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CLINICAL EVALUATION OF FLUTAMIDE,
A PURE ANTIANDROGEN, IN PROSTATIC CANCER
PHASE 11 DOSE-FINDING STUDY
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The phase II study of flutamide, a pure anti-androgen, was performed to estimate the clinical
doses on 165 hormone untreated or treated patients with prostatic cancer. The hormone-untreated
patients were given orally flutamide of 90, 375, 750 or 1,125 mg/day in three divided doses daily for
12 weeks. Responses were not observed at the 90mg/day dose except for improvement of clinical
symptoms. However, an objective response rate of 48.8~46.7% was obtained at 375~1,125 mg/day
doses. In hormone-treated patients including cases refractory to the previous hormonal treat-
ment, the objective response rates were 13.3 and 8.3% in 375 and 750 mg/day flutamide groups,
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respectively. Side effects such as gynecomastia, nausea, vomiting, diarrhea, and abnormal laborato-
ry findings such as the elevation of hepatic transaminases were observed. The incidence increased

dose-dependently.

Determinations of serum hormone levels revealed an increase in testosterone

levels by the use of flutamide. In conclusion 375 mg/day of flutamide is the optimal dose in mono-
therapy for hormone-untreated patients with prostatic cancer, where the quality of life can be
maintained compared with therapies involving testosterone suppression. This dose is also expected
to show some efficacy in cases refractory to hormone treatment.

(Acta Urol. Jpn. 39: 391-403, 1993)

Key words: Prostatic cancer, Flutamide, Phase II study
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ETELIAFIOA W BT B ERERYBHE L
T, WNLBERE SR LT 55 | HHEKRBR % S
L7219, 1 B 3 [E5# 028 B R 0 5384 375, 750,
1,1256 X0 1,500mg/AD 4 AR TIT-h b b, 5
EAZTIREERAEZRS T, REAETED « B
EDEWEREIRE + 5 v AT ¢ 9 — Efliph g 1
RUESR RS, Fotlcouwar, £RRTE
BHIHR S L OBKEROUEELR ORI Ehb,
AHIOE | KRBT % recommended dose
2375 425 1,125 mg/ E ONEEED B X fER St

58 1 AERIRARB L, P53 WBRER D R TEHEG) 35 X OBE
BRI T DR BRET 5 BT, i &

UL ORBIC 5 CERE L. B D& T, 5
W R RFR O RIS IRFE Gl 33 B A K OB &
Jedebhd 1 375, 7508 X O° 1,125mg @ 3 AR THR
5L, 375mg/AOHEEXEHEHEE L. HBEoR
BTy, ISR R IEFRIIC T 5 375 mg/B D%
By SORHRTHDIEfZBMTS L L
Lic, PIWEEREELARIIC T 5 %M%Y 375 mg
/B3 L 750 mg/H D 2 oD AR CHRE L. ¥,
I R\T 1 BE 750 mg R0 HESY VB
B, AHOHABRKEESTREEN i, NG
R RIBEOIE 5 E LTI H 90Omg DHARRD
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7z stage C ¥/ DOER. (QRIETTEE ¥ 7125l
TRERE X H T HEN. CAF OENEHE N BYNC ST
Th ) DEREREIRFE IR TV BEATRAE LT
FREOBUE A WA TIES). @ EMERE : =4,000/mm?
@ MR 210X 104mm?, @Hb: =10g/dl,
@GOT % X 8 GPT: EXEEBO 20T, ®
BUN : =25mg/dl ¥ fcix 7 v 75 = v : <1.5mg/
dl. (4) performence status (PS) 10 ~ 3 DA 1o
L, BEBIC X5 R, Lo PS 4 (idgiEm &3
5. (5)3 7 AU EOEEIHTE BIER. (6)EB
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BatEAE LR & LT ORB iz 1 b7
D156, BEORR TS WRERBRIS LUW
SRR RIRGID | FEH7 »30fx BFEL Lo
6. BERIOWEHE
1) B

REE, BiEBHE, REAMESE BE~-»-
prostatic acid phosphatase (PAP), PS iz D\,
BEE B X CREMGR 4 BEC 1288 ¥ CRHE L
7o, EBFRBCEKTHEME, b, FREECH
¥+ HHER SIS SEROFHE I8 5 §ids L OB
GEAHIZERRT > . Bk, FRIEOEY
WL B 5 RKDHRPELEED &SV THEL
7.
(2) BUENER S X OBRKRERE
B L EAER OBZE, MEEIKE, RAELFE
B, B, MR X OIRIRE 2 B 5T L U8
LBt 4 BECI2BE T CHEE L. LDERRER
BeGRR L OSBRI 28 BiciT » . BIFERE

Table 1. EHIEHO KR
ISR i K 16 B W5 H R BE G B
H B #5 & (mg/H) ~ #HE5&E(mg/H) B
&at it /NEt
90 375 750 1125 375 750
BEHAK 165 30 49 19 18 116 24 25 49
BB B 16 3 5 1 1 10 3 3 6
(BHDOHR)
M stage B 2 1 1 2
EE L G HHE 2 1 1 2
TEEDIE E A 2 1 1 1 1
PR R EBAL 3 1 1 1 1 2
BAT LR 1 1 1
HITAHED & O 3 1 2 3
BIP S WR ak HE AT 3 12 3
& 1% P B 149 27 #4 18 17 106 21 22 43
Trefi 24 5 3 1 2 11 6 7 13
BIfER LI 1 0 0 0o 0 0 1 0 1
B B B 22 4 3 1 2 10 5 7 12
T (HERBEONR)
X HKREAL 12 4 4 3 5 8
& & o E 3 1 1 2 2
Bl BEWERIC L ZRE 2 1 1 2
n  HEEORD 2 1 1 2
&) BEOBRE 1 1 1
R BEOEK 1 1 1
BERISEDRIER 1 1 1
1 8 2 OB 2 1 10 0 0 1 0 0 0
B E 125 22 41 17 15 95 15 15 30

* L RS WBRERIGREIO AT B Es O &M



396

FIVBRREEREOREIL, AXRBERYROE
TERRBRER DB L TR LE.
(B MmiFhtre viRE

WO WRERBRAE MR E L, iFRosLE Y
?D 5 %, luteinizing hormone (LH), follicle sti-
mulating hormone (FSH), prolactin (PRL), tes-
tosterone (T), 5-a-dihydrotestosterone (DHT)
B LU estradiol (E2) OREXE SRR X UL
W6 4 BECI2B B ¥ TEIE L. J@EiL radio im-
munoassay ¥ X » Special Reference Laborato-
rv (BF) Tirote.
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1. XRIEF

Table | ©BHEM O ARy ~T. LBHEFIK
216581, 5 HI6FIHTEK & i b, 149FI0 Bkl &
Kot XbK, RORTEHEIZ X ) 24FABTTELEH
Lich, RSB 125 FIE sk, BRELHF
D NG URER GRS L OBEEBRAL, £hXh
950l XL OB TH »fo. THHLHEBEFD S, B
e g, BIfFR B OR X g #i
L.

N IR R TGO R L OB BRAID LA E R
HF% Table 2 md. KD OEERFIITERE

Table 2. BREEHIOBEETZET
iAo R &4 AT URERGR AU FEEBE G
H & (mg/day) 90 375 750 1125 375 750 o
E
= & # B 22 4 17 15 15 15
50 ~ 59 & 2 1 1 1 2 2
£ s0~60 4 8 4 3 71
70 ~ 79 % 10 2 8 8 NS 4 8 NS
W 808K 5 5 4 3 2 4
90 ~ 99 3% 1 1 0 0 0 0
0 1 24 7 6 1 3
1 7 9 8 6 8 3
PS 2 3 5 1 0 NS 4 4 NS
3 1 2 1 1 2 5
4 0 1 0 2 0 0
5 m a4 1t 4 6 2 4 1 1
14 24 9 8 8 5
1t oA NS NS
i B a9 1t 4 11 5 3 6 9
Pl 0 0 1 0 0 ]
o C 5 9 8 5 1 2
D, 0 0 0 0 NS 1 0 NS
w D, 17 32 9 10 13 13
3 5 9 8 5 1 2
= NS NS
L3 ] 17 32 9 10 14 13
B 5 " 16 32 9 10 NS 13 13 NS
w oo Vw7 9 1 0 * 4 6 NS
2]
® R B 0 0 0 1 Ns 0 0 NS
O M 2 1 0 0 NS 0 4 *
B R R B 17 31 12 8 NS 12 9 NS
+ & M o# R 113 9 6 NS 2 5 NS
B R @A 2 2 2 0 NS 1 1 NS
il R 3 3 2 0 NS 1 1 NS
AR B RER 2 12 2 4 NS 7 9 NS
® zowoks o 1 0 o0 NS 0 2 NS
x o 2 1 10 4 4 NS 2 1 NS

W, PS, DLEE, MW OMRE 12 Kruskal-Wallis 1€, i3 X* RETIF - 72

*: P<0.05
NS : not significant
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BEDR, BWEBLLIGR, SEEHRRS X 0Ys
B R%E Table 3 i, ¥/, BRI L per-
formance status 3T 5 %1% Table 4 TR

Table 3. NGWHEEREROICKTHREMR, LHUK,

¥)]

EHEH % b,

BEHR
90mg/H D EETiE PR flixA bhieh -7z, 375
mg/H, 750mg/H % X 1,125mg/H O H&E T,
FREN4S. 8%, 47.1% KL V46.7%TH h FIEED

@) HHEINHR

TR » FLEER « FHAAZNR

B - 7 05 3 VE THARREAR
CHEEXRDIh - 1edd, —HMOERREMMOK

FF i H H #5%& (mg/H) CR PR NC PD %X (%) B E
90 0 013 9 0/22 ( 0
375 0 20 16 5 20/41 (48.8)
A
£ & B % 750 0 8 6 3 817 (47.1) p<o.0l
1125 0 7 6 2 7/15 (46.7)
90 0 2 2 0 2/22 (9.1
375 1 14 26 0 15/41 (36.6)
b i 2L BRUR R B 750 0 4 12 1  4/17 (23.5 NS
1125 1 5 9 0 6/15 (40.0)
#® 90 0 0 10 6 0/16 ( 0
375 0 6 22 5 6/33 (18.2)
B R EBX 750 0o 1 7 1 1/9 (1.1 NS
- 1125 1 2 6 1 3/10 (30.0)
90 0o 0 4 1 o5 ( 0
1 375 0 2 4 0 2/6 (33.3
REAREBNR 750 0 0 0 0 0/0 ( O NS
# 1125 0 0 0 0 o0 ( O
90 1 3 8 5 4/17 (23.5
7 P AP 375 12 18 3 1 30/34 (88.2) P<0.01
750 5 3 3 1 8/12 (66.7)
1125 8 2 1 1 10/12 (83.3)
90 0 0 4 0 0/4 ( 0
375 0 4 2 0 4/6 (66.7)
g & & 750 01 L 0 1/2 (50.0
1t 1125 0 3 0 1 3/4 (75.0
" 90 0 0 5 9 0/14 ( 0
375 0 11 11 2 11/24 (45.8)
21 G 750 0 7 1 1 1/9 (77.8) NS
1125 0 3 4 1 3/8 (37.5
% 9 0 0 4 0 0o/4 ( 0
375 0 5 3 3 5/11 (45.5)
E3
B 7 f 750 o 0 3 2 o/5 ( 0
1125 0 1 2 0 1/3 (33.3)
90 o 0 3 2 0o/5 ( 0
% c 375 0 4 4 1 49 (4.4
1 750 0 6 1 1 6/8 (75.0
1125 0 4 1 0 45 (80.0)
B NS
90 0 010 7 017 ( 0
o b 4D 375 0 16 12 4 16/32 (50.0)
B ! ? 750 0 2 5 2 2/9 (229
1125 0 3 5 2 3/10 (30.0)

* . MSE X Kurskal-Wallis #:42 & o 72, NS ! not significant
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Table 4. A UHRERBERAOHEKERS X O PS wx59R

#®

5 =& (mg/RH)

3 ® o 2 &
9 375 750 1125
% & 1 12 2 4
EBRtcak T % 1 0 0 0 NS
% W OE 1 1 0 0
EEE 1/ 3(33.3%) 12/13(92.3%) 2/ 2(100%) 4/ 4( 100%)
& 14 27 13 10
RERIIHEY R % 6 9 4 1
z NS
éj%%ﬁg‘ * ¥ E 0 1 0 0
HEE 14/20(70.0%) 27/37(73.0%) 13/17(76.5%) 10/11(90.9%)
% ® 3 8 1 5
r % 8 9 9 4
PS H E 1 1 0 0 NS
HER  3/12(25.0%) 8/18(44.4%) 1/10(10.0%) 5/ 9(55.6%)
¥ 13 Kruskal-Wallis #:T47 o 72. NS ! not significant
Table 5. WG WHEEEBEAICH T REAHR, o0, BERLR « 51t
BRI - IR
# 5 & (mg/H)
F i H H 375 750 ® =
CR PR NC PD #E#=® (%) CR PR NC PD EHE (%)
® o4& % % 0 2 4 9 2/15 (13.3) 0 1 1 13 /15 (6.7) NS
TR FI%DF
WMIREESE o0 1 13 0o 1/14 (7.1) 0 0 11 2 o/13 ( 0 NS
T & B % 0 1 9 3 1/13 (7.7 1 0 4 6 1/11 (9.1 NS
RipM@eEsE o o 2 1 0o/3 ( 0 0 0 1 4 o5 ( 0 NS
PAP 1 1 2 8 212 (6.7) o 1 3 11 1/15 (6.7 NS
FACERN % R NS
®w % 4 o o 1 0 o1 ( 0 0 0o 0 I 01 ( O
h 4 4 o 1 1 6 1/8 (1250 0 1 1 3 1/5 (2.0)
& 4% 4 o 1 2 3 1/6 (167 0 0 0 9 0o/9 ( 0
wmMNYE P<0.05
C 6 1 0 0 1/1 (100) 0 1 0 1 1/2 (50.0)
D,+D, 0 1 4 9 1/14 (7.1) 0o o0 1 12 0/13 ( 0O

* . BSE (X Walcoxon 1 TCAT - 7.

90 mg/H © FH Tt BNZIRERE X 5 BahR
19.1% &L, &, Bk X IREESES o
THHRIASRE A T, —TF, 375mg/BLL LD
HEC R AZRER N, BRI % 123, 5~40. 0%
THER X U 11, 1~33. 3% & 90 mg/ H B [T
Y e

AR Lo PAP x5 R SR L -
fohs, 375~1,125mg/H © HE I X, 90mg/H B
DR - T fe.

(3) ZALEEM I X ORI MR R

NS : not significant

FEABDO % 375 mg/ BHTARS &, SERIT
RIRC b b T, 50 % Giho BHRE R I,
750 ¥ioux LI125mg/B E RBEAHMLTS, KL
Fi, R Dy B X0 D; SERC T 2RI EED L
WO BRI T - e
(4) BEIKAEIR 3 X U performance status &35 %)

BERIH E SRR DI o 1o fl, 3o LT, Be&-HT
#®T PS O TH - ONLBHTGm IR

=R B B3R 37 % BT 3 % BEHRL 90 mg/
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MR + 7 0 2 3 K3 A B RE AR
Table 6. P MFREBLAEBIOBRIER S LT PS wxi¥ 5208

R ER % £ 375mg/H 750 mg/ H "’ =
W # 3 2
Esmicmk £ & 4 0
e  E ) 8 P<0.05
%EXR 3/ 9(33.3%) 2/10(20.0%)
% X 4 2
BRERIHRT R 7% 7 5
5 [ NS
AUREECE o 0 2
YEXR  4/11(36.4%) 2/ 9(22.2%)
M & 3 1
< % 11 5
PS W E 0 S P<0.01
WwER  3/14(21.4%) 1/13(7.7%)
* | BSE 1 Walcoxon H:CT - 72, NS ! not significant
Table 7. HhERYEIFRIER
K Z] 90 mg/ H 375 mg/H
T -~ 27 65
BIEBER BRI R 4(14.8%) 17(26.2%)
FERD grade $ER D grade
BIEBEROMR 1 2 3 4 Ha 1 2 3 4 &t
LHBALE 31 4(14.8%) 8 6 14(21.5%)
E AR 2 2 1 1 4(6.2%)
E L B M 1Y 2(3.1%)
T # 1 1(1.5%)
£ % F &
77 vy
& C) - éu)
o) Ed W 1 1(1.5%)
Ih <K H Y
H H 750 mg/ H 1125 mg/ B
2R Ol S 10 17
BHERAER B 13(32.5%) 8(47.1%)
fEAR D grade fEIR D grade
Bl FRER DR 1 2 3 4 gt 1 2 3 4 H
#HEBILEY 8 3 11(27.5%) 3 1 4(23.5%)
Ry VETY 2 19 3(7.5%) 1 1(5.9%)
E L B 1 1(2.5%) 1 1(5.9%)
a3 # 2 1 3(17.6%)
£ & X & 1 1(2.5%)
75,y 1 1(5.9%)
s 5 o &Y 1 1(5.9%)
» i wu)
I s aY 1 1(2.5%)

a) | ARMERELBEARZRER' Y 2V EIERER CEBRENHE
(grade 1 (1 B/E, 2 hEE, 3. HE, 1 BOTHE).

b) : BIEHIC X ARG EFIDRER

c) | % 5-BATATIIC grade 2
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HEETIL33.3% Th »1ehd, 375mg/HLL Lo HET
1392, 3~100 B DHERTH - . FRLETHKTS
PRSI 25 TER O e £ ER T 70.0~
90.9% L &» -t performance status OHERKL
10. 0~55. 6 B O H v, BARKEVEN b hie
Mot
3. 5 WHHERBEIHER BN 53 5 A b D LB
(1) BADE, FRBLD, SCEN R X O IR%)
R

% Table 5 iR

BEZDHRHN PR L7 > 7cfilit, 375 mg/AFED1I5H]
2] (18.3%), BLU, 750mg/BEEO 155+ 1
B (6.7%) TH »7e.

375mg/BDAET PR i 26D 1 L,
YUYBES = FAAFANA L B - L ORE R L OREH
FEBRATICAIEOFEGIT, 74 % I FORER X H R
IR BEBHEARDORD PR Ll fEGITHS. i
D1 HNL, Mtz enr—<=2 s v, CDDP, 5-FU »3F
BTH ot FHER & k5wl LA-SERIT,
TAZ L VORI LY FIRE NC Tho7dd,

Table 8. FEREREMRE

H B 90 mg/ B 375 mg/ H
|2l 27 65
BREMRERIAANR 2(7.4%) 13(20.0%)

RE D grade RE D grade
BREMEFEOAR 2 3 4 & 1 2 3 4 gt

A 1 R 2% 4 1 1{ 1.5%)

Hb O E T

GOT » + & 1(3.7%) 6 8(12.3%)

GPT » L+ & 1(3.7%) 5 7(10.8%)

AP O L+ 8 1(3.7%) 2 1 3(4.6%)

REBBH

7 L BR 2R 1(1.5%)

He 1 o & 7

mERELETY 10 1.5%)

LDH o + /Y

y-GTP » + 8% 2(7.4%) 4(6.2%)

RO B 5 1(1.5%)

RiLERE

b | B 750 mg/ H 1125 mg/ B
A ol T ¢ 40 17
REBRERAMAK 10(25.0%) 8(47.1%)

RED grade RHED grade
BEBEBREOAR 2 3 4 E 1 2 3 4 gt

H I 3 %% 4 1( 5.9%)

Hb D E T 1(2.5%) 1 1(5.9%)

GOT @ Lk & 5(12.5%) 3 7(41.2%)

GPT » Lt & 5(12.5%) 3 7(41.2%)

AP © L+ R 1(2.5%) 1(5.9%)

R&EBQRBH# 1 1(5.9%)

7 BR Ok A 2(5.0%) 2(11.8%)

Ht fff & F~ 2( 5.0%) 2(11.8%)

mFREOE T 1(5.9%)

LDH o F 82 2( 5.0%)

y-GTP & B 4(10.0%) 4(23.5%)

RO OB

R &R 1( 2.5%)

a) | BAMGHESBERERMA'" 12 2V ERRERE
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PAP » CR &L= fEHITH%B. 750 mg/H #: D
PR ik, BRI R IO v =F L AF L~
Abr =N OBREZRKIE LA, FOHESGE D
R EHIIGRA D TN I iERIT, Wixzut NC ©
BHotehs, PAP 25 PR Lic o B TH 5.

REDR, REBALIBR, HMUETHES X OYs
HRFR DB O BB, S RMETH B
2, EREhOYRCEE LD L Bbh S,
(2) BSEREIR ¥ X O performance status 153 2 %)
Id

BERHE SRFERD e - 1ol B X, BERT
BT P.S. 0 TH - I OILMNT G L D Bvre.

Table 6 WiRT X 5ic, HERFECHETHER,
FR B R T 5 HREEICE S < ER $s L Uperfor-
mance status XL 7.7 ~ 36. 4 % DRIBDEEM
mINTC. EERE I Bk 5 KR 5 L O perfor-
mance status OWERICHARBM CHITFMHEEEY
Rabteh’, FEEEWENIONT E0b, EERANCILRE
MR ievb oL Bbhs.

401

4. weth

B i BRI ASER 3 X OERREERE O RBBR
nuEFhFRh Table 7 3 X' Table 8 [&/x7.
(1) BEMEABIERAER

BIfE R AIBUT A ERF LT L. T7cb
b, 0mg/BHTIL27FF 46 (14.8%), 375mg/
B BT 6560 17 B (26.2%), 750 mg/ HEETIL 40
F 13 H (32.5%), 1,125 mg/ BRETIL 17 fib 8
(47.1%) CEWERFER AR Dz,
BAHEHRECABNIERILHHAE TH - 1.
FBIUSEEET 90 mg/ HEET 14. 8 % L 0B » 127’
375 mg/H L LD RBEFETIL 2. 5~27. 5% & FHEKSF
ML e ot OO ERE 90mg/BD BRETIX
bRt KTV YOETH 375 mg/BL ED
AR TS5, 9~T7. 5% DEFETAHA LRIz, Bl » [BH:DFE
B2 5~5. 9% Th - 1o, Bl « BH% R LICHE
B> L, 375mg/ ARED | FICIHRSBIAH%33HE
2B61E B % T grade 2 OERIHBE Licl-oB S
Pk Xhtc. TFHRIOHEET 375 mg/ARETIL. 5%

Table 9. [ufEhr e viBEOHYE

H H g{%‘_ MFFRFVEVRE (FOETEERS)
B
(E#18) (mg) n % 5§ u 548 n #%58:8 n  ¥5128
90 21 20.3+3.22 18 27.3% 5.35% 17 24.3%4.18% 16 21.743.37
LH 375 40 14.5£1.78 39 30.6£3.11%* 32 27.042.02%* 32 40.2+5.51%*
(2~32 750 13 14.5%2.39 13 39.3£9.20%* 9 41.2+11.4% 11 41.949.96%*
mIU/ml)
1125 12 14.7+2.91 11 25.7+4.27% 12 29.243.88%* 10 31.4%+6.57
90 21 25.7+5.09 18 26.8+6.43 17 21.6+3.98 16 21.9+3.93
FSH 375 40 14.5%1.77 39 18.4+2.30** 32 16.0£1.85%* 32 23.9+3.5]%*
(4~42 750 13 12.942.41 13 18.0%+5.87 9 25.0+8.76 11 25.2+6.61%
mIU/ml)
1125 12 10.7+1.42 11 11.4%1.74 12 14.84£2.82 10 16.042.95
90 20 7.48%1.16 17 6.20+0.84 17 5.21+£0.49 13 5.92+40.57
PRL 375 40 9.43+1.49 39 10.242.24 32 9.99+1.87 31 8.8742.08
(<3l?g/ml) 750 14 8.04+0.96 14 7.21£0.86 10 7.04+0.96 12 10.1%3.71
1125 12 10.9+2.28 11 7.26£1.16 12 7.46£1.05 10 4.99+0.83
90 21 4.81+0.42 18 6.32+0.51** 17 6.484£0.52 16 6.53+0.47*
T 375 40 5.92+0.50 39 B8.17+0.46** 32 9.4040.76** 33 9.61+0.79%*
(‘*-11;/'2“) 750 14 5.8840.56 14 8.314£0.79** 10 8.55+0.57* 12 8.42+1.32
1125 12 5.514£0.83 11 6.29%0.54 12 7.81£0.75% 10 8.01%1.26
90 21 0.49%0.04 18 0.76£0.11%* (7 0.81£0.11%* 13 0.66+0.07
DHT 375 30 0.61£0.05 35 0.87+0.06** 31 1.04£0.00** 28 0.93+0.09**
(0'2~x:,;'?m1) 750 14 0.68£0.13 12 0.87+0.09 10 1.04£0.16 10 0.90+0.23
1125 11 0.63+0.13 9 0.68% 0.14 11 0.79£0.16 7 0.59+0.10
90 21 36.7+3.83 18 52.7+7.84% 17 49.4%5.65 15 57.0£6.81%*
Eq 375 39 41.5+3.45 38 66.9£5.00%* 20 66.7+6.28%* 31 66.3%4.63%*
(<ﬁ;/m0 750 13 47.4%10.3 12 67.6+9.89 7 66.6+7.56* 10 68.6+12.8
1125 12 40.5+6.94 11 61.849.33 12 62.4£5.74* 9 60.0%7.47*

BsE i 5AE 3T B paired t-test.

* 1 P<0.05, **  P<0.01

#%5  LH (luteinizing hormone), FSH (follicle stimulating hormone), PRL (prolactin), T (testosterone),
DHT (5-a-dihydrotestosterone) , E, (estradiol)
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750mg/BIET 0% TH oot 1,125mg/H BT
17.6% £ &<, ¥, FEROBEL grade 3 LllkE
Erote. BN BRARR 77, vvs, HbHO
Z, DF L, LB BRI EDIERS, ThEh 1 F
Zh bR, ZhbDRERORBEL S H grade 2
¥FCOBRENRLOTHY, kDD D b DOTH-
1.
(2) BRRREMRE
BEARREMERFRERBRGB I AECKFE LTHENL
7o, Tigbb, 0mg/ BTG 2 41 (7.4%),
375 mg/ ATETI 6561341 (20.0%), 750mg/ A
T 40 i 1041 (25.0%), 1,125 mg/HBETIR 17 B
18 61 (47.1%) CHREMBE,Z ORI,
RERESSVEREMBATL GOT L GPT
DERTH ot ThH P VAT I F—EEDORTE
OFEBHFEL, 0mg/ARETS3.7%, 3758 LV 750
mg/ABFT10.8~12.5%, L,125mg/AHET41.2% &
JABHREE AR L. r-GTP o LAY - BRIk
B RBE Lic. Alp O LRGN AL,
£BE2. 5~5. 95 ORBEETH Y, HEKRFEIALN
Tt ot MOBREMERFEO S B, Hb fEET, il
BB ¥ L U° He fEIE T O RBRRL A BEKEFEN
BT 5 EHE % RDber, AmRERD, nEREA
£F. LDH o R, REOBE, REBE, Rtk
REVEAETH Y, AREFHLEDb k.
NoHDEEEOKEFL grade 2 FTOREE LD
Thb, OB D LD TH 1.

5. kv vEhRE

HEN R IOBESR O ERLE viEESY Table
QR

B RERTFEIT DL TR, 742§ FE
LM% 4 B B A5 luteinizing hormone, follicle
stimulating hormone, testosterone, 5a-dihydro-
testosterone 35 X X estradiol D EE It LA ¥ &
BHiz. Th o Rz luteinizing hormone D—§
O JUER A EERNNT, K OMAEFEREEP 0%
BTh -1

z =

BAE, —RM Thh T 5 R IR R B O i
ST T B PP = oL, YR 2 VH
HERVHER kD testosterone Wifilic X BT
H5H, FlyrAx2yVE, Ty Fervres g —
LT HHRLFEAETHEZELORTVBN, AT
A FiEEEFL, FEAKISCT LH-RH 043
R B & 2 X o TR B @ testosterone % il

THILAEEREALEL LS. Tiobb, Th
Bit, TNCIih testosterone DfE % k5 HFEIRAT D
KECETET X5 b0 THD. SEOERARC
Auntera sz 3 FizdEArT v FRTH D, M
7Y ¥Ry U RITH BV, SEOBRSC—ELTY,
bivbh ORIz s\ T L testosterone DIEILIE T
T, LLAEFOLARED LR, T OELLBR
Fic 83 % L e B Z i b D Tikd » e NIEE
WHHTOEHTH»7-. LH I X 8 FSH Offis
ERALC o b ELXBE, TV ¥R V/EXs
LH-RH BWEHTHFHF 4 774 —-F 1y 7 %
TAR VDT B -0 LH-RH OG5 WaET
b DEELBLL. bhbhoORRIcE
T, PG IR B SRIBEES %3 5 PUEE R, 90
mg/H O A& Tk BRERD 3 L — R AT
T HR IR HRT, 375 mg/AL EOAE
T46.7~48. 8% DEBHIHRE 2 fe. T Offix, 4t
EHoD 750mg/AOFREXHAVIc7 42 § VEIRBED
WREBERMELE L ONCTY. KPR TRDLE
ERAB LUBKBEERERIABROBRE L RBEDO L O
TH 7. b D BB HEKRFCn
LicZ &mb, NAWMEERGESIC T EERE
11 375mg/HEELLND. ¥i, AREIFNED
RABOXETHDC Lab, REMEST5A5WE
BRIELT, Lo RecABLRBZ EAMEIA
5.

M WL IR IR O T 5 2 B A ERUSR & Ak
BNLDTH 781518 UL LighibBkpHDC &
ik, 375mg/HEEC PR Licot 2o 1 ik
O 750mg/BEET PR ki1 | BUIACEDO RS
RECHRGOBFRETH - L THB. ot
i, BDZIRRC SV CREIB R 7 v K e ¥ v B
BEROBRD 5\ IS LTWBZ &, L
T7/42 3D, BIBdko7 v e X v Oflx v
72— V-OLTCHETAC LI X VIR EYRBTS
TTREM: %R L 5.

B, BkTii742 1 F% LH-RH 7 r 7%
DO T v ¥ ey ViliRE & o R, T
i>% total androgen blockade §Eghic v 5 = &
T, NG WREREROIDOBRNAL I bem L3¢
HRANR IR T B BUEH ¥ To WG TR,
LH-RH 7+ = 7ic X 2#%0 flare-up ok
z, BHRABERD S LV FERETOHOFKRIRE
L3069, RGO X 5T PI5 ki e
SLTHEDALARALNDZEXERT B &, =0
total androgen blockade LI+ HIEEIET
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5HDTH5S.

B, AR BT & BT O R S D 3
poh, TORBERLEELL>OH2. ok
5 Tr FBE N IR & T L7 B4, testosterone
DETI L BHIET, HRETRBIOA vEF v
DRI TEBEOHE] LB LIRS, K&hkEE
%, RBEBRTIX 375 mg/ B D 8 C65614 4 Bt #
TYVDETERLI:. UL, (EROFEESE AL
VERERIE IR, FEERES X KRS DER
EBWTRT VY BRI RD LW FlET s
CBEINRTVWBEZATH LS, toBETTL
& 3 FORMBES, EAC X - CdEse s Bk
BEBR LIV ZDEELDRA.

TAEINOEERZ LD testosterone MIEHHIE
HOEBTIEHALET LR LI, BREITIL tes
tosterone @ L7 & HIEFHRCIT A OHBILED b
Y, ToEETGhO LTI R

& B

BEXbzrz s Fig,
(1) PG fEs KRR o BiNLE EFl e 5 L, 375
mg/HOHBETHEEREE LCHEALLS. O,
testosterone BEAEFAEREIC L, [EEOE] 2R
feh b,
(@) MG WREBROAC LTS, HEELOHR
PiRTE B,
(3) 7Ax I FEfOREHEY: testosterone [EZEH] -
DOHFRT, FOMRMRENPFTE .
@) %72, LHRH 77w 705 X% flare-up
Rga7rz I VRATA LIV TPHTHC L
DREETH 5.

15%, AWMIXOMERIZ, REKFWREPRERESE GR
WRZWREFD HHEHL 7.
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