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W, e ATl 2~107 v 2 (1.8~9.0g, AT A—/LELTIL.08
~5.40mg GA) & 1 H 1, WEEOFTEGE. BEE. KR OBEE O A EFE 2
WE L, FERNEO SR IBE NS SRR T, BIARLVE CAIOOHZBE LT,
IR 8 I8 & CTARBIO 5% ki3 5,

(FE)
AANFIR)R L7 ERE #5975 & RIPEDME T4 2 ATRerED & % 720 IR < SEET DI+
Sy IRERRIC BT D,

(2) AEROVHEOR ERME - R
(V. 5. ) HERIGEERER] OISR



4. RERUVAZEICHEYT HIE

1. RERUVAZICEEYT 51

CREGMAZRBIEICE T 5RILVE HEFTRL)
ARANDIEHRFEAL % OB GBI, AR GIZ L FREND U A7 LEEORELEE
U CHEE KW L, B ERE2ikkit 9, RRER 0B8R2V &

5. ERERREE
(1) BRRT—H /Ny /r— (2009 4 4 H LIBAGRE B )
AR ONANA

(2) ERARFEEAER . DA
D RNy FFARY
B2 e O B R 2 5P 9~ D 720D RERERRAN Mt 12 2R & LT, A —
TRy FFAN I A=K Ay FF AR DB 6 ANy FT A B ER L.
CORER A =T Ry FT 2 NRONA Yy F T A N TREERISE2HFIEETH Y
7 u—=R Ry FT A LTRG24 R O)E TRE R ORAIE 12 64 3611
VKB IR BALIZS, #0548 FEIR OIE TR S TIA L TR Y, BRI
PEIX 12,50 THEOEE? LV ThbZef Thorz, UL b ., RFDK
FERREIE IR Z & R ST,

2) IR R O
BB 5 DR A, RIS OB IE A TR 5 =00, REHERIR At 6
HAIG L L, A 125, 2.5 KU1 3. Tog & A RMIEIE THIEHE LTz, 2 ORER,
LAk, BRI 35V CIE L 2 DI Do T,

3) SR Y
AR # 5-1% OZ2NE B2 RG R e OSSR B RE & RFM 9~ 2 72D fREEPARR % ot 24
KExtgl U, AFl1.25g (n=6), 1.8g (n=6) Kk2.5¢ (h=12) #FNFh 1
H 1R, 14 HEIRERG L, ZO/%E, BICERT 5 &5 2 62 REAHERFE
D HENTEA, BERIERIZZR S | MR O BRI IZ B CRIE & 72 5 FF U338
O HNIRNo T,
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(3) FERSHER R ¥
[ PN TS M L 7 BEARIARRE J OWREE R VEIER 2 A 0 BB G & LI BEBERR K

ORI GRBIZ BN T, RFIOF BN

WO LTV D, Fio, ENTHEM L/ZIKHE

HEFRIRIERBR ICB W T, AA 1. 8g/H ClEN R A 7/R LB Tld, 0.9g/ B IZHE Uik
Gk 534252 LT, IREDREMR T Z RO LNTND,

AR M OB R SR & A 9 2 B3 R (R 22 50. 2£5.6) IC 77 &K,
AFHN1.8g % 1 H 1A, 8SHMIEE Lz, TORE., Hot flush FIEDOEKEUGEE L, 7T
TARBEL HEL L T 1. 8g BEICB W THEZEMNRD HL (Steel BE : p=0. 0072) , A&l
R(hEEEEUL) X, 77 BREE70.8% (34/48) 1ZxF L. 1.8g BEiE 94. 3% (50/53)

ThoT,

F 7o, MU EERIER OB SR (Hot flush FIEOSERE . Hot flush F2EEDkE
BE R OIT O EE DOMATEHR) 1 X7 7 B ARBEE it LT 1. 8g BRI BW TH B ZENR

H AL (Steel FRAE : p=0. 0026) | FefdiiaE= (P EESELL L) 1L, 77 B AHE 62. 5% (30/48)
\Zxf L. 1.8g BEIE 90. 6% (48/53) Th o7~

FAERERBRICE T4 Hot flush BIMDRMRBERE (85 8 BRIITHIER)

B A FiE % I & %7?
fossae | |t |agapo | B [RED | g (o | steer | ERECRE,
) | ) | (o) | P | ) BREE | BIET | )y o)
7R 27 7 10 3 1 34/48
B 66.3) 146 |08 ©.3) | @ |®]&2FL0 ~ (70. 8)
N 43 7 3 0 (0] p = 50/53
L8 | oi ylaso| 6.1 | 0.0 | @oy | 7] 28505 | g oor2 | (oa.3)

a) : Hot flush A% (1 BRI OWEE OHEFLUE
W o E . EEEERTO 1/3 RiIZED

s
i %
"
E

B BESRTO 1/2 LUFIEd

SR BESETO 1/2 L0 20N E
B CIE- /A N/
S CIE= gy ) |

b) : FHUGE : 3, PEEYGE 2, BERE: 1,
c) T RBREEL ORI

E

20, B —1&Aa7{bLTHEH

A5 1A ¥R Hot flush [B]%
75w REE 5.3%+2.25
. n=48 5 (3~14)
&2
Ll 1.8g B 5.1 5.3+1.87
n=53 5 (3~11)
7T AR 1.9+2.12
. n=48 1 (0~7)
i 4 iE
8l (FILFY) 1. 8g $¥ 5.1 0.8+1.32
n=53 0 (0~8)

RE s PEME AR RE, T B hR(E (D)
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OE #5588 ©

AR L OB R EIER 263 2 B CR¥FER R 22 51. 5£3.7) [TAH
1.8gZ 1 H 18], 24 WML L=, FOfE%E. Hot flush [FEOWHEE T T 5
Rl ook ER (PEEUGEL L) 1%, %54, 8, 12, 16, 20 K24 HiE TR Fh
64. 2% (43/67). 86.2% (56/65) ., 88.5% (54/61). 95.2% (59/62). 95.2% (59/62)
KTR96.7% (59/61) T ol

T/, MEESRIEROSEE IS S 24 WEOSER (PEESEM L) 1%,
95.1% (58/61) THh 7=,

REBREGHRIZE 5 Hot flush EHK

iEa-E W HRE Hot flush [H1$%
- 1. 8g $ 54 3.9%+1.9
BE n=68 4 (1~11)

BB PEME AR R, T B e (D)

QK BRI B D
AR M OB R BEIER 26T 5 B CEFR SRR A2 51. 724, 0) ([ZAH
1.8g & 1 H 1\, 8L Lictk, FWdE (Hot flush [FEAMEG-RID 1/3 A
) R LTe BB % 777 B AN SUIARAIOAR A & (0. 9g) BEICHEVEZ 1 2H1 0 FF1F
1 H1[E, 16 BE&EE Lz, FOFEE. Hot flush M ORKSEE L. 77 R
LT 0. 9g BEICB W CTABEZENEO HHL (2 A Wilcoxon M7E : p=0. 0097) .
BokkoER (hEEUeEDL F) 13, 7B ARBEST. 4% (76/87) 1oxt L. 0.9g BEIE
97.7% (85/87) Toh -7,
F 7. MAEEERIE R OB ER (Hot flush [E¥ DR, Hot flush FEEED
R} OTTF O UGB ORA TN 1%, I BRBEL el LT 0. 9g BEICHBWTH
BENHO B (2 A Wilcoxon F7E : p=0.0031), FikihER (PSR EN )
WL, 7T BREETA 7% (65/87) (XL, 0.9g BHIZ 95.4% (83/87) Toh o7,

ERSHERASERICET S Hot flush AIROERIEE (%5 24 BERXIFPIERF)

HO | BEE o | g 2REA | RfekER
Beome | | s |t ng{)) %i/“)) ME | 3 |Witeoson| (chaeci
@) | ) | ) | P | P | TR BEY | BLE) (%)

7R 67 9 4 2 5 9 89 - 76/87
R (77.0) | (10.3) (4. 6) (2.3) (5.7) (87.4)

N 79 §) 1 1 0 p = 85/87

0.9 1 goey | 69 | | oo | b |8 oo 97.7)

a) : Hot flush [E% (1 AXEHEIER) DOkERE OH)FE HKYE
W E DR ERTO 1/3 R
AR ¢ IR SR 1/2 LTI
e E B GRTO 1/2 X0 20 anEd

7 S ARE

b« [E %A 80

b) : 7T BAREEE DR

o A
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ERASHFREFRRICE TS Hot flush B

IRE Be G Hot flush [E1¥
TS REEY 6.4+5.0
L n=89 5 (3~35)
R
Bz 0.9g B HREY 5.8+3.5
n=88 4 (3~23)
TS REEY 0.4%+1.1
. n=89 0 (0~8)
8 %]/« -
e 0. 9g P EJE 9 0.3+0.7
n=88 0 (0~4)
7T R 1.7£3.8
. n=87 0 (0~24)
24 1kR ;
Wie (FIER) 0. 9g ¥ 5 0.4+1.1
n=87 0 (0~86)

(4) FREEAYFER
1) A7 PR RIE AR

B TR EERZE, TE; ROE (R
a) : BB G S K ETIH, T BARRERON0. 9g BeHRE L BT, AH| 1.8g 25

O 2L AAT SRR
(V. 5. (3) MEISHRFERER DOHEM

@il ¥
T2 F T VA= () AR E L7 o 24— R —yEIC T, B G307 8 B
(B G-EBALORIWERFEBLBIE) K OV I — AR Z DWW TG L 72, fERERARR % 42
P40 44 256t 5210, AFI1.8g (E; & LT 1.08mg) & 1 H 115] 14 HR#EE L7-fG 5%,
AHN D3 5L FEROGPENL 0. 0% (0/40) . B2 — BT, 30 43148 H)E K OY 24
e E DOV S2F (=) (USSR LITHY .. BERIEELEIL 0.0 TH-7=,

@ AR B
FEAE IR R OF B R E R S 3 2 F B B ek e VR 538 12 L 0 ARAI D
RAEMEDHER SN, MREREZ RS LGB T 2RIER ORELRIT, 77 B RH#E
44.2% (23/52) 12 L. FEHEE59. 4% (136/229) T, FIEPETHRIL-EIMEM 136
B, EEE 2, R 6 BILISME, 1T AENERETHY , BEERRBEMRIZRD S
N otr, Fi-, BEEALUSMIEER LEZFRERICOWTIT, FEAERT A b
FUOBIRITTHEICHRE SN TWAERTH- 7,

(6) B - R
RHER R L
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(6) IR H

1) ff BRI - R il Al A (Rl ) - SRS RR FeZ ERRER (T IR ER R SR
1o FH RSCRE A
AFN O E-% 1 AL Bz T 2Rl alfE T d - 7= 270 il & 22 PRl g & L
Too BIWEANZ 17 B 21 HRIZFE O B, BIERZELERIT 6. 3% (17/270 ffl) THh o7z,
BITERIZ, RIEFE DS 1. 5% (4/270 1) | 188 AL Z 5 FEREDS 0. 7% (2/270 #1) |
FERRIZN 0. 7% (2/270 ) . FEWBYE (FENBIEOERR) . B8FE. oWy,
BRI, WATAREE, Bk, @AARE, SIHIASK ., JRE. Wi, HEE
. . WERNFNEN 0.4% (% 1/270 ) T -7,
K 571 & Lol U CARAIE 514 O AR IR S X OWNER SERER I AE 5 (i & s of
PIER (Hot flush RONBEIT) Mk U726k, 267 7 223 BT, HERGEKL O
B 2 R\ 7 SR 1 89. 6% (223/249 fi)) Toh o7, AZEHINT 26 § THEZHRIT
10. 4% (26/249 f) . F7IER D EAL LIZERNTFRD o7,

2) RSN & UCEMTEDNAE XTI L 7= 3B o5
A L7

(1) Z ot
AR L
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VI. EMEEICET SEE

1.

EEPCEAEHSEEMXITIEEYE
TR NIV NEERTIAT L, T AN TG — T e B AT T A N T Y
F—=NLBEEFRT ATV, fEEMe A sy, = AN A—n

2. REEA

(1) YERFAL - TERIBEF

18. ZFEERE
18.1 {E MR
(BEHEETRUINEEERICHE S MEZEHRAEIR (Hot flush RUHTF))
PNEE2NG DA b1 7 IS AR XK T 5 Z &1L D, Hot flush, Z&F
S5 O [ B B AP S OB IR B TR O ZEREIERE N BT 5, ARANL, 17T-= A K
T UGV ERE L0 ESEEFIEEREAMG L. =X N T U — L oI PR E & PR A
PEDOFIRERTHICFRD DD A P RE LR LIRS 2 2icky, 2hbo
SERZ UET 5,
(EEHERICH (T SRV ERH OB DR E)
E2 12 LA T ENEORGEIL., ESERLE ALY Ifl S, ENBERS WG~ L
LT3, FO%, B2 FOEERLVE L OMPEENRAKMICIKETEEAZ 212k T
BN % U, AT BN IR S T 2 A ET IR BRI 0 BRAAIE I & e 3 2 VIR H i
NAEL D,
CHREERMEIEISHEIZ B 1T ARILE VBT E )
RVECFEAICB N T, B2ICL 0 FENEZBESE2%, HKRLESIZED
TEWNEZ G~ L 2L &85 2 & T, RO BT ONERFAS fTBE 72 1= IR AN
REnbd,

(2) H4hz HEArT 2B ©
11 FER D SD RMENE T »~ MTINERI T (—E AT 25T L. 5% 14 B B 2> HA%A|
DORZHEE (0.3~30ug/kg : =TA T F—)b (B) #E) #1T-7-,

AEEMIZRIZTTEZE

UNEERE GE&G) BEOEREIZB RN GERE) BECHARREFRICHIIN L, Fiifk 28 H
DOIREHEIMNBIIETFHN GERYE) BET6.423.8% Tha D%t L., IR GERS5)

FET34. 1£5.5% Th o 70, KAIOMHBEIZEKA L CIRRRHIC X 2 RS\ NI S vz,
14 A8 54 TRl 5 & 3~30u g/kg DREHETHE TH -1,

FEEREICRIFTEE
PNEAR S, FEITERL, FEEEME T L, 14 BRE, AFlz&kE5925 L, HER
HFELTCFEOERZIMHEI L, 3~30ug/kg THAETH-T-,

HRHICRIFTEE

Z v MTEHE 4 BEOMEMZ2H L0208, JHEFEHEIC X 0 EEENEEE L, BA AT
TIHRIEIEEZ 35 X 512705, IPEMHIC L - THK L2 HEE ISR 5 B, %R
Zidifgt 4 H DB A AT THighdT 5 & B & LT 3~30u g/kg DREHEKEIZIL DT TD
B G ER 2 2 L7z,

(3) fEREIUHER - FriEnET
AR L
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VI. BT 51EE

1.

mHREDHR - BEE
(1) 165 A2 e PR
) BEEEKEHE (5% Y

PERRPARE R 2ot 6 40 (52~62 %) ZXIRICT, AAIDOIMEICET 2EKBHAETH S 1
H1[E, 2.5g ZF0HEE L, 1.25, 2.5 RN3.75g (AT VA —/L (E) &L
TO0.75, 1.5 XUV 2.25mg) ZHWT, [RA—#BRF TR L CHEBEIC LV BRETL
Too MIEH BEEIIWTNORGIICEB O THERSAMEIC L TAHE R EANE
i, #hH 12~24 BRI £ TIHECMIC ER L2, #5524 BEf#% LI I1T 1. 25¢
HETHY 30pg/mL, 2.5 J TN 3. T5g #ETHY 40pg/ml. TIFIFLE L THER L7,
AR O TS &K QPR EERIC A O EEEPRAER (Hot flush K OEET)
WX B AR &I 1.8g(By & LT 1. 08mg) , I 23413 0. 9g(B; & LT 0. 54mg) TH
%,

2) REHRSHR Y

TEFERAR S o 24 4 (53~64 %) & XEIT, AAID 1.25g (n=6), 1.8g (n=6) M&
W2.5g (n=12) %, 1 H 1A, 14 HRREEE L, MiGH BIREIX, WThok
HRCBWTHREGAMEICK L CHER EFARO 5., wREE 72 FER#% (3 (A
B 5 24 Bpft%) (CEFIRBICE L, EFIRE (WEk S 72~336 Kifflt: (3 [A]
H 5 24 Rp % ~ k&t G- 24 Iefil1%)) OB Mg B % (C) 1%, 1.25, 1.8
KN 2. 5g FETEIER 26. 3, 60.8 TN 82. 4pg/mL Th 7=, WTFNOEEREZB W
T REEEE 120 % (RIS 432 BEf%) (21X, 1RIER SR E TRIE L
T EREEIIRD N o T,

AR O TS K OPIE R IEER I O E P RER (Hot flush K OEET)
(kb DGR RIT 1.8 (B2 & LT 1. 08mg) . I D13 0.9g(E2 & LT 0. 54mg) T
05,

(pg/mL)

160 | BEEH -~ 2.5g8 (n=12)
12 3 45 6 7 8 9 1011121314 O~ 1.8gB (= 6)
204 343333313333 380 —{+ 1.25g% (n=5~6)

# 120
gl
100

=

80

;& HE,

60
40
20

0

|
0 48 96 144 192 240 288__ 336_ 384 432 _ 480
20 168 36

528
24 72 1 216 264 312 0 408 456 504 (hr)

#IE% 5 & EEfE TyE+EEEE

REHRSHARBRICE TAmMER BLEEDHTE
1. 25g BED 1 BB\ T 9 [Bl B AR A B Ik Lz, S EIH# G 24 it E ToFr —&
g A i

) ENICEB T DARFN O THAEIREE K OUIERIERERICEE 5 M EBRAER (Hot flush KON
FEIT) | ST OAGRHE - R BE, RACHLL - A Y227 vy o (1.8g, TR
FT7UF— L T1.08mg&AR) #1H 1B, MBEOFENLEE TCOAVGEMICEHBESTS, 72
B, ERIEC T, BEBET S, BHETLA2HAE, V22 eVl Py o (0.9g, =R
N A—n & LCO0.5dmg &A) 2 1B 1L WEOTENSHEE CTORWEICEBET S,
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3) AEHRTERER
AR MR L O R FRER 263 2 BT ICAK 1.8g 2 1 H 1 [\, 8 Mf&EE Lz
XD SWHDOMIET T A N T VA — /L (By) J2HE D S E + R 112. 1568 8
pg/mL. FUfETL 91. 4pg/mlL TH - 7=,

(2) WRARRER CHERS S U7z IR
) HEESHER (25
PERRPARE R 2ot 6 40 (52~62 %) ZXIRIT, AAIDOIMEICEBT 2EKBHAETH S 1
H 18], 2.5g ZF0 AR L L, 1.25,2.5 KO3 75g (B, & LT 0.75, 1.5 LU 2. 25mg)
ZHWT, A HERE I LR BRI K BRE L7

&h&
o= 1. 25 2.5 3.75
NTA—H & 8 g

AUCy-1 (pg*hr/mL) 350.7*X174.8 | 645.4£574.5 739.01+547. 1

MiEH | AUCous (pgrhr/mL) | 921.2+423.5 | 1418.4+973.9 | 1542. 8+1036.0

E2 2% | Cpox (pg/mL) 29.4+14. 1 51.9440. 7 76. 870. 2
Tuax (hr) 36. 1£13.2 37.0+18.0 20.3+£21.7
SEYEE = R HE {22

0 AF o THAEIRREE R WP R R RE O M BB RER (Hot flush KO
WKk D AGE &L 1.8¢g(E, & LT 1.08mg) . JHiET 284613 0.9g(E, & LTO0.54mg) TH D

2) REHREHRY
ERRPARRAL 2otk 24 4 (53~64 %) ZXRIZ, AA|D 1.25¢ (n=6), 1.8g (n=6) MK
W2.5¢g (n=12) #. 1 B 1\, 14 ARREHRE L,

#hH & 1. 25¢g 1.8¢g 2.5g
INT A —H (n=5~6") (n=6) (n=12)
Css” (pg/mL) 26.3+4.8 60.8+22.6 82.4+29. 4
s AUCs19-356" (pg+hr/mL) | 756.2+233.0 | 1269.4+371.1 | 2048. 6+1450. 3
E;gg; Cuax” (pg/mL) 46.6+25.7 59.5+11.0 90.7£60. 5
Tuax”  (hr) 19.2+6.6 20.0+6.2 16.0£5.9
Tus® (hr) 87.6+27.9 94.9+16. 8 79.6+34.0
S L) fTE A U
a) Co : EFARIE (WA G 72~336 B4 (3 [A] B #5. 24 Wil ~ ok d% 5 24 %)) o
S i 3 T R

b) AUCsip-s36 : WIEIHR G- 312~336 Wi#E (Rf&dk 5 0~24 BEfEI#) o AUC

C) Coaxs Tnax XX T %%&5—?’&@ Chaxs  Toax X TR Tise

d) 1BICRWT 9 [\ B AR A2 1k L2720 8 B B #% 5 24 FE#% £ TOF — & Z 5

o AA D TR E K OB ERERICAE O M EBRER (Hot flush R OFEIT) |
W3 2 KGRI 1. 8g (B, & LT 1. 08mg) , JHET 245515 0. 9g(E; & LT 0. 54mg) TH
%

) EWNICBT 2 AK4]0 THARRESE K OWRE R IR AL O i E EE A RAER  (Hot
flush R OFET) ) ICRT 2 - HE  @%., ALY -2 A v 2 7y
=2 (1.8g, AT UA—LELTL08mg &H) #1H1F, MEOFENLEETD
JRWEEPHICEBIERT 5, 7ode, ERITIG U C, MEBET 5, BET L 5E51F, v =X b
oY1 7Fyia (0.9, TARTVA—LE LTO0.54ng & A) 10 1, Hpo
FENSEE TORWFEPHICSBET S,

(3) haphl : BRI L
(4) £ - DFNEORE . AERR L
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. BYEERI/INT A -5

(1) ARHT 7k MR L
(2) WIUHIEE MR L
(3) I oy
(4) 7077 R gﬁ”%*’l’iﬁb
(5) Sy Ry
(6) Zoffh

. BEH REalL—av) @

(1) fAT 51k CEEERR L
(2) NT A =2 EEER CEEERR L
- IR
LU
Kl

(1) i — 4 B8 P i 4 DM ER e L

(2) Mig—RAEAMEIEME B ER R L
(BE: 7y b
Eo (CITMEIRICHTT D BN RE SN TNS 1O W Lk | B IRz @EB L, BIEICE
T2 L HRIND,

(3) FLA~OBATH ARk L
B MIBWT BIZHHFTICOmMEN TS Z ERMESNTNG 2 13

(BE . ~TRA)
FAENICIIR A VE CFlZ2 &5 LT Ga RORESRE R OREEEZRO I & @b )
%5 14)

(4) Bl ~DBATIE DN ERR L

(6) ZDMOFME~DOBATHE : Z4 &R L

(6) MAEEHAREEE
<Z/§Ad%~> 15) ~17)
B, D IR H 8 RS AR 1T 98% LA BT, HHERUIR 2% CTH D, FFERMNEATH DAL E
VG a7 U X BRACEWBIRERSH D . MIET B O 40% EREE LTS, DO
E X7 V7 I U IR RIS A LTV D i ST s,
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6. {1t
(1) ARHRBAL K OMRHRR R -
T TR# SN D, EORBERBIZZIEICHZY, ORI VRE s,
E XTI D 17TB-HSDIZ LV 1T AKEBE SN A br v (B) ICHAEEHBEIND,
F7-, INHOT A A Uiie FTIEEICCYPIA KNCYPA Y777 I —l2 kY, 2
L, A NLT 16 afin7e ENKEELE N, ZRBIEFEIZ TNV 7 v U BRIaA R IIRER AR
D LW K TWD, Fa, AR LT 3 U EAO—ERIZ COMT I2X D A b
FUT A FrF A SN S ERESNLTWVD,

OH OH

coMT

CH:0. CONT gy
—_—

}
5
:
3

Ho H

2-methoxy-E2 2-hydroxy-E2 2-hydroxy-Ei 2-methoxy-E1
CYP1A
CYP3A

OH

CYP1A
CYP3A

—

%

HO'

OH
4-hydroxy-E1

/|

=
o
E
3
=™
+
%]
S
=
a— ] —_—
o °

OH
4-hydroxy-E2 / CYP3A
OH

-~ OH - OH
{ —
O —
Ho H

15 a -hydroxy-E2 Es 16 a ~hydroxy-Ei 15 a-hydroxy-E1

=
=
,% %:c
=}
2

-/

-- OH

;
%ﬁ
3

16-keto-E2 16-keto-E1 17-epi-E3

It It

0

OH

CYP: Cytochrome P450

%

16-epi-Es 168 -hydroxy-E1 17 8 -HSD: 17 B -Hydroxysteroid
dehydrogenase
mEgas . _
PR iyl -IN COMT: Catechol O-methyltransferase
E, DHEE R BHIFER

(2) BN AEESE (CYP450 25) DO4FFE, %528 . CYP3A4

(3) Hlalid@ it zh B A 1 K OF DENE
ARFNEHR 258 A C do 2 7= D IFRIELEE RN S A 52 1T 70 20 22

(4) REOEMEDOAEE R OVEPELL, FAELR 3SR L
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7. et
(1) HEMERAL M ONREE « R HR Je O
1) BEES5HBR (%)

TEREPAR L LM 6 4 (52~62 1%) ZXRIZ, AAOAEICB T HEABHETHD 1

H1lE, 2 6g &0 AEE L, 1.25,2.5 V3. 75g (B, & LTO0.75, 1.5 &8 2. 25mg)

ZRAWT, R—#BRE IOk L CHEFREIC IV RFT L,

WTNOBEGREZEB W TS, R By 48 E RIS IR 5 24~36 REEZ IR K & 722

n. FO%EA LT,

o ARF O TS & QPR EERIC A o B EBFRGER (Hot flush K O¥ET)
W2k D AGE A EIX 1.8g(E, & LT 1.08mg) . JikET 5354513 0.9g(E, & LT 0. 54mg) TH
%

2) RiEHREREY
TEREPARR L L 24 £ (53~64 1%) ZXIBRIT, AAFID 1.25g (n=6), 1.8g (n=6) &
W2.5¢ (n=12) %, 1 B 1A, 14 AFEERS LT,
PR Boy #8 By BRI SR ITZ N ZA0ME S B B RE S IZIEFRERICHER LT,
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%gﬁﬁgigfgggnfé% T E SR RE 2 (0.9)
R R R E FREMWED F 3 (1.3)
RALPED F 1 (0.4)
SHTR 2 (0.9)
IR 2 (0.9)
HETH R M OVEL R B EE il 1 (0.4)
BT 8 (3.5)
FEREREEME 75 i 2 (0.9)
P25 H 1 NOS * 19 (8.3)
Re R B ESE NOS™* 4 (1.7
SRR 1 (0.4)
ARIE 15 H i 1 (0.4)
FLIA 10 (4.4)
B JH NOS* 13 (5.7)
e o e 2 (0.9)
HE 5314 79 (34.5)
PANETHIES 1 (0.4)
AN N R 1 (0.4)
HF AP 53 (23.1)
FERE B OV T LAk b TS 1 (0.4)
FTBE 1 (0.4)
J95 1 (0.4)
PRI V- 2 (0.9)
fa F b EREE NOS* 1 (0.4)
FRPEIE 2 (0.9)
By PERRPENE 1 (0.4)
1 B WAL 1 (0.4)
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EIVER % OFESA BIER & OFFRIF B (%)

i R A A TE NIRA R R 2 (0.9)
H i BRSO 1 (0.4)
IR L EREE 1 (0.4)
7o F oy e mEd 1 (0.4)
TANRTGXUETI ) N T AT 2T —F 1 (0.4)
N
TI= T2 NIRRT 2T 3 (1.3)
M7 H Y RAT 7 &2 —EHIN 1 (0.4)
M b U 27U & D R8N 5 (2.2)
MH v 7 K 1 (0.4)

% : NOS=not otherwise specified MIZHFE 72\

KIER IR BRI 1T D EIVER — T

JE B 422
BIlE 25 DS BUIE 51124 189
RIl1E 5 O R BLE ] 28 44.8 %
BIE 45 O FiSE RIVE % OFE R E . (%)
B E B 18 (4.3)
H 4 NOS* 1 (0.2
T RE IR 1 (0.2)
7 NOS * 1 (0.2)
53] 1 (0.2
N R 1 (0.2)
iz 1 (0.2)
NEki=y=S 1 (0.2
=R 1 (0.2
HE(E RO N 1 (0.2)
fi&iJm NOS* 1 (0.2)
i [ 6 (1.4)
SR AR R 1 (0.2)
AL 19 (4.5)
155K 2 (0.5)
Mg NOS * 2 (0.5)
JEESE NOS™* 1 (0.2)
JEYIE K OVE AR HUE B YR NOS ™ 1 (0.2
B R B OV A Ak P = RAfTm 2 (0.5)
(0% 2 (0.5)
g 3 (0.7)
BRI 1 (0.2
VU e 4 (0.9)
Rk 5 (1.2)
1 JEE ST AR T 1 (0.2)
v IfiLJE NOS * 2 (0.5)
WAL 2 (0.5)
W, SR K ONERR e I, R 3 1 (0.2
S H i 2 (0.5)
G, PELOESGHE pmis 1 (0.2)
LB EUlES 3 (0.7)
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IR % DR

RIVE S5 OB (%)

REhPEE

ST RR

O OFEKTE

PRI

SRR

FEED F W

Al SRR Ak S B

J8EJE NOS ™

JEAE NOS ™

2R

RIEE

PR B8 Y~ NOS ™

U B Rk

FAE IS 2

S IEEELIR

S AN PRRR

Hibi@%

H i IR E

HARSE NOS*

FMEE R 28 NOS*

FEBERAE

EN-E NSNS0

- PR & NOS *

T E PRI E

T E IR

TR

LR R P

AL

LB D ol

FLFE R

FLE NN NOS*

FLEHRAE L

FLFE T

FLFIEKR

FLE B KA

ARIEF-E

VPN

JlEJ 4% NOS *

e o Pk

T Bk

fENE AR

JiEE HH

FEE B JE NOS™*

i

853U

PReL]

S R

A

Ry 28 Nos*

A
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BIEH % O

RIVE S5 OB (%)

il Bk 1 (0.2)
Wi 1 (0.2)

i B NOS* 1 (0.2)

S 1 (0.2)

N 1 (0.2)

ANRIE 7 (L.7)

R<Te 1 (0.2)

B REE K O 5 BT RE Ja 3 1 (0.2)
myz) 1 (0.2)

Be 5AB IR PR 5 (1.2)

e G- R 4 (0.9

Be 5ARARLBE 1 (0.2

B EGR 5 1 (0.2)

B GBI 4 (0.9)

R VAT = Y 1 (0.2)

B GEARZ 6 (1.4

E 1 (0.2)

FEEL 1 (0.2

I 55 6 (1.4)

HRAY PR E 4 (0.9

9 1 (0.2)

REHR 1 (0.2)

R R Oz ba s A ARTTHE NOS* 3 (0.7)
IR AT 5 (1.2)

KAV v A fAE 1 (0.2

B R OV T R Rk B 55 &P NOS* 8 (1.9)
FRPEIE 8 (1.9)

Truan Ry 1 (0.2)

AT V- 1 (0.2

RLBEMERZ 15 1 (0.2)

SR A R NOS™ 3 (0.7

4 By PR EESE 1 (0.2

ES=s 2 (0.5)

JHEE 1 (0.2

FERE B OV T AL b J&35 NOS* 5 (1.2)
B G w5 1 (0.2)

RG24, 1 (0.2

B REBE 1 (0.2

A ENE 1 (0.2

HEIR B B 1 (0.2

B, B R OREHERB OFAEY) | T ERMEE 1 (0.2
(A OR Y —T & &) SRR AE N 1 (0.2)
i R A A R REAR A i L 1 (0.2)
mp v U 7Y%V R 1 (0.2)

TR A I TR 3 (0.7)

RN 11 (2.6)

HE R B 3 (0.7)

% : NOS=not otherwise specified MLIZHFE I 72\
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EINEEARERC BT DEIEH % Uik - HEBIKGEE)

JE B 209
BIVEH % O R BUER KL 74
BIVE 5 D 3 B 121
EEEEE S ES 35.4 %
BIER % OREE BIVE R 2 O FER IR B (%)
JRYYIE B O\F 4 HUE NS 1 (0.5)
IR M OV o e 2 1 (0.5)
T o >R 1 (0.5)
MR s 1 (0.5)
P YR e FEED W 4 (1.9)
GIEbE 3(1.4)
JEAR 1 (0.5)
B O%k 8 i 5 Hg 2 (1.0)
[Flifis b F 1 (0.5)
HAR PR 1 (0.5)
Ll e ElES 3 (1.4)
1 e ERiES 1 (0.5)
MR, Bl & OERR s £ i 1 (0.5)
H Wb N A 7 (3.3)
THEE R 1 (0.5)
LB 1 (0.5)
T 1 (0.5)
HE L, 2 (1.0)
WA E R 1 (0.5)
AP HE 8 R b HFRERE L% 1 (0.5)
F2 J& Jo OVFZ T Rk = I 2 (1.0)
Bz 1 (0.5)
B2t 1 (0.5)
5 FEIE 1 (0.5)
ARILEREE 1 (0.5)
B R M OV AR e RS 1 (0.5)
A 1 (0.5)
VU 1 (0.5)
i B A PRk 1 (0.5)
FEHER N O R E TEHERY —F 1 (0.5)
B 28 (13.4)
531 1 (0.5)
S By 1 (0.5)
HF AP 5 (2.4)
SR O FEIE 1 (0.5)
PERS HHain 15 (7.2)
A REE K OB G RPTERRE i H SR RLEE 3 (1.4)
18 HH SR AR 1 (0.5)
1L D PRI 3 (1.4)
i H SRS 5 (2.4)
i H SR Bk 1 (0.5)
AH VLT E 1 (0.5)
PR 1 (0.5)
ERIIEREAE 4 (1.9)
FE AL 2 (1.0)
W PR A A B NI R LR 1 (0.5)
w7 7V 77 B 2 (1.0)
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ENERARBRICE T 2EIEH 5 (AR E)

JE B 270
BIVEH % O R BUER KL 17
BITER % OB 21
BIVE FH 25 0D & BUE (1) 3R 6.3 %
BIER % OREE BIVE R 2 O FER IR B (%)
JRYYIE B O\F 4 HUE ENREEDS 1 (0.4)
PR R e SHYR 1 (0.4)
PN g, SR K ONERR Fe = LR 1 (0.4)
H b HES R 1(0.4)
F2 & Jo OVFZ T AR e 2 15 1 (0.4)
s 2 (0.7)
0B # S B OV B R P R 1 (0.4)
ERER L O SR ESE 1B N EE F 1(0.4)
ARIE1-'= i 4 (1.5)
BEE 1 (0.4)
HE 53 1 (0.4)
FE AP 1 (0.4)
R E K ORE RPTERE T EL D EE 2 (0.7)
AR Z 1 (0.4)
P& R 1 (0.4)
B AL 1 (0.4)

# o FEABYE DA

9. BERBRERERICRIZTEE
M ER L

0. BEES
HTDRH L

1. BRLOIE

14 8IS EDEE
14.1.1 EmEL
(1) B, FL5. SM2E R ORIRIZIT®BAm LnZ &,
(2) AMGHE STRE, BERE (EEOWRSLABRET 2 EICE2MERLET) A5
N DHEALITRET TBATT 5 2 &,
(3) #&54% 1 K LIN O G OBER T+ e P IR E G DR W ATREMEN & 5,
Fo. REERICT Va— e8Il bERFEOHE IR 5 Z &,
4) |ERIZFEWY 2 &, o, BREERIRGMAZMANIAN SERNT L,
14.1.2 Zfhbs
(M) WHTEHEHT 5L EE, ARPHLE TR TEZHEI L TOHLERTL 2 &,
(2) KANIT v a— NG aT o710, HERITHIBRK TV, FABERT HET
(TGS OB 2T 5 2 &

12. ZOHm0EE
(1) BRIREEIZEES IF#

15. 1 ERERfEAIZE D < 1%k

15.1.1 FRILEV#HFEE (HRT) & FEREEOEERYE
PRV Al R O 14ELLE) T L2 BRRRMIBIBE O ot Tid, e NS
W72 DfERRMEDS S IRBED Lot & i L CE < . Zofakttid, EAMBEICHE L TR
HLU (~54EMT2.8f%, 104 ETI. 5%, SEARKLECAIOHFHIZEIVIMZS
N5 GHREEDO LML i LT 0.8 %) & OEFFEDOHENRE SN TND 0,
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15.

15.

1.2 FAEMREE &K OB KRR A O f & E A RE R 233 2 iR AR v VAl
PEHBEIZ OV T, UFTOWTNDLDHFIETITY) T ENEFE LY,

() HHmpk s A=K

AH| Fife e 5

BARAR LE A Frigifx 5-

AR O G H, HBERLVELAIZ 1 H 1 EREH GG 5,

(2) AR5 AKX
AH Fifge#e 5 28 H[#]

AR E A #EARL | 12~14 H [H]
HIAFRVE A ZGH L CEEA 12~14 HIE&R 545,

1.3 HRT &L EEDEIRME

(1) KkEIZBIT 2B LMEERR E LT EIEALEERRABR (Women’s Health
Tnitiative (WHD) #BR) OFEHR, FEM= R fu s« HIKKRLVE CEAFIBR 58
Tix, ABICRDEREN T T REBEGREE R L THEILELS 2D (NF—F
e 1.24) EOWERD D Y, WAT L THTDbR BRI ST 5 R BR O 5.
FEAM T X ha U BB GRECIE, FBIC e D a7 T AR SR L i L
THEZEIZTR NP — R :0.80) E0EERHDH O %, [8.4BM]]

(2) EENZHBIT BEFFAE Million Women Study (MWS)) DFEHE. PR /LE K| &
FIRBNVE A O LT D otk Tl FLIE 2 72 DGR IR EE & bhiig LT
Blom< e (2.001%). Zofaitix, SPHBESERICR 12> Twm<l e d
(LA - 1455, 1~44 : 1. 74 %, 5~9 4 : 2. 17T fi%, 10 =LA L« 2. 31 %)
EOWENDH D P, [8.4 5 H]

1.4 HRT & BEIARIE D RE DB

KENCBT D WHI REROFER, e A ey y - HiRkR Ve U EAAIBGRE T,
TEENIRME IR B OSERRMEN 7 7 AR GRE L el L CRVERNZH 0 . FRICIRF B 4G
1EZTIIAEICEL D (ANF—FRE 1 1.81) L OHERH S P, WITL TiThi
T EREE T 2RBOMBE, BAMT X b o U B 5T, EBERME O
OGN 77 B ARG L B L TABEEIR R (0P — KRk :0.91) Lo
Hndb D P, [2.5 2]

1.5 HRT &fZEh D fal&i®

KENZEBT D WHI REROFER, AR bury - HIKRVE CEAAIBGRETIE,
fzEd (& U CHNAEZE) DfERMEN 7 7 B RBEGRES I L TAREICELS 2D (N
PF— K : 1.31) EoHERD D P, WAT L HrbnizHEfMHE s+ 28 8ok
R, BERET X be S UG RETIE, MRS (8 UTINEEZE) OfERMER 77
TRBEGER LR L THRICELS 8D (NP — R 1.37) LOo@ERH S %, [2.5
S ]

1.6 HRT &EBAEDfERE

KENZET D 65 bl EOPARE Ltz x4 & U AR 2 bR ARFER (WHI Memory
Study (WHIMS)) OfER, AR X ha by - BIKKALVE VBRI ST, T
VA v — T G RRAEDERIEN T T B ARG B L CTAEICELS 2D (N~
— RE :2.05) LOBERDH D P, WAITL TIrb i FEfEHE 3 23R ORE .
AR 2 e AU EMEERETIE, TAYANA, v — 2 G 0RAEDERMEN 5 &
REEEREL B L CTHE T2V, SvEAN AL (NF— R 1.49) Lo
WENDH D,
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15.1.7 HRT L OREEDBIRMYE

(1) JPREAIVE A %2 BREIREE R U 72 BRI O M E Tk, IRBLRE IS 72 D falR it A3 5t
FREEDLNME L IR U TR 72 D & OEFREDORERNHE ST D 09,

(2) KENZHIT D W REBROFER, HEAT A ha sy - #HIKE LT CELAAIR SR
BWT, PRSI D EMRMEN T 7 B REGRE L i L CTHE TIERWV, &V E
ARSI (NP — RH : 1.58) & OMENRH S 0,

15.1.8 HRT L EEREDERHE
KENZBIT D WHI iBROFEHR., AR X fa sy - KR LVE VRAFIEGRICE
W, MHEERBICR D EMRMEN 7 7 v R GREL I L CHREICRELS D (NP —F
b 1.59) EoMENRD D, WTL TIThbe FEfbEICH T 2RBOMBE, 5
Ale 2 b a7 B G IR, REERBICR D ERIEN 7 T B R GRE L i LT
HEICELS 2D N =R 1.67) LoWmENRHBH Y,

15.1.9 JRfaR /LT A G & HAEFAE & ORERRIZ OV TR &0 TRV,
M EABEAENR B D Z & BRI T DR FHEOHER/RFE S TWDE Y, [8.4%
i

15.1.10 JRRaARLE L HOEHHEGIZ LY, © N THEERRAE L L OWERH 5,

15. 1. 11 FHERYNEAIL O BRSNS B A L E > - R R LT CREA 285 LI-E
B DEFER R OMRGITIERIT, B Lo 5A8 L L TR o 72 & OWENH
%, [5. ]

15.1.12 RVE A4 7 8 C O BUE BAR ISR 1T B ARBEINE ] C o BURS AR IS &
B L CIEIR R OVERERMNMEL | FERNEP ST ORENDH D Y, [6. B]

(2) FERRAFER (A < fF#H

15.2 FEEREREHERICE D < 1F#R

FREDI IR | CH B TG BOABREGZ2ET) Licd &, vV AZEBTS
VU RRIEE, Ty bOTERERRENR N ZAZ —ICB W CUEBEEORAENRE SN T
1/\60
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X. JEBGERAERICEAd HIEE

1.

REHR
(1) FZhIEEBR :
VI. SOFEEICBT 2 HE ) 2]
IRTEHANC J T 5%
%E%ﬁ fﬁ%@
PEEHIC 2

(2) 22t R R

AR R (AR M OMTED, 36 ONTRIR) |

FE R K OV AE % (GEBYEEAL

IS ]

K OWBERD) AT DERICOWTENE NG 21T o 7ok R AAN OGO 8 L5 %
LRAFTRIERD b o fc W9,

N EZ %5‘% 2) ‘ri/DJIJ =P o G
B4 fil 55k (ng/kg) (n) /R AR AR
e Sob | omt |03 0.3 3| © ;;if”f&(“@%ﬁ%“
FREER Z v b 2354 0.03. 0.3, 3 | (6) | fKIRL *ﬂﬂﬂﬂfoeb
1 @Tﬁﬂi\ 4y ) D g
32/ E A Z v b (32 0.03, 0.3, 3 |t (6) |%&. 1 5MdHY oMK E
Z’E”i.“ttb
B= E. DR OWLER
;“w 953 0.03., 0.3 |/ (4) (PR\ QT MR, QRS &
L O QTe) IZEe L
o \ B b SEAL . IRENENLR
:Eil/if‘/i ) In vitro 100, 300, 1000 72@ (6) W&, APDso. APDgo M OV KT
FLIAR (pg/ml) B RS T e L
a) : H[R[# 5
(3) FOM OISR 324Gk L
MR
(1) Hi[al$ G- rEatEg 1 5
= | SN HERE D
Bt i’i E;m*%f% (f% SEGER | TR SRR
8/Ke E; (mg/kg) | E» (mg/kg)
i (5) HEC 53 [ DL B B
Ty b RE 0, 3 o (5)‘ 3 >3 Il 4/5 BIOREZKE
22 [ OVFI ST R O ZEHE
X | R 0. 1.2 | I (5) 1.2 >1.2 L
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(2) iEHGFrERER Y %

5 W1l B, % 5-& piiis Y U h N e
D - BRRE (1 g/kg/day) | (ug/kg/day) BRI
30 g/kg TNET B E LV KA
< b7 Uy OB EMHED FRIL
0.3 ERE DM IEHEALER Sy b e R
Sk 3HHM 3 5 TIAF U OIER . o L&
AR B $5¢ 5 a0 T — )L OHEINNRRD bz, K
PRI ClE. TEARIFEDOMH
% £ 5 OVFE AR AR & OV
MROIBIE DT Hiviz,
\ g 18 1 g/kg VL L ORECH B NIHLEE
- 13 #[H 18 L8 FE S OF-2 il B BE AT AL [E A
AR R 5 5- 180 ' J& D 7K Je DG ZEAE DN TR D
iz,

(3) EAnTEMERER
AR L

(4) 7 AR
LR L
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(5) ARlS A TR ER 101D, 53)~55
B DARHFE LB MRRBUC SV TUE, B CHie DRFA RSN, BB ICR> TS, &
ST, FieeH BRI T TV,

E DXHRIS & B AR EBUBB—E (BET—4)

B

G-

P55t

B, ¢ Gt

S

AZECAET 70 H
A2 i H
eS|
e H 4R

F
A% ITHET

ey

(TREH)

0.05, 2.5,
10, 50ppm

ZRBROIKT
ZHROMET
AR R ORI
4, 7 HAELF RO
Fy
HE - TR RSB H R O IR R
e - JEBE OB o s
N B e
FE ORI ERbA
FLARIE I K
BiEFL# O IR B

v b

N

SRS R
1~9 H

B R

1.7~15u g/kg

EREDOWA
W U VR oD HE 0
ATERE 3R DR

v b

N

R 19 A

fia R

- MERE
BT

10~100 1 g/rat
2.5, 2bmg/kg

Fy: B%%%’é
DR RIS S
JRIE T4

> b

NI

35/
16~20 H

Be T

50, 250,
1250 u g/rat

A e Ee )

A= VLR B s

Fi MERE - 2R - ZIRRIET
SRR

: AL A 2
Fis BT R A 2
(ER=LirE S

L PESRTE AN 2
ERUSEPS
Fre Y FE 16 4

Fi K

Fy i

%5 H

Be T

10, 100 u g/rat

BlF 1% DRt R FE
EUSEES
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(6) JRy TR R
1) KBE— R ER
ERE 7 DO FA Y LI ER O K OREENLIZ 0. 5g DAH % 24 FEH PAZESEAG L
7o BARTR 24 Je ON 72 RERNC K2 J& S0 % Draize JEIZHEVWVHIE LT,
FORER. RERIG A 2 71X 0. 4 CRE— AT e &I S 7,

2) RISRBERIBIERAR
WEPE 7 B D AIEESIZ 0. 25 & T 0. 5mL/body/day DA Z 28 H GRS L
7o FETz. 0. 5ml OAHNIA 2 352 597 % % FAE 2 i T 72,
ZOFER. WTFROREIZB N TH R GEALAF IS L THRIRIIC S F 72 BAME T
BOTHEMTRBOENRp o7z, o, R ER GO EEHEORNIERD b
NI B GEMLOBFITNRET 5 2 i3 (2FmEOMELFER SN Rh o7,

3) ERFIBIEAER ™
HEVE Y B X OAIRIC 0. 1g OARFISUIAAZEAN 2 &G Uc, FEEIE L Qe 2 i
E L, BERT &% 1, 24, 48 OV 72 R MEALE SHRIR (A2HR) & bl UCfil
e HE L,
Z DGR AHN O IEVIE TRERNEY & HIE S TS, AR OYFRE, AFEEA D
Vel e M O FRVEIRE CIT BRI & HE STz,

(1) & DO FERENE:
1) RISREAETEEER
WEREE AT v b &AW CTRJERMEN: 2 Maguire ZHEIZHE > TRETL 72,
ZORER, RIEMIGIFRD LT, EAE v MO L TEERIZ Wb 0 Ll S
776

2) RIEHBAEMRER ©
HEVMEE VE Y b 2 O TR EREMENME % Adjuvant and Strip HEICHE > THRES L7z,
Z Dl Fe . AFN SNIAFN B O ICEAET G L 7RIS I TARAISUIAA A O e &k
Y ERANER BRI EBAL B O RREHENAL & IC R O ITRR D B LT AR T C
FIAFNTE AT v M LEEIEER b D LB Bhiz,

3) SrEMHE Y
WEMEE LT b &2V THREMEIZ DUV T Morikawa O HFIEIZHES THRE L7,
Z DT AKN SNIAFINFER D A KRIREEBAL S OFERRETERAL & & (2 B JE S 138D
LT, AREBRSEM: T TlX. AFNTEALE Y MCBWTHREMEIZZR W S HE ST,
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®/OAGEERS (EE-EMEONLZEICLVENTLZL)
ARG - BUIX 378 L
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IR 3 48 (PR R IC S <)

3. BTi& - REEH
IR IRAF

4. BIFEWEDIFER
(1) FEFTORY > EOBERITONT

20. Bk EDEE
20.1 KR AW CTIRET DL
20.2 /NEDOFEDRENNE ZAITRET L &

(2) FAIRZMREOEE (BEEICEE T NELHEFHES)
VI 11. #EH EoOEE I OHESR

(3) FARIEFDOEESIZONT
Mz L

5. BERITEM
BAMEERLTA R A
<FVoLEBY : F
Z OMEZ T EM A

6. F—H% - E%hE
<Ry 8>
#Os
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7. ERGEEFAR
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8. WERFTAIDFABRVARES. REELERHEEAR. REMKEAR
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11.

12.

13.

14.
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A B F 5 21800AMY10135000
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MEERIFZREM. RERVAELEETEMFOFABRVEZOAR
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WA RMRIEBAE L Z 1T B AR VT A T
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A« FEERIES 14 &R 2T 3 54 b GRRBIEGSH) OWVFIIZHI%Y L2,
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AANFIEAETBE ERE 97 5 (PR 20423 A 19 AfF) 12K 5 THEHIRIC LIRO T

HDILTWAEIT ] ITEEE LRV,
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