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TOTAL ANDROGEN BLOCKADE FOR PROSTATE CANCER

Yoriaki KaceBavasHi, Seiichiro OzonNo, Kenji TAkAsHIMA,

Motohiro YosHikawa, Yoshiki HavasHi, Yoshiteru KanNEko,

Yoshio Maruvama, Yoshihiko Hirao and Eigoro Oxajyima
From the Department of Urology, Nara Medical University

To evaluate the usefulness of total androgen blockade (TAB) therapy, we retrospectively studied
45 patients with prostate cancer who received TAB therapy as the first-line treatment. The clinical
stage was Ay in 1 patient, B; in 10, Boin9,Cin6,D,in 3 and Dyin 16. Seven, 25 and 13 patients had
well, moderately and poorly differentiated adenocarcinomas, respectively. The patients were placed
on 1 of 3 TAB regimens: Luteinizing hormone-releasing hormone (LH-RH) agonist and flutamide
(group 1), LH-RH agonist and chlormadinone acetate (group 2) and a surgical castration and
flutamide (or chlormadinone acetate) (group 3). The therapeutic effect was evaluated at 12 weeks
according to the response criteria in the general rules for clinical and pathological studies on prostatic
cancer.

The overall response was partial response (PR) in 35 patients (77.8%), no change (NC) in 6
(13.3%) and progressive disease (PD) in 4 (8.9%). PR was obtained in 81.3, 79.2 and 60% of the
patients in groups 1, 2 and 3, respectively. One patient with PD responded briefly to flutamide

withdrawal. None of the patients developed any severe adverse effects.
In conclusion, the first-line TAB therapy is effective for prostate cancer with a lower risk than
estrogens. Relapsed cases should be followed for flutamide withdrawal syndrome during TAB

therapy.

(Acta Urol. Jpn. 43: 197-201, 1997)
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BIMBRFEIZXT T A5 1L, antiandrogen H| % H.0
& LASWEENMThTE/. LiL, ERON
SUWFEETIE, FEE X U D testosterone % 70 v 73
B EIZKERBOASDR, 5 %LV AEIE
Hi3€ ® androgen it free 2RIV ARMAZICIER § 51K
BETd »72. KIEE D androgen FRIET b HEFELH fE
L # 2 5N 5 androgen & REEMERIZIRIE I LT
3, BEUBEAVEYOERE Ty 2 TH I LI
Ly, BEOHEENISSIIIZONAZ ENHFIR
5%V 22T, LH-RH agonist 3 & ' X 7 11 4
KD antiandrogen FIDBAFEIZE b v, HREAR
%S ICBIBHRON S D androgen ¥ 70 v 7§ 5
total androgen blockade (TAB) #EARIES N, Bl
VRIEOEEE LTRIEERE ST 5.

2T, SRWEEEL LTD TAB EEOF R4

{22\ T retrospective [ZA8ET % 1T - 72
MEHIVHE

19884124 > 519954 11 A DMICZE RIBZEERI R
BLUFDOEERRICB VT, HEZERICETIIIRE &
ZH SN, WEEEL LT TAB EEIHIT S /245
Blextg e L. S, FH75.4% (54~895%),
FERWHA L Ao 160, B, : 1060, By: 9%, C: 6
Bl, Di: 36l, Dy: 166ITH Y, MBEHSEILE
SALELT7 B, Ro5{LREI256I, EAHMMEEISHITH 5 7.
TAB BB OBEHE OFHI218.8%7 A (3 ~66%
A) Thot:. IhoDOMRIEG % TAB BiEDIEE
A2, 1 # : LH-RH agonist+flutamide |2 & 555
# (16%1), 11 # : LH-RH agonist+ chlormadinone
acetate (LUF CMA LBET) 12X AiGHERE (2461),
IIT % : surgical castration + flutamide (2%1) % 5%
Wit surgical castration +CMA (341) 12X %A%
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B (56 O3BIZHEL (Table ).

JE Al & LT LH-RH agonist ¥ 5 3 X U surgical
castration &, flutamide B & UF CMA %5 BHiAREREA
BRE—-& L, AERBZRIRABTCOEE~— 7 —
(PSA), EFEHE, &R ORERFMILAIRERR
D12 X BB R R U TAT 5 7.

% #, LH-RH agonist & L CIikEEBE T 1L )
3.6mg F/0I3EEREY) .~ 70 LY Y 3.75mg DY
nheRAY, 4ARBICIRETHS L. fluta-
mide ¥ 375 mg, CMA i 100mg ¥ EBHEO%KS L
7.

T 72, BIZBREFEBRATAT D neoadjuvant ik L L
T TAB # ik % fAT L72EEFIAY 1T B2 5 61 (B 2%
36, By #%2%l) &IhTBh, ThHIZDWTIE
TREMAFERI D IBERR L RET L7,

2512, flutamide 7% I HEREEE L CORIER
DEBH D 5 720EFIZDNT 3 7 ALAIC | |l

WREE 43%

3% 19974

BREZBITL.
#

1. TAB EEDAEEDR

TAB EEOEEDRHE T COHMIL, GHERAR
#EHI14.958 (5~268) THDH, %O overall re-
sponse i, 456IF PR %3561 (77.8%), NC 776 #l
(13.3%), PD #5441 (8.9%) THo 7. EHEIEF
Tk 1B Tl6BIH136] (81.3%), 11 BET24%51419%]
(79.2%), TI1 BET5%15 361 (60%) I PR P25
N7z (Table 2).

TAB #iEBE%I2BE I2B1T 5 PSA fEIZDOWT
D#ETIZ, TAB #EiEwitk & b IEH PSA EDES]
5% % B < 40609 CR »726%1 (65%), PR #»%7 4%l
(17.5%), NC #54%1 (10%), PD »3%l (7.5%)
T, EEERTIE I B#T80%, 11 BET61.9%%° CR
T& -7 (Table 3).

S

Table 1. Patient characteristics treated with total androgen blockade
Group No. of Age Clinical stage Histological differentiation
cases  yo.(Mean) 49 B By ¢ DI D2 Wel Mod  Por
I 16 55~82 (72.4) 0 2 3 4 2 5 2 7 7
II 24 54~89 (77.1) 0 8 5 2 1 8 5 15
111 5 69~87(77.2) 1 o 1 0 o0 3 0 3 2
Total 45 54~89 (75.4) 1 10 9 6 3 16 7 25 13

Group I: LH-RH agonist+ Flutamide.
castration+ Flutamide or CMA

Group II: LH-RH agonist+CMA.

Group III: Surgical

Table 2. Overall response to total androgen blockade

therapy

Groug I Group I Group III Total
No. (%) No. (%) No. (%) No. (%)
PR 13 (81.3) 19(792) 3(600) 35(778)
NC 2 ( 12.5) 3(125) 1(20.0) 6 (133)
PD 1( 6.2) 2( 83) 1(200) 4( 89)
Total 16 (100 ) 24 (100 ) 5(100 ) 45 (100 )
Group I: LH-RH agonist+ Flutamide. Group II: LH-

RH agoniss + CMA. Group III: Surgical castration +

Flutamide or CMA

Table 3. PSA response (12 weeks after total androgen
blockade therapy)

Groug) I Group IT  Group III Total
No. (%) No. (%) No. (%) No. (%)
CR 12 (80.0) 13(619) 1(250) 26(65.0)
PR 2 (13.3) 3(143) 2(50.0) 7(17.5)
NC 1( 6.7) 3(143) 0 4 ( 10.0)
PD 0 2( 95) 1(250) 3( 7.5
Total 15 (100 ) 21(100 ) 4 (100 ) 40 (100 )
Group I: LH-RH agonist+ Flutamide. Group II: LH-

RH agonist + CMA. Group III: Surgical castration +

Flutamide or CMA
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Neoadjuvant #iE & L C TAB EE% T L7725
JEBI overall response (3§ -XT PR T, ffHiER
B B HABFAANER R E X, grade Ob 2°2 F,
grade 1 7% 2 %), grade 2 251461 T& »7: (Table 4).
2. TAB BEILH 15 PD H L UBREF DR

TAB %23 L PD Tdh o 7 EFIZ LK T4 6l
(8.9%) THY, Ind4BdT~NTHKKY Dy &£
BIT, DB SIEE 3B, BB 1B TH-
7z. F 7z, PD EBIDIEHET] testosterone HiE, T
319.8 ng/dl &, NC JEBIDF 335.5ng/d]l, PR E
BIDF3g 479.3 ng/dl 1ZH LIEWER (p<0.1) A%
b7z (Table 5).

%% B, TAB HiEIZxt L PR TdH - 723561 & 3 6l
8.6%), NC (¢ XTOHULEBLTWVWE 5
stable disease) FEFI 6 BH 161 (16.7%) BV TH
BAFRD bz, IS BRESI OBERFL R S LE
W—EDNEEIZRDONT, BRI TOMMIL, best
response HIEH% 3 ~21 T ATHY, £BE S PSA D
LR (nadir ® 25U EH B iz ERE 2B O LF) A
KO OBBBIETH 572 (Table 5).

¥ 7, BHAESIH withdrawal syndrome % ? B #
T L7-ERBIAT 1 B (667%, ERARAREA Dy, LA

TAB i 199

BR#E : Relapse case No. 3) B2® 57z T DEHIIC
DWTIL flutamide F1E%70H T PSA i 150 ng/ml
75 5Ing/ml IZESLHIZETL, ZhETTPD T
Hol-BEBELPIEEIX NC TRBEL 25, 100H
BLY PSAIHLERIZE L (Fig. 1).
3. TAB BEDEIER

TAB BiEHZIZAEDOF 2 b 270 VEIZDWTIE
5RO IZB VT EZIT->TH D, 24 50
ng/dl LT CTH - 7. BELANDORERIZDWTII4S
Bl 66l (13.3%) IC@ERDH LN, ZDORRKIE, TAB
%12 GOT, GPT, ¥ LY D LT % EDFHEE
EE A flutamide HHD I HT24l, CMAER®
ITFET26IDE 46 (8.9%) IZBWTEDHLN, &
LI, IBIZBWTEERTBLUOTHLUONWEYNS
DBED 1FITORD LN, FREBEENTZRD SN
4 Bi% flutamide 2 CMA OFFIZEES o7
25, LD 2B0IZ DV TiE, flutamide DS H % &
Fdsh.

Z =

19414F42 Huggins 5% AYRIIZIRHE 123 3 5 24
B L estrogen S DF AT HE LUK, B

Table 4. Cases treated with neoadjuvant total androgen blockade

prior to prostatectomy

Duration

No. (}/}%e) Stage  Differentiation G?X% of o(fl\'/IT é:? H;z;cr))lgﬁ;gal
1 68 B2 Mod. 11 3 Grade 0b
2 73 Bl Wel. 1I 3 Grade 2
3 70 Bl Mod. II 3 Grade 1
4 54 B2 Mod. II 3 Grade 1
5 75 Bl Mod. IT 1 Grade 0b

Group II: LH-RH agonist+CMA

Table 5. Cases with disease progression and relapse

PD cases
N Age Stage Differentiation Grou% of Parameters of pr i
% (yo) g TA s of progression
1 89 D2 Mod. IT PSA
2 75 D2 Mod. III Prostate, LN, Bone, PSA
3 69 D2 Mod. I Prostate
4 83 D2 Wel. It Prostate, LN, Bone
Relapse cases
Duration
No. (‘;%3 Stage Differentiation G?X%Of Response  of res o(SJ)nse The fz?srte aa};:lemeter
1 70 Bl Wel. II PR 3 PSA t
2 70 Dl Por. I PR 13 PSA 't
3 66 D2 Mod. I PR 8 PSA t
4 75 C Por. I1 NC 21 PSA t

Group I: LH-RH agonist + Flutamide. Group IT: LH-RH agonist + CMA. Group III: Surgical

castration+ Flutamide or CMA
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Fig. 1. Serum PSA levels in a case of flutamide withdrawal syn-
drome. Arrow indicates a point at which flutamide was

discontinued.

BRE, & IEITRIZBRBOEARINEHE & L THEH
kD androgen ¥ 71 v 7§ HAFUWMRIENS b ITH
fFahTE/ LaL, ®ETX, LHRH-agonist”
2IE 25 14 FH¥ antiandrogen F|¥ 72 EDOBFEIZ &
bV, KIEE D androgen WETHHBETE S
androgen & ERE OEGE IG5 BT, BIF
H3% ® androgen NDEFA $RAE T 5 TAB HiLDMRIE
En7:Y TAB BEOFMIRELIIET > THH
T, EROAWFUWBREICHBEL TT ~15%7 ARLOETF
BB OEERAH LMD & OWME 255 5 —75, TABRE
%13 surgical castration BURBIEICZHE L T, £F
HEOBHL»LRERIROON 2D o7 VI HRED
5);‘)7)

FRARAE Dy O RIIZIRAE 23 5 surgical cast-
ration + CMA & % \» i& surgical castration +
estrogen BHZK G L 5 AGFUMEEIZD VT DO EIF
58 DT, BB X Y PSS LIK
PR R TERDH20% H Y, F&H DB80% it stable
ZVBLIEINE Y BWHRERTLE LTS, 4EHOD
bbb ORENIZ BT HFAER L LT TAB HiE
DEFMEZ, FH14.98E OHIET PR 77.8%, NC
13.3%, PD8.9% Tdho7:. LH» L, EBRKFEH Dy
EFNCR - TRET 21T 9 &, 166 461 (25 %) #°
PD L 720, BIEOLDOHMELIZIFRZEDHERTH -
7.

LH-RH agonist BLRFEEIC BT 5 G SLARED A
FOBEIE, CR+PR #'51~64%, PD #°12~16%
LHESNTBY, SEODRDRORE B
5 TAB BED A ETHEMREE» o720 7,
TAB DERENIC L BAEMBIZOVTE, T#
(LH-RH agonist + flutamide) & II # (LH-RH
agonist+CMA) DIEIZ B> T overall response 2
XA ONL H o 72h%, PSA O response T3 [ D
HWRRENTWEERE LT/, LAL, wTho
HBIZBWTHEHRBOBEERIFE—Tldhwi
%, TAB BiEDMODKIE VFEIIG T AHERNKE
%, TAB BEIBUBIERENDOENHELRL 51

1%, randomized trial 2 & D 3 REFIDOEREAF 2 HK
—L, SOIERKEHER LEMREPSRLEL
ZzxHN5b.

B LB 2 HEMTAT O neoadjuvant #iL & LTD TAB
BFEOREIXIBIEEL» LT V'Y, BELT T
HLDHBENRALND'TY CR HZ 5N
DVTH, 4~29.4%'""PEENTRBA, SEDH
BB D#ETIZ B\ C, neoadjuvant TAB #{ED 5 #
BFFhd CRICEEs TP/ LAL,
Sassine & 'Y OMEFHE, =AML BILREIC TAB
BEDMRSL DR (RED LN,

EATRIBRIE DG S, WOWERERAHR OB
DERE & HIFBRERIRAIETL, BEESE
THIBEINTVE LD EHO% IR B LI TN
%% bbb ORI BV TS REBELRE
ERT A THRIIEMT 200 LFEINS
%%, TAB FIEBHMBHETFH18.87 A DEREHE T 441
(best response ¥|E% 3 ~11% ) ICHERIED L
f, 9 H 160 flutamide F 1L %70 B T PSA fE2°
66% DX T %7~ L, flutamide withdrawal syndrome
EEZHN7. Kelly 5'9131993451C TAB SiE+HE
PRBISLBRIBIE B D 7 12 flutamide 5 FIEBEHRD
AOLNBEBFHEL, KA S'® 1L surgical castra-
tion+CMA 12 X AIEERF OBBREIIRIED 2 Hi2d
CMA 5 FILBRBORD & NI fER % @i L.
TAB #|iE$ 2 ? & 9 % antiandrogen withdrawal
syndrome 2528 6 N A HE X ERIEF D40~ 75
%I DIEB LRESNTHY, TAB FEFO
BHRAEB I3 L Cid, antiandrogen #|% 11k LT &
5 2 ENHRIIGT HIEROBIREO—DIC 2B LE
Abh5,

BILBRIE LI § A2 AR D BB LEIEA & LT
i, TRERVEZFNZL LS DOEEIEL, #HhT
SLMERDEIEROHEBAXBHEE T, LES
20.2%, FWHETE14.7%, WILEI3.8% LWESHT
Wa'® LRV E Y HIC BT 5 & LH-RH ago-
nist % antiandrogen WA DOBIfEA X HEHERE L &
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nTEHSY bhbhoBRHIZE W TLREUNT
BEEDI3.3% I EERE (8.9%) % EDRIER
PROLNIT E o7, LA L, flutamide D
BIERY L LTHhIVHEDALNEVWRERITL
THROLUONWEEFL, #ExkFPELREZS SN
7EBINE 1 BT 0IBo b, 414 flutamide DFE
RiZh7c o TRIFBEREZ SO TEEMLELE R
PR (VAR

& B

RIS AREOMERG#E L LT TAB i, [EROA
SWEE L B L CIRIZRISOFEN 2 bh, BIfE
BOHBEEIZERVE VRICHELE,» 572,
72, TAB #EiEHR OB DO IZIE withdrawal syn-
drome *ZE T HUENH L LEZ LN

KRXDEE L, #8460 A A NRBBEZERBRAIIBVTE
rL7-.
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