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20 (°) |I/Io (%)| 20 (°) I/Io (%) 20 (°) |I/Io (%)
4.67 1.3 4.92 2.6 4.63 20.8
5.03 6 7.69 34.6 7.82 100
6.83 5.8 7.91 100 9.29 16.9
7.17 16.1 9.89 2.5 10.16 22.7
7.73 100 10.22 2 10.35 5.4
9.03 1.3 10.74 7.4 13.77 10.7
9.31 1.7 14.86 9.1 13.97 15.2
9.66 2.4 15.45 2.3 15.06 6.9
10.27 1.6 15.92 15.9 15.71 22.3
10.47 2.2 16.67 1.7 15.87 7.4
10.91 6.3 16.98 3.1 16.35 34.5
13.63 2.1 18.28 17.8 16.77 12.3
14.09 4.6 18.56 7 17.28 10
15.10 4.1 20.58 13.1 17.62 47.9
15.52 10.5 20.85 8.8 18.09 43.9
16.45 9.1 21.64 3.9 20.43 42
16.67 7.6 22.19 4.8 20.80 33.6
17.21 4.9 22.65 2.9 21.31 42.7
17.53 2.4 23.28 3.4 21.71 13
18.33 28.2 23.97 11.8 21.85 14.5
18.69 11.1 24 .31 6.3 22.13 12.8
19.37 3.5 25.52 3.9 22.26 16.3
20.29 8.6 26.20 3.4 23.51 13.2
20.64 17.2 26.47 3.1 23.69 15.9
21.02 12.7 28.84 6.4 23.91 25.6
21.68 5.1 30.13 3.5 24.31 38.7
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25.76 3.4 28.71 21.3
26.05 4 29.89 8.9
26.63 5.5 30.24 18.7
27.01 3.1 30.88 5.8
27.49 2.8 31.44 7.6
28.10 1.8 33.06 4.5
28.73 10.9 34.36 6
29.42 3.2 ‘
30.00 3.7
30.89 2.1
31.34 2.4
31.70 1.1
32.81 1
32.91 0.8
33.48 2
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Bl o5 4 5 R E B E AE2ZE2TC > U E RERASY - B %
ﬁa)\%ﬁ%\%‘[’i'YiZ Tz = & EM—*%&(ZO/\%) o M & &R

EHRH2EI BT RBIE > EHFURAHETZEZ2TC 2 = &

FHROLOAAF)RBAHNETE2TC 2ABIAFAH)F ik - B 4
BB AK(A2 2 H)REREUIA~FH)E AL - & /w265 F
T0C » R REHA - BHRERBIE - £BE X% 0 U ho
E60E2T0C x & mEE(20 ) & A2l 2 H) X R 4 4 &8 &
B R R LA TE Ao 2 265 2T70°C 2 AK(126 ™ F) @ & 8 % &
Wk BB R AN ELI0OEALASTC o AU B E T L2 EI B R
HREAEH  UATFERAE R - BHREAHHZEIOEST » 8 #
JE4 ) BF R BIE - mBEIEKRATE ALY E2ETC2 K(122.6

%19 "
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A~ EHRHA (16)
AA)E R - BAEHESICH REARBETFTRAELR » &
2l @2-4 h o B AMAEREE maﬁ+%mwaﬁ%¢o
A% :8.468 » A (87.3%) « HPLC# # : 98.5% - st ¥ @ %
A Bk Aok 3.0% - -HPLC4 sa M 4 % 0 1.79% -
T 5 14
RoB[6-% R A-3-(4-[2-(x AU =-1-%)T A 4]
%R A)-2-(4-F A X A)] R A[b]ESH-(S- &1 #)
2F-111

¥ m B0k m (261 &) ~ k(45 & ) - R & e AR EE(6. 14
NE)RI6-F R A-3-(4-[2-(x A M2-1-4) C A A] X
A A)-2-(4-F & X A)] X #[b]E5»-(S- A1t #) (HPLC %
4900% - HPLC 4 42 Bl # € 0.35%) @ & A ## > H 238 4 4
b oo AR ESE I kR 210% PAd/C(£22E & ¥ &R
BH) c BA RGO RERA > U600/ FHF T AEE
c W OR BB E VL ES0C - g2/ BT AR FH K3
£ ) 210% PAd/C(5.6 2 %) o # 2605/ F % 3%+ 30T
T BRIt BB E22 0 o B4 A4 40D L £30E A
K 410% PA/C > & # £60%/ F F %o+ R30°C F & & 1t
VR OB 2.5 B o AL B X BB KR E o E R50% AR
b i R 2pH 38 A& 57.24 « m ABE B AE KIS E ) ¥ &
AL (8.66 2 %) L HEERERBEHIO T E - BB
BAU50 % 2zm AMkh ERE K - HA KBRS BN
AAE KBy RXEERBAOES - HI180E A F 8 £247TC
TUuRBlLIIFEWEEHERY - KAERIEER # 424 °C

B
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B ~EAERA )

T # #3054 > A 20C B8 #1855 - 45 B 42 B m
%E&a‘&%uw%%*;ﬁ%%%ﬁ?ﬁ?%%’?&fiﬁSOCTéﬁ
R E st - B2 &£15.522 (67.8%) -

# B R BEE(33 2 ﬁ)\*(ﬁfﬁ%ﬁ)&éui’\ﬁ%éﬁl()é}i
Bl 42 42 & - #1.8M HCl (21 & #) £25°C F /v A # # &) R
ST - BKEHBMARERE B EFAALHBE B LK - £ #
#*30’;7\%14&’}1%%5)%750%£70C’Ll:iﬁk}.%f‘@ﬁaéﬁﬁ
R o MR A B E60C R w A3 EH K o BAE R ZIE R MU
A2 B3/ B R A A E25C 0 AR B e A B MR
B BR B AC THMEHI N F > BE > A K(30 E )
FRALINOC TE R AR E Z#H KB » A5 28,92 (82 Th)
ZF-T1I1 - HPLC#% %8 :96.5% - ;A F & & & @ /% A 15 &) K &
2 2.44% - HPLC#a sa Bl 4w 4 - 1.09% -

=3 2

ik
BRBEAXERAN" AR E" HERAEHAH AR AMH
ERXERANBEXF-1II18 - gF-111 @M+ - 2HF
~ % H B 4 B -~ LHRH #8 1 4 % AChE ¥ %] & &£ B 4% 2 &
\‘J"%'ﬁi'a‘"«tbﬁf{%%éi,ﬁ%%ﬁi%iﬁ/‘é%ﬁ'ﬁﬂ% °
"HE " R "R B AL A TELHNESR A
XA AR -~ ‘I‘f’ﬁ%’]‘/ﬁiﬁ““E’ii“ﬁ%‘?’i&iiﬁ.
HBERBELERIRELEENRFILBEEMN -
"8 (preventing)" ~" 8 B #(prevention of)" ~" &
% (prophylaxis)" ~" 8 B (prophylactic)" R" # &
(prevent)" ¥ W B AAX TR #HER » £ K &k BAAF-111
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| &~ EARE (18)
R A H S REAE RN AIE R ESEE R KHE K E
JE B 7T RE M o

"R kMM EF R MM FRAR"WNERE XA RS L RE
A EFBEGER EXARTRAELE RGN L M HE
Witk > A FRugsatamMasrag Bl A8 FE
FAMKE e CEBFTERE - L E AR EY
Tl e BL2eH A HRAEEFRERBMHMEANACEFRR
k) c B E LS R FEY 0 Bl F FEE R A
GnRH & & & & ¥ 41 & ~ ICI 182780 & #a {4 = % 45 76 & -
sk rMBETREFTHMENERREELGE FTEREX - F %
BRE - VCH AT RRRANEHLERAL N BEKEEBS
12 R R 7 b o

BMAFEAXE RO MR E" B LR EREFTNE
Bl 821t & 4 > o BB 917 B- ok = BF - £ - 3 4R 6) kK
F( & 4 % e F(Premarin®)) ~ Bouk i £17 8 ¢ # A e
—EBERBEMY  BAEUNMHRFTAHAEITHLSHRALE ST HHR
# (Premarin®) & & % % 8 -

BMBEAXERARNS" 2R EF" HBOHEELAFRAETHEZILS
oo ko B 5 ) 2 B - E B ¥ B > nongestrel -~ ¥ o F B
MHERERBEMY  BHEFRIREHOUEZHRET L X K E -

RBEAXIERG > EBHFE HBORLEHHFF
gzttt e TEHELRFSH B AL TR
ﬁ'é(CYTANDREN@S Anastrazole (ARIMIDEX@) Letrozole
(FEMARA@) Formestane (LENATRON@) Exemestane

% 22 B
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A HARA (19)
(AROMASIN®) & 2 w1 4 -

AR A X A " LHRHZE M 4" #3514 45 30 4] £ 15 & & M
Py EAA M ERILRALERB S IR EZIEMY
4, #Goserlin (ZOLADEX®) ~ Leuprolide (LUPRON@)&?@E
0 4 o

BAE A X 4E A 69" AChE ¥ #] &1" & 45 ¥ 4] T B85 A& &k 85 B8 =
b4 4 0 I KGEEER LMK - E H(tacrine) & £ 1t
M > % Kk A (donepezil) & &t R A MW -

BB AXE A" & LW GChAT" #F 35 14 45 3% wChAT & £
EM 0 BP IR EREA AL R LB AERY o AL E MR T AR & 1F
ChAT R FE dk 2 R B 3K R R/ &K &k &/‘iﬁﬁuﬁﬁ;'iﬁﬁ
P AEHChAT E - ¥ F A B EFETRALEALREAE
ﬁﬁ#%ﬂﬁﬁié@ﬁﬁé\ﬁiﬁ%&/ﬁréﬁ&ﬁ%%%%'iwFﬁ&
RO B e

@B ¥ X R E SR

— &R BEHEIPHE B L FT(Charles River)%“%x"i
% (Portage, MI) B BFIO5XRE4 (K IEHH T E T )M

Sprague Dawley # & (200 2225 N % 2 & & & E%’:]) o & & W
Zom i B (0VY) g A& &8 F % F #9Shan 4
HIFERABEZ A -~ B284EL - AHREZIH BEWEA
Brf+ 5% HHIX4E — @ > i ad libitumit &

(#0.5%45 2 2)R®EK—8 - TR HEH £22.2° £1.7C
B A4Oh e xR ABHEHEE -  AE RS ASHZIZNFH L

B R12 /0 858y B oaf o

% 23 B
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£~ FHRHA (20)
B B R A m ey g £ - BB ESE(E L
 £0VXHm B 2 %) M HERMSELF-111 - u £1%% F 4
B FORFRIUEB A0 B BMAE T 1T a- T - K vk

E ZF-1II U O R A X LB « B Em At H XL E L
S HERBBR G O BHHBERUNAKR: FREFR2:1
B EE)LSYRE 0 XS B N4 E RS o

UCO, Z &7 XA &Y T LR2EaFHWHBEREFT
» M B E T T EE - T BSignadt £ N 3 (Louis ' F
EN)BRMFIT a- T ¥ & o3 £ -

S Mk R R R AN B %

AHF B U ERFHOLRIKSALEETRTR2)FRE I
BF A30008/ 448 TRI0O - 48 CRF LE - FH A
Boehringer Mannheim Diagnostics & M 4 & B & 5 # =
o HORE B BF o MR FAEE B AIL R BE $-4-%-3-8 R B
AR - BEMBALL LB RI-BRAFNRZT L BAYE
M AFAETRE > WEAH-XBEEREN  HAEUS LKL
BE A Xeb00 MK T RS - 82 U2 % & & 5B BE B
B E o # MBiomek B $ 1t T 15 35 B ¥ 4 2 2 4 # o

T g cE 7 4 f8 B A EE(EPO) & #1

HFU L FERGFAELICT > A2 XEE
B E2 B Fe 2 A0.000% Triton X-100 = 4 #%50 250 %
0 F ETriss # % (pH -8.0) ¥ 316 - — 8 £Tris &
BRF AwA0.01%@ AL ARIOE Lo F E80-K - (& &R
E)B » Bl A4S0 Z MR TR E»PHBEEE MO RUE - £

Moy BF R o
#

\
7

2
A=A
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A HARHE (2D

F e P AR AAEF LB ISR FTMHEEIET -
RESG RO EBVBKAERMTAEZISHE BRI KR KRR E -
e wl B E R R(CE K R E) KR P B

o ERAY - REEEHESTREZHE  BERER R
B EIDR(HBME B D@ ACE LR A& FH3I6RF U=
S04t % B BR AR 4 o R AE A L &y R F 0 35 K &g 85 R IR OE
AHFEFEEEOBFEREINIRRN - ERBRHFEHRTFT > A
Bl > AR EBREETZINEREABRE  UHEITMH
TR R MBI E MR ESBEZ  HERNFE RN
ZFETEERH TR QTG - RAEBRTERALG T g @
e RERT  MAFREO DRSS -
HAERFEFEHE TR ERBHBFRT oM ERBR >R X
(NIHBB) AALA RS B FILHHX-H 4 - L UZTEHRFHEZ
R XA B BEF R R LR T ZIALTER - BRE
M Eay BB AR AR L-BHE FHF-111 & ¢ &
Ao —8(EE,) R o Ry XL %> AR XEHYy - F-1114 @
cHEMBEERREHFTASL -

MCF-T73¢ 78 o #

HHMCF-T7 3L B2 & % B (ATCC HTB 22) 4% #% AMEM #( & 18 & ‘
AEANE > R0 B F L FFBS)(H B/ B H)AH LBV A B
B 4 ~ Sigma, St. Loulis ' F&H E M) - L-2 A 8%(2 E %
> FE) AWBMN(ETRLS>F =) HEPES{(N-[2-%# T
]ﬂ)ﬁﬂﬁ—N’—[Z—sz%ﬁx]l EaoTE - FAKREKRA#R
BAmEFR)(IHBA/ Z2A)D(ENE) - £ 54 A0 X >

LA
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A HHRA (22)
BFMCF-T@ o 2 % 2 X10% & BB EHABRARRARZIB S A
Faom N EM AL HEENE FOCRALOY FBS) > ;o # & 4
BB NITF HAepBeaENTE(RIIEZELY FEX
HEPES B2 £ 5t o + = 2 EDTA 4 £ = &£Ca+t+/Mg++ 2HBSS( &
BBy i) B HENE FERENCF-T%@ M - % ta i 4 5 4 N &
Fok R R ARAEZEL0,000m@p/ £ A - & &4100%F (8,000
ta B ) Ao N R R 32 & H# P (Costar 3596) 0 i £37°C #95%
CO, B B L3 F B ¥ FA48 /8 » U A H LA BB K @B
HMAEATFHE LM NEFERBE - ZINETAFEEZHRZ
# 4 XDMSO# Bk » L KO0 E A BE A =ML EH RBE
EFARNEF oM NE  EHREBHER200FE A - £3TTC
toh CO, Z B F B F AW FL8/ 2% > B iED
WA AL &) B B 2 (1 uCi/ ) &4 BBkl - X A£-T0C F A
B24 ) R OB ¥ ks e A ASkatron ¥ B & 4 g B B B
M A F XL LK - #l AVallac BetaPlace £ 3t
HEZRBMEBERG;EHR R -

DMBA-3% S 69 3L 5 A2 72 49 % 1F A

£ 8 B P % % A M Indianapolis & % # (Harlan) § % %
zSprague-Dawley & B ¥ &£ M S F & M o9 3L & B /3
SR Fa 2B EERER20%E £7,12- 2 F % X
#[al E(DMBA) = & — o i # - /£ IR ADMBA = 1% #46 8
EHEBUETILRIEBSIR - SR E R — & BEE
B > XNERIALEARAETE —BRBSRXAK NAEEZ
WA EMEL O LEBLAGHUET R LB MKELEFERT R

o
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EBEARA (23)

JE ¥ A o R R B R E éﬁ;suﬁ%‘i”ﬁiﬁ—?%lﬁj}{fféﬁﬂﬁ
BIFH o Hh ERBHFZHM T o 58 F W6 R R
0ELS-9% W o

BWEF-TID & £2% & 68 ¥ & 8 B BE R E 4 > A0 RIK
2 - FRUoOBRBBZIEAY R ERREFL).2Z2H E E
Y o HE - MEBERBRHEWERET - REBE(EHEL LR
BREXRBEHGE) LZVEBAEZREERR G X %4
AR LWy A FARNETEBE c  HHEIESB N H LR AR
B E 0 R REE éﬁﬂé:ﬁ%é&@ﬁoﬂaﬁ'\ — 18 1t & 4 R iE
G R o KRR P REE S Y

el F L RN ECE

Al NN E20EEA T T &4 EMZF L RAF-
[I] - A ®MILEHE L #K0.121000% £/ X » AR 2 #5 R
A3MB A - BEEABREHD MR AEAFE 2% Z %38 A F8)%F
AT T OB BB R

RE2 - AR A RXRIABRE O FHR > BT RESRZ6ME A
Z g e

K3 A A aXnlarR T B TRESMELFX
g o

R4 A EROBERFTHREFRARSSTEMERASHERN
T EEFTHFFNE c  HEHYHERARESH I XN X E EF
3-5RkR » &2-4 BB AN KLEHEBALE - BXRAGBGF-
T % %l 48 Ry 5 % ©3-168 » T L FRBLH M A E R
B F T RSN EERERE -

% 27T &
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7~ FARA (24)

KERD B RBABEBTENG A KEAERBOR TR
> B A B ZHEBERAR/ KFETIERN - REDERTS
g mERE B AT EBHEZA O L
BRog) B e AT Pk o Mk BEUERAEARRM
3-16:@ F-111 K& 8 & R 806 % > LRSI HHERAER
EXEE  ABREBIRTFET OUNFLETHRE -
Kb BN AABFTHREROBEBRABLAETY > ¥
ROk S M kW o A AR R B £ HAWEB RH o REHE
L‘,Lﬁjr#%%ﬁﬁ%@]éﬁéﬂé&’L,Léi:?—"émﬂ@%;'%;&°ﬂ%’rémﬂ&%
##E%’ElO%ﬁmi%&a‘ii?zﬁ%’fq’°$}£z”iﬁ7fa‘éiii7ﬁﬁtﬁ
iﬁi%éﬁﬁﬁﬁfiﬁif‘ifﬁi°’\#ﬁzaﬂﬁéiﬁéﬁﬁﬂﬁ}CSQ‘J“
HEREHRESRAEREFSR KN LE - Y S S o I 2
% ~GnRH ~F-TI1 R & # % % £ & “Péﬁiﬁ%%é@imﬁ)i
B BB BREBERNLESHE UAZLERZETR
T e B ESZTH@BHEY - AARAB 254[51f%§~ A
X 7 ¢ MR #EFuchs-#(Young) ¥ A £" M B HF @ M H T X
B oE B W F T R EAE T M E R AR kR A
(Inhibition of Estrogen-Stimulated Growth of
Uterine Leiomyomas by Selective Estrogen Receptor
Modulators)" »Mol. Car., 17(3):151-159 (1996 %) ¥
W o sEE R BF-1114p 40 s F iF AL B 47 £ e9ELT % 8 &
SR EMNMBAGESN  BABEEFHAIIABRSEF o

F g OB sk B R K B B
R 1%‘JFﬂlZiBOﬁ[ﬂCDﬂE&EXL??u’?é‘ﬁi%fir%x"iéﬁ%°;i%'f,ﬁt-$
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A~ 3583 (25)

SR AAB B EH DB EEMAD DO AR HEER - K
BB SaEeE - EBAETIN o MBRAERE BT
B R AFETA WMAARASH TR EHFTREE R
AENERBE LA EG EMBLE L o sk R £ L
o R L AFMARR O BFHLR2GH MK XILR
BB N KE S 0 R MBI B LR ke EANEX
LENFEE1.02 L 2xF-111BEBERNEH - £14R 8
Bz ik BE--EBARBAVKRAAG TETARAETA
B F L RHEOTFTAPLE TEHAMLLEKRER
R - BMOPELERFLRMBEE

22 A RI2ESOECDH E R A ERERGH - H E T
AR B BT RE EREmAGHYMABEBRER - ER
B wEgHEsE —EBAETFH MR AEE -FHTH
BRAFTA WRARIH IR EHKFFTREE A
LABRERN BB AR EEME L - £ F MK H0X
oo Bl H M 2] R BN KIES 0 R M FHZNH
M AER S BHRESLUAENAFEEHL.0E L 2F-1118
B NS o A2l AW HRZIHB KB EFAKREARAD
BFTABEERBMEART LR EHE - BFFTRLMEE K
REHREZRE  EZXABHBEER-

RXBmI A A FTABEAKIIARLFTEAEAELAR/ AR
FP I T AR ARERLBR c BELAARRHONET LD
My AT R D L R 0 B oh RSN R F > Bt R
Bk BE TN EE B AR T YR ARME A
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A HEHARA (26)
150 E ey A & » B4 Bk X F FERBHE AKX
E o Uk BERE XL AHREI-1I6E & A A & &HE
o tRESBHEAAERRIRERE - AREHFIHRTT
LW EF 5 N &K E -
sfmﬁ%:ﬂ%%éA;*éﬁ%%‘mﬁﬁy%ﬁézéaiﬁﬁﬁz\'iﬁi%é@w\
L2 ELBAIHEBERN RUEBSHKFFFILABAE
Mmook E—%BEAT EABHEZA AHBEHRNT
TN el AT P Ak o MR B EUERBEHRMI-
16&@F-III§<.§$’W%EE&Q@>::%§:°%’E ¥R FT M
FEZTEHNTFTARAEHSRE -
XD RHAABRTFTTABRBRE N EAKRFLRLE T
TR A MR AN B HHASHEBEDAEE NG RE
a‘%uﬁﬁ&ﬁﬁ%@é@éﬁé&’Lxéiﬁfém)%@%;%i&°ﬁ%émﬂe
BEHELEAALI N FARAEEFZINEY - ARAEA XRARA
ﬁbﬁ:’%i'?é’];(?-/fi'FZﬁiF'L °/\%ﬁﬁmﬂﬁéiiﬁﬁféﬂ/ﬁ%3éﬁ
Eh R A ﬁ]‘ﬁééﬁﬁk%ﬁl?‘ﬁﬁif‘ﬁq&’? - Y S = B
;‘Ei%“GnRH ~F-111 R & % R 2 ?é’aiﬂ%%éﬁiﬂﬁ&
e o 3 & B A e E BN ifﬁ'?”’@n%""k{;)’- EEREZE TR
Fe e EE B AlARABI-2DME K &8 A& -
6, 3 M F o 3K K % 2 CNS %k 3R
SR E(wlT B- BB &) BLNHE el mitR
P E L2 RCRIE s A AG AR # & - ERe &R
EFHREHEA M TFRBGLHE R E ERAISERLX LAY A
HDNAR R JE (s & R B i RERE) 2 & & B & 3 4% K
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A~ HARA (27)
2rxmbd o A4 L@ EwBRARFTAAERT E R BEE
T AsAUu T A AR  BHEOLKEERBEIRERES
E s g B EAMARARSBEETRSHE  SAECARE
Rk eaHr b iEFRERXRTEFTERE > &9
% K A ~c-fos ~ I EFREFHILANLE -

fpirer RtrkA P E B T A PR L 24 ¥ £ & 4 MERE
B R EBEAE R E R KR F(AH ‘ﬁk%l—'ﬁ(NGF)‘
éﬁizﬁéﬁaﬁk%l%(BDNGF)&#%&2%%—3)&&:—,&6}%
AE R -

BONFENGFE R R H ¢ R A T ey F ST g E
Bz EFEEHF AMBRRABEANELE R FAMB ETIEN
XEZHEAE %ﬁ HA KA RERBERRAFTHNERNE
(,ﬁl-é,u&f‘qﬁ;;ﬂ;@%kﬁ«‘)%)’#%%T’T}i%ﬁbﬁﬁit%éké(?%
EREHNZIH)HOBREKRFAEN R R EHEFE @ -

A Sz 2R F(kol L& B A KB EITRTHE
B MR EABELZERKERTAARALRRENAF-TI] &
Mz M AAMB R/ XREE - OB E G ERAE RN
F T RS R A BEE &S XFEABEN.0325/ >r)  F-11IX
W (s &) o A BEIBA XK BEHHKiE TERUEE
BU MK ESESE  BEEEREAFTHRRBLERATA
£-T0OCTF - 8 BEWABBHAEHNBOLRN AR RHF A
RNA » 3t # A i & 45 % @nRNA( % -A+) 2 # 23" F 4% H 8t &
#E R il fheERY FREHIBARYE KA

M #150) ~ R B & # B ~ Taq % 5 5 R¥PATCP & & &9 2 &
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A~ HFARA (28)
R’y & ATR A B R E(PCR) -

R RIOE = % > & R E A W £6% TBE- & & BB L X
R+t o % ~ B ARG EN-H R KA - £6FFZHWLEK
4 R ZnRNA B = B £ -

ook F H e xF-111 A &

B R BREEBEF BT RITAN L ERH D ECIRT)
D M LB B IR N AR E A M ENBEER . B o
BB HBE o2& HRTE S R W H S B E AR > &
HFTREAINLE - TH A SHRT £ 46 2F-1113p # & & A &

i # B £ s 2xF-111 A &
BRIBEEZR BEBAOFXIPREFREDE - E k&8
AR AERMEAEKR(LERBY - LA RIL K E B X
G)H R B ESEBEA T LR N TR RE
b Wbl A E R A B AR BB E X
BB E R Ax FEE ARG R R
ARXBBHEALBEREYH —BEEHLEEE - EUFFRE
WE B S HEHME o BBEREKETSHSEZITREERE B IR
e R Bl FAREMETAHAF-IIIHHELaaH
i G
mLHRH #8149 % 36 2 F-111 2 A #
2 g R FALIRI(E R LN EB E R E)E MY & K
FEBRBREAN T A B L8 B F it g HiE
2K B h o £ S gt o BBERLESHERR B2 LY
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A HEARA (29

e M 0 — B BLIRN A ey > HERER B -
£ A LHRH #8 40 40 32 % #9 R > 48 3% ok i F 69 82 2 7T 8 # R &
W) EFEE S KR Blhe o mEAEE - T A AF-111 3 4
Tk B @B R

¥ ohe T B OFE &R 1A

iR EMERSRRKBMO R ELES T RA BN RS
Mok e B A RRNT FBER KRB BBEZTRME - LR
MK e B ae AL ire e LR ETHEARSA
LB REX e LR SHHEEHLEEFE MR
bty — B ERLTHEEY > CTHBBERKRSGDREERREFMR-

AAEU A AEAEEAHASARELE D FERIEGFHERI
oAb B b8y LR o B R OB C B EB(ChAT)
T r 2 aE LS RAREBM2 T RS B(ACRE) -

B Tk EF-TIIHChATE M B E > #ITUTHE R &
DL - EREHESTREZK OKIOEERERUERE
TR sthEe o EREBRRABEASALIONEMMHE Z BB 70932
H/NF/ &2 2zF-111 ~0.03%0.3 & %/ A/ X% % B & X
WOEs A R B AR BB IEAEIXRIOR - B - REE
BREA20E S H - £ B LTS HMMBE  #BHHHRER
My EESE o BB ASIMLHILRTN  RERAER
BRE@E E2HE LTUTLEHERSRZIKHRERLZY WE
47ChAT & M 8 & - 9T ££Schoepp % A #9J. Neural
Transmiss. 78:183-193 (1989 %) + # 3 =% ¥ B > # % 15
oA R XA E

S
=]
&,

W&
qQ

B

2\2\1
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B HARHE (30)

SO R BRAE A e & EOVX &4 F e9ChAT A & &
A AR A B50% (p<O. 001)°

£ AE A DS —EEE T F o A A EAChE 3 4] & @
4 zF-1I1 - %*J%F—III#P %'J #l @ & HAChE & 39 4] 5 A ra
HEmeh X ¥ oo 8hiEihHE-

BoME W K BR 32 7 g (BPH)

MR /4R 2 6ABPHRAHRER BB My F
Fm T FFPCTHE AN F F L EW0 98/07274 3% > BB A %
B 1998 10 A15 B

ﬁ_m‘F%fiﬂﬂéﬁ*"*"*“P’%%ﬁ:%F—IIIéﬁé\E%#—%AﬁE%
R E BB THOMBEETXHE LSS

5 ALH0%E Lo F & xTris. HCI pH 7.4 ~1.5% %

o =k w8 &% (EDTA) ~0.45% 4 F & 2KCL ~10% = & &
0. S%in\—?— Z2-MER10Z ¥ F 2 8Bt 8 — % 6 4
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EXHEAME (A2 %4 0 A NOVEL CRYSTALLINE FORM OF 6-HYDROXY-3-(4-[2-
(PIPERIDIN-1-YL)ETHOXY JPHENOXY)-2-(4-METHOXYPHENYL)BENZO[ b ]THIOPHENE HYDROCHLORIDE)

The present invention is directed to a novel
crystalline hydrate of 6-hydroxy-3-(4-[2-
(piperidin-1-yl)ethoxy]-phenoxy)-2-(4-
methoxyphenyl)benzo[b]thiophene hydrochloride and
uses for same, including inhibition of disease
states associated with estrogen deprivation
including cardiovascular disease, hyperlipidemia,

and osteoporosis; and inhibition of other

pathological conditions such as endometriosis,

uterine fibrosis, estrogen-dependent cancer
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(including breast and uterine cancer), prostate
cancer, benign prostatic hyperplasia, CNS
disorders including Alzheimer’'s disease,
prevention of breast cancer, and up-regulating
ChAT.

#3172



1271403

Bl X

~ DSC #% % (mW)

-0.5 100.2
- 99.2
4.0- [
- 08.2
1.5
L 97.2
K\—\
'2-0'l'l'ljl'l‘l'l*l'l'l'96'2
0 20 40 60 80 100 120 140 160 180 200 220
BAECC)
1

TGA £ & (%)

".




1271403

& X

TGA £ = (%)

9941

100.2-
99.8+

99.0-
98.6-
98.2-
97.84
97.41
97.0-
96.6-
96.2-
95.8-

--1.0

\ -1.5

0

‘l'l'l'l'l‘l'l'l'l"'l"2-5
20 40 60 80 100 120 140 160 180 200 220 240

®ECC)

2

DSC #& 7% & (mW)




1271403

Bl X

100.2

99.8
99.4
99.0‘_
98.6-
98.2-
97.8
97.4-
97.0-
96.64
96.2-
95.84

TGA £ & (%)

—

0 20 40

LA L A DA A S D A DA |

60 80 100 120 140 160 180 200 22
=E(C)

B 3

0 240

-1.0

-1.2

-1.4

-1.6

DSC # 54 & (mW)




1271403

B X

% & 51t

0.0 T v v T T v T T T
0 10 20 30 40 50 60 70 80 90 100
% RH
— BX I

4 = X




1271403

Bl &,

0.18
0163 T=100°C T=115°C
0.14 -
0.12-
0.4 -
0.08 -
0.06 -
0.04{\‘\»

0.02- .
0 1 i 1 1 1 1 I-‘] i ‘l

0 15 30 45 60 75 90 105 120 135 150 165

L UION))

7% 9 &9 EtOAC(Z E% by NMR)

D




f(bf,‘/(\\({,
£ 89115152 (7*. £\ B 8 % E o,\/a fD{]{n % ;E.

1271403

£ #ARA (13) Hit, 70
#l A B A L F & #2VIIAEZ K X F £25C T %4 714{'7}
¥ %5 B8 5 %R T10-15 % i’f&l‘h‘/ﬂzf‘ﬁé@@O—QS%
HORKE 0 H HBMRSY% o MBI N> E -

BT ERBE—F B EEBEBLRABTAKESEHG F E -
=

A

B K e B R H 45:1'%47@@4%4’%3\%75'/%9’)56@
R JE % Ak ko sk PR OB o

ﬂ%BClS(g) (4.23 > % 34 ¥ %) £-10C 2-20C & &
R AT REHFEREREEALEBMLI0C & E mwAb- 22 A& K
-3- (4—[2—(7‘:5&%@% 1—%)6%%]“%%)—2—(4—?%
X A) A H(b]ESHE AR LH(I0X % 18 EEF)2 /A F
s (100 H) F « A AZTRZIE S AFREA IR
#2088 - & 2 &/ ECIPA v 12. 35%%%67%%—#)&4&75’\
—10CT%fX£&ﬁaA)§\ﬁE¢&#fr F 30 n 4 - K EE Y
oA 2 ANL00 EFF KRR KB AHFEAHIOC - B EHERE
HEFTRBEKRFT  HEINEE - -AHFLExRHEEREK
EOC F#H#FEEL N - #F 2% %BEF K £ %25 FFHZ
40% CH2Cl2/ K A # 2 U25 E A A KT h - W EH B FE
0 £ #FIPA B60 £ # K ¥ - i v # £260°C - £48°C T %# 4%
;e/&°7‘59l~ﬁa}\71<(120%-ﬂ-)°fc,€%=>‘zi>?ﬁz2é\§r1£35°c}iﬂ%

Al

0:165\65080-921006.ptc 217 8




1271403

ER /A

89115152

‘sz C A

8

TAF

£ JE.

v A 1 g 1

"

a0 s 6o

B A E A

e e oo

|

A

|

0:165\65080-921006.ptc

% 49 R”




I-..—-_.-——

| | ‘l/‘-v‘
1271403 L/\ A I
£ 891‘%’15221& QG P8 @ - h ik

193

ﬁ‘$%$%ﬁé

1. — #6- 5 A-3-(4-[2-(x & M=-1-K)T A& EX] X4
X)- 2-(4-F & X &) X A[b] Eyp & KAEH(F-111) &
2 > H B K £25+ 2°C &35 ¢+ 10%#@%&?&1#(%)?9@“@%
B(CuK a 5 A=1.54056A) # F x-S 4 & 4B £ #£ &4
»xTé@%ﬂé:ﬁzemm.s_ 0.2 ~7.8+0.2 9.3+
0.2 ~14.0+0.2 ~16.35 ~17.6+ 0.2 ~18.90 ~ 20.8 %
0.2 ~21.31 224.3 ¢

0.2 °

2. — AR HEBEALE - FEHBRRKRE - O AT KRR
&ﬁmmiﬁéﬂs%"Lyﬁﬁéﬂﬁkzﬁf—zﬁ;ﬁ%ﬁ#}izéfﬁ%ﬁﬁa
o RAARBFEIFFEHNEBLEIBEZILEZLES A —
ﬁ%ﬁé%%@&%‘ﬁﬁi/&&ﬁﬁﬁzﬁlw

3. — REGBRBEFFEARLBRALIAZI LS Z T &>
Eeaesa8 f ﬁ%ﬁiﬂiéﬁ/f‘%/\% & &6- 1 K-3-(4-[2-Cx &
ﬂtt% 1- % ) ERAR]XAR)-2-(4-F & X AKA) XH[b] EH

# AL -

4. WMEEFEHNEEB FIBEZXFE LA AREREREZ
bl (B M/ B R & ]l 29 el

5. BR#FEEH EHN KB F4BEXHF o R NN 2.5
£25.6 bl

6. MBEF HFEAHN LB FELSBEZX T K BB NN E
5.6 tb1l

b

|

0:165\65080-950814.ptc % 50 #




	BIBLIOGRAPHY
	DESCRIPTION
	DRAWINGS
	CLAIMS

