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BISEARRE(CXT 3 & LH-RH analogue,
ICI 118630 (Zoladex®) DFEFRZhE

Zoladex FFBFFE 7 v — 7 (\K : EEEREE)
FEE B 2P R @ EBE?
7 H e MR EHE®
E M E BB m % kR°

CLINICAL EFFECT OF SLOW RELEASE (DEPOT)
FORMULATION OF THE LH-RH ANALOGUE ICI 118630
(ZOLADEX®) IN PATIENTS WITH PROSTATIC CARCINOMA

Michiyuki Usami, Toshihiko KoTtake, Minoru MATsUDA,
Eigoro OxrajmMa, Masao OsaFune and Takao Sonopa
Zoladex Multicenter Study Group
(Director: Prof. T. Sonoda)

The antitumor effect and safety and endocrinological effect of a depot formulation of luteiniz-
ing hormone-releasing hormone (LH-RH) analogue ICI 118630 (Zoladex®) were studied. Each depot
containing 3.6 mg of ICI 118630 (corresponding to the average daily release of 120 ug) was sub-
cutaneously injected 3 times at 4 week intervals to 12 prostate cancer patients in total at 4 cen-
ters from August 1984 to March 1985. Of the 12 patients, 7 showed an objective clinical response
(1 CR and 6 PR patients), 3 showed no change and the remaining 2 showed PD. Overall sub-
jective improvement was obtained in 8 of 10 patients (80.0%).

Serum hormone levels (LH, FSH, and testosterone) increased immediately after injection of de-
pot and then significantly decreased during and after 2 weeks of treatment. These changes seen in
1009% of the patients were attributable to the pharmacological action of the drug. Medical castra-
tion was attained in 3.140.9 weeks on average. Observed side effects included gynecomastia in 1
and hyperlipidemia in 2 patients which were all mild. The trial was continued in the patients who
required. no special medical treatment. Changes in blood Zoladex concentrations suggested no accu-
mulation. These findings demonstrate the safety and useful endocrinological and antitumor eilects

of Zoladex® in prostate cancer through its pharmacological action, that is, LH-RH agonistic action.

Key words: LH-RH analogue, ICI 118630, Zoladex® depot, Prostatic carcinoma, Endocrine

therapy
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down regulation ¥ %75 L, #Rf1fs LH, FSH
VAARETIRMEF A P 27 e VEDEBRCE
TETE L®»HE 5. LH-RH analogue DRIV
KRG HHkOEBERAR TIL4 A TR Tith
NTE MO B WMREC N, EELEEAYEL
HfEREN L VDL, HOMEEHR IR THEN
HEIho2H B,

ICI 118630 (LIF Zoladex) ix Fig. | wiRT#
#E X% AT 5 LH-RH super agonist ‘T, RRD
LH-RH ©#) 50~100 £ &M: %7~7 decapeptide
THBD. T ORI T B ERSRLKBED
HAETREEC L VERSFTRE SR TR D, 8K
DR WHE X 5 BRI R LIS A RRE -
TWLBSD. Lhl, RIGEY LWEE T 55075
DEFCHic-Tid, =DXdBHETHRETIE,
ERHE» DS LI EOREOHEEELER LG E
b, BREFELVCLDOTIRAR. £ T ORER
E ICI #hic X b B Depot BIAIMBEFRE I 1o,
Z® Zoladex Depot #ix d,¢-lactide-glycolide
co-polymer ¥ ##|L -+ % biodegradable 7 8y¥|¢
Y, | EOETEET X HARKEREHFOHEH28H [
HT8E ERFUEORF USRI PETCEE 0L
¥ (A RV L

SEbhb ik, @ Zoladex Depot Hl%xFIiL
BEBECRE L, £OREM &+ 1 v EB~DH
W OWTHENE 1TV, Bl THIEEZE b 5P
Lico CHET %

*t ®

ABRITI1984E 8 AN H19854E 3 B ¥ T 8 # A e
B 4 ERCABE L, REAMFOCIIE B Ih
TR RIES T, Kk OREPLRIRIEHE % A LAz 126
ThH5h.
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Structure of ICI 118630 (Zoladex®)

1) EEBHE B~D 0do

2) Performance status oW TCiLEAEEN AT
R/ « FBEPED 5 By RY R vy, grade 0~3
T L 37 AU EDEFENEEIh A 0.

3) FEWRIE X BT R E A BT B b0
(o & 2 EBIES, BRAE~ OEBHEF BT
R, BHVIRINIBHEEAMCEES &L TV 5
L))

4) REEHAD B D,

5) ARBERXFEELT 5.

6) BEDLLRFEORAELBCLO.

1L, ROBEIRBNSE,BBA L.

1) AW, {CEEs, BEHERED 5 ikfR
Rk L OBERYE TS 0.

2) HBRBERSER X OSBRSS T b
D.

3) BHHEREREAETH L.

4) EBRANECH B 0 i, & B
ErEBREEOHB LOMRY).

5) FBREXEABRICAHEY & ¥ LD 0.

R BRI - C, FFOFBIEH, Rethie
WTHRBECHAL, 281LBRBINCOWTH
BrBTws.

p:) &

ARRBHMAE, BT QLBETSRREN R T % 2,80
DARRIER & Ut BRFEHANT Zoladex % 3.6mg
#7435 Depot | (1 HFHEME 120 pg) % ICI
7y —vBRAESH L VREER T, HH disposable
EHBRE A, RETRE T CESE T ks L.
B0 4 BHREERRO b AR SR, 4EMRT
1280, &3 @S L

BHEAr R (performance status, SUSHIEERE H
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Table 1. JRERSE <M2>

0 EW

1 HMREAS LS DIZFANREDOL I RHZDH 5/ RWR
2 HLBRHAKRSCBMLEEOL S RRZ OS2 5%

3 RO BREEIBBEAD SRR

4 BISE RV IE N - i Bt

L2 8

OE#L ; grade Hg L,

To) Kheskdbo

QKK ; grade NI LBHLEN. EBCRLS 2230
@FE ; grade ARED X EIRBLELD
ORI ; grade RGPS AL 225

Table 2. ERAIERRR

BE EREHE AR

L T

0 BERETEERTH

1 SERRIEPEERTE A & BER 6
FERRIEAE G I & W EstE A
PR OB I 7 % B BE Y
REEEMA E HEEE A

»w N

QHE ; grade V1IBFEU LB LEDOD

OFE ; grade SRR OFERBLED D
@BIL ; grade FIBBEM ERML A O

OFEAEY ; HREM PR R &

ERHLED-200

EER) LEFTR (BE0iHls XL O ACP, PAP
HE) 12 Depot Fl&44 4 BERRE TRV, 128%
TRELL.

AR HET 5 iodoRmi, #5BHEH 4
B GRLERT, Hhk 2w, 4 MEH, 8EFRED M
L, ZO%TISIFER | EF9 ke LRI E T
Ol Lz, oA EORIE b RK Tt -
fe.

BRI oW TRERRBEL, BIfEANREL
KRR FOREY 3B TIEM L, HMIxES LS
—REER R A X 4B MR 4 E, mKH (RBC,
WBC, Platelet, Hb, Ht), e (T-Bil, GOT,
GPT, LDH, Al-p), #1{t2% (TP, Chol, TG, BUN,
Cr), BH (Na, K, Ca, P), R (&, #%&H, pH,
) oW TRE Lie. ok, fihhr e vRIEIR
RIA 2 ¥k & w AHBB e TH—RIB 2 177
\s, Zoladex i x3E ICI dic THIE X
ni-.

#  ® B

1) BESesicst3 % PF{ivk The British Prostate
Group DFHESE™ XAV, Elhr b oM X
y, FofEpEy Table 1| ©5BETIHH L.
L, SHUTTHEB AT OIS EA L, B

DT B ST L7,

2) Performance status oo\ Tid, RBRIERL
BifgD grade HH#EL, O%E, OTE, OB,
@ 0— 0 D 4 By 5TE L.

3) SUBFIOEEI-D Tk Table 2 RT4HE
TR L.

4) BEER

HEERIHR I o W TR HEREE BER BR
B, HEREY, BHERCHRERS TRROREYH
Wy, B8V, TR LoD 8BRS CHHE L7

5) ffifs ACP, PAP fHixfids-k = v HIRE & A
BT ACP 133/E:, PAP & RIA 2 Fifkrkx v
CHRIE R L.

R HOE

SHEHEFEITCRbhbh 2 RFE LA ICT
118630 M H K TF#E < X 55 [ HERRRBR® Ok
HAWicbDThs.

1) MEHRBEOHREE

Table 3 D¥[EEME W L 5224 R (complete
response: CR), 5% F (partial response:PR),
RZ (no change : NC), 7 (progressive dis-
case: PD) o 4 By CHEM L7z,

2) ASWEFR
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Table 3. XBRENEFE
e

T2 R (complete response

5y %R (partial response

A% (no change

#47 (progressi

tCR)
BKF R, XRFR. BAXYy Y BIVEEEFRLEMBAED SN RW,
*PR)
BITOEARLEBEOABAED ShT. MOTROTLH—D %M
ELrEbvo.
CERROSETC—BEUALHRORMN SRS N SO, ELEHHTH
AR, HAM (REXER) FSO%BEBALELO.
- WSRO KREX (REXER) FAS0%ALEBERLELO.
CBBRERRSXBREEERASY VHALAREBH SO,
C BEREBRAXRFTALEREED DD,
-BDAOHNTHEBRROHME (REXER) FSO0%UEL
BALEDD.
ERUEPAPHERILLEDLD.
¢t NC)
BHOFACRUEREOMBERDT. SHHRLBDH I
r+akbo.
ve disease PD)
UFRO@hMcBUYT 550D,
CRRROSETC—BRBULRARROBITAASHED D, =M
HRROBAIT. HME (REXER) F25%ULMRLEDD.
CHMBROKREE (REXEE) NASO%ULBALELD.
CXREERBAFYURAL. BEBAHLICHMRALEDO.
cBUNOHRTHEBRRON Y (REXEE) K25 %A EHKL
b0, . EHrOMRSHB. FRRFHERLELO.

M7 A b A7 e AEHERR (1 ng/ml ki) ¥
TEA Lich 0k, AFWERTRS D & L.

3) HEERGAYEE

SHERE2), 3), 4) © Performance status, §Jf
FUEFRE, HERRARR X ORI AT 5 ST~ £
ErmafEL, D -k, 2) EWHE 3
hEEHE 4 BEWE 5 TF, 6) Bhoekk
P B U e,

4) REE

et L UBEERRET RO E4 L, £RE
X DRD 4 BB CRME L.

D 2L EWERRE L, 2) —#tkoRER 2 Rb i
TARIRERE, 3) Rkt ORIFER R 7R o AR TRILAE
ft, 4 BIfERCRARIE.

5) PEE DT

Mok e v, —RERBREC OV TONEED

ML paired ttest 1T X DER L1,

= =S

B S WAL 12C, 5 bHAIRENRES R
T B EE6 & ERIEH Y RB MR R E &N
TERD 2 Ak B RERBETEE 0 HES» DBRAL
fo. SEEHIOEERTIT Table 4 wRT. ERNLS5
B~758%, TH67.9+6. 78 (Mean+S.D.), HHis
B CIE stage B 2 fil, stage C 3@, stage D 7
BThs.

WRERREE

e MteERE Y Table 5 1R, CR 14, PR
6%, NC 34, PD 24X /x hka&ERiz PR Dk
©7/12 8, 58.3%, NC LJ_LT10/126], 83.3%Th
. REBOREY LD LIRFETIR6/126, 50.0%
oHFEL D (Table 6), BEBIX 166, 16.7%
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Table 4. XWHEEFAOHBRRTF

BO~59 2
- 60~69 4
70~79 6
2oL 67.8+6.7
B 2
c 3
stage
D, 1
D, 6
vell 2
grade noderate 6
poor 4
LK »IU/p 44,5+34.5
M i#RIVE FSH wIU/n¢  23.2+14.7
testosterone ng/md  4.75%+1.28
ACP KAU 25.0+47.6
NI+ A7y 3 —¥H
PAP ng/sf  74.6+148.9
Hean+S.D.
Table 5. HRREIPEE
mi@e¥ CR PR NC PD H ¥ =
12 1 6 3 2 17/12,58.3%
Table 6. FEIEEOHIE L 5 FH
WuEH® ERE ®E  FE BME [£-2
12 1 5 5 1 6/12,50, 0%
Table 7. IEHBHISEERE
BEBR NEHMK CR PR NC PD wER
* 6 0 1 3 2 16.7%
UIVZAY 4 0 1 3 0 25.0%
B 1 1 0 0 0 100. 0%

2, U vASEBIL 1/4 6, 25 0w diEEyiRn, il
EBD 1 fik CR #RLT\w5 (Table 7). B7 »
A7 5 Z—HRDOWTIE, T PAP TATAB L2
B S RBBEEYR L CCEAI7TAB D, 5
B 2BINEFL LTS,
Co2BIR I PIIEREIHEL TH Y PR LY
FIRTVAR, Mo 1 AIREER BEBRE SR
TTHBHOD PAP 3 5R] 39.3ng/ml 225128

#iz 28ng/ml LIEHEMAL T PR LHELX.

P& shR

LH, FSH ¥ X U testosterone {EDOH FE & E%
Table 8 ¥ X Fig. 2~4 it GHsEXAR2
b AFEEE 1 B B\ O BEE, #5545
20, 48H, SEICHIEBL TV,

LH iy, $#582RH o\ THRENE 4.5

.mlU/ml) D48 LR, 4BEBCREAD LR



116

WRACE 33% 15 19874

Table 8. A WBIRE
e FIR LH  wmIU/md FSH mIU/mf testosterone ng/md

Pre (Ohr) 12 44,5+34.5 23.2+14.7 4.75+1.28
Zhr 12 159,8£102,6%¢  48,1::36.3es 4.66+1,73
4hr 12 198,5127,0se 60,850,090 4,40+1.45
8hr 10 182.4+129,00e 61,1153,0¢ 4,34+1,52
Day 1 12 159,91 68,1es 57.4137.60¢ 5.871+2,67+
Day 2 12 81,4436.3es 34.7+£20.3¢ 6,32+2,60+
Day 3 12 69,2£25,5+ 25,5+14.0 6.56+2.91e
1w 12 45.6+18.6 12,5:£6,4¢¢ 5.63+3.12°
U 11 25,0+5.2 6.241,6e 1.78+0,99¢#
3 11 22.4+13.3 5.2:+1,60 0,900,500
Day 25 10 17.8+7,6« 5.4%1,0se 0,730,250
4y 12 19,5413, 5% 5.8+1.7es 0.60%0,21¢s
Day 31 10 23.64+25.1 6.8:+3,4es 0.65+0.51
5w 12 21.8:£14.9¢ 6.0+2,0ee 1,65+ 3,220
6 11 17.8+8.1+ 5.5+1.8ee 0,8710.86e+
K 11 15.0+3,7« 6.122,00e 0.6810.27+e
Day 53 10 13,143,400 5.6+1,9es 0.70+0.442+
8v 11 12.3£2,9+¢ 6.2::2,40e 0.71%0,43%¢
Day 59 10 15.2:45,5 6.6+ 2,6 0.80%0,63+»
9v 11 14,214, 2¢¢ 6.4%1.8ee 0,690,300«
10 10 14.012,9¢¢ 6.4+12.400 0.6510.32e»
119 11 13,2:£4, 000 6,822,500 0,650,270+
Day 81 8 13.9+3.1» 7.1£2,5es 0.81:+0.31»«
12¥ 11 11.5+2,1ee 6.62.7ee 0.74:£0.33+¢
13W 8 13,445,1%e 7.8+4,5¢ 0,680, 20e»
MeanS.D,
*:p<0,05 , ee:p<0,01

miU /ml

q

150 -

100 -

50 -J

b
0 - Lt 1 1 1 1 L 1 1 1 i ] 1 1 1 1 H
w 2w 3w Uw Sw 6w Tw 8w 9w 10w 1w 12w

Pre

Fig. 2,

Changes in LH
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miy/ml
75

50 |-

25 |-

ng/ml

5w 6w Tw 8w ow 10w 1w 12w 13w

Fig. 3. Changes in FSH

1 1 1 1 i 1 | B— 1 1 ] I J

Lt 1 L L
Pre 1w 2w 3w

Sw 6w w 8w 9w 10w 1w 12w 13w

Fig. 4. Changes in testosterone
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Table 9. HEERBAZEE
.4
4 - ¥ Bt BEULERNEE
P HEE B
10 1 3 4 1 1 8/10, 80, 0%
ng/ml
10.0
1.0
0.22 \
0
0 w 2w 3w 4w Sw 6w w 8w 9w 10w 1w 12w

Fig. 5. Blood concentration of ICI 118630

Rl FSH B3 EkicE ERARL, #5 8KH
BB AE%R R L. testosterone fHIZ YD \» TIiL#H
551 H B K E e LBIZAn Ry, LH, FSH i3
LD EORB ERL, LH 3H5E#258B8X b
FSH X1AH X Y EELRBA LD Iz, testosterone
(Fig. 4) 1% LH, FSH i2RBh CHE 3 HE TR
KoOFGERRL, B LH, FSH AT B A
», #E2BEDBRCERLHY (pL001) iy
#4328 B CL2Bl&fn BB E L, NoWHRX
100 %R Lic. Tok, 12 A0 RBEEHPFERIT
3. 1=0.9HTHS.

ERERBERER

Performance status, BUEFIEARI S L OHHR R
Hehtite & DFER T 5 FHE R A AHIE Ui B BEER
BaHEES Table 9 1WRTH, BREM o
ZehtbDiR1064 8 6, 80.0% ThHB. FEHEE
Az i B & performance status IZ2\WTik, HED
EENCHIRR % 2 T ic b D 12605 8 BT, Hr&ik
4;BRT3H (3/84, 37.5%), 8:8H, 1ZHEET4
% (4/8B, 50.0% ) #% grade 1 M5 grade 0Zd

ELTWA,

BRI T AR T, BEN 285 L AIERLT
WhH, FTHEEEHRL | AIRAETH 1. RBH
PERT X b SUBRIA R I hCwieo 12614 3 AT,
D5 B 2P THREH 4 BR X b Z0EO AR
YEL, EEADTRELR-T\w5. HBReT%%
BT, HEREEN S Alethc, BRERRE/16, AR
3/5 Pl BEmEN A DN, FLREHT—FANGER
AT 4Blh 3 ATHEERNFAREE K-> T3, &
REDRBREZREVRATCHE Lict 0t Table
9¢hs BELEOHELRLIEMRIOATRS
fl, 80.0%Th5.

ReE

RIfEEL 3 Bl R bR T WA, | Sl EiiET
Bh, RREEEIHBIOIRALLY, =Xt ey
vHNC X B LA FE xRy, &N, afiE
ERAbhT, SHERELERIhTWiny. ZofE
BREI2ZEDRBK TR LI ER B FIhT W32,
RETHEE aREFEIBEDohinv. B5 260
B, FY 7Y 254 NER2 VAT —LOR
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EERTHB (TG: 89 mg/dl—>313 mg/d], 137 mg/
dl-210 mg/dl, Chol : 182 mg/d1->267 mg/dl, 176
mg/dl—226 mg/d}). \Fh HEEER RECRER SR
BREKRTLETHWS,
—~MRERRECOWCIL, BEE OBEENEL S
hz Alp & LDH LM+ X CEERERTOE
BEEhTWw5,

Zoladex [fehiRfE

Zoladex D BE OHB% Fig. 5 Ry, &
£ 28t 20ng/ml EREMPERECEL oK,
THELMED, 48HCXBRHBER (<0.22 mg/ml) %
TETLTWA., oGRS 21T - CThRAMkD
HBYRL, BERERIAITLR.

z =

Zoladex DKEHEHIKIC OV Tik, BEBALH
HTOREEKRTHESIC X 5 BAKRBR VOS50V,
MIZBEEELNRETHE 1 HERARIEEC X
> TR I, B&MRE AR NGRHR LN
BEHREETHZEAHL AR IR, Ll
Zoladex KBEHANTI BAKRTHRELLEEL L, £
BRSO HFE LWHEEREL R,

Zoladex Depot Flix d, ¢-lactide-glycolide co-
polymer % EF| & 3 5 HREHMHUAT, 4HH b
> TERMPER LY, mbktr e vigEY R8I
FCETELDEBHP, ¥4 Depot H|OENMYT
DREMIIKBBRBFOEIRTHRE OB A & Ak
T, T PRIVRC4BE LK THRER 6 7 AL
ETie - e BERER T, AFOEEEACERRTS &
BbhaMcc i L 55 X 5 eEBErZs»bh
Twigy, #EHF|D co-polymer b biodegradable T
HHw, KFOREMECIIRIEIX v EEL bR
5. bhbhnsEH L7 Depot ik 3.6 mg © Zo-
ladex # B L T34, CHILHEECELGEHEA
EEXER LT bl e e e R 1
BT, | HY7%:h Zoladex 120 ug DE A L D
BRTREERYDENBLR T B EhbRFIZA
TebDTHB. ¥IcSE Zoladex O frhips % i
BICBIE LT 54, ZOHEBIL in vitro s 5%
B2 L EEOER LI > T 5B, bhbhod¥Fc
BH5NSEOMIBEEEEHR E LcARB B
WTh, BEHETE S 1B TR UHRELYHRT
W3, L LEKEERRC O WIS HBoRN &
fehidiR e wTHAH 5.

BRI, WERHBEE TS 3% (CR+PR),
83.3% (CR+PR+NC), HEEREAREEILS0.0

% &, bhbhHBIEGST Lz Zoladex A T#
SRR DEhTh45.8% (CR+PR), 83.3% (CR
+PR+NC), 73.9% L 3IEF URE L It > T\ 5.
BUERoWTit, 1280, LHA{LA B 18I BiE
ToiEDS 2 BIOE 3 FliciBd Hhicdd, WIERES T
5T Ebn, MEERENATETH VARRT HHE
BHDHT Ltk ofe. 7t¥k, LH-RH analogue %
BERBOTEEDEEA ThH 5 flare 124 EORE
TIFEG L BID R BT L.

£ H b [

B3 AE 1280k L, LH-RH analogue, ICI
118630 (Zoladex®) ® Depot #| 3.6 mg (1 B
BHE 120pg) #4BZL 0 3EETREL, 0
Rethi e vBB~OFBECLOWTRE 2T
o BHhRTHEESIE b Sl L

RS, HSREREET CR 14, PR 6
B, NG 36, PD 24T7/126), 58.3% DakEsiL
bhic. BRERKSHEREILS/106), 80.0% 1t
NE LR,

AGWHRTE, 20 WTHAFRSER L b
EHrx v v (LH, FSH, testosterone) 0 _k
AN bhich, 28E LV ERICTRL, AF0K
BERAC X3 EELbRD A0 VEIBNEZE IR,
PG MR 100 Bam Liz. Tods, 12610 sy5as
BEEAES. 120. 98 TH - 1.

BUWERELHALILE | 61, BISMES 2 flabhic
2, WThIBMTHY, BRLABYNEL e
BT LB

Zoladex DIt FBEDOHSH LEKD BRI
Bhieh -t

HEDZ bdsh, BRXEEMEOEEHTHD,
FrAFOREFHA TH 5 LH-RH FEHINRE R
R, BRERRCEARATUSREABESEY
BETHLEZLNRD.

N, AFRO—BIBEEEANATR GREFS60—21)
BLUXBENAMFITIR I OB EZ T 12,

X B

1) Walker K]J, Nicholson RI, Turkes AO,
Turkes A and Griffiths K: Therapeutic po-
tential of the LHRH agonist, ICI 118630,
in the treatment of advanced prostatic
carcinoma. Lancet 20 Aug : 413~415, 1983

2) Allen JM, O’Shea JP, Mashiter K, Williams
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5)

6)

)

WRICE 33%

G and Bloom SR : Advanced carcinoma of
the prostate:treatment with a gonadotrophin
releasing hormone agonist. Brit Med J 286:
1607~1609, 1983

Faure N, Labrie F, Lemay A, Belanger A,
Gourdeau Y, Laroche B and Robert G: In-
hibition of serum androgen levels by chronic
intranasal and subcutaneous administration
of a potent luteinizing hormone-releasing
hormone (LH-RH) agonist in adult men.
Fertil Steril 37: 416~424, 1982

Borgmann V, Hardt W, Gollwitzer SM,
Adenauer H and Nagel R : Sustained sup-
pression of testosterone production by the
luteinizing hormone-releasing hormone ago-
nist buserelin, in patients with advanced
prostate carcinoma. A new therapeutic ap-
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B and Walpole AL : Potent agonist and
antagonist analogues of lulibelin containing
an azaglycine residue in position 10, Biochem
Biophys Res Comm 81: 382~390, 1978
FEEES - FREE - HEEX-R@H &R-H
BITER « RMES  MEER - FHEL «RKE
FH o« KIHIFA « KEIE « XKFRELZ « /MBIER
FHE % MAEX-El E:LH-RH an-
alogue ICI 118630 M HpEF TF#H &2 X IR
FEAS W, WRICE 321 1475~1488, 1986
Ahmed SR, Brooman PJC, Shalet SM, Ho-
well A and Blacklock NJ : Treatment of
advanced prostatic cancer with LHRH an-
alogue ICI 118630 : Clinical response and

18 19874

hormonal mechanisms. Lancet 20 Aug': 415
~418, 1983
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