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FAR AR E TIPSR R EIER 2B T 2 BE AR5, ENTHEME L2 BIHE R RS (GE3ExRIEE Rt
@ﬁ%) IBWT, #4552 % CUIH IR O & EENERIER (Hot flush & OVFIT) (2xF LA ZME

SFR 5 zm"”
Hot flushd 1 B LX) A5 O HERS
SR - Hot flush?> 1 B *F-#)[m1%k
(Be 740 ‘ ik Peh.g ik Bl
EAIEl e AFH 54 3.94+2.75 54 0.50+1.14
(1638 ) ZF5ER 58 4234337 57 1.54+2.13
%Hg 2%?%?*‘% w5 344 2.9342.62 342 0.26:0.70
H A
(mean+S.D.)
Hot flush 2 OVIT OFLE O e
<&fﬁﬁ) e Hot flush> 2 0 i 5 VF ORI DR
- 85.2% 81.4%
SRR PR AR (46f51l/54451) (35451l/43451)
(1638 ) e 52.6% 57.7%
7R (3041/57f51) (308/5245)
EDNGEHZ = Al 81.3% 76.1%
(523 1H) (2781511/342451) (2481511/32641)

XUFER - B HRETHIUTTIERF O THPSRESEE] L EOWEE %2R LI EF OFE

FEIN T L 72 S IE R RARER  (SE ROEEMIILEGARR) (SR W T, H&EGHIF (S2EH) o=

JEOHRIZTERDO LB THY ., 205 b1 H NI OB R33IFNTIN T, = PIREEFEAE)
FHLUIEBNE A DR 1Y,

FENBIEOHY
B PR P i4%
(#5190 %% PIRSS (mm) A%k PIRSEE (mm)
EANIGE 7 S
(52587 364 2.53+1.25 363 3.04+1.54

(mean+S.D.)

BIVERRBIBEE L, SHERD 45.1% (164/364 ) . FHEALAEIRDS 25.5% (93/364 i) TH -7z, F7n
BIVEANE, #HENLZ 2 FER 17.3% (63/364 f51]) . THEEIE 12.4% (45/364 f5]) . FLEENE 10.2% (37/364
%) . W HEAAIBE 9.3% (34/364 ) T o7V,

WEBRT =5/ v 75—
A L7g

(2) B PR ZETREAER
D KEEREME. SESHRE (Study 107)
fREERR N Lot 12 4 256 B B (9em? B4, 16em? B4, 26ecm?BK) ¥, b 3f KO 7T vR, H
JRIARAIE B QYR BRI = A N T A — LK 2 224 0.28cm? [ZFk KT L. & EBE o L q—

RIS & 72 D &9 2 5N RERT U, 220 CRE G HRIME  (48 BEREIRGFT) . AT mtt (24 RefERL
(1212 UVA #BBS L. X 512 24 BERIEES) OWBFE1T7- 72,

BERERITANE « BRAITR 30 43 K O 24 W] 0 B RIBHR R FIE L72RER. W o RG5 & BRI e
EFRHEIPHE SND 30 L FTHY . BK EFFE#HIHNTH -7,

Y o\ Ve OEEERRBORAL R, BE, B, GRREREETRTREFRLEO LT,
HFEE D 2o Tz,
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@ HBiEBLi{TERER (Study 108) ¥

PARE £ U3 MR BF S H % O RERER AN ACME 8 44 25 BRIT, FRED A ¥ 2 — /LT FIEEIC AN L7z,

et - 9cm? HUAIH- h- | 16cm? 54 g | 26cm? B h- | 16cm? 5|
S | wEgn | ST | Yo | s | M| TSR | ot e
BGAHE | 7 B 4 BfH 7 BFE 4 BfH 177H 4 BfH 7 BFH 4 HFH

BELUT-EWEHOREIZAST RE|] THY, AEEZLEEETIHEL L, S8A LG ERMIZEIC
RHRE & 72 DIEWRITERD e o=, EPERRICHOW T, | B0 T4 BfIChZ0IFIE—ED
TR HER S i,

RAEREHEER (Study 100) ©

PR S PR EAAA B2 O R A L 48 40 (B UAIRE 12 40, 4 BE) Z4P5UT, 9om? A
T6on? BUAIH) | 26cm BUA1%) 14 1 5] 14, 160m? B 2 KCRELRABANZ 1| 2 e, £h2h 3 AR, 4
HIE, 3 HI. 4 BREIOECE —RATZIE D B, 14 B, FREICEGERT L,
HHLAEROREIZ AT MBE] Tb Y, MEEBE L ETIHA L, F0A & b BRI HIC
RIRE & 72 % b DTl o 7o, BRI S CIE, 1 BRI 2 B0 AEA GBI b5 72 il i e
DSHERE SHLD = L SRER S,

) BHIOEYHHE—FR

FEM R A

5114, (ng /#/H)
Ez NETA
9cm? | 50 140
16cm? 5] 50 250
26cm? B 50 400

W AA ORI R-ANL, 1 Hd72Y B250pg . NETA 140pg A i3 % Eiff 9em? OREAHITH %

Q) AERERRHAER
@ S IAAERFREHER (Study 203) ?

WAEHAFEE TPV RIEIE IS D A /) oA Ra v BNy FOEME. 2tk
H 7 HRME T 7R E BRI 5, 0. FENBICHT 228, HilRkid i & 25
fliL. NETA OMVEEEZHRET D,
HBRT VA v | Sk RIEEA LT T 2R R S M TRE R Fei AR
e B R PR SOV AR RS 1 K 2 I B RE R PRI FR
(A=A Rar ey T 247 I, KRR 84 1)
. TEZzA7T58%
2. TFRMERDD72 E D 1 DH 0 TREREY EAH A AR E XIS
X B INER PEIE &I U7 R
* Hot flush
o itan
F R R GR I YE - BRI (MEAQREE, Mo, R L)
3. EerH B 6 A DL E O IIN R A% 1 & H DL R L - B
4, JEBRBELE (BRG-REME) © 4 BRELINIZHRAECF (7277 L. Hot flush 2358 (5
E/HULE) 56, 2 HETHRET 5], 1 EELINIC BRI, ke
HOMEAREE L VAR E OIS 2 A T 5T IRA L T 0B
5. 20 MLl L 65 R DB
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ERERS L

1. FENBEREE, FEREORE. UIZOMEOH DEE. L ITZ 05N
DD HBHE

2. Hgm., HWE. BMAEEME, +EHE. FEHE, FENEE, REMdEH
i, BRSNS A2 AT 5 BRE . IT DRV DH 5 HBE

3. EMEEEAT L. UIZEORVOH L EBEHE

4, FERIEXIIMARIETHHEE. BHLIIIZTOREDOH 5 EE

BRI

HEMOHE -
BHETHAN KL ORT T BRI, LT8R 28A2, 3 T4 028 GA2(H)
THREE AR5,

TREREE

1. A=A Rarte/ Ny F 9em? WAl : fifF 9em? OEAHHIT 1 H&H72 0 E250ug,
NETA 140ug % fitt 3 2 i)

2. AT A FarbEe/yT leem® A : @HE 16ecm?> OUEMHHIT 1 BH72D E,
50ug. NETA 250pg % fi 3 % Sl

3. A/ A Rarbtely T 26em? ®A| : m@HFE 26cm> OBFAIT 1 BH7ZD E,
50pug. NETA 400pg % i3 % S

4. TTEAREA BRI, 2 KO3 EAMEL EERBIASHE 22 Sl

HEHAME ;16

A H

FEFMER - R BRUGEE

BIREFMEIER - ERARIEIRZDAVHE (Hot flush O 1 HFEHEIE &R F&IT) %%
LREMIMEEE - AFFRLORIER OFREHE

FEREIZHT 2FEORNT - FERRMILE, F= RS %

R

RREMRBEE : 6 B OHESLEITTEVVHIE LT,
FRRERDEEORERE : FHEF ISR S RELZRGATE ik L, 6 Bl oHIE
FEHEIZfE > THIE LT,

E U EoSER D ERSEE L HE S, BALEHESNTIERB RN E D, 5D WITEH
WENFEL, TN TOERDPEELE EOLEA,

DIl EOSEIR S AR DL B L S A, AR L HE S RTIEIR O e b o, 930
I D FEHEZ il 7 S T VA,

27 EH 1 DU EOBRESEL ESATFEL, TOHEBE(LEHEINTZ LY 20, X
T EELED EONEL - REOEFHEU EOSE,

£ 1~3 XI5 OVTHICHHIE SN WEA,

b : L EOSER M EAL & HE S VIR S 0 FRUEIZ BT 2 VA,

BE

T T TSR — T2<7ke L]
TR — TR, TRRE) — <72 L)
@) — Tpsepr ) THh&Rs ) — THREE)
5| AN TR L

= bl ERNCEERT 1 B LML

M ERT& YIERL LY

PR R i

all

RIEERBERE  [HHEENE) U LOWERERFE LICREB L, 20 95%F1#
XKMZEHEEL, 77 8REEEA /) oA Rar e Xy TFHD 3 BEZNTNED 2 B
el % 2 REICCEET 5,

BRERIELK : Hot flush OFREE, T ORRE K ONFHEIZOWT, 2R HER TH%
EtkE ) DL EoERA AR L ICEH L, 16 R UIF IERFIZS N T 78R
BEE D 2 BEE 2 2 MBI TIT D, Flo. IO HRMEICHT 2 E K OMEHEHK
BOFEHICBWT, —#% R Dunnett B OLZBEM:OFHE AT H .
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LS

REESRWBEE (FEFHMBEE. PPS) :

Be 5% 16 BT H IERRZFEAR X 72 B 5BERI O Bk AR UGBS 2 it L7 fE 3
(s DL EOWERIIT 7 BAREET 56.9% CTh o7, A/ =4 Ra e
X F 9em? BET 84.6%, 16em? BT 82.0%, 26cm*HET75.9% &, WTh b 7T BREE
& UCTEBIMERRRD DL (22 BRE : & % p=0.001, p=0.003, p=0.039), 7233,
FAS Z%I5% & UIZBATIC B W T H A ZMED PPS TOREE L FHEIZ, A /oA Far e
/N T RS T T EAR LKL, AR ERUEE ICBWVWTHERUERNRDO LN
Yl

s YGERE  (PPS)

= S (s dE ] ML o 95% .
n¥{ﬂﬁﬁ?ﬂ?/ﬁ;ﬁ 5B Eﬁ%%ﬁ* %%E\IZFEEJ X 2 *ﬁﬂi
S| em i (s5mGR | 75.893.4% | p=0.001
v/ >l 82.0% o |
0 16 f? 16cm? H55i] (50 fsi/61 1) 72.3-91.6% | p=0.003
FH kR |y , 75.9% o | e
%F 26cm? 5 (41 71754 1) 64.5-87.3% | p=0.039
o . 56.9% 0
75 R (37 Fi/65 45) 44.9-69.0%

* UEEER B TROUTTIERFD THHEEREYGE] L EOUGER 27 LIERIOEIE

Hot flush® 1 BEHEE (BIREHEIER. PPS) :

Wbt 4 B, 8 WIF, 12 B L O 16 HE ST IEFEO Hot flush @ 1 H X [E1%L
B, TOBRBELHEB LR, A/ oA Far ey FERITT X TOEME S
ICBWTHE LW R A S, BE5% 16 BFF TP IEFFZRIT % Hot flush @ 1 HY
BRI OEEEIL, 77 BARETIE 154 B THL DI L, 9em? B, 16em? BEL Y
26em? BETIE, FNE1050 18], 040 [BEILZTN045[BITHY ., WINbAERBRREERL
7= (Dunnett B2 B LLES @ % % p<0.001), 7235, FAS Zxt& & L7fETIZBW T,
26em? BECT TR IR L CHERENRO NPT L &2RE, PPS &X%f
G b LTt & RO 238D H v,

Hot flush @ 1 H ¥ E# (PPS)

B 5.m1 4 JE I 8 I
o g | UL Ve | g | T | e | gy | TR | e
g | PR s | PE s | PR
i % |9em? FI| 54 3944275 — | 51 |1.23+1.58|p=0.007| 42 |0.58+1.28|p<0.001
v/
o |16cm? Al 51 |4.64+4.47| — 50 |0.54+1.10 | p<0.001| 44 |0.34+0.97 | p<0.001
/\/]’
;{ K 26cm? A 49 | 4.29+4.61 — 45 1.06£2.09 [p=0.002| 38 |[0.46x1.15 |p<0.001
77 %R 58 [4.23+3.37 — 56 |2.33+2.41 — 49 11.91+£2.39 —
a)Dunnett 7125 5 Lk
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LS

12 A 16 M FRE 13 1k Rg
Be 50t
s | B | e | g | B )
2 loem2 Bl | 38 |0.36:0.68 [p<0.001| 54 | 0.50+1.14 |p<0.001
R cm . .68 [p<0. . . p<0.
v/
®x |16em? fFI| 43 |0.22+0.81 [p<0.001| 49 | 0.40+0.96 |p<0.001
/\/]’
;{ R eem? 51| 35 |0.53£1.25 [p=0.004| 49 | 0.45+0.97 |p<0.001
7SR 47 |1.54+2.16| — 57 | 1.54+2.13 —

a)Dunnett 71 25 5 Lk

Hotflush MIEEICHT 2R (BIRFEMEEER. PPS) :

Hot flush DFREDOSFEE BT, BH#% 16 I TP IERD THh&EdE) LI
DWERIT, 7T BREED 52.6%I2% L, 9em? B 85.2%. 16cm? #f 82.0%. 26cm?® A
755%E VTN HHEETH -7 (X2 RIE : % %p<0.001, p=0.002, p=0.020), 72I3,
FAS Zx& & LT ICB W TH . PPS X5 & L7-ffhT & [ DB 23580 i
7~

Hot flush DFEE OER (PPS)
Hot flush OFEE D

T o = x P RTE @
Da | oemmA | i | peooor
%@?ﬁ?ﬁ ’%% 16cmj BeAl (413?253@) p=0.002
EA 26em” (37 1511/49 {4]) p=0.020
i (3051%/65%%)

* R A TR XTTIRE D ThEEEYGE ] DL EOUEE 2R LTEFOEE
a) Dunnett 2O ZEMEOFFAZ L D FRE

FHAOEEICHT 2R (BIXREFHEIER. PPS) :

T OREDOYCEE OMFHIBWT, &% 16 AR UIFIERED [HEESE) L
FoUGERIZ, 7T EREED 57.7%I2%F L, 9em? B 81.4%, 16cm® #f 85.4%. 26cm?
9% VTN HLHEERENBD LN (x2 BRE : 4 % p=0.018, p=0.006
p=0.013), 7235, FAS Zxi% L LI-MEHTICIBW\TH, PPS &g & LI-fiEhT & [FfED

BRSO BT,

FITFOE DS ER (PPS)

FIT DR D

R 151 Belipt e X RRE
oA | gem B (35%&7‘4(?% ) p=0.018
&Eﬁ?ﬁ%ﬁ ’tj% 16cmi A (352{%243@) p=0.006
el 26em” 34 (34 f3i]/41 {51 p=0.013
77w (3051;j/75()§){§lj)

* UGEER L RGH TR IR D REREYGE) DL EOUGER &R UTEIOEK
a) Dunnett 2O ZEMEOFFAZ & D FkRE
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Rek

BEMEOMNT X GER & Uiz 318 #ih, 2FERORIEAIL, 9em? B 35.7% (30/84
Bl) . 16ecm?#£43.2% (35/81 1), 26ecm?#E38.9% (28/7241), 77 & REE23.5% (19/81
#l) THoTm, FHIAERIL, 9em? BE 33.3% (28/84 Hi) . 16cm? B 42.0% (34/81
). 26cm? B 43.1% BU72%1) . 77 B REE 28.4% (23/81 f) TH -7z,

AR IZERD DT 2R ORIERIIILE SR, L. IR, FTIEIE ch-
Too Flo, BHIEACER E LU TEE 9B, B, RERORBBFENEN -T2,
ARBRICB W THTHNIRD bR hoTz, TOMOEERAEEFL L LT, 16cm?
BECHLE 1 B, 26cm? BETOFEW 1], FEEE 1 Fl, BB FIREO b, 5
9 M OB TTRBR IR & ORI REIRIIEE S, L O FWVITREREE & oK FLE
RITEE SN2 Tz, RETHI 99 Bl 5 HLREIEAIZ X A ikfilix 29 5l (7&K
BE3 B, 9cm? BE 8 5. 16cm? BE 9 3], 26ecm?2EE 9 ) TH VY, F kDKL, BEE
AEIR & U CTRER K OVZ 9 FERRIE N 2 FER & L CILEBRIMR L QR & Th

-7,

FEMRZERUVFERNRBER#D

FEMEZ (B, EELOHE) OfR, BEITR (cassllb LLE) 13580 bz
molo, FENEHEZICIW TS, BEHFEN 16 B L IRBEE & ORRER
TESNIFERREO 1 flzbrs, RETRLITERD bknol,

EE AR OERSNEZRANL, 1 HHZ Y E, 50ug. NETA 140pg % 4 2 g 9em> OB AITH 5,

(4) #REERIEER

1) ARG
(V.5 Q) AERICIERAR OF IHRKER (77 RB_ETHEKRER) (Study 203) )
[V.5. (4 2)ReMHER QOFMMBERRHER (RESBMIFTHRLELEFE) (Study 305) )

DIES

NN

2) REMHR

@ S IHEERFREER (Study 205) ©

HEY

FAEMEE TR EIERE L ISR E LT, A/ o Far ey F % 52 @&
B U= BOF = NI 2 88 K OV MR 728 & 2 i 2 et 2 et L, i<
HEMEIZ DWW T S ET 5,

RBRT YA

R R LI E AR

PSES

SEAR SRR SR IR B T K D IR R S AR
PPS : 113 4

(9cm?® BUAIRE 55 1], 16cm> BIFHIRE 58 1))
FAS : 117

(9cm? BLHIEE 56 5], 16cm? EIAIRE 61 1)

E B GRALUE

1. TEZETHEE
2. TRUERADR< ED 195 | TEERE(TEM SUXTRER 5 8 % Rl 3 B AR 1R
VEEHIPR B T K 2 IR PEE & HIr U 7= B
Hot flush
BT
PR (MEAQRRE S, Hnfdk, R L)
3. 20 Ll E 65 R DB
4, JRERBHAE (BEEBEAE) © 2 WRILINICHALELH (2L, FHR—FNIL 4 B &
T5) . ERLINIC B AR ER R, AR R K OVRE AR f 55 oD Ui &
T DS RA L T
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FabRAM AL E

1. FEWNBEEEE, FERE, LEoRES LAIZTOREEOH L5 BE, Xtz
SO B D HEE

2. HBRE. BMEIEES. FEHEE. FEOHE, FEARE, REMESRHm, B
IR C AT ABRE,. IZFDRVOH L BHE

3. BEMEEEAATLEE. XXZ20RVObH L EE

4, EREROCMARIETHHEE,. UIZOBEFEOH 5 BHE

R 1%

HELOHE
9cm? FUHN L 16em> AN 1 Mo, 3 XiZ 4 B Z L2 2 B TFEEIICALT3 5,

TRHREE

. A/xTA Rarbe Ny T 9em? A : (@ 9em? DREFAIT 1 HdH72 Y E; 50ug.
NETA 140pg % fit - % $d4

2. A=A Rarbe Ny T 16em? A : wfE 16cm> ORATAIT 1 HdH7Z D E,
50pg. NETA 250pg % fit i3 % s

BEHAM ;52

A ZE H

(Fzhi%]
IR . BRRIER 2D AV E  (Hot flush o 1 HFEJEIEL, Hot flush, JEiT72 &
DFEE) 5

(Z£4]
FTEFMMEER - AEFROBIR, BRRAO R FE LB ORISR
BIRHIFHEIRE : FENR~ORE (BETa—ICXDFERNRDESL) &

e

B A5

RIEEMRBERE : 6 BFE™ OWIERMEICHENHIE LT,
FRRIERDEEOHRERE : Al IS 2REZRGAT&E i L, 6 B2 oHIE
FEYETHE > THIE LT,

* 1

1. F AR EF L EOERASFAYGE L HE S, B HESNERA RN b O, HDVITEH
YGENTFE L, T X TOERNPEESEL FOBE,

2. hEEWRE  CPEL EOIERAPEELGED MBS, B EHESNIERD RN D, hoFE
FHEE O FEHE AT 72 7RV A

CBERE ALY 1 DU LOBRESEL ERTFAEL, TOEDNE(LEHESINTHELY SV, X
TIPS DL OB EAL - REOAFELL EOBA,

4. & % 1~3 XTS5 OWT RIS HHE SR WEE,

5. B b PELL EOFERAEAL & T S AUV ESCE ORI BT eV iEE,

6. ¥l E T BE

(5]

*2
TZEBEKE: EE UL TPEE] - 221
ThEEHRE] : (RE) — MRE), RE) - 2R
T ERE: (RE - [PEE PEE — RE)
= 2] BERNCH TR L

r= bl HBERTICTHAT 1 ML E o B L,
MEERT& YIERA L

F AT B

FERFHMEEE:
* FAS ZX I, AEFRZORIR, BRREME O R E LB ORHREOMIT 217
Do
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BIRAEEMIER -

- FAS . (N PPS #5510, FENIEA~DEE, ik e EE SO 21T 9,
 PPS Z#XP5Z, BRARAER DS HE DT 217 5,

s FERBEICHT D EEBICOW T, RIEBT 2 —IC X5 FERNBEDOERZEIZ OV T
NIRRT 5,

- B EMUCGER T, BED L ITHEE L. 2 AR Wilcoxon FREIC XV #EM D iR A 4T

77 % :E‘ - =
RATEHEL | S . mcaipecss (RS DEoBA) Ll oSS %
BT 5,
« EEPRAEIR D—HEBTdH 5 Hot flush DA%, Hot flush DFLE . BIFOFLELE TSN
TIL. BG5R1R OGN RS i E O B TS 2 R~ 9, BIER
WO HHTD BB TR A~DZEIZ DWW T, 1 A Wilcoxon BEIC L WEEZ &
ICEEN I 21T 9, SREFFRIA BKUHEL, TN Tl 5% =8 A3 5,
RIELRWEE (FAS XU PPS) :
B EHE TR XTI IERF O RGO R K ERGEEICBW T, HEERE] D Eo
JEBIOENE (MESR) 1% FAS M O PPS H:(Z [iRER T 48.1~57.8% D&l 27~ L7,
BEREE O E 2T TITo T2 R, ARREIIRD N2 oT,
IS ERYUGERE  (FAS K OY PPS)
=3 s | AT ‘ (MhEREYE] | 24K 95%
LN =il ot G UL o Wilcoxon | 1548 x P HRAE
g £ R WRE X ]
48.1% 34.8-
R ) x4 | 9em? HA| 0
FAS |F 222 by (26 51?/15; 1 0,444 6411'56{" p=0.524
o T 6ot B (33 i) 66.6%
. 54.8% 39.7-
[k A A | e BT 3705 ) 69.8%
PPS | R= 2 g 7 8% p=0933 =" p=0.777
AT 6o B (TS i) 72.2%
* R BER TR UTIPIERE O TR DL EOSGERE %o~ LTEFIOEES
Hot flush @ 1 B¥EHEIE (PPS) :
B 5.1% 26 WEER ONE TR I H IRER & G0 & & bl U7-f5 3, mi#E3Lic Hot flush
O IF-HPEBLREI A B BN B bz (1 AR Wilcoxon fR7E @ 45 4 p<0.001) ,
E A2k Hot flush @ 1 HF-¥)ml¥ (PPS)

2 \ AT | o | oy | e | LB
A B B g | i | G | Wi

) A A K| 9em® A | 39 3371 | 312
BEG-A 2t
Ny F | 16em® BUAl| 39 6 | 374 | 417

A ) A K| 9em? WAl | 34 8 0.60 | 1.03 | p<0.001
26 i I OVt
Ry T | 16em? BAl 32 13 | 025 | 049 | p<0.001

T I A ) TA F| 9em? #HI | 39 3 047 | 1.29 p<0.001

S )
LR Ny F [ 16em? BAI| 38 7 0.18 | 0.47 p<0.001

a) BGHIC 0 [ ThH - FIEFNT TR TR LTHROHF -7,
b) BE-Hi2 D DELRIC OV TOREEIT T,

Hot flush MFEE (PPS) :

PPS (Z81F % Hot flush OFEEE L, WAL ICHE GZICEBARO S, [BE] 2RT
SEBN P 5B 9em? BIFIRE 7 B, 16cm? BLFIRE 6 I ThH 7228, Fe b1 8 RELIRRIL
MHEEE & 0~2 Bl &7 oTz, FeLRlEBeG% 26 B L OME TR ST IER & 2 kb L
TohE S, WiAEILIZ Hot flush OFEEICE L CAERLENRBO b (1A Wilcoxon
M7E : % %p<0.001),
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it

A2k

FHTDEE (PPS) :

PPS |

IR DFEITOREL, MR G % B

LB H-RII
Ll 0~2 BilLipodm, WHATE GRS 26 HWEE KL OWE TR -2 Hele U 7= 46
B, WREILICRITORREICE L THERUGENTR
% % p<0.001),

9cm? BUHIHE 8 1,

16cm? BHIEE 7 B ToH o 7208,

LNV AN

MR 2R g hEp]
e h1% 8 TR LU T e

WD L7 (1 AR Wilcoxon HTE :

R
g
F

ﬁ$$%& VEEERHFEE (EEFHMIER. FAS) :
BUDIAEERD Y L, EHIEROFIRIT 9em? -AIRET 73.2% (41/56 Fi) |

FAS IZ

Mmﬁiﬁﬁf7m%(M%1W%

F) Kr36.1% (22/61 i) T

FHETH

B EIAIERORBBRRITENFN 26.8% (15/56
Thol, AEHFGOREIZHONWT HEE] U EoRE

P UT-RE R, mBELIC 2 IEROFBRIT 39.3%, HHEHAERORBLIRIT

I 12%ThHoTo, BEIER L OB ENER DR BRIT AT THEE ] UL Eown
THIZE TS MM TIRIERZ% TH Y . Fisher O EEEMEREHEIEICL VAR
WD LR T,

HEFGREBIFE (FAS)

=l

==

=

HR

ey A

sk, JED

iE 15114

IR

95%f #E X ]

Fisller D
FHRE

e G s
Ny T

AJxA R

9cm? B F|

56

41

73.2%

61.6-84.8%

16cm? HLA)

61

44

72.1%

60.9-83.4%

p=1.000

SR

ENAS
Ny F

AJxA R

9cm? LA

56

22

39.3%

26.5-52.1%

16cm? BLF|

61

24

39.3%

27.1-51.6%

p=1.000

LTRE

A

pul

G S
Ny TF

A AR

9cm? B H|

56

15

26.8%

15.2-38.4%

16cm? HLA)

61

22

36.1%

24.0-48.1%

p=0.323

A

i
EIN

FIFEF

[
Lk

¥

]

s SN
Ny F

AJTA R

9cm? LA

56

7

12.5%

3.8-21.2%

16cm? BLF|

61

7

11.5%

3.5-19.5%

p=1.000

SR
EL

9cm? BLAIHE K O 16em? BAIFEOWHERIZ IV T, TV T —T7 OREZIB W TEsA
E (5%LLE) ICB0 ST BHIEROAEFZIT LR (9em® THIFE 25.0%.

16cm? BAIRE 19.7% ;
(16.1%.
(7.1%.
(5.4%.
(3.6%.

¥

FAEACEIEE (7.1%.
B CRARIZHEZEN

AIEBRIZ BV TIECHNIZRD B> 7208,
FAFED 1 Hl
16cm? RIFIFED 1 Bz

I/\J\

8.2%) .
3.3%) .
8.2%) . !

16.4%) .

FEHL LT Bl

3.3%) .

LIF, [AEEOFL#EZIT 9) .
TREE R (12.5%.
PEgs I (8.9%.
T (5.4%.
L (3.6%.

4.9%) .

11.5%) .

9 (

HAEITER (25.0%,
HEERA R (16.1%.
3.3%) .
A SRR FLIRE R (5.4%,
6.6%) KOVTH (5.4%.
(5%LA E) OBHEAER OA FFGTw A2 2 FERE (19.6%.
11.5%) K OVt AL R 2% (1.8%.
RO OLNT-HEERERIT o7z,

10.7%.

18.0%) .
9.8%) .
ZHET 1L
1.6%) .
6.6%) Thol-, F7-8&
27.9%) .
6.6%) T ol 2. M

285y
#

)

1

HERAEFSD 2 MBI L2, 9em?
FEHL U TR IR I TR & ORRBIRICHONT TR N E b7
BT TEAEZR L) &S,
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it

R
g
H¥

RAREEOERELHORRER (EEFHIEB. FAS) :

FASIZ31F 2 1RBREE & ORIRFARINEE S V7R WERR B A S 5 283 9om? [EFHIRE T
3617 CREREID, ~Erm e b, ~~ b7 Uy Md, /Mol &
OPRBEEERFE O 1H], v x7o—L B0 16, AmERERDO 1 6]), 16cm?
BGRET 2 B 4 1 (~EZREVED, S~ b7 Uy MED R OURIEREGRAD O 1
Bl ~EZ 1m0 16 BRI,

AR A IE O B AL B OFETLH (FAS)

B 5t e | REEE [RE D g0, =g
(FERIGER L) | A o o | dom Bl | 54 3 56% | -0.6-11.7%
EROESES |22 e T e | 53 2 3.8% | -1.4-8.9%
(IR L) | A o o | o Bl 54 3 56% | -0.6-11.7%

BEDTEE |2y bEeNyF Toom 81 53 ; p— Y

RIELO—ICLPFERNEDEH (BIRFHAIER. FAS) :

GRS OELZBET LToRER, 9om? RFIFE L OV 16em? TFIFEILIC I 5% 26 R LY
T SUT P IERHCB W T, FENEIREOMEH 1XE8D 5 41797(-0.29~0.58mm), 2 1%
A Wilcoxon FEDFER, WEMICAERZFR SN0 o7z,

FEPIREOREM O LI & D7 (mm) (FAS)

N 3 2 jt/ﬂifzfi
= ) wr | R R e
A EFEA BHRE lEEe S PRI S Wilcoxon
% = fress
. |9em? #iF| | 29 27 | 058 | 3.04
e | AT p=1.000
O eem? HHI| 26 35 | 043 | 1.97
BTREUL | A A R 9em? BLFl | 43 13 | -029 | 3.25 0629
Tk SRSy T L s 40 | 21 | 011 | 133 '
HE  AAIOERINIZRANL, 1 HH72 D B, 50pg, NETA 140pug % fit 7 2 wfE 9em? DB A Th 5,

@ FIEEE

(B (Study 305) ¥

HHY

PARRAL Lot 2 PRI T E NI EE R BLR 2 £ 25 HMliTEA & LT, A/ =A K2
o Ny FOREM (NETA BlA EF) ZREfFO HRT (B, BARHSAHAIIZ MPA % (fH )
LTS, F-. EEMEEICTAEIMEICONT B RET 5,

REBRT YA

EL SOPEEIR=Tr 2 e

ISES

AR HA 2 S PN B R PEE R
PPS : 488 fi

(A=A Ra v Ee Xy FHE 333 ], SE3EXIPREE 155 f1)
FAS : 548 3l

(A=A Ra v BNy THE 364 ], SE3EXIPRRE 184 f1)
LM DN GAER © 548 {5

(A=A Ra v By THE 364 ], SE3EXTPREE 184 f1)
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ER R ER LT

1. TEzETHEE

2. HAPAREE (BEARK 1 FLERE L T EBE) ST op g H EE
(% 1 @ H LI BB LTV 5 )

3. FENEMRSEZ TSNS O, BIET I THERNEOE XA 8mm K
icThHsdZ k#ﬁ;f%t%% 7e72 Uy PSR 23 B A 40 XA E A i ©
HLIBERIIRIET a2 — I TCFERNEDOE SN 5Smm R THDH T & PNHERTE -
B

4. Hotflush CE¥1 H 1ELLE), BTFROEZEEERD S B2 ESH 1 DOER
EHTHEE

5. [RIFEEUSEEC 20 DL L 65 AR o B

6. IMiEH FSH RS 30mIU/mL LA B

EA RSN LT

1. BHRRE (FEABREMRZ. ez, BExa— mighrLre s @giEg)
RERPER T B A RARLVECHIORTEEK T#% 2 BFE (14 B) RKWEoBsE (7272
L. 7A—#IT 48 28 H) KioBHELTH)

2. TENBEEGE, FEABEORE,. UITORW\OH HBEFEL L IXE OREE
Db HBEH

3. BR AL e T EE, FENBEE AT 5 B

4. EHE. RERASHORNEM,ESHINZ AT 588 UIF08RWDOH 5 BE

5. HmBOBE., IF0RWOHHBELLIIZOBEEDS 5 HBE

R T 1k

il FRBEAI -
[R5 ]
A ) TA Rar ey F 9em? WHA| - [FE 9em?> OUEFAIT, 1 HH7ZYD E; 50pg.
NETA140ug % g3 % 55
[ SRk R ]
FREZRIN = A N T A — VB A : R 14.5em? OBEAHAIT, 1 BH72 D B, Sopg %
Jise 3 2 Bl
[ St FREE D O FH 2K ]
ARax 7 2AT7a sFFRT AT VRE A A ReX T a S 2T 0 CFgRT
ATV (MPA) 2.5mg Z&H T HREOFEHR] (REBREOPHREK E L CHiiiEs
TRBRIRAET 7> D TRBR S e P2 B 12 22 A+))

FER O & -

[A /) =A Rar Ee Ny T HAIHE]

A TA RaryEeXvTF 9em? A1 K& 3 Kk O4 HZE (G2 F) (2 FEEBICES
95,

[ 23k HRAE ]

ﬁ&&ﬂixkﬁyﬁ%w@ﬁAlﬁ%3&04Ef&(@2@) TREER B
T35, F72. A Raxr o 27 fgo A7 VRIE A B 1 1 &E., AR
%

wEHAM ;52 1

A H

(Hxhik])
BIRBIEHEIEE - ?%Eﬁ
)

=}
=N

HHIE  (Hot flush @ 1 H ¥, Hot flush, ZiF7a L

%
¥ Er
B e

(Z£4]
FEFFMIRR - = IBHEIE R R
BIRHFHEER : BETa—IC L2 FERBEOER, AFEFRZORIR (HERK,
FHENEIR) &
%
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FRRIERDEEOHRERE : FHMFR ISR D BREZRGATE i L, 6 Bl ofliE
HEIZHE > THIE LT,

*

= Y FZE Bk &1 T&EE) U TP&EE] - T2kl
i rehagmass ) () — Mgk, [BE] — (2 AL)
(88 B ok B (e — [PAHE) TR — TR
= T BRI TEZR L
e b1 HBEANTH AT 1 BpELL o B,
M3 5HT & YR L
FEIMIER 7= NIEHEHEIE DR BRIZ OV I, PPS Z#xtg & L. PPS LIS CHHL
L7z 7B NBESEFEAER] R G-41 & /RAIEERLS) 1220\ Tidk, N6 a9 T
B GRE D LR - T ATV BEER O 95%EHEX O ERZ RO 5,
FHIR={ [ NEEEE R B CRECGH & xt5oMo %2 <) ] / [PPS+PPS L4}t
OB N EEEE R B CRE G611 & st5aM 2 5r< )] 1 X100
g | BPRIOFHERE \
! BT a—Z XA FENBEDOERIOWTIX FAS 2554100, MEMARGRET LI
RN (B, 5% 24 BIRE, 52 BRI IRRE) ICHEEHT 5,
s BERGORBIFRILLZ MO GEM 2B L,
* Hot flush @ 1 HEHJEEICOWTIX FAS x5 & LT, HHEE D L ICREFICE H
T 5, WARIER (Hot flush, i) OREEDMHTIZOWTIL, SEELHEL, [H
EEWE] ULEoBREEERT S,
Hot flush® 1 BEHEZ (BIRFHEIER. FAS) :
P L BRAGH: & OREN LI OFEH . Hot flush @ 1 AW EIEII R 5% 24 B, 52 @R
SOTHIERFOWTHUZE W TS, AEZ2BO PR Sz (1 A Wilcoxon FRIE : p
<0.001),
Fo, BEMEHEDL A /) A Rar Ee/Vy T 9em? HAIRE L RFEOHEBR Z R L, FERH
e OFE R, #5555 24 WEE, 52 BRI LR CHEERNICA B2 25380 b ue )
- 72 (Wilcoxon IEfZFIFEE : 454 p=0.086, p=0.169),
Hot flush @ 1 HEHEELOHER (FAS)
it N S YR i
" AR TE :zf/}:(@jj F *%fﬁﬁ wnfffjxf %ﬂu
M 9cm? SUAI R R E
f S 1 5B A e 344 172 /
R A Y (R 2.93+2.62 3.20+4.05
% 321 150 0,086
o4 i TR Y 038:0.80 | 024:058| '
I : %
%ﬁgﬂﬁ\iio@ﬁ%&@ p<0.001 p<0.001
HES 342 169 B
32 gffé AT Y 0265070 | 0.330.77 p=0.169
: Z : 4
&ﬁgﬂ”ﬁioﬁf%&@ p<0.001 p<0.001
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Hot flush ®TEE (BIXREEMHIEE . FAS) :
Hot flush OFEE O ERIL, WM CHARERETIROON o7 (f BRIE :

p=0.202)
Hot flush DFLEE DR (FAS)
— i L Hot ﬂ&%@;%}g D CHRE
FUESES
! 81.3%
| T B Sy F
&;{;ﬁqgi];@;ﬂje 9om? B BE (278 111/342 f51]) p=0.202
) et 1 77 30 76.5%
TR IR (130 /170 151)

A g (FESGE) UL TSEELGE] OB ARG X100

RTOEE (BIRFHMEEEB. FAS) :
FITOREOUERIL, WAFH THERZITRD bRhoTle (FHIE : p=0.548),

FEIT OFLE D ESR (FAS)

WA | R RIORE? | pw
A ) xTA R 0
D 1 S e 76.1%
&g?qgi;;@;# 9cm? BLHI B (248 {fj/3i6 i) p=0.548
e Sl L Y 7 .500
TR (114 5/155 f51)

s (FEUISGE) SUL TSGR OB ARG X100

k=

FENBSBERRE (XEHEEE. PPS) -
TENBERAERBIEL, A ) TA K22 EeSy T 9om® WA OGEAHREEOL
FTIDH 0.0%THY, FHRDAET0.0% TH-oT,

FE PSR IR (PPS)
U T A MR S e it

(%) (%)
FEZE
LBy T 331 0 0.0 0.81
9cm? HUAIEE 0.0
FEFE o B 153 0 0.0 1.74

1) RHERSYFEL : PPS+PPS LSO T B NIFHEFRAERES, 7272 L, AP 56 & goMalidhz<,
* HBIEE= {[TENBHEGREREEL G54 & x59Mil 2 Fr<) ]
/" [PPS+PPS LISD T ENIFEEFEIERES CRIRGH] & x5oM51 %2 FR<) ]} 100

REIO—ICXPFERNEDEA (BIRFEMIER. FAS) :
TEABEOERL, F5% 24 HRFZOCEIN L, Z20%, 5% 52 BEEX 3 kEF
WCEDETIEEAEEHN -T2, WINBERK EEE 258 Tidil, £
7o, FEESHREE L OMICIZE A EEITRED SN o Tz,

TBEANEDOEA (FAS)

1 58T 24 R | 2 fﬁ%ﬁ

2 R | Bl (REPED 364 (0) 340 (24) 363 (1)
VAT
29?#%@%@; $ﬁ%%%?g 2.53+1.25 | 3.18+1.48 3.04+1.54
% (R 184 (0) 159 (25) 180 (4)

SEER R REAT SRBIT
SEME (mm)
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FEBROXBRE (25K, BESMGEK) (BEREHM@EIER) -
AEFEGORBRIL, A/ A Far ey FHT 81.0% (295/364 f5]) , FEH A
T853% (157/184 f5]) Th o7, £DH L, IRERIK L ORI FEERDEE SN WAEE
T (BWEH) OFRBIRIT, A=A Far Ee/Xy THET 58.0% (211/364 ), FE3K
SHHREET 59.8% (110/184 f5l) Th 7=,

PEHEROFEEEZRD I L, BEENEDPSTZDIL, A/ A Far ey TFHK
OIS RBEO Wb SIFEEZ . THEER, &R, ABER. W, LEmR L
THY ., BEARIIWMAEM TR TH -0, SIESER T EH] TIEEREK & O R LGRS E
ESNZA, THEER., EER. ERITZ < OEFIT, 72, TEREITHEED
JEFIC, SR IF PR < OFERFI T, MEILICIRRIE L ORRBEBRN G E IR -
776

78 3t

2t

BHHAIER OB EEFZITINT N HIRRE L DR EBEBROTE I NRWERTH -
770 BEHIEAIEROBIER DORIBRIIA ) oA Ra L Ee Xy FRET 25.5% (93/364
Bl) . FEIXEEET 17.9% (33/184 ) THY ., A/ A Ra v bBe/Ny FRETOOHK
BN @D Tz, BEGENEROBEH O 5 BLRBBENE NS T-D1F, A/ A K=
Y BNy TR OFEEBEEO W I B W T H i AL Z 9 FER, 1 ERALAL
BE, AN R TH -T2,

AR CTIIEEHNIRBO Do T2y, BEERAERFRIL, A/ A Far et
o FRET 8 BN 9, FEIEHIRRET 6 I 7RI L=, T ) BIKEERENEE S
NARWEERAEREGIT, A/ Farttey Ny FRET, [E3E). TILEE
(£2) 1, TOREgE ) o 3 6 3 1, SEIEIRRET AL © 1HIC 1 R Lz,

(5) B - HREAIHER
KR L

(6) s A fE R
1) ERRMAE (—RERREEE. BEERRERE, SRRELRRE) . WEBRERT—5~—
RBE. WERFEERABONE

i BRI

HEERRTCE2 T T, HHREREEIC L0 AR L B OMEREZIT o 72,

Hot flush OFRLEE K OFEITF OARPLIZ DUV T 4 BERE (ETRIZSm B 5, U722 D3ARTEIZ 3R
RV bEVRITRLRN, el) BEELE L, H5RIRICBT 20 EHE CERYGE, P
FEUGE, BEWE, AL, B 2ITomR. AN R I,

Hot flush OFEFE K& O ORI DO %
AR Hot flush OFRSE FEIF DARDL A NEHIE DA hE
il F Rl A 76.9% (610/793 #i)) 77.5% (558/720 f51) 92.4% (834/903 151])
geER= [CERUE+PEESGE) / (AWMERRIT R SAEF] — FHI 5244 ] <100
fhsE= [AER] (FhPEMEAT e SRAE B — ATk 5241) ] <100

B GRTE OB EBRET — Z 5 D NTEFOFEABEIILL O LY ThoT7e,

TEAREOHR
R Bl e B 5-1% BE
it 1 e i A 411 B 3.504+2.96mm 3.28+2.47mm p=0.104 (NS)

TEHIEHAERERZE NS AEERL
BIERAIZ. 1,108 #ltR 277 f] (25.0%) IZRD SN, EREMERIZ. REF=HHM 150 {4

(13.54%) ZDAAR L OELERE 191 6] (17.24%) . @SR E2 35 1 (3.16%) . 3 A
NE D FERE 15 1 (1.35%) S0 —fk « 2 REER L O GEALOIREE 62 #1 (5.60%) & Th -7,
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2) EBPEHELTERFENARIIEMRLI-AE - RBROME
L7

OEIOLi
MM E R L
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VI. ENEB(CET HIER

1. EEZFMICEEHLILEYRILILEYME
IRMSDA—IL:
PR R L U H
—4  TA RN T VA NEEBI AT L, A=A vy AR Al
R BED B DA ORI F L, BRHORMIEELSRT L2 L,

Erfgs/ )L TFATA:

IR LE H

— W4 s TasATay, A RaxSul AT B ATV, Y RasrATuay, LR VS AR
LV &

HE  BEOH (LAY ONEEIIRE L, BFTORMIEELSZRT L L,

2. FEB{EH

() YEFRERML - YEFRHER
PREHERE DRI ZME FICHEY = A b A DR ZIZE Y . Hot flush, J&7T55 o i A& S B R AER 23 5 |
&S, AP UOFRICEY 2L DERITERET 208, =X e s o oFENEIZ T
7 BEREIG 2 T A 7012, IR LVE RO DR SR Tl T\ A,
AHNEL, A RNTOA— NV EREKFLVE S THDLER ) V2T AT 1 0 R EREE S EER ~ it
WML, AT U=V KRO ) VT 2T 1 ORI 2 FH IS HERF S % Z 212K > T, Hot flush
RLFVTOIER A S D & EbiT, T A ba Xl L5 FENREOBEGEM A2 W S8 5,

(2) W EET T B HERE
FEAERICHT ZER (YL) 7
PREFE Y Z T A b TV F—)L S0pg/ HFY % 4 BRI EG425 & BT OnaE (EhEE)
WL U7 RIS L LTy, =& b T U4 — b 50ug/ B AR M OWERR / L =F AT 1 > 140pg/ H AR
AR S HDVITE TEEGT 5 L. FEABIEEER VT AR ES < SEEHIUTERIZERI L
oMk b LT,

(3) #E FRSETRRER - FiERS R
AR L
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VI. EYEREICEAY SEE

1. mAREOHS
(aREAMGMFIRE

LR L
<7;;§% >8)
AR HIRE T S QN R EE O YGE I E R MG = A b 7 VA — VIREIX, £ 35~70pg/mL 22 &
SNTWAD,

QKRB THRIN-MFREE
1. HOES (FAR®RERELMEY
PARR % S I DN BELA HH 7% DR Rl N 2o 844 I B mIfe B (96RERIALST) L7-BEomiEHh =2 ~Z
UA—VREEIL, B RA~SRERICIE B U, BT 1£23 S CClma I ZEIZE L, AEfT2 9615 (HEAT
ETH) £ TIRIE—EICHER Sz, Bl 24RE 0 £ TITEeM i L, BEAFRTEIC R - 7=,
Mg/ Vo F 2T 1 R E A %A~ SR IE L F U, B2 58 .5 M CCmax \CBIFZE L. AL
RO6IEH] F TIRIF —EIREDHERF S HL, BRAIR, A ZBD Lz,

M5 PR ST A — 4

TARNTUF JINVEFATa s
Cmax (pg/mL) 77.5421.2 651.5+254.0
AUCq.i30n (pg-hr/mL) 4973.8+1970.6 52265423133
Tomax_(hr) 23.5+11.8 58.5+26.8
(mean=S.D.,n=8)
(pg/mL)
100
I
ﬁ 80
T
A 60
S
S
S 4
j—
)lb 20
=
3 0
0 12 24 36 48 60 72 84 96 (12) (24) (36)
BRI () I (B #l %) T o Bk

b BRAI

HEAE R O MIEh = 2 b 7 VA= VREOHER
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(pg/mL)

1000
i}
= 800
th
J
JL 600
I
;
3 400
>
o
< 200
=
E
0
0 12 24 36 48 60 72 84 9% (120 (24 (36)
Bl % s BhAE
58 (hr) l (B A8 I . A

HEIRSAREOMIET /) V=T 2T 1 VREOHER

RIEERE (FAREBELM)”

PARRA% S 0 S B4R HH B D RERE RN e 1244 (S KB B G- (B3~4 B I 0 B 2. 14 B RS
L7ZBEomiEH = A § 7 U4 —/ /VIREX, 18 H A 24~ 8RE CHe I EF/ U, A %£22. 70
TCmax\ ZEIEE UTe, 18] H BEAF 72 24RE M AR 1 X RS BRAIRE £ CTlo8IFEIZ 2 bR E . X CTORIERER T
AEAHERT L 0 b FBER EAZR LT, 7eB. REBRAIZ24ERH] £ TICHOITIKR T L,

MmiEF /v F AT v PRERE B AR 4R £ TlOdEeMmIC B U, A5 %35.0FF ] TChax(Z
Bl L7z, 10 H AR 48RFM LARRIL T R CORERF R T ERT L W b A EZR LR AR L, BRAI%
O IMTEFRE IR 2 IZIK T LT,

{5 PR ENRE N T A — X

T A NT VAL JIVTZF AT
1 | Comax (pg/mL) 127.2£133.5 805.7+760.7
Bl | AUCo.70m (pg-hr/mL) 4925.5+3637.5 44846.5+44680.6
H Timax (hr) 22.7+14.1 35.0+£17.3
4 | Cmax (pg/mL) 94.0+86.1 773.1£575.2
Bl | AUCa336m (pg-hr/mL) 4547.3+5432.6 57424.0+42392.6
B | T () 254.346.0 276.0418.4
(mean+S.D.,n=12)
(pg/mL)
o 250
= T
/A
200 |
I
i 150
= mean+S.D.
< 100 (n=12)
iR
I 50 % -
] ‘ . -
E 0w ; e
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 (24) (48
? *T ¢? ¢¢ * (B A% )
B#Fﬁi(hr) T »ng'f‘j
Lo A

AT O Mg = 2 b T A —/VIRE OHER
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(pg/mL)
1600

Juir}
==
/B
1200
J mean=S.D.
L (n=12)
LT 500
z i S [ g
T L
O 400 e “u
:/ ﬁ
= - .
]§ 0 - E.
48 72 96 120 144 168 192 216 240 264 288 312 336 (24) (48)
*T lT lT l (BR7# )
T o AbfF
B (hr) 1 BRAl

KRR MG ) VT AT v U REOHER

3. REH#RLE(FEHEEITINEEEESE)
FAEMI IR E SUIIPEREIER 20§ 2B, AAIZ3~4H0 Z LIS FIEICAES LG,
mﬁ¢IXF7/ﬁ~N%ri&5wH$%ML%%%L%ﬂ7@ym &5ML%(Xi¢mﬁ
) 4191pg/mLTdhH -7, F7=, FHMIEF /Lo F 2T o BT, 8581 %463.49pg/mL, &5
16# % (CLUTH IEFE) 400.15pg/mLToH - 7=,

(3) sl
AR L

DHEBE - ftAEORE
MR L
<BE>
1. BEOFE
AANIR L UVBIA T 5 Z D, BEOAEL OVAFREICRE T 2 L3200,

2. HHRROEE
I 7. #EER OHZR

2. EYRERI/NS A—4
() f@tr A%
MG R L

(2) AR E S 4
AR L

(3) R R
AR L

DoIVF7IUR
B R L

®) BB
LR L

(6) DAt
MR L
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3

4.

5.

. B&EH (REaL—av) @i

(1) BB 753
LR L

(2185 A — 5 EHER
AR L

UL
PRI (TVIL 1. (2) BREREAER CHEEE S hi-MHIRE) DHESM)

va il
(1) o ik — R B P9 @ i@ i
MR L
<BE Ty h>Y
PR Z > M [MC] E,NETA (['C] E, : 184+NETA : 376pg/kg) & Y Ex+ [“C] NETA
(Es : 184+ ['“C] NETA : 188+ NETA : 189ug/kg) % H[RIEZ N 5-1% O N H e B e O e H ik
FHERE LY TRICTT,

P45 2 Pt 8 ITH] PeLidh 24 W] e 5i4% 96 B
M i e B B R
E> 469 1+ 260 3.07 337 |[WHRFLIR 249 | BT HERRLT

NETA 13.0 & 416 |MHIRALF 191 BHIRALIR 12,6 | SHFRALIT SHERALLT
(B : ngeq./g ormL)

(2) % — R BREA P& a1
MEE R L
<B%E T v h>Y
iR 18 HE D Z v M [“C] E»NETA (['*C] E, : 181+NETA : 374pg/kg) KO8 Ex+ ['“C] NETA
(Ey : 179+ [*C] NETA : 189+NETA : 186pug/kg) % Hi[mlfz F#¢45 L7=,
TR RNT ULV
fe R DR REIREE X, 5 2 BFEE I REER MR R EE D 5.88 5 T o778, 8 MR I T he il & 7
URHER AR IR D 134 5L 700 | 24 FF[EZICIL 8. 74 5 CTh o 7,
FEle ) L= F 2T 1
fR B OBURREIRE X, &5 2 RIS R &2 7~ URFERIMAE IR E D 0.207 15, 8 WEfE# T REER M.
HERIRIED 0.159 (5 CTH - 7228, 24 BEZICIIM IR ARG & 72> 72,

Q) A ~DFBITH
YR L
<£#E> [W. 6. (6) BT OHEBMW

() B~ DB T
AR L

(6) T DD BB~ DFEITH
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i k% 1 0.1% FRAESE R FL R B 5 0.7%
S FEER I 4 0.6% FLEAREE 2 0.3%
& o A hE 6 0.8% FLEFEIR 35 4.9%
i e 1 0.1% FL 3 0.4%
MERRRVEESHEEES 37 5.2% LB 1 0.1%
ESlERE 2 0.3% LR 49 6.8%
707 R R L 2 0.3% FLE R 5 0.7%
5] 1 0.1% LB AP 85 11.8%
AT 1 0.1% PRI 1 0.1%
JB R 1 0.1% AR 1 0.1%
VU 1 0.1% AHES 1 0.1%
DU P A< ek 1 0.1% 9 SRR 1 0.1%
e 27 3.8%
i ¥ 9¢ 1 0.1% #e<)
MERCYINREE 9 1.3%
Rk Z MEE M 1 0.1%
A ifn 8 1.1%
MmEEE 3 0.4%
ESE) 1 0.1%
e 1L E 1 0.1%
mE 5 1 0.1%
JIbiE 3E 1 0.1%
FEIRES . MER R UHitfRIES 1 0.1%
S 1 0.1%
HEURKBES 6 0.8%
Hg 6 0.8%
DEEE 9 1.3%
ElES 9 1.3%
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(Fix)
BI1ER B | RRE EIYER B | RE=E
£ 5EERVRSRARE 246 | 34.3% RERUEXREES 3 0.4%
I 1 0.1% R 3 0.4%
ik 1 0.1% EERUVE THEES 11 1.5%
Ji R AR Rk 2 0.3% BEVEZ O FEIE 1 0.1%
Jm PN 1 0.1% M B 1 0.1%
TR 10 1.4% BEfidE R 2% 1 0.1%
17 1 0.1% T2 4 0.6%
B HILE D PR 149 | 20.8% 2 3 0.4%
B GHRALALBE 87| 12.1% E2 1 0.1%
BEGRALRBRE 1| 01% B, EMRUHEETHOHEY 0
B G AL KT 1| 01% (BERUAR)—TEEE) 8| L%
e GBI, 1 0.1% e IR 3 0.4%
e G- B 1 0.1% oy 3 0.4%
P 5B 1 0.1% B BRI EY 1 0.1%
P G-I G 9% 53 7.4% SN B 1 0.1%
e m L IVALTYZS 2 0.3% BRIRIRE 9 1.3%
b e A ) 2 0.3% TEEAAI T RE 2 0.3%
b S ALY ] 1 0.1% T N R 1 0.1%
FHIE 5 0.7% R E N 5 0.7%
FRAY e R 7 1.0% MedDRA/J version 11.0 T it
% J)E 1 0.1%
I 1 0.1%
W 2 0.3%
2) BERBREEEE—E
1E B B R 1E B B TR
AR ER A 0.6% (4.7698) ALT(GPT) k& 0.6% (4.7699)
P i R AN - B 0.4% (3.698) ALP FH-ET 0.4% (3.7699)
i RN - 8 0.3% (2.7698) o) I P Il o = 0.6% (4.7698)
~ET e 1.3% (9.7°698) NI ZUETA R ERART 0.4% (3.7698)
~~< k7 Uy b 0.9% (6.7°698) BarzxFo—iL 5 0.3% (2.7699)
7 4 7Y BN 0.4% (3.7697) ke (7 va—2) 0.3% (1/363)
AST(GOT) kL& 0.4% (3.7699) f 0.3% (1.7333)

FEHLER GBI R 545150
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<BLEERTTHRIAE>

o SRR AL 1,108 BIOREIEAZEBLRILIL TRED LB TH D,
BIME BRI —

LN X G ] 1,108 4
Bl E FH 38 BUE (511 55 277 B
I VE S B4 341 {1
Bl VE FH 8 BUE f51] 2 25.0%
Bil/EH FEHLR Il o | BBR
BRES 9 0.81% P I 19 1.71%
AL 2| 0.18% T 7 0.63%
TREE 2| 0.18% FEREAR ME -5 H if 1 0.09%
T 1] 0.09% TR H 1 1 0.09%
FI 4| 036% H R IR g 1 0.09%
—# - 2HEEES S VR5EM 62 | 5.60% - NI SR E 1 0.09%
DIRRE SR T NIRRT 2 0.18%
I 1] 0.09% TEIK 1 0.09%
g A R 1] 0.09% T B NI AR L 2 0.18%
[EAE 1] 0.09% PN e 1 0.09%
A P e 1] 0.09% NEY R 1 0.09%
36 FH A B2 R 2% 35 3.16% NN 1 0.09%
168 FH R RLBE 10| 090% AEES 2 0.18%
T FH AL D FEI 15 135% 9 DO 1 0.09%
A R VALTAZS 30 027% AHRAE 1 0.09%
e FH A E 1] 0.09% REBLUVFREES 2 0.18%
1 FH AR A 1] 0.09% oL AT a—LIE 2 0.18%
BEES K UFAERE 1] 0.09% g e 1 0.09%
NP 1] 0.09% RES & UVETHEES 31 2.80%
FFIRER[EE 1| 0.09% 9 1 0.09%
JFHERE AL | 1] 0.09% B &9 2 0.18%
MERRE L UVHEEHEBES 1] 0.09% BEfb I B2 e % 19 1.71%
T 1] 0.09% B & g 1 0.09%
MiEH LV VINREE 31 027% 1% 1 0.09%
21 30 027% HLEE 2 0.18%
mEEE 2| 0.18% ) FEIE 5 0.45%
e L E 1| 0.09% B 1 0.09%
ESE) 1| 0.09% aFRILERE 1 0.09%
i REE 6| 0.54% B, BHS L UHETHOYT
TREIME D £ 2| 0.18% Y (BERELUVKRY—TS 2 0.18%
EE 2 0.18% )
TR SRR 2| 0.18% TE 1 0.09%
HERE L VIEEE 191 | 17.24% R Sy P B T ol 1 0.09%
R IR 1] 0.09% AR E 1 0.09%
FLEMER 1| 0.09% IEMEERS he v R T T AT 1 0.09%
NG 1] 0.09% IRFFRIAE e 70
LB 2| 0.18% 7 L7 F= 8 1 0.09%
H BN 3] 027% m ~U 7 V&0 R 1 0.09%
LB 1] 0.09% L E Y AR A 1 0.09%
FLAEAIRAL 2 0.18% IKEEE U RE A 1 0.09%
LA AR 30 027% 7o F o v e 0.09%
LAk 1] 0.09% MedDRA/J version 17.1 T
ANIE 75 Haf 150 | 13.54%




BAE S ORIERZEBURDL (B AR $FE)

EREHBBNCRB W TCHBEENRD NN, 2t I REFE M oSS Hm &S R E

WHHE TR LD EEZ DN,

OEBEE, AHHE. EEERVFNOAESFERINDRERAREEE

HH KRB | BB | BB | BB e
En 30 %A 2 1 1 50.00%
30 LAk 40 AR 13 6 13 46.15%
40 mE LA b 50 Fk A 362 80 96 22.10% | p=0.092
50 kLA 60 e 643 174 207 27.06% | NS
60 7% LA E 70 %R 81 14 22 17.28%
70 %L 1 7 2 2 28.57%
A OHE HOMHEZR L 730 174 199 23.84% | p=0.209
HOHED Y 365 100 138 27.40% N.S.
B - SRECHk 13 3 4 23.08%
R e b ERkReREE e L 1091 273 336 25.02% | p=1.000
RIS H Y 4 1 1 25.00% N.S.
B - RFEE 13 3 4 23.08%
JIT A8 RE R TR RERREE 72 L 1077 272 335 25.26% | p=0270
JFRgRERE E & v 18 2 2 11.11% N.S.
B - SRECHk 13 3 4 23.08%
BN RN i() HRT 72 L 846 210 254 24.82% | p=0.806
HRT /i HRT [ & v 261 67 87 25.67% N.S.
B - RFEE 1 0 0 0.00%
7 FH A R 30 H RIARTH 129 29 36 22.48%
30 HMLLE 90 B AR 220 78 87 35.45%
90 HfEILL L 180 A A 161 54 69 33.54%
180 HFHILL L 360 B I 178 53 61 29.78% | p<0.000
360 H LA E 540 H BRI 123 29 37 23.58% =
540 HELLE 720 H B 87 15 25 17.24%
720 HELL L 900 H A 53 2 3 3.77%
900 A AL 1 157 17 23 10.83%
(UIESA] DFHZEAIZ2 L 586 156 181 26.62% | p=0210
T FHEEAIH v 518 120 159 23.17% N.S.
R - RECHk 4 1 1 25.00%
DF A DF L L 1034 261 322 25.24% | p=0.s58
OFREED D 66 14 17 21.21% NS.
N N 8 2 2 25.00%
##:p<0.01 NS.: AEEZL
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10.

11.

[(RIEF5 i ) 5 (177 B) (8RR Bl 1 R 3R

fit F PoE=-0TIE~ F B FEHL R
30 H A 129 10 7.75%
30 HELL L 90 H R 220 59 26.82%
90 HMILLE 180 A IR 161 38 23.60%
180 BFEILL L 360 B RIAIH; 178 30 16.85%
360 HFLLE 540 H [EAR 123 21 17.07%
540 HRLLE 720 B R 87 8 9.20%
720 HFELLE 900 B A 53 1 1.89%
900 HMLL E 157 10 6.37%

. BRBRERRICREIZE

FEESH TR

BERE
BRE STV

BRALEDIE

14, BRHEDIEE
14.1 EFIRFEDTE
14.1.1 BRATERL
(1) KIREDBETIEIDNIBENNH D720, ~IL b T A &b T FIEEOWE S MR mc
M52 &, £, ABIKIIMA LN &
(2) AMEE XIS - BREREN2 DIV D EAITRET Tl 3 25 2 &,
(3) FFEHLZ RS 7=, . MATEMAEEZ D ZENEE LV, [1412 3) M)
14.1.2 BhR{TEE
(1) RSO D 200, WHRIC L T L ARFZ M5 2 &, Fo, BT OKS X+
FICHEV RS Z &, [1412 (3) ]
(2) BREMGESCHICHTT2 Z &,
(3) BEfFBICAR N IZANTZHEAE . B IS EISCTHLOW O ZHEHAT L Z L,
[14.1.1 (3) . 1412 (1) ]
(4) AF 2l Slchlo TR LN &,

(figan)

14.1.1 BEFHEAL
AR & DB L 0 1Z 00T WL R T U RN, SRR A E WA, 8. BOE
RDBEDLNDENL, WNZZ A b T DA — VXL - s Mia o2 i+ 28T nndH 5
ZEDNDHARICIFAMAMA Lz &, £ RANZ L D RATIED B REER 2388 T 5 729, f3EIAEAES
MEEETLHZ L,

14.1.2 AT
HEATT 2 HBALOD B2 8 2 R BB IS T, K72 EMFE L TV RWERIRIEIZ L, BIEMZITEHSe
MR 5 Z b, AR BRICARFID IS N800, BEMMAT 0, LEIZS LU THR LWV O
AT L, . BRSO MPREENEY TR 2D DT, RAIE 057 Szl - THEA
LWz &,
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12. Z0MthDFE

(1

EREREAICE D < 1ER

15. ZDMDFEE
15.1 BRERREAICE D 1B
15.1.1 FRILEVHFEZ (HRT) EFERNEEDOBRME
PR LR A 2 B GOITAELLE) M U7 BIRI LA O Tl 5 NI I 72 B fEbR
PERIHRBE O LetE L i LT . ZofaRirEix, EHYMICHEBE L CER L (1~54#T2.8
%, 1000 ET9.51%) . SRR LT HIOHICL Iz b5NnD GFREEO LM & ik L C0.8
%) & OEFREOEN/REINTNDY,
wJJHm&iﬁwfﬁE
(1) KRENCRT 2 HRE LMEE RS E LT EEA{LERRER (Women's Health Initiative (WHI)
RER) OFER., AWM 2 hu S - EIRFRLVE VRSB GRETIL. FHEIT e S ERE
NTTHRFEGRELEHB L THERICEL 2D (NP — R 124) LOWRERDHHO, I
ITL T Tz ﬂféﬁ%@#% AT A hu BB SRE T,
IR DIERIMEN 7 7 B R ERE L i L CHEEIZZRY (N — R 0.80) & Ok
ﬁ%éwwowl%%]
(2) EEICEIT DA (Million Women Study (MWS) ) OF5H:, IR LT U Hl & A
RNECHIZOH LT D& TiE, S B falRmE S s A & i L TR EICHE L 2
v (2.000%) . ZofEBEEE, OPAMBASEMICR 120> TE< e d (TR : 1.45
5. 1~44F 1 17415, 5~94F : 2.174%. 104ELL L 2314%) L O@RENRH DD . [8.1F
]
15.1.3 HRT L EEARME D EED IR
KENCH T HWHIRBROFE R, fAHo X ha sy - IR AVE CEG ARG T, dElk
PR BOERRMEN 7 T AR GRE L e L CEVEANCH Y . FRICIRFABIE14EE Tl A B
LD (NP — R 181) EOMENHHW , WiTL TUTbh e o3+ 5Bk
DOFER, FEAM T A b o U EME SRR, BB DIRBOGRMEN 7 7 v R RS L
BLTHEZITIRY (A= R 091) EOWERH D2, [2.58H1]
15.1.4 HRT &BNZEh D AR
KENCE T HAWHERBR OFE R, A 2 ha &y« iR LVE CRAHAIBGRETIL, Mt
(Ikbf%@%)@F@ﬁ#77tT%5ﬁ&w&bfﬁﬁ mL7eb (NP — K 1.31)
EOWENRD DD, Iﬁbfﬁbht%a%m%_ﬁ#éﬁ%@ﬁ% WA A v
M GRECIE, AT (EE L TME%E) OfaEn 7 7 e ARG LR L CTARICE 2
D (N —FKE 137 LOWENRH D220, [2550]
WJEHmtﬁﬂrwfﬁﬁ
KENZE T 265N EOAR% a2 xS s Uiz BIELLEEARRER (WHI Memory Study
(WHIMS) ) OfER, A= X ha sy - SR LVE VEAFIRGEE TR, Ty g ~—
B E D RAIEDERMENR T 7 B R EEGE L R L CTHREIZELS 2D (NP — KL 2.05) Lo
w5 WATL TUThbhe+EfHa ﬁ#éﬁ%@#% fEAM T A N u RS
FETIX, 7Y NS ~— 2 GORAEDERIEN T 7 v R GRE L i L THE TIERWV DS,
EUVMEB AR SN (NP — R 1.49) L OWENRH B2 |
15.1.6 HRT L ONEZEDBIRE
(1) JFRaARE Al Z BWIRE A U 72 PARRII CARE O 2P Cldk, IRELRE T 72 2 fE R A3 o E D
ok & b U CE < 72 D & OFEFHREORKER SIS ST 523080
(2) KEIZBITAWHIRBOFE R, Mz 2 ey « HIKA LT VRSB SEICEN
T, ISR DfERMEN 7 T B R GRE L e U CHE TRV, EVMEAIDN A B
7= (N — REE 2 1.58) & OBENDH 532,
15.1.7 HRT LIEEEDEEHE
KENCHBITDWHERRBR OSSR, e 2 a7y« @GRk LVE VR EAIRGEICBW T, |
FIRBICRDERYEN T TR GRE L R L TAEICEL D (N — R 1 1.59) & oWE
N DHP AT CiThb FEREEIC ﬂ#éﬁ%@#% ORI 2k a B R
fﬁ\m§f$ (/R BfERMEN T T v RBEGREL i L CHEICELS 8D (AP — KR @ 1.67)
EDWEND B,
15.1.8 EEA - JIIAR LT U EAFIORMARTIC X0 PSS A LI L ORERSH D, £7-. BEED
Rz X v AR i & e = 9 Rl RRIE R B B,
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(&)

15.1.1 EIZ X D FXERE (RR) 1382508, =X ha AU BB G5 ICBW T HFERNBEORAE Y A
INEL DI EBRMBENTWA,
HRT & FEWNBEREOERD X 71250\ TC, @mUNZEHE, VA7 S/ 30 38 (1970~1994 4F
INFECHR) ICRET A X TV AT, A e UREHAEE LT, =X ha s U HR
B HEECIEFE NI O RR T8N (2.3) L, #IFAEMICZ2 212060 RRIZEM L, —HF,
HIRBRLE L EOFH LS A RRIZ0.8 TH-72 19,

FHxHE R 95%CI

T ha s RS Y 23 21—2.5
FERMM  <14F 1.4 1.0—1.8
1—54F 2.8 2335

5—10 4 5.9 47—175

10 4E< 9.5 74—123

R AT PR 0.8 0.6—1.2

15.1.2~7
K E T S 72 KGR B (Women™ s Health Initiative : WHI) . WHI iR 5k 0 W 7 35
(Women’ s Health Initiative Memory Study : WHIMS) & ONZE[E C 5 hE S 472 KR 20 &
(Million Women Study : MWS) OfEH 4 & L ICHRT GEARIT X b4y « #KERLE CELAHIL
IREERT 2 fu MRS (2B 2B MAREDRAEY A7 IZONTHEEWEZIT> T2,

¥R R Rk SR 3| At A f ﬂ703'127j_\‘£¥ o Ly,
WHI CEE+MPA 16,608 | HR  1.24 | 1.01—1.54 | 20)
L CEE Bl (& 47 HH ) 10,739 | HR  0.80 | 0.62—1.04 | 21)
TR RO A TEFR h—AA RR 200 | 1.88—2.12
MWS o 1,084,110 23)
B N = RR 130 | 1.21—1.40
CEE+MPA 16.608 HR 124 | 1.00—1.54 24)
ﬁ%@ﬁ WHI CEE+MPA | f#if] 1 4ELLPY ’ HR 181 | 1.09—3.01
CEE B (& 43 Hi 2 ) 10,739 | HR 091 | 0.75—1.12 | 22)
- CEE+MPA 16,608 | HR  1.31 | 1.02—1.68 | 25)
75 WHI — —
CEE Bl (& 43 H 2 ) 10,739 | HR  1.37 | 1.09—1.73 | 26)
. CEE+MPA 4532 | HR 205 | 1.21—348 | 27)
FRHE WHIMS —
CEE Bl (7~ 43 Hi 2o ) 2,947 | HR 149 | 0.83—2.66 | 28)
N B WHI CEE+MPA 16,608 | HR  1.58 | 0.77—3.24 | 32)
CEE+MPA 14203 | HR  1.59 | 1.28—1.97
JHEEZE | WHI — — 33)
CEE Bl (&4 2o ) 8376 | HR  1.67 | 1.35—2.06

CEE : &= A hu /iy MPA : A Ruko 7 ay 27 v ik
HR : ~¥'— RH, RR : ARG, 95%CI @ 95%15 18 X

15.1.8 K - PR T U ELAANC B O HFETH B,
ARV OREMBEEICL > TiFRERELZEOWMERALND,

(2) EFERREAICE D CIEHR
15. 2 JEEGEREAERICE D < [E#R
EBREWMIICZ A ha B R TR (MOALEEEET) Lot &, ~TRZEBTD U V5%
&, 7 v bO TFEAKIEEE O LA X —ICBWTUIBEREORAEDNRE I N TV D,
(fifn)
ENOTANT A —VBAO EEFEHEER) 20 iz, =2 b7 U4 — AN HEmo
FEFHETHD,
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X. EERFREERICEE Y SIEE

1. REHER
(1) EEIEHER
VI, EHEEICEY HEB) OHSM

(2) R e EZEIBEAER
ONEAEHH 7 » MZ, Ex*NETA IEAHR (E; @ 30, 150, 750+NETA : 60, 300, 1500pg/kg) % Hila|fZ T #5-
L. Hiet R, MRS D ER et L7ciE R, 2213580 b o7,
NEAR B =7 A FAAZHIA] (9, 27, 108cmPhead) % HA[AIAGFT L COM & RICH T 2 1ER &2 MGt L=
B, 108cm*head T:LAZ D — @O IEIMEF 2358 H L= LIS, AR D bl hho 1=,
PNEE D = 7 A ZBIH] (0.56, 1.13, 225, 9cmPhead) 7% 4 3[R KON 39 WM SCE GRS L, HLifkE
R, BRENREHR~OEH B LR, MREERICEEIIRD o T, BERBZRCITRa LT
m— b, U URESICH O RKRTFORME TEmZ R L2, MY 7 U ' Y RICEEBIIRRD Lo
Yl

() T DD EIEAER
YRR L

2. EMAER

MBEREREEERER (Sv b, 99X, HL) #
Zv b, U ROINERIH A =27 A LI BA (29, 87, 108cm?head) % HL[RIALSF L7-fE S, LI
BN oT-, £, UV FTCIIBEOHMITERERD DR D L, =74 P ILTIIEEEDOR
b —E R R LRSS G, WIS S — R EE DB =R 7 2 LITER O B e o

776
Q) REHZRESEEHER (Sv b, L) ©
e 518 o .
iyt () Bh5& (EES
7 v b P&pzx (K] 0 0.4, 1.29, 3.2cm? Ex DIERIC LD LB A DNDERIR T A —2 DX
O YR : Er : 14NETA : 2mg/kg/H b0 Fid, FLMR, &, B, MR, TEEFICER
(4W) BRI B3RO BTz,
IF A Ay E NETA IRERE I K 2 B OBBAIEA 38D S v,
A (4W) (ug /kg/A) (ug /kg/A) Ex DIERIC L D L EBEX LNARRKNRT A —F D%
15 30 o, TEE, 5., IR, BB B .
T 30 WA Z 351 2 i BAR RS2 R ZEA L3380 BTz,
150 300 NETA ffH# 51 L 8%, MEEIE-> TR
O HINDEAL & RIEROIED Bw A & REIEE A
JEIZ 31T B IFREER DN ZRD Tz,
#HRIEE (B2 : 1.5+NETA : 3.0ug /kg/H)
DR ERAE - Es NETA PRI K D B OBEER N RO b vz,
vk (52wW) (ug/kg/El) (ug/kg/El) ExDIERICE B EEZONDERRRT A—H DA
0.6 12 b0, A, R, B, BIREICBT 55
30 6.0 ﬁ%é@%m@%bantoNMA§5m@ﬁb
15 30 t%ﬁ@ﬁm%b?ﬂf:&kNMA@ﬁ%§ﬁ
=5 50 IR AHT-ENFT R B Doz,
#HRIEE (B2 : 0.6+NETA : 1.2ug /kg/H)
DR H4i Fepex |BUAD :0.56, 1.13, 2.25, 9em? DREERE T & 2 BB OB 23380 & il
=4 ¥ (4w) Bl T _REFTRITRO b e o7, L, 9em?
BT aLrRATa—L L Y VISR ERA L
BhtipH 2 % Tl L7z, NETA JRH#EHICL D
GR B TR R * HEL LTI, FETHR S LR (AR
H=I ¥ | (39W) B, SEARHSOTEEINCIEL LRk B3R
LT,
MR (Er @ 0.155+NETA : 0.675mg/head)

* . 3~4 HRERRCRE D B
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(3) BIEH IR
R L

() 18 A BB
R L

(5) A F A F AR

2)

3)

RECHTR 53R (i\y ~)

Z v MZ (B :02, 1, 5+NETA : 04, 2, 10pgkg/H) ZZELEHAART 2 # [ &k O JBERRTH £ TR T #&

B LTl !%E@{Bw (M« B, 14NETA 2ugkg/H) . MR OER . BIFEHE OB, LT

Z RO WA AR OB N AR R AT E B O RN & D VI (EEEE B,

Mﬂmmomy@5>“‘w%nt PR D FE AN AT T RBIZ DWW T, R E 5 D803

@%ﬂ&#ot(ﬁi %:&ﬁmmuwgqm

NETA PR GIZ L2 EBIIRO N2 oTz, £z, 7 HEOKREIZK Y | #eheEEEZ R L

77

iR SEER (v )

7w MZ (E2:02, 1, 5+NETA : 0.4, 2, 10ugkg/H) ZUEIE 0~6 BIZE FH5 LR, ##m T

i%%kﬁ@%@ﬁ&%@ﬁ*ﬁ(ﬁﬁﬁ%:&O%NmAawy@E)ﬁ%w%ﬂ\@%%@%é
FAET B TITEERE L BRI DM, RERFBOBEN, B ERROBENN L OCAELFREE O (]

ﬂ@E.EQHNEAOw%WE)ﬁ%@%hkoNMAﬁﬁﬁﬁﬁi 2 IR LR T,

- RREE~DEE (T b, X

7w MZ (B : 125, 25, S0+NETA : 25, 50, 100ugkg/H) Z4EHE 6~17 B P& G L7-fER, ENSO
i, REOEINENS], BEEORD . SRR, BEBRFE TR0, AR EEOBD . FREK
DD B OARFEIRFE OGN HIFE wght(ﬁirgz&u5wmA%%Mﬁn Lo, B&HIEM
W THOREICRBWTHLRO b o7-, £7-. NETA RS L 2EEBIIR D N7z,
?#?m@ﬂ(mm(mmommwmm)%35_1E®ﬁ§f%wﬁzfﬁ%6~mamﬁ@%ﬁ
LA, B oM, RELOEEEEORD ., IR & AR VA6 1 3R K OV IR O BN,
ATFIRIRE ORI, RERBOEENM G 2\ T HEAME R 2358 @%ht(ﬂiﬁ%.mmm%mw L s
L. EEERITOTHORICBWNTHERD R oT-, £7-. NETA &S5 X 5 E3RD
IR o T,

(6) B P R g i A B

1)

2)

—RAHAER (DT

U XOEEHEE (g BERRE) (2, BA] (9emPhead) % 24 WEfEIALMT L. BREZOREX
Jt~% Draize b D REHE] TIEO“CH:ﬁﬁLﬁn‘t% @%ﬁﬁ&@?ﬁfﬁﬁﬁfi T HRFE DALBEDR O H AL,
AV €7 NI 2 R P g Wi

REREMERER (D F)

T XOWEELE (R R E GRS (2. A (9cmPhead) % 3~4 HIHKRETHE Y B % TR0
NI 4 BRI AR RN L. Draize & O FEHEIZHE - CHEAMN L7255, #IEIRGSF 0O 72 Wfl & (At s J S & 18
ER G 2 < B ORIBEA RO HILi=28, AEATBRGA 7 B AR B2 & SO TR U, T2 i) |
LRt S T,

Y XOHEN (fEFE S EHBERE) o, 8 (7.2cm¥head) % 3~4 HWEME TR ST 2 28 5 L7232 R
5 4 BB AEREAT U7k Tk, REARIBRZE O 3~4 FFR ISP E ORBENEBO SN b oo, 2
TEHEITRO 5T, iﬂﬁ£&3~4Hf@@#éT@%&%kf%oto

(1) DD
1) REREMSAER (EILEY M)

FLE  FOIEERREICHA (3.6cm¥head) KN T AR/ Sy F (3.6cmPhead) A BLfF L CTHIRIL 72
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E4 KE
WRoe4 CombiPatch®
bl transdermal patch
WGBS Noven Pharmaceuticals, Inc.
System Size : 9 cm? round
estradiol : 0.62 mg (0.05mg/24hr)
norethindrone acetate : 2.70mg (0.14mg/24hr)
Btk - M5
System Size : 16 cm? round
estradiol : 0.51 mg (0.05mg/24hr)
norethindrone acetate : 4.80 mg (0.25mg/24hr)
R4 1998 4=
INDICATIONS AND USAGE
CombiPatch is indicated in a woman with a uterus for:
+ Treatment of moderate to severe vasomotor symptoms due to menopause.
St B " + Treatment of moderate to severe symptoms of vulvar and vaginal atrophy due to
PR EESNIES . ,
menopause. When prescribing solely for the treatment of symptoms of vulvar and vaginal
atrophy, topical vaginal products should be considered.
+ Treatment of hypoestrogenism due to hypogonadism, castration, or primary ovarian
failure.
DOSAGE AND ADMINISTRATION
Generally, when estrogen therapy is prescribed for a postmenopausal woman with a uterus, a
progestin should be considered to reduce the risk of endometrial cancer. A woman without a
uterus generally does not need a progestin. In some cases, however, hysterectomized women
with a history of endometriosis may need a progestin. Use of estrogen-alone or in
combination with a progestin, should be with the lowest effective dose and for the shortest
duration consistent with treatment goals and risks for the individual woman. Postmenopausal
women should be reevaluated periodically as clinically appropriate to determine whether
treatment is still necessary. Adequate diagnostic measures, such as directed or random
endometrial sampling, when indicated, should be undertaken to rule out malignancy in a
postmenopausal woman with a uterus with undiagnosed persistent or recurring abnormal
genital bleeding.
Initiation of Therapy
Patients should be started at the lowest dose. Estrogens with or without progestins should be
VT OV prescribed at the lowest effective doses and for the shortest duration consistent with

treatment goals and risks for the individual woman. The lowest effective dose of
CombiPatch has not been determined in clinical trials.

Women not currently using continuous estrogen or combination estrogen plus progestin
therapy may start therapy with CombiPatch at any time. However, women currently using
continuous estrogen or combination estrogen plus progestin therapy should complete the
current cycle of therapy, before initiating CombiPatch therapy.

Women often experience withdrawal bleeding at the completion of the cycle. The first day
of this bleeding would be an appropriate time to begin CombiPatch therapy.

Therapeutic Regimens

Combination estrogen plus progestin regimens are indicated for women with an intact
uterus. Two CombiPatch (estradiol/NETA) transdermal delivery systems are available: 0.05
mg estradiol with 0.14 mg NETA per day (9 cm?) and 0.05 mg estradiol with 0.25 mg NETA
per day (16 cm?). The lowest effective dose should be used. For all regimens, women should
be reevaluated at 3-to 6-month intervals to determine if changes in hormone therapy or if
continued hormone therapy is appropriate.
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Continuous Combined Regimen

CombiPatch 0.05 mg estradiol/0.14 mg NETA per day (9 cm?) matrix transdermal system is
used for continuous uninterrupted treatment applied twice weekly on the lower abdomen. A
new system should be applied to the skin every 3 to 4 days (twice weekly) during a 28-day
cycle.

Additionally, a dose of 0.05 mg estradiol/0.25 mg NETA (16 cm? system) is available if a
greater progestin dose is desired. Irregular bleeding may occur particularly in the first six
months, but generally decreases with time, and often to an amenorrheic state.

Continuous Sequential Regimen

CombiPatch can be applied as a sequential regimen in combination with an estradiol-only
transdermal delivery system.

In this treatment regimen, a 0.05 mg per day (nominal delivery rate) estradiol transdermal
system (Vivelle-Dot®) is worn for the first 14 days of a 28-day cycle, replacing the system
every 3 to 4 days (twice weekly) according to product directions.

For the remaining 14 days of the 28-day cycle, CombiPatch 0.05 mg estradiol/0.14 mg
NETA per day (9 cm?) transdermal system should be worn continuously on the lower
abdomen. The CombiPatch system should be replaced every 3 to 4 days (twice weekly)
during this 14-day period in the 28-day cycle.

Additionally, a dose of 0.05 mg estradiol/0.25 mg NETA (16 cm? system) is available if a
greater progestin dose is desired. Women should be advised that monthly withdrawal
bleeding often occurs.

Application of the System

Site Selection

CombiPatch should be placed on a smooth (fold-free), clean, dry area of the skin on the
lower abdomen. CombiPatch should not be applied to or near the breasts. The area
selected should not be oily (which can impair adherence of the system), damaged, or
irritated. The waistline should be avoided, since tight clothing may rub the system off or
modify drug delivery. The sites of application must be rotated, with an interval of at least
one week allowed between applications to the same site.

Application

After opening the pouch, remove 1 side of the protective liner, taking care not to touch the
adhesive part of the transdermal delivery system with the fingers. Immediately apply the
transdermal delivery system to a smooth (fold-free) area of skin on the lower abdomen.
Remove the second side of the protective liner and press the system firmly in place with the
hand for at least 10 seconds, making sure there is good contact, especially around the edges.
Care should be taken that the system does not become dislodged during bathing and other
activities. If a system should fall off, the same system may be reapplied to another area of
the lower abdomen. If necessary, a new transdermal system may be applied, in which case,
the original treatment schedule should be continued. Only 1 system should be worn at any
1 time during the 3-to 4-day dosing interval.

Once in place, the transdermal system should not be exposed to the sun for prolonged
periods of time.

Removal of the System

Removal of the system should be done carefully and slowly to avoid irritation of the skin.
Should any adhesive remain on the skin after removal of the system, allow the area to dry for
15 minutes. Then gently rub the area with an oil-based cream or lotion to remove the
adhesive residue.
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OARE DRI AEFA] (CombiPatch® : (estradiol/norethindrone acetate transdermal system)) D ¥Rf3CE:
(2017 4 11 A 1 H) : (FDA, FDA-Approved Drugs,

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/020870s0231bl.pdf>, 2024 -1 H 23 H 7 7 &
2)
F. Pregnancy
CombiPatch should not be used during pregnancy. (See CONTRAINDICATIONS.) There appears to be little or
no increased risk of birth defects in children born to women who have used estrogens and progestins as an oral
contraceptive inadvertently during early pregnancy.

G. Nursing Mothers

CombiPatch should not be used during lactation. Estrogen administration to nursing women has been shown to
decrease the quantity and quality of the breast milk. Detectable amounts of estrogens and progestins have been
identified in the breast milk of women receiving these drugs. Caution should be exercised when CombiPatch is
administered to a nursing woman.
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OA—ANZ U7 O453%¥A © An Australian categorization of risk of drug use in pregnancy (2023 45 A 17 H
database) (TGA, Australian categorisation system for prescribing medicines in pregnancy,

< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >, 2024 4 1 A 23 H7 7 & X)
77%H . Category B3 (estradiol & L THRZR L7245 3)
Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which
is considered uncertain in humans.

43%H : Category D (norethisterone & L CHRZR L 725 R)

Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence of
human fetal malformations or irreversible damage. These drugs may also have adverse pharmacological
effects. Accompanying texts should be consulted for further details.

UNGE Al el o S
ARIRCHIT D NEEFHEEHE®R) 197 /NR%E) OBITRE S THRN,
FDA CKREFRMSCE) Zrii#ld 2,
OKE DRI BEFTA] (CombiPatch® : (estradiol/norethindrone acetate transdermal system)) O¥RAF S0
(2017 45 11 A 1 H) : (FDA, FDA-Approved Drugs,
< https://www.accessdata.fda.gov/drugsatfda docs/label/2017/020870s0231bl.pdf>, 202441 H 23 HT7 7 &
)
H. Pediatric Use
CombiPatch is not indicated in children. Clinical studies have not been conducted in the pediatric population.
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