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WIEE DRBEEIED & 5 [EH

2.2 HEFSOURATHR L T B aTREMED & 5 &M [9.5% ]

2.3 ®AhoEE [9.6211]

3. HERK - MR

3.1 $HRK

W 5% % |V a—7vL ) VERBRESRESHHF v F11.25mg [H 32
EEEY) 1%y b Y 2 — 7oL ) VEE#IELL . 25mg

w o Al LB EA1A99.3mg, D-v ¥ = k —J)L19.45mg

W o #D-v Y= —L50mg. A AT —ZF Y ASmghL O
(EHEMIE) |V YL x— 180 Img, WIS HAKEZ & > TlmL &4 5,
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W 5% % |V a—7vL ) VERBRIESRESHHF v F11.25mg [H 32
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5. RERIIHRICEET 2FE
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AANOMHERGIGIZ & 72 > Tid, FHHlE UTHRILE V2R
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7 EICBAR ML 2T &,

6. ERUHAE
EHL O RAIKIEICIE) 2 —Fa L) VEERE S LT
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PHICBEL TR, dgigtE LicLTcrs vy vy—ay K a
LT, MBS 2 AT X &C, Wy Thn
LT ERLAELS, HAICEREL THW 5,
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AFNS12BEMFEORBERGTH 0 120 %8 2 5 [k
TG % & T IR — PEIRRIEAE NS & 0 PR L v
WD IE LS UL BRI BT B 5 2 ho
HBHOT, 1BIZIBOHEEEFT 5 &,

8. EERERNIEE

(GhEEILE)

8.1 AANZAWNERLEAITH D, AR B HYpREIZD
W K - RRBR A FOIRAO 8 & T KA & B
WY L FIW XN BEFIZONWTOLHHT S Z &,

8.2 AANFI2BERMFFEOBATH 0 . IRHIEDHEH A 4+
AR L E £, WSSO IS RET 5 Z
EMBHBHDT, FHEN A BRIEE L, EHRI A S A
WEDIZRFZICHHAT 2 5 E+ERELTHRGT 52 &,
[14.2.2%H#]

8.3 AANIEIMEBIAITH 5 DT, Hfkis 54% & N
Mz EHEORELBIRT S Z L,

8.4 7T 745F L —bobhasZenbsrnT, Mgk
+iziro 2 &, [11.1.250]
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72, IRIGEAZED 2 VBB EDAS N BENAH 5D
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HobhdZ b3,

1.2 ZOfDEHER
(BT SLBRAE)

5% I

1~5%Aii

0. 1%Ai

SHEAW]

JHFfik LDH k5

Wi, AST.
ALT. 7-GTP.
AL-P®D |5

W (IETH, Bl

EEF AR, B
i AL, o &
R L)
v KPR AL
R AP

L

P’

i . R
VB
RS D YN,
FEIRE, Td
DTHIEY

SHE WARE
s

A
HOMKT

Ty

PeRE g%, BEHARE
;E

SR L IR
BUN® -5

DA, L
T HESE K

1ML

L, /MR
/}\

HItE

D, MR

oL =
ARAIR, (R

T

B EOIE

R, TOFE

PeGBAL | RS

PN, e

W M
WAL 7
¥, IS,
T, B,
HUES O
SRS

ZOfth

%A‘
vzru—»L
A

NN

it ) &

Ko

*14.1.1 FHBHELL . K72 2 O CRERIZE S
M52

(FA#ERTELE)
5% 1 0.1~5%Ai | 0. 1%Am B AW
Kx2 b iETH ., BAMERHOR W
7 AR ”ﬂ DIFH, &, BIRERE,
20 . FAEHEALE
Jﬁﬁ AR,
F, FEIT
LRI IR, L

2%, A NI
I 5 8 off)
JEK, FLE DK
Wi - ?«ﬁﬁ"“ %=
i

Al - AR

BUAG, A
S DN

THEOZbiF
0. B, AR
NS N
RO, Il
WYY L,
AL AE

B

EHE L KRG
B, MORF

FiattieR

K&, WH05
B R K
. EEIIK
F. HITEEE

HBE

B P

i

AST. ALT.
AL-P. LDH.
y-GTP. &€
L vo LS

Hbas

L, MErE,
WA, T
(R AT N
WL R, LI
%, g

fitiBR

vy P%ILJE Ifit =

IfLif

IfiL 71N BRI
N ¥ =
KT T AF VI
RZE R

>

AR 7R

SR . PEIR
#t, BUND |5

P 5880

Tl

FERE, Fek

ME9ss . TR
WL 25
FE DI,
JLAE, Al
BRSO g
AT S

Z DA

REL A
vzru—»t
5. LDLIL 2
5 - k5
VR ADR
EE
v L IfiLiE

=)

&, [RERD,
R, HUR

ko

14. @REDEE
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15. ZOMOEE
15.2 FERRRREAERICE D 153k
Zy MZYa—7aL ) VEREEE S U CHEB R OB
PEELEI0.8, 3.6 &% U16mg/kg/43 % T4ERE, SN ) 2 —
Ta L) BRI A TR RS 10,6, 1.5K% Udme/kg/ H %
UERZ N F N TG Uik, B F ARG A 3
WOENTEDHERDH B2,

16. EYERE
16.1 MAiRRE
16.1.1 BEKS
(HTILBRTE)

RIS IRERESE CRIGEED) 12, YV a—T7av ) VERgIE L
L C11.25mg% Mol g PG L 2235 A ok [
M-1 (Tyr-p-Leu-Leu-Arg-Pro-NHC:Hs) % &dr] 1324
TOEBDTH-72Y,

(ng/mL)
40+
30 |

)
«

0 2 4 6 8

T (RS, n=10

M HER ((REPIM- 1 % &)

16.1.2 REHE

(ATALBRTE)

B AR REE RS (V) 2 —Fa L) v EEEE A
3.75mg D51 K D PSRN R E L TR O TV Bl
) 51flA IR, Y a—TuL ) VEEEEEE L T11.25mg
A1 Z L 2m e RS- L ol (EM- 1
Aat) 1. 52408 % % TIEIF0.2~0.3ng/mLTHEFE L
7zo UMIFPEE DR & A TERMEZ W EHZ 6N BY,

(EAfERTELRER)

PRRRRTFLE S (i) 12, ) 2 — 7 u L) VEEERIE
L LTI1.25mg& 120 Z & 22l e 5 (4 E+F2 7 =
VO I VIR A BT Lol (REM-
[ #&8) 3. EREREISE L 2516 % DI, £15-24
% E TIEIF0.1~0. 2ng/mL THERE L 729,

16.1.3 £HFHIREEMHHER

PAREAR A R A2k A2 R 5 & U 22307 RE R LB i ik Bk 12 o
W, Va—7av ) VEBRIESRASHF v F11.25mg
[H3Hh] XigY) 2—7Y) YSREMHF v F11.25meg#% .
Va—7uL ) YRR L U C11. 25mehfr T Hia i T
5. U TiigErh R UIRIRE 2 e U 72z, 56 7z 3REhe
28T X — I DN TI0%IE FEHIX 12 THEEHRIT & 17 - 72
FER, FHEEHEEH T & % AUCo160 X UFCmaxtdlog  (0.80)
~log (1.25) OFFHNTH 729,

10 12 (&)

Crax AUCo-16w AUCr12w T ax

(ng/mL) |(ng * hr/mL) | (ng - hr/mL) | (hr)
Ya—7aL Y VEEEEESRIES| 25,969 389.653 139.730 1.88
JA% v M11.25mg [&9H] ™ | +4.743 | £113.957 | +68.217 | £0.39
Y 2—7Y YSRESHFy | 28.614 349.059 117.732 1.66
11.25mg!™? +4.069 | £92.022 +71.800 | +0.48

(mean*S.D.. 1) n=96. #*2) n=97)

(ng/mL)

100
~- Ua—7 OV BEERIESRIE ST ¥ v1.25mgl %3 H* |(n=96)
108 -+ Ua—7ULSRiESAFYM1.25me(n=97)
I mean+S.D.
7 4
h
3
ESR
1t
43
#= 0.01
E
0.001 0 24 48 72 96 120144168 672 1344 2016 2688 (hr)
0 1 4 8 12 16 (week)

M AE SN ONZAUC, ConZFDI85 X — 213, HERED
BN, RIEOFREUIE - RS ORIk > TRE S
AREME D B B

17. ERPREIE

171 BEROREMICET 258k

(RTSLERTE)

17.1.1 Bz BEEE 2z, 128ic1m, Va2 —7aLry
VEEERKE & L C11.25me % 2 R %5 U 2 [FENE TAHFE S B
TER LAk B M OSEI PN 28 AR R HAGRABR 12 45 U 5 HUEIE o
HO(EER) KOS T 2 b 2T O SO FEB L ~OLHE

FRIIUTOEBD Th -7,

4 PG | B | JUREE | L
MOLE | g wminm | Gomk) 0| Cdereen
A 10 1234 100% (10/10f51) | 100% (10/103)
B i 2] 2438 180.4% (41/51f5) | 100% (46/46(51)

WD) ) a—T7aL ) VEREBETGHHS. T5mg D2 512 K 0 B R 2
LEL TN T B HEH,

12) BUSHIRIRS TS 360 2 [ i S0 o0 SRR A iG55 200 R ARE |
12K B, ZERhEIE, RIGHGITIZCR+PR. BRGNS TIZSEL
EoyER O #A %7R$ (CR : Complete Response. PR : Partial
Response. S : Stable) .

W3) BSEHIEETIRIC BT B IMIET A 8 2T 0 VRENREZHL L
(100ng/dL) EL T OREflO#EIE &R,

BIVEF OB X, PRAEHI 2 65 & U 72 ENEE TAEIE
R PL R ER ©23.5% (12/51%]) TaHh . FEAAEIR
WHIT. XTSRS, (S RSS2 &
) Th otz REFEHIEGRE U ENE THIESHGL
BRCREITER A NG 5727,

(ERfERTELEE)

17.1.2 PARRAGFEEE £ 00, 12821, ) 2 —Fav
U VB L UC11.25mga R PG (X EF v 72 v s
I VB A DFES) U 2zEINES TAEIEE M e R
KON A IERBEGRBR 12 35 0 B PUIEIS sh AR (Z35h)
KOG 2 b7 2 — LRI OPHARH L ~OL I3 L
TOEEDTH 7=,

P W5 [ P | BOBAR  [ERL A

HRBE | g | meom | sk o P
%ﬁgg‘ﬂg” ol | 24 | 22.7% (5/22) -

e ) - 96.8%
PHAE AT FLI@ % | 20l 2454 (60/62fi)

1) 2GEMNC I B HEAT - TRFEFUR RS 12 351 2 G HE R ol
#t| 12X 55l (Best Response) o
Zh#iE, CR¥PROIEFIO#EIA %773 (CR : Complete Response.
PR : Partial Response).
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W TR L ~OL (30pg/mLki) & THIH & ARl o
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)a—7uL ) Ui

I D5 5 X ASCMEFBRIL & 4T - 7= M5 55 TR S 2 U
A HEGRBR I 5 1 2 M REFRILUTOL BN TH -7,



P 5 B ah 241 1% | £ G- BRIG 5 47 #%
15374 FIVERRE |0 SEFERRAE AR | 0 PR/ 72
(EERHlinE H) | (FIRREHEH)
Yoa—7uaL ) |3y ISl Fi% 83.0% 60.5%
EfEfgIE11.25mg |5 - 24 ARG (224/27041) (153/253f5l)
CMF##i% KR 1 5
vrukz27y 32 (1IHHKRY
F 500mg/m?. 8HH) j%mm}& 30.9% 60.6%
o . 4l oA f%éz (207/25661) | (146/241f51)
FKXTY T4 s (65 AR
600mg/m’ %

HERGORBSEE L, FILE v BRER O REMEIZE$ 5
[EINEE T A IR S M s B ©1397.2% (69/7141) <
by, ERERIFEEE, FEE (), BT, EO, EEHE
P RS R OVESHR AR T H - 72, EINS THIES B
ERTI3100% (22/22(0) TH . FAKERIZHGE, JEHE
(%), vEf. F&IT. BT dH o7z, By TAR IR 2 d st
TER LB EABR T13297.6% (287/294f1) TH . FisfElk
IETY, REBNL. 27T Cdh - 72,

18. FEWEEIR

18.1 1EAHF
BHFEOLH-RHX 2 &M LH-RHFEACTH B ) 2 — 7
oL YRR A NSRS 5 &L YIRS Ed
TIREA—EIRREER (BUEER) AAbhzth, TE
RIZ BT MEIEHER L £ v DR - MK T3 5,
B2 REE IO MR L IR B et
EKTFL, FAPZAF0 Y RUTZ b T 9K — L pEAREDME
T3 (BHEM) ., Va—7aL ) VEREOLHR
PEIZLH-RHOK10065TH 0. 7 O F ik —PERFERERNHI
fEIZLH-RH& D sy, V) 2 — 7oL ) v EERRIE S &
PLH-RHFEAR T H D . T IR —PEIREREII R 2358
WHEEFIZ, U 2 —Fur ) VEERgEA, LH-RHE ik L
THEAMRFEZR IS T 28PERE N2 &, LH-RHY
T =2 A AE NI LBk B, Hiz, AF
RBMERAITH 5 0T, HIFHIZY) 2 —Fa vy VR
PRI % M U TR RS R S OIS D SO T % & 72
5 L. MR- PEIEBEIIHIEH 284972,

18.2 MR ARIVE > EEMEIER

18.2.1 B VIMERE I W TI2EIZ1 RO TS5 X b1t
WT A NAT 0 VRS FRINIC BB L N TIZIET
L. M ESER» RO 6B,

18.2.2 BRTFEEE I B W CI2HI 1B oK TG XD
M7 2 b5 2% — LR IR L ~OL DU ICK T
L. UNBEHERERIRIVE R 2 380, EEHRINTIIR X, AR
[ECE e iR

18.3 £MFHEEMRER (EHZHHER)

(RIALERTE)

18.3.1 KB FEAT L IE B 2 bR & U 7= 30 173 R b s Ak
BliCkWT, Va—7aL ) VEFBRESRASHF v
11.25mg (4] Xiz) 2 —7F Y YSRIEHHF» b
11.25mg%. YV 2 —7 vl ) VL LC11. 25mei ol
THS Uz, #540R%OIMMERT 2 b 270 VREIEUT
DEBDTH 7z FE5EEEION-YAE D ZE D 95% (5 FHIX [
3. S EFHE & U 72 +20ng/dLO#EFANTH - 72,

L LR%OIMEH T 2 b TEE D
N 2570 Ol (ng/dL)
(ng/dL) (195 %1=
(195 % {5 X [8]) X )
Ya—7uaL ) Vi
MEYESRASIH+ | 16 13.2 (7.5, 18.9) 19
111.25mg [H§ 4] (-6.5. 10.2)
) 2 —7Y SRk R
G 5 F11.25mg | 1P 11.3 (4.8, 17.9)

BIEFIRBUEIE X, ) 2 — 7oL ) VIEEBIESRIELHH +
v M11.25mg [ &4 H ] Pe58#£C56.3% (9/16%5) TH >
7=, EEBIERIZ, (2TD43.8% (7/166]) TH 7=,

18.3.2 RGN VISR 2 5/ R & U 72 61T TR L g i
BRlck W, YVa—7alL ) VEBIESRAESHF v b
11.25mg [H$2] XiZV 2 —7Y VSRIEFEHHF v b
11.25mg%. Va—70L ) Vg E L C11. 25mgHin]
BTG U7, $540%2 5 128% ICIME DT X~ 27
T VRS EE L AL (50ng/dL) BAN &7 o 220 ERE D
HEHEZLITDOEL D Th -7, 5B OHEEDEDIS%
EEXMEoO FTHEERF ., Bt~ —Y v e L=-15%
% kM- 7=,

M T 2 N 270 ViEE»s | BEe0%
N | EZ3L 0L (50ng/dL) BAF | (Mif195%1E 4
b ig o R OEIS [X [H)
Vo —7aLry v
WY SRS * | 54 100.0% (54/54f3) .
11.25mg [ &34 3.8%
J 2 —71Y SRk 3.4, 13.0
B o P11 25me | 2 96.2% (50/52f5l)
BIERARERMEIZ, V)2 —7 L) VEERIESRASH +

v 111.25mg [ &2 ] $%58ET40.7% (22/54f) TH -
7=o EZsEMHERNZ. 12T 18.5% (10/54f) TH - 7=,

(FAZAIELE)

18.3.3 PARRATFLIEMiI R (R & VAR #3348
&L TR IR ERER IC BT, ) a— T L) VE
IESREASHHF v F11.25mg [H 3] Xig) 2 —7)
VSRIEHIHFE v F11.25mg%E. Va2 —7a L) VR
E LTI 25mgHine TG (4 XL 7 2 v o 2 Vi
20mg/ H Z2DF&S) Lz &54E%2 61285110
HIZ N5 0% = LRENERI L~ (30pg/mL) LIF
LR ST HERB OB TDOE BN Th -7, FE5HEH
DHEDEDISRIEFEX B O FRETERAZ. JEFHME~ —
UvELE-15%% ka5 7=,

MiEhT 2 b J 2% — )Ll
AEREIH L~ (30pg/mL)
LITF & & - 7208 E O #E

Lok =

N (M {RI95 %15 51
IXTH])

)a—7uaLy U
WS SRIESHH +
F11.25mg [&§ 4]
Va2—7"Y VSR

73 93.2% (68/73fl)

-2.7%
(-11.3, 5.7)

GH% o b 11.25mg | 2 95.8% (69/72f)

BIMERIRBSE L, V2 — 7 v L) VEEBIESRIAH +
v M11.25mg [H 32 ] KGHT61.6% (45/73%1) Td -
7=o FBEIERNZ. (2TD38.4% (28/730) . {BIR%6.8%
(5/730) . TEEHHAIENE6.8% (5/7305) TH 7219,

19. AR (CBET (LRI R
RS ) =T e L) VR
(Leuprorelin Acetate)

: 5-Oxo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-
L-tyrosyl-D-leucyl-L-leucyl-L-arginyl-/V-ethyl-1.-
prolinamide monoacetate

75 T2 ¢ CseHesN16012 + C2HiOs2

Sy F e 1 1269.45

PEIR - e~ EAEOR R TS 5.

ASOEHEERE (100) 12D THETRTL., A4/ =)L
IZEFRT <, 24 =)L (99.5) IZRRFFIZ W,
Wt Tdb 5,

Lzt

(a2

0
H \X* His-Trp-Ser-Tyr-D-Leu-Leu-Arg-Pro — N - CHz * HC—COH
N —/ H H
0
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1) KREPEURES S & JA9% . 1990;18(Suppl . 3):589-607,
609-623,625-631,633-639

2) AN SCHEA: R & 359 . 1990;18(Suppl . 3):575-588

3)  HARPELREORT v IEREF Z BT e 2 —7) VSR
WS 1:20029R7 H5HKRE, HREZORHIESEA 2.1, W%

i S
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