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CLINICAL EFFICACY AND REDUCTION EFFECT ON PROSTATIC
VOLUME OF CHLORMADINONE ACETATE COMBINED WITH
TAMSULOSIN HYDROCHLORIDE IN BENIGN PROSTATIC
HYPERPLASIA PATIENTS INSUFFICIENTLY TREATED
WITH TAMSULOSIN HYDROCHLORIDE ONLY
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Alpha adrenergic blocker has become the first choice in the medical treatment of benign prostatic
hyperplasia (BPH). The efficacy of alpha adrenergic blocker has been suggested to be related to the
prostatic tissue components, and to be ineffective in treating the clinical symptoms caused by BPH in
some cases.

The efficacy and prostate reduction of an anti-androgenic agent, chlormadinone acetate, combined
with alpha adrenergic blocker, tamsulosin hydrochloride, were evaluated using 40-BPH patients
insufficiently treated with tamsulosin hydrochloride alone. Fifty mg of chlormadinone acetate and 0.2
mg of tamsulosin hydrochloride were administered orally once a day for 16 weeks to patients with a
prostate subjective symptoms score, I-PSS, of greater than 13 or a peak flow rate of less than 12 ml/s,
even after the treatment with 0.2 mg of tamsulosin hydrochloride alone for more than four weeks.

Total I-PSS decreased significantly after four weeks. The total irritative symptom score did not
change for 16 weeks, but the total obstructive symptom score decreased significantly, as did the total I-
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PSS. In objective data, the estimated volume of both total prostate and the transition zone on
transrectal ultrasonogram decreased significantly at the end of the treatment, and the peak flow rate

decreased significantly after 12 weeks.

These findings suggest that the addition of chlormadinone acetate may be a reasonable alternative
in the treatment of BPH patients responding insufficiently to tamsulosin hydrochloride alone, and that
combination therapy using chlormadinone acetate and tamsulosin hydrochloride may be useful for BPH

patients with serious obstructive symptoms.

(Acta Urol. Jpn. 44: 565-573, 1998)
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Table 1. Characteristics of patients

H B FEBIE (%)
~60 10 95.0%
£ W ~70/% 22 55.0%
~803% 8 90.0%
mean+SD.  65.3+6.8%
. Ak 0 0.0%
AR aw w0 100.0%
2L 95 62.5%
St
brie »Y 15 37.5%
%L 37 92.5%
[}
RAOKE Hh 3 7.5%
N 2L 36 90.0%
dn
Wi Y 4 10.0%
i %L 34 85.0%
Lt 5 6 15.0%
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A. sensation of incomplete voiding

3

2

N.s. INS.
1

I-PSS
-4
w

OW 4W 8W 12W16W
(n) (32) (31) (25) (25) (23)

C.intermittency

I-PSS

OW 4W 8W 12W16W
(n) (33) (32) (26) (26) (24)

E. weak urinary stream

I-PSS
£

L L

OW 4W BW 12W 16W
(n) (40) (37) (29) (29) (27)

G. nocturia
3
" 2 V%NS
[72]
o
=1
0 L 1 1 1 J

OW 4W 8W 12w 16W
(n) (39) (37) (29) (29) (27)

7500 5 Blid THIEARRE, LEHEE N, RO DOSBIT
i, AR, wet, FREOFmHEICRALL.

AT R BI405] 0 BE S B % Table 1 IZ/R L7,

EIERIE 65.34£6.88 T, TNTHREECTH-
7z.

F7:, Fig. 1 IZiRL72L 9IS, Bz av<d ) v
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2. BEERK

1) %R @ (Fig. 2, A. sensation of incomplete
voiding)

BRGER1.6, 487%1.6, 8812, 12;:87%1.0, 16
Big1.0&, 168 THELZELEZBD O o7,

2) #IR (Fig. 2, B. frequency)

BMAEE2.3, 48%1.7, 8E%1.6, 1287%1.4, 16
Bkl.6k, ¢ AU TEELYENRD LN

3) JR#E&AE (Fig. 2, C. intermittency)

BAZAEE2.2, 4:8%1.3, 8:#%1.0, 12:8%1.0, 16

B. frequency
3

2 dok Tk

I-PSS
H
¥

1

0~ 0ow 4w 8w 12w 16w
(n) (38) (35) (27) (27) (25)

D.urgency
3

2

I-PSS

z

2]

z
»

z

o

z

»

]
OW 4W BW 12W1BW
(n) (35) (33) (27) (26) (24)

F straining

I-PSS
z
w

00w aw 8w T2wisw
() (39) 37) (20) (29) (27)

Fig. 2. Changes of I-PSS (in each symptoms). Mean+ S.E., N.S.: p=
0.05, *: p<0.05, **: p<0.01, Wilcoxon one sample test.



ER, 132 - BISZBRARE -
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4) REEZ (Fig. 2, D. urgency)

BAfAREL.7, 487%1.3, 88%%1.3, 12:87%1.4, 16
BE1.5L, 168 THEELEIEED S h o7

5) R% (Fig. 2, E. weak urinary stream)

FARERF2.7, 4:81%2.0, 8:71.7, 12:8%1.7, 16
%16, 4 ALBRTHELREENZD LI5S 8
AR E 2EbId %R 2o,

6) \»&A (Fig. 2, F. straining)

BASARF2.0, 4:87%1.6, 8A7%1.3, 128%1.1, 16
BELOE, 1VELBEREELZUESAD SN

7) EEHHROE (Fig. 2, G. nocturia)

BASAREL.9, 4:872.2, 881%2.0, 12:B7%2.1, 16
B%2.08, 168 CTHELZELEIRO SN o 7.

8) I-PSS &&t (Fig. 3)

BIfARE13.2, 4587£10.7, 83A1%9.4, 12:87£9.0,
16:;81%8.9&, 4 ALETEELWENIED LN,

9) HIBUER & BAZRER (Fig. 4)

I-PSS IC B+ 5 BIHEE £ fIBUEIR BIR, REWE
%, WEREH) LHZEER GRRE, REEHE, R
B, WER) LIIHIHRE L7 RIEUEROEE R
(Fig. 4, A. irritative symptoms) ¥, BAZHFF5.5, 4
BE4.8, 8:B1%4.5, 12:87%%4.7, 16:8%4.6L, 1618

A. irritative symptoms
8 —~

6_

N.S. TNS. INS.

4t

|-PSS

2_

I 1 1 J

) ow 4w 8w 12w 16W

N.S.

BeEgrran< /v 569
15
Fok
. 10+ ** *k sk
n
a
—_ 5h
0 1 1 1 1 J
ow 4w 8w 12w 16w
(n) 37) (@7) (29) (29) (27)

Fig. 3. Changes of I-PSS. Mean + S.E., **:
p<0.01, Wilcoxon one sample test.

I THEBELREIRD ONE o72%, AEERDE
£t M %% (Fig. 4, B. obstructive symptoms) (¥, Fi#h
B6.9, 4:87%4.8, 8A#%4.3, 12:H1%3.8, 16:87%3.9
L, 4 BUETHEELHEIFRDOOLONTL.
3. MER

1) BiZRR#EEEME (Fig. 5)

(1) BT BREFn’ETE (Fig. 5, A. estimated pros-
tate volume)

H 5% CRERBIEE RN 2 STV /2216
DIREFTIE, &5 23.4cc, 1688% 17.1cc &, A
BRfRARD N

(2) transition zone & #& (Fig. 5, B. estimated

transition zone volume)

RERI%RCRERNETERZZIZXL S transition

B. obstructive symptoms

I-PSS
[ - -

1 L L J

ow 4w 8w 12w 16w

Fig. 4. Changes of I-PSS (in irritative and obstructive symptoms). n=
24, Mean£S.E., N.S.: p=0.05, **: p<0.01, Wilcoxon one sample

test.

A. estimated prostate volume

(n=21)
(cc)

301
251
201
151
10
s5h
0

ow 16W

B. estimated transition zone
volume

(n=18)

Fig. 5. Changes of estimated prostate volume on TRUS (A: estimated

prostate volume, B: estimated transition zone volume).

S.E., **: p<0.01, Paired t test.
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2) IRiEHRE (Fig. 6)

TNTOBEHM CRUES R SN/Z20FIDVTHKR
L7

(1) #eR& (Fig. 6, A. voided volume)

%5 Hj 208.4ml, 4% 188.8ml, 8i81%162.3
ml, 1238#% 200.1ml, 16:8% 195.0ml &, 8:##%IC
BELEADEDONIDHRTH 572,

(2) BERREER (Fig. 6, B. voiding time)

5 R149.5%0, 4:8H%44.9%, 8 E%40.2%0, 12:8
%43.6%80, 16:87%45.200 &, HHRB L AK: 8 BRICA
BTSN DOHRTH 572,

(3) FHRKEE (Fig. 6, C. average flow rate)

58T 4.81 ml/s, 4387% 4.82ml/s, 83E7% 5.14
ml/s, 123 5.86 ml/s, 16:8% 5.27ml/s &, 1638
FCIEEELRTILIERD N - 7o

(4) mKREEZE (Fig. 6, D. peak flow rate)

$ 581 8.40ml/s, 437 9.83ml/s, 8E % 9.48
ml/s, 12;:8%% 11.73ml/s, 1687#% 10.03ml/s &,

A. voided volume(n=20)

(ml)
250

200 W&{”‘S
150

100
50
0 L Il 1 J

OW 4w 8W 12W16W

C. average flow rate
(Qave) (n=20)

85 19984F

88T COELIRBETII LA o775, 12BUEEE
LEVGED LN

3) BIRHE

FTRTCOBBAM CHEIES % SR 13611V THR
L7

(1) ®R&E (Fig. 6, E. residual urine volume)

$ 501 55.2ml, 48 46.9ml, 8:8% 29.3ml,
128% 21.5ml, 16;87% 41.2ml &, 838, 1B Tt
HEDETHED LN, 16BTIIEEZIIZDS
(R RN AR

(2) ¥&IRZE (Fig. 6, F. residual urine rate)

¥5H121.7%, 4:81%18.5%, 8:B1%13.1%, 12:8
%9.3%, 16 B%15.0% &, BRIRELFAKOEILT
»H o7z
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b DA, HEREHISE B TEREFR 611U, 126
IU, 1031U & EH L7 H&5FIk%E6 HETIE, #
hZh 671U, 1481U, 1011U &KX 221biEE

B. voiding time (n=20)

(sec)
60

ol qua e guaghe
40

30
20
10

) OW 4w 8W 12w 16 W

D. peak flow rate
(Qmax) (n=20)

(ml/sec)
15

ek
N.S,
> o ate S

5

A 1 L

(ml/sec)
8
6 MN
4
2
0 L

OW 4w 8w 12w 16W

E. residual urine volume

0 J
OW 4w 8w 12w 16w

F residual urine rate

(n=13) (n=13)
(ml) (°/o)
80 25
20 N.S.
38 N.S. NS. 15 . N.S.
ek 10 *%
20 *%k 5

. L 1 L J

OW 4w 8w 12w 16w
Fig. 6. Changes of objective findings.

oW 4w 8w 12w 16w
Mean + S.E, N.S.: p=0.05, *:

p<0.05, **: p<0.01, Paired t test.
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(1) NS WENRE

LH 34581 6.7mIU/ml, 8387 3.2 mIU/ml,
16887 3.5mIU/ml, ¥72, ¥R M 2570 i3855
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HABRBLEMHEIC L 2H DL EHER % Table
212 TehE, Ll Ei342.9%Tdh - 7.

(2) &%t (Table 3)
HRERIBLEMHEIC L 2REHDHEREE % Table
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HIIIFHEZ Ly LHESRZZ66IDS B, 560
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BEFRIZIDLDTH- 7. "REMICHELR L,
1380.0% Td - 7-.

(3) A (Table 4)
FRMLZEHHHRE L CREBRELEMAHE L
FHMDOH EREE% Table 4 IZ7R$ THH, b
37.1%TCdH - 7.

Table 2. Efficacy
EFHUE YE PLRPUE AL OB B HETHEE

2 13 15 5 0 35 5
5.7% 37.1% 42.9% 14.3% 0.0%

Table 3. Safety

B Li ‘i’ @ ‘?’ =] = D] Peed \A
RIREZ L BIEE 7 L Frﬁ%E&) ) fizEDH 1 i HEAREE

28 6 0 1 35 5
80.0% 17.1% 0.0% 2.9%

Table 4. Availability

BOC wm ooam G005 BB o nare

2 11 16 4 2 35 5
5.7% 31.4% 45.7% 11.4% 5.7%

% =

BISEBRIE R (I T A EYHEICIEIS L ET L2 b0
5N, HREZOYUEDRISILBEHEL IZAHS
h, ¥/, TrFT RO RO LS REEE~ND
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ITHEAL & BRI 2 FRERPAZEAEIR OTLE & T HBH &
CHIBLTWBERESRTWEY 22T, BARE
B LEEANVSIR OB B 7 F 7 Fas v #2658
THIED, al 70y h—DHREARTSOEFIZS
BEMEERE T 2D, ARBRPZER L.

BelEr V< 7 I & BRI OREANIRIZD W
Tid, THFTIRITI0%BREDH/NIETD pifs s h
TWw3%, SEO®RE T, Fi 23.4cc 205 17.1
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A ROBAHRIRO SN, SEOKRFTTIIEE
By, MEBBERERDOZEL & H/INE L DREIZ DN T
12, BB REFTELD o205 ol 70y
71— ERIEGNIZ BT, HMIRS & FEROET R
AIHREBRBOLN, T BMERPERER DR
EVHIFEENLLDEEZ SR

I-PSS 2 & 2 BEEROFHME T, $*5-FMk#% 48
HIDABELYUEN RO LN, HWERGEYIZEEER
DYENBDO NIz, T2, FIEGEREBEER L
DUFTARE TR, FIBER L Y AEERICAEY TH -
CZ CISEREEV. RIMBROER B &, HHRER
AFYESIEDS al 7Oy H—BENTH - 7 ERNIT
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