H Fixed, 95%Cl
POVPEQ 2006 4 8 3 82 73% 1.33[0.29,6.15]
3Kk 2005 1 &4 1 80 261% 094[0.06, 15.32]
Total (95%Cl) 147 142 100.0%  1.23[0.32,4.69]
Totd events 5 4
Heterogenetty. Chi2=0.05, df=1 (P=0.83); F=0% '(1031 0'1 :I 1'0 100:)'
Test for overall effect: Z=0.30 (P=0.76) T I-osi ' Doxazosin
B4 BERFEXIEZIDME
Fig.4 Tamsulosin vs. Doxazosin
Tamsulosin04mg  Tamsulosin 0.8mg Odds Ratio Odds Ratio
—StudyorSubgroup  Fuvents Tofal Fvents Total Weight M-H Fixed 954 Cl 954l
Lepor 1908 5 254 44 248 %%  029[016 054 53
Narayan 1998 27 245 45 244 H1% 0.54[032, 094
Total (95% Cl) 502 492 100.0%  0.41[0.28, 0.61] L
Tdal evenis 42 89
Heterogeneity: Chiz=2.29, df = 1 (P =0.13); F =56% 10001 0=1 : 1=0 100{]:

Testfor overal effect Z=443 (P <0.00007)

Tansulosin 0.4mg  Tamsulesin 0.8mg

Bs5 ERFFELAEAE

Fig.5 Different dose of Tamsulosin
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Fig.6 Influence of baseline IPSS score (A )and baseline Omax (B )on ejaculatory disorders
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