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To prevent treatment withdrawal due to flutamide-induced liver dysfunction, we performed
maximum androgen blockade (MAB) therapy by combining a luteinizing hormone-releasing hormone
agonist or orchiectomy with low-dose flutamide (125 mgX2/day) in patients with prostate cancer. In
this study, the efficacy, adverse effects such as hepatotoxicity, and compliance were compared
retrospectively between 35 patients who received low-dose flutamide therapy (1995-1999) and 27
patients who received flutamide at its ordinary dose (125 mgX3/day).

No significant difference was observed in the response rate (ZPR) as determined from the
prostate-specific antigen parameter (p=0.6211) or the incidence of hepatotoxicity based on the
aspartate aminotransferase and alanine aminotransferase levels. However, flutamide withdrawal due
to liver dysfunction was less frequent in the low-dose group (2.9%) than in the ordinary dose group

(18.5%) (p=0.0386).

MAB therapy using low-dose flutamide is expected to prevent the reduction in the compliance due
to side effects and to improve the long-term prognosis in patients with prostate cancer, who are mostly

elderly individuals.

(Acta Urol. Jpn. 47: 251-255, 2001)
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IZ luteinizing hormone releasing hormone (LH-
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ERFHROUBLHFEL, BEE7 VY I FESER
ATn5D. —if, BN TOBRAERS (500mg/H)
DHEIEH B DS, K COEHAERSICETLE L
FoHEETLZVOT, 4E, LIOARIF4 T
12, BRAERESIC L 2IFEERBFEOHH B L ORRK
HRROEIEMIZDOWT, YR CRBEICHTT L726
ROEHERSGE & HBRRE L7

M8 EHE

19954F 3 AH 519994 9 A £ TICLRBTo vy 3 F
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HERS5E (250mg/H/52) 1335BITH Y, ¥HE
H58 375 mg/B/53) 3278 TH 7. EHEH
DERITFIH80.3m% (61~905%), IiE PSA fEI1XF
¥ 471.0 ng/ml (1.9~5,480), FIHBILHMI12501.0
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Table 1. Characteristics of patients

7V F 3 FkER (H) 250 mg (N=35) 375 mg (N=27) Y
FIER (%) 80.3 (61-90) 70.6 (55-92) 0.0002*
FRAEE Al 2

A2 0
Bl 2
B2 14 7 n.s.**
c 5
DI 0
D2 11 11
MBFENTLE & 10 8
H 22 12 n.s.**
& 7
TR B 10 7 n.s.***
UIPZAY: 0] n.s ***
SEYMLE PSA i (ng/ml) 471.0 (1.9-5,480) 810.8 (0.1-6,560) n.s.*
LHRH 7 =X MitH 91.4% 100.0% n.s ¥**
TNV FFF T a— VEHE 85.7% 85.2% n.s. ¥**
ML RE ARG 57.1% 66.7% .8 ¥**

PRSI (B)

501.0 (14-1,616)

533.0 (68-1,468) n.s.*

*: unpaired t test, ** - Mann-Whitney’s U test, ¥**: x° test, ns. : not significant.

3970.65% (55~925%), IWLi% PSA fi+F3# 810.8 ng/
ml (0.1~6,560), F¥ERLEH M IL533.08 (68~
1,468) Th 7. EREHHIE AL : 260, Bl : 241,
B2:7%4l, C:56l, D2:116ITH 7. GEREEEL
LT LH-RH 73 =X b 2 {EHEHETII3360I12, &
HEETRTNTOEMIRS LT, mEECE
FHEEERTIE, FRICAEZE (p=0.0002) %
#7: (Table 1).
ERIRIIOWTIIERR, EHE~— 7 - DSNOEER
BOEHIE % &0 - AR CHETRETH 525, 40
DIRETIE—E DB T L AR 2 EE W2 E M
TETBLY, PSAEICEAHEHEDAE LT,
DF ), HBARUMRBRZEIFZBBI FORBIC X
BIEES R E R T U 2R EBE BB OME
PSA fHIC X Ml 2 T o 72. T DR, PSA EOHIE
12ix Tandem-R % vy, % v M4 7{EiL 4.0 ng/ml
L7 FEBZEEEE LAEWERIZOWTIZERER
WESBIERHEREICE L TITo 2 $hbbon
¥ 3 F# 572 AST (GOT) ALT (GPT) g
NP EELRETBL ZBECFEED ) LHE
L, %5 FBENENEEIC grade 1 THo B4
X, VY I FRSICED grade2 PLEIZR 5728
DEFEEHY L LA 40, 7VF7 3 FIZX bR
£ HLBREEFEEL, ZLALDESNTYVYF
F & a— VB, HIALMEERFEGEA L. F7-,
HAMIZEBT 1 A 1 EOMIERIERE % #iT L7
MEET R IRIZIE ¥® R E, unpaired t B 5E,
Mann-Whitney U %€, % H\v, ERES %LU T %
BEEL L.

L R

1. H&5-FA451287% D PSA fiZ X 5B HE
BRAEH CIEEEEA 1 7 B, HH0
& PSA BN ZEBELT TH o 72 7 61% & < 28650,
AREI292.9% (CR 166, PR 106, NC 241) T
Holz. —FH, FHEBETIIFARIZ 246 %K< 256
H, HxhFI1396.0% (CR 174, PR 76I, PD 1 )
ThHY, MEMTELRD L2 Ho 7% (p=0.6211)
(Table 2).

2. MR ENRH

AST - ALT %3812 L L7z PR E DR R 1K
RE822.9%, ¥MER25.9% Th-7: (Table 3).
Grade 2 DFEE X ZNFN 2 BUIRD72AS, TN ¥
I FORGHIEIZE ) ERLHITER L. T fFRE
DHEBA L TOHMITEAERTISE.0H, HHERT
F19120.18CTH Y, BRAEHCEFEVLODEI
RO o 7.

Table 2. Response on PSA (after 12 weeks of

treatment)
INF IR 250 m 375
#5% (8) (N=28) (N2 ¢
CR 57.1% (16) 68.0% (17) n.s.***
PR 35.7% (10) 28.0% ( 7) n.s.***
NC 7.1% (20 0 % (0
PD 0 % (0 4.0% (1)

ZHME (CR+PR)  92.9% (26) 96.0% (24) n. **+

CR: complete response, PR: partial response, NC' no
change, PD: progressive disease, *** : 3 test.
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Table 3. Elevation of AST and/or ALT
TNE I PSR (H) 250 mg (N=35)  375mg (N=27) V4
Grade 1 17.1% (6) 18.5% (5)
Grade 2 5.7% (2) 7.4% (2)
I REREE R R 22.9% (8) 25.9% (7) n.s.F*
FEERR T COEHYB (9) 158.0 (24-420) 120.1 (36-196) n.s.*
™ : unpaired t test, ***: y? test, n.s.: not significant.
Table 4. Summary of clinical data of 6 patients with reduced flutamide
FEBI BRER R vy 3 FRSHIM . BEHZIVE IF P
No. W 28 #z () G75mg/H) W BEWH (B) e @
1 69 D2 PD 821 FriaeREE LA 292 PSA f EFIZ & D #xGHIE
2 8 D2 PR 166 N >9269 tEkE (M)
3 92 B2 CR 263 e EE LA >145 5k
4 58 C PR 250 i aer A fE 5 427 BEFEERTEEAICTRSHIE
5 68 D2 PR 563 IR EEREE L H >578 B 5
6 66 Bl CR 81 N > 10 HE

Table 5. Treatment withdrawal due to adverse events

TINT 3PS E (B) 250 mg (N=35) 375 mg (N=27) P
FrrteEs 2.9% (1) 18.5% ( 5) 0.0386%**
N 2.9% (1) 7.4% (2 n.s F¥*
Bl BR 5.9% (2) 3.7% (1) n.s. ¥H*
T 2.9% (1) — n.s. K**
Z 0t 11.4% (4) 7.4% (2

H5HEE 25.7% (9) 37.0% (10) n.s. FE*

HBE5#FF9HE (H)

335.0 (11-1,616)

300.0 (26-967)

ns.*

* : unpaired t test, ***: %2 test, n.s. : not significant.

3. 7% 3 FREEFOWRE
FHERSHIIML2rORERTRE Y RAAHEN T
661 (22.2%) ICRBOF. DI L, FEEHIERRET
BE LS 46, ERAHP2H/TH-72. 661
DY L, 461G BEREENATEY, 1HIZRER
2920 BIZ PSA O ERHICE D, HTeEhPIEER 572
b9 1B ER4270 B ICHERERREES LR
L7780, #5551 &h: (Table4).
4. FREEIZL BH5FIEA
HEEFEREROND 7V I FOHSHIEEIX
REEH 16 (2.9%), EHEHRSH (18.5%) TH
D, WEEBICEEEZROL (p=0.0386). ZDMHD
HERIEEE E LTI, 2@F8EK BOER, TH
% EDHLREENB L TH Y, &FoPIEFIER
R0 7z (Table5).
BEIIBITA TN I FORSHHEHEITEKHEER
F15335.0H (11~1,616), % A =8 F35300.0H
(26~967) TEZRDL o7,

% =
BIBES, B~ - —, ERBN, EERSE

EOERIIZEVBHICERShAEESEINLT&L
KT, RFBTIERIZHRE, 0RUEOEREN S
{, BICAT—YCHODOETLERETHEI LD
Ll v, RHIBWTHRIVIRE LB SN BE
Bz 2 D0 TH D (1994~ 19954E44 461, 1996 ~
19974556, 19984 ~19994£6161), ZDRABDFE
HERIZT4.06% (1606]) &2 o5 TWa,
EATRISLBRE DRI RE AR ZEZE L0 e
L7-AGUMEENERTH 5205, TS MAB #iE
OFEBESIZonT, REFOFENET TV
W, ZOEICELTHEND2DODTIV—TI2X 5B R
Y7 FY) Y ARHE SN TWAEA, PCTCG LY
TiZ castration BEHEE L L7 MAB BEOH B
HEBDO LD o7 DD, Meta-works DHEY ¢id
HRTLIIMT y Fa sy EETILY I FICEEL TR
WL, EFHHEOERESZED TS, ZDLHIZ,
MAB #EEHEVL N7 v Fa sy Vit - TH
AUFELZLI L OHLNER S, TE.
CDEHRRIRT. AFTIW7 > Farv#le L
TNy I FREEBRZOV<Y 7 2w/ MAB
BENLCHVONTWS, JIVF I FigxyT7FY
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YATHLZOHENRDONT B L DD, EELRIF
BEXFERITILAEN? THMBLEL-TH

D, ~ROBREISHVBIZZD %06 TERISD
B, Fi, 7Y I FICEBFEEIIDNTIEVLD
DPOHBKFHE Y ShTwb 00, KEFDRR
EAREY, Ah=Xh, FHENELIN TS
vy,

B LI, BERUFEEDEBICAVONDE YV
VFEAF Ly a—VEE (UDCA) 2 FBilIc7 vy I F
EHER (3561) L, SEGEAIEE (10261) LHFEEDRE
BHEIZOWTL bu xRy 54 7TIZKRE L, UDCA
PERICE D IFREREEREORBIE©32.4% 00
BOUICHEIVET S, e CEEEZKTIES
TEERBELTVWA. —F, PELYIE TV I P
SHE (3760) 2B AMEHREYIRE & PR
HEE OHBIZOWTHRE L, FREEEFICBNT
BE7NVE I FSERETHSL OH-7 VY I FAD
EELRSIMET LTV LIRS EHE LTV 5.

— R EBAEORENHETH RNV EHD
BE, BERORBARLETIEE0OFRELT
BREBOREIZZONE. AFTIL, LH-RH 7T
ZZMEREBOTLY I FHEHREICEAL, KRE
50 nEMHAFMEBRBRICOVTHREL Tnb.
AF—TC, DORMLREIF FadRIS, FVFIF
250 mg/H (52) LU 375mg/B (553) 12L& 5
HBRET 21T o 2R, BEHRITOWVTIE, 250 mg
58T PR 83.3%, 375mg %5 #H T PR85.7%,
PSA fEIZ¥ T A %R 13 250 mg #%5-8 T CR 83.3%,
375 mg BT CR93.3%CThH 1), MEBIIELRDT
Wi, —%, FREREEREORIRICIONT
b, 250mg % 5 B T23.1%, 375mg X H B T
25.0% CEXAD LD 7. F72, Brantey 5V L
BEIZ, HEFTRISIBRIEA40B % 3 A R IR 2
BLEDOBEHATT7NS I F500mg/H (551) & 750
mg/H (53) OHRLEEMLRGHM3S A AMT
WERE LTwb, Z0KFE, PSA EOEELRI
FNENTL, 5% THY, TORKTHELE, 6% Th
N, BEEELDRO o7 ERNZRIERIZDOWT
WZEEDD LD o725 DD, THOFEHEEZ 500 mg
5 (18%) TETFRED o7 (p=0.245). ZTOK
Hix, CORKBETIZT7NVE I F500mg %71 TS
LTHYH, Cmax P 3HHITHBELTERL, &
BLARKOPDPDOTRAFRIEI 725D EEZDS
Na. 5612, 5,672ERICL B+ 54 VP H K
BREOBATICEAE, LHRH 7= M EHAL
TG A O BEREEORIRIT 250 mg LATEH8.5%,
375mg #15.5% TdH Y, 250mg HGH TE VT &
MHE SN TN,

DX TNE I FEIBELZHETOEEDR

BRHRFEOLNTE ), FLBBEEE ORI
BRMEET v 2R L-5e, BHERSTLTIE
PRVSHETE, »PORMERORRELMIONLL
#x, —HOEFEMRICEREIToTE.

ZOHRE, EEDWEEDRETFMIITE 2D
74 DD, PSA fHIZX BEE (PR L) Tid, EH
B102.9%, EAEM6.0%ThHY, MEMICEZRE
o3, BIHEFHRILERRO LAEOERTH 7.

—%, FFEEICoWVTik, UDCA *HEEHALT
Wb hhb b, HREREY SR TV L) bE
WREE (24.2%) ThHY, 9.7% IHFEEFFEET
TNE I FRERFIELTW. LeLeEL, %
RIFF o2 b DD, TXTOEF THEGHIERESR
PR REA R L7 2 & 25, UDCA OfHIZZ
NI TOMERBICEHTHS EBbNI.

LD BB TH - 72REIC & 5 EEEBEOIH
oW Tid, FFgREEEDHE% AST - ALT OV
NPPIEE ERES B EEE Lo, —BHIC
FRL-EBDFEES ) LM S NmEFETELR
Bhhot. LeLEMWDL, HEHRILIZELFEED
RBEPERAERTEEII R i, REDY
TIATVADENPODEETH S LBDNL.

TNE I ROBREHGHBIZIOWT LR TEY
M o720, PSAEDIEE, 5V IdEEIC
T 5 mk, BHTE 2P EFVEHEERT7
Bl, BABH2BITHAZ L2EETL L, BHER
T Y RPN 2RGERSEFTERTHLEEZ LN, T
7z, BREXRSHICEEOIE LR RO ERIC
DVTIREEI L NIRERBEDV TR TH 722 & HEF
flic&E s LBbhi. LHALENS, SREIOKEIEL
FEARZ T4 TTHY, —BEWITHEILE 2 OBV
Bl (Al) WCHBEFEICL ) MAB BIEZHITL T
WAHRILREREHICEIAEEIONLBEEYR
(EW) DEIFBOOLNDLIEDL D, FOPRER
EWEFET 5 LTI, —E0EE g FFEE
HE5PIE) WKESWTORARY T 4 TREFEILE
ThbLEzLNT.

4 HOEIBRIIEHIL, ERILFEATED, ¥
TOEZVPAREERICL DEIDE R DbITTIER L,
FICAIREREIEHELISZ VL 00, ok EE
L, PS ORHFLZERNEZ L, QOL % E L7
ERVITEITEEL % 5. Sarosdy 5'Vi3, Stage
D, fiE#] (813%]) %XfR L L7 MAB BEHEDF— ¥
ERWT, LH-RH 7T=X M EL7 ¥ FuZ L H O
BEAEI20H ML LB CE BRI L CE A d o 1o
LSS, LhORRZTF 4 FICFRICHT 5%
FANTVD. EOKER, L) EHICHHETE2Ep
TEFHBOERZEDO TS, 4%, EMFHIZHE
TERFOULERH LD, 7V¥ 3 FEAEHRS 1,
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EHERS LASOHNRIME TR, FREIZL 28
SHbEEBRO L, lH2EEWVIRED LT &
B0V TIAT Y AL L BEMTFHROBES
SUBERBHIRBZIIFL) 2 HEEERZOND.

f& B

BAE7VY I FiES (250mg/H/52) &k B
EERFEROMGIL X BRI RORERIZo W
T, EROERERSH 375 mg/H/43) &L b
ARY T 4 T HBHRE L7-.

Mk PSA BT 28R IEEF 2L, T/,
AST - ALT %R L LR ED B RICB W
THERRBOLR N o7z, LH LS, FEERERE
ESHEGRIEGNIMERER 2.9%) CHEIIAL
Dol (p=0.0386).

BHERS IEHERS ICHNTHFEEIZ X 5145
BESLE , RFROUEBLPFTELHETH
HLEZOLNS.
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