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(12/84%1) . FHEERIHS.3% (7/84451) . FLEITHET.1% (6/84%1) TH o717,

17.1.2 ERNE MBS RAER
FARHAR E T IN R REIER 2B T 2 B F 2, ENTEM U7 B AR RER (GEESRIEEHRIL
BEERER) IR\, #5521 % (CUIH IR oI & EEhE SRR (Hot flush & OVF&YF) 12kt LAzt
N BT,

Hot flusho>1 H SE-¥#J[a145 O HER
Hot flusho>1 H -5 [E1 %%
kb 5 HI HE
e GG i %k Be 50 P Be5-1%
| 54 3.94+2.75 54 0.50+1.14
5 B (LGER) * *
7SR | 58 4.23+3.37 57 1.54+2.13
AR ERARRER (523 ) A 344 2.93+2.62 342 0.26+0.70
(mean+S.D.)
Hot flush }z O\FE I DFLE D iR
A (B 5-HM) PrEEE | Hot flushd F B ooy e FEITF ORRE O™
| 85.2% (46/543 81.4% (35/43
AR SR b (46/54%) b (35/43(7)
AN 52.6% (30/574) 57.7% (30/52f))
HIAE AR (5238 ) AHA 81.3% (278/34213) 76.1% (248/326))

MR TR T RIS D EOBGEE 25 L7 fl 0Bl &

[E P TN U 72 55 AR ER AR RAER  (RF IEE ML) 1SV T, &RGHIH (528[H) hoFE Ak
JEOHBIITERDOLEBY THY ., D95 b1 E B ORI R33LFNZ T, = PG S
FEHL LIJEBNE I DR o 729,

T ENEEOHER
B} P 5 B 5%
R SR
R %k PIIEIE (mm) ilpx PR (mm)
FIFRES AR RS (523 ) 364 2.53+1.25 363 3.04+1.54

(meanS.D.)
BIERZBISERL X, SHAERDY 45.1% (164/364 ) . & GEAAER DY 25.5% (93/364 f5]) Th-o7-, F72
BIVEANE, &A% 5 FERG 17.3% (63/364 #1) . TREERIE 12.4% (45/364 f51]) . $LE Y% 10.2% (37/364
1) . 3 FHEATALEE 9.3% (34/364 f5]) Th o729,

MEREKRT—2 /1y 75—
A L

(2) B PRE IR BR
@ KREFZME, SHEMHEB (Study 107) Y
TR 2ot 12 Bl % R A /) A Rar Bty T (em?BUAIL 16ecm? B, 26cm? Bl . Zins 38
BT 7R, BRAIE R ORI A T P4 — VHlE %2 Z 00 0.28cm? [ZEWT L. K05k
FHOEBEEFIFE TR E 22D KD 2 FNTHEAT U, ZEMITRFHRIBNE (48 BefALfS) . AT
JtEEME (24 RS H21Z UVA 2 BRES L. S BIZ 24 e RED) ORat 21T 72,

FZREHRIPETE « BRAI% 30 20 K OF 24 B O B JERIRIEEIE. WAL 30 LA T TH Y | WK B

REHNTH - 7=,
Y Em M EERBORESCIRE, LR, ARILEREERTHEETALRDLNT, JtE
PES 2o Tz,
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@ BEBAFTEER (Study 108) ¥
PHE £2 I3 M RSN SR H 28 DR AN &P 8 Bl 2 5 I

TEHDORF Y 2 — /)L C FIEHICAE LT,

S

Bl

9cm? FiA|
+7° R

wash-
out

16cm? H5|
+7° R

RS

26¢m? S

+7° 78R

wash-
out

16cm? L)
2K

A0

7 A

4 HfH

7 AR

4 HfH

14

4 BfH

7 A

4 AfH

FEHL L 72 Rl 1’Eﬁﬁ0)$aaf“i T MgRE] THhH, LEZLEEETHEL, %%ﬁ'&%ﬁmﬂiﬁ’] RIS
M & 722 DIERITFR D R D o7z, FEYFREICHOWTIE, 1 EIOHMS T4 RO D IZE—ED
?}%fﬁﬁ%’é%éﬂto

® &ERLTEER (Study 109) ¥
AR A% X IR SA HH B D f Rk At 48 1] (3K 12 i, 4 Bf) Z 38, 9om? HH1 |
16cm? BUFI | 26em? A 13 1 (8] 1 K, 16em? B 2 BeREIXFEIIAI A 1R 2 Mo, EEAL 3 HEEL 4
Af, 3 AR, 4 HEOIEICHE—#A /50 B2, 14 B, FESICEGHRLT Lz,
FELUT-EWEAOREIZAT MBE] ThY ., AEALEELEPEE L., FRHF & b EIRAIZEIC
Wikﬁé%@fiﬁﬂoﬁo%%@%uOWTi 1 RN 2 [ O BE AT TRER E+4y 72 i o B
NHERF S D Z LR S LT,
X)) BUHI OB R
WSk 2
4, (ng/l 1)
E> NETA
9cm? B 50 140
16cm?2 HA) 50 250
26cm? B4 50 400
FEE  AROARSNIZHANT, 1 HH72 Y E250ug. NETA140ug % Hi+ % mifg 9em2 O BE (141 TH 5.,
Q) AERBIERAER
D % IEEERKER (Study 203) 2
FAEHARE E STV R IIERE KT DA ) = Ra v BNy FOREME, Zatt
H#Y FOFHNEZ 7 78R L a5, /2. FENBEICHT 222, Hiiknse &
A L. NETA OB EE HRT 5,
RERT A | Sl IR AR 2L S B TRE ] M ek
FEAR AR 2 SO X IR B 12 & 2 SR BLRE RE R P IE AR
WWIREGER] : 318 il (A=A Ra i Ee/Nv T 9cm? BE : 84 5], 16cm? & : 81 i,
26cm? B 72 f5l, 7 & AREE ;81 41)
FAS : 291 f3i] (X /A R Ee/SyF 9cm?BE : 77 (. 16cm2&E : 74 5], 26cm2 B -
PSES 65 %il. 7T AREE 75 4)
BINME®D PPS : 246 ] (X /) =4 R Ee/Nv T 9cm? B : 65 i, 16cm? & : 61 i,
26cm2 R : 54 5, 77 B AREE 1 66 1)
FERAEICHT H2ED PPS: 252 | (X /A Ka ey T 9om? B : 66 i,
16cm2 Bf : 63 f5il, 26cm2#¥ : 55 %il, 77 & AREE : 68 1)
1. TEERTLEE
2. TFRUERMDDZRE L 1250 TRBRFEY [RS8 AR 1 S 3 R PN B H
X D IPBRIEIE &l L7 B
+ Hot flush
< BT
T B G U - M (MEAQRE ., frliul, MR D)
3. HofE AR 6 @A UL ST MmAIIN A % 1 & A DL ERkl L 72 B
4, IBBRPEAE (GBREBIME) © 4 BRLINICHALE CF (7277 L, Hot flush 2838y (5
B/ALLE) HE, 2 HTHAIET 5], 1 EBLINIC B HA TR, g e
HOMEIREE R VAR E OIS 2 H 3 28R L T nEE
5. 20 7%LL [ 65 Al o B
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T 7pBRoM AL TE

1. FENBEEE, FEREORE, UIZTOBEOH 5 HBE, £HL XL DR
D5 HBFE

2. Hom. AMRE. BUEIEME., CEEE. FEOE, FENBEE, RNIEMESSH
i, BPYEINEAEE R E A AT S HBRE,. UIZFDRVDOH L HERE

3. EMEEEZAT L. IZFDRVWOHLBEHE

4. FERREXTMARIE CH HEE, HLIIZTOBREDOS 5 HBE

BT ik

HAELOCHE -
BB L BEE O T TER L, X7 TR 2%, 3 T4 (GA2ME)
THEERZ AT 5,

TRBREE -

1. A /A Farte Sy F 9em? WA : mfE 9cm? ORLAIAIT 1 BH&H 72V E, 50pg.
NETA 140ug % i3 2 550

2. AT A Rar ey T 16ecm? HA| : g 16cm? O HLfIAIT 1 H 72V E,50ug.
NETA 250ug # fi i3 2 5

3. A/ A Rar ey T 26em?> HA| : mfg 26cm? O HLfIAIT 1 H $72 0 E,50ug.
NETA 400ug # fi i3 2 55

4, 7 T7uARMA] . EFL 1, 2 KO3 L AMELERRBIASBE 7 B

e 5/ ¢ 16 5

BALIEE

Aot TEFMIER : EEERUGERE
BIREFMEIEE : EARIERZRHE (Hot flush @ 1 A EEEHL & FREE, #IT)
s
FEREICHT HEZEOMBN . FENEMias, FENERES &
RZEMUFFMIER : AHFFLLOENWEHORBL, BARENE &

¢

BRLE S

REERWEE : 6 BepE* O E B EICHEVVHE LT,
FRERIEIKDIEEE DR EE : FHIRFAIZRIT ARREZ K GaT & i L, 6 BefE*2 OHIE
HAEITHE - CHIE LT,

*1

1. F B W E PO EOIERPEISE L HE S, B HE SNTIERB 2N O, 5 WITEY]
YCENTFIE L, T X TOERNPEE S EL EOSE,

2. BEERE AU EOERS P EE LD E M S, B EHESHIIERDO RV D, o
FLE D FEHE AT T S 7RG A

3 BERE AL 1O LEOREREU EBFELEL, ZOENELLHESNIEEI VS, X
WXL, E OB EAL - AEDOEFHELL EOBA,

4. F % 1~3 XI5 OWTHIUTHHE SR WA,

5 B b : P EOSERD AL & HE S RSB FEHEIZ b7 WA,

6. ¥ & T &

*2

TEBRRE:EE UL TP5E - Tkl
ThEERE] : (FE) — TRE), BE) - (&<
M8 E R E: (HE) — TSR, THEE) - TR
IFS | BERNCH AN TEAR L

- bl HANT AT 1 ERELL EoEAL

Mg 5L YEREE LY

FEAT

BEKETRM 5% E 95, AMEOEBERMNTIREMITZD PPS & L, FENE
X9 B BEDMENT TIEZE D PPS & L, ZERMITREGIER & L THITT 5,
A3t FEFTMIEH

REEBRREE . MEEYE) Lo ERZUARET L ICEEBEL, 75

TAREEL A ) oA Far e Ny FHD 3FEZNENE D 2 Bk % 2 HiE

(Dunnett L D% BEME O IZ L 2 A AIFRE) I TEET 5,

B RETf1E B

BEERJELR : Hot flush @ 1 H FEH RISV T, BFIRE S &I FHE 2 FH

L., 78R BELA ) A Far ey FHD 3 HEENENE D 2 FEHEK

% Dunnett UL F HEIC CTHEMT 5, Hot flush X UORITOREICOWT, &

AR UEE & [FIRE DA 2 FEi 9 5,
FERERICHT ZEEORIT . BT ROAELZ M 5,

12




AT et

q:

L METiEE
BIER : &K, ERHNORBFIK R ORI REFHHT 5,
FRERRENE : IREMAHICRITTREIC OV TR 2 R T 5,

HEES

n—ff&éﬁxaﬁ%ﬁ? (FEBEER. AxhiED PPS, RIFMBITHER) -

Pe5-4% 16 MM T A IR S 7 B G RER O A R UGE A B LT A R
M) I EOWERIZT 7 BAREET 56.9% TH-o7208, A/ A Ra by

2% F Ocm2BE T 84.6%. 16cm2EET 82.0%. 26cm?EET 75.9% & . Wy, 7 J & REE

E bl U CERIMERFR O bz [ #E (Dunnett o 2 EMEOFREC X B Al

iE) : 44 p=0.001, p=0.003, p=0.039], 7233, FAS ZxXfHR& LIZfENTIZB WV THLHED)

PED PPS TOREREFARIZ, A/ oA RaUbeXyTFKEEL T T 2REE LI L
B EREEE BV THEREENRD T,

A ERUGEE (F 1D PPS)

=7 . R UGEE D 95% e
AT 1258 e o | e
D x| eem2iu (ng‘ég(@,]) 75.8-93.4% | p=0.001
A 5| 82.0% 72.3-91.6% | p=0.003
B 16 | < (50/61 1) 979070 P,
KRR 2| 260m? ( 41?5%‘;]) 64.5-87.3% | p=0.039
750K (3‘;’/66%(@]) 44.9-69.0%

* BGRTRIUT IR O HEERNGE) DL EOUGERE 2R LICEFIO%IE
a) Dunnett RO EMEOFRELC & 2 FRiRE

Hot flush® 1 BF¥EE (BIXRFHEIER. AxhiED PPS) :

Weht% 4 M, 8 WEE, 12 MEE KON 16 @ S IEFF o> Hot flush o 1 H Y4 [EI%K
B, TTORRRELIE LR, A/ oA Fa By /%%Ei 1T T OFHAMEE
WCBWTEHELWBD BRI, $eh% 16 #HKE X ;tEPJ}:H# BT % Hot flush » 1 A
W OEHEIZ, 77 B REETIZ 154 B TH-T-DIT L, 9em2EE, 16cm2BE K O
26cm?BE I, £ 4050 (A, 040 [BILZN045[HTHY, WINbAEREERL
7= (Dunnett B B Ll : % 4 4 H p<0.001), 7235, FAS Z x4 & Lizf@irickun ¢
By 26cM? BECT T AL L CHERENPRD LN Z L 2BRE, A%
D PPS Zxt4: & U 7= fiffr & REEDOAEIN 23580 BT,

Hot flush @ 1 A VPRI ORERHIHER (A20ED PPS) (<)

2 eAil] 4 JARg 8
T
i | TEIEE | g | PIIIE | oy | e | PIIMEE | ey
P i | P e | PE 7 | P e | PO
= 2 1] Z‘E Z‘E
T4 |ocmtWl| 54 |3.04x275| 51 |1231158| J ol 42 |058£1.28| oo,
=4 4 B 4 H
2 #
= Lecm? B4 51 |4.64£4.47| 50 |0.54+110| o | 44 |03420.97| oo
A i H i
5 [eeom?auil| 49 |420+461| 45 |1.06:200| oo | 38 [0.46:115| oo
AN 58 |4.23+3.37| 56 |2.33+2.41 — 49 |1.91+2.39 -

a) Dunnett 1L HE L (vs 77 &R
Mg GET &L D ERZ L BEITER<
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Hot flush @ 1 B E¥EIEORRFAIHERE (B %MD PPS)

\ 12 JE 16 R ST Lk kg
R o e | o | g | E O | e
; 2 9cm2 %l | 38 |0.36+0.68 pj(;IJ.EOl 54 | 0.50+1.14 pf;_?m
fé%» 16cm? &5l 43 |0.22+0.81 pj%gzl 49 | 0.400.96 pj%gzl
;? F becmetus| 35 |0.53:125 pj3§z4 49 | 0.45+0.97 pf%gzl
7R 47 |15442.16| — 57 | 1544213 | —

a) Dunnett & E b (vs 77 B AREE)
Mg 5-ai L VIERZ L) BEEBRS

Hot flush DFEEICK T HE (BIRFFHHER. BXHED PPS) :

Hot flush OFEEDOUFEIEIZIBWNT, &5 16 B SOUIH IEREo TS SE ) Dk
DUERIL, 7T BREED 52.6%I12% L, 9cm? #f 85.2%. 16cm? BE 82.0%., 26cm? Bf
75.5% L WTNHHEETH-7 [¥? & (Dunnett B> % EMEDOFRHEEIZ L 5 A AIFE
E) 1 F x4 H p<0.001, 4 H p=0.002, 4 H p=0.020], 7235, FAS Zxt5 & LI-fiftl
IZBWTH, AIMED PPS x5 & LIt & [RIEEDE A58 iz,

Hot flush OFEFE I3 B ESR (FZIMED PPS)

PR 17 e e | 22

Ej‘ fom® 7l (46154 1) 26,001

ferrin 6w |, & | 16 A (a150 1) 20,002

R 5| 260m il (3viid ) pf(l)EZO
7R (3057 fi)

* ThEEEYEE) DL EoBKS (HRGATL VERZ L) 135
a) *IE  (Dunnett T OZLENEOREEZ X 2 Fr{flkE)

HADEEICHT MR (BIRFHEEE. AxhiED PPS) :
FITOREE OUEIE ORFHIB T, BH#% 16 BRESUIPIERFD THhZEREKE ] L
FothERET, ST EREED 57.7%I2% L, 9cm? #E 81.4%. 16cm? Bf 85.4%. 26cm? ff
82.9% L WIN LA RERENED LI [P #RE (Dunnett B O L EMEORFEIZ L 5
MIRRIE) : %44 H p=0.018, 4 H p=0.006. % H p=0.013], 7235, FAS x4 L L=
NI WT S, ARMED PPS x4 & U T-fifbT & [RIAR O 03B S iz,

FIFORRE IR D 8EER (R0 PPS)

A 5 SrplREe | e

Zf Som” B (35143 ) p=0.01

ferrin 6w |, | 16 A (35141 i) 20,006

MRSk | agome s (aati1 i) p20.013
s (30k52 i)

* ThEEYEE) DL EoBKE (HRGATL VERZA L) 135
a) > IE  (Dunnett T OZENEOREEZ X 2 Fr{lkE)
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HEES

FEMRZEVFERRERZ (FERRICHT SFZE0 PPS) :
FEME (B, B OB OffR, SEFTR (class b LI E) 13580 bt
molo, FEARMEHZICEN TS, RIS 16 B & TR & ORI R
BE SN FERED 1l ZRE . BEFTRITRO bhRhroT,

TN (RIRSEH) :
EIERORWEAIL. 9cm?#E 35.7% (30/84 f5]) . 16cm2 ¥ 43.2% (35/81 f5i]) . 26cm? B
38.9% (28/72#4). 7T & AREE 23.5% (19/81 ) Th »7-, HEHIAAERIT. Iem? B
33.3% (28/84 f31]) . 16cm? ff 42.0% (34/81 ), 26ecm? B¥ 43.1% (31/72 f3]) . 7' F &R
FE 28.4% (23/181 f3]) TdH o7,

RHIEROTL2RIEHIL, 9em?H#E T FIEHER 761 (8.3%). ALEEIF 664 (7.1%) ., #
EIE 5 Bl (6.0%). 16cm? BECHLE/ER 12 1 (14.8%). FHEE 10 B (12.3%). #
SETE 7 B (8.6%). FLETE 6 B (7.4%). 26cm? B CHLEIER 11 i (15.3%). FHEE
Jii 6 151l (8.3%). FLIA¥E 54 (6.9%). FLIFEJH 4 ] (5.6%) Th-ol-, FHIEAIERKIC
DUNTIE, 9em? BE Tl L E 5 R 20 151 (23.8%) . i FH EACRLBE 12 %1 (14.3%) |
16cm? B G FH AL Z 9 FERK 23 1] (28.4%) | 3 FHEACATEE 16 51 (19.8%) . 3 FH AT
FZJE 2% 8 1 (9.9%) . 26cm? FC AL Z 2 R 15 1] (20.8%) | i FH EBALALEE 14 151
(19.4%) . i H AL RER 5 B (6.9%) . 7 7 & AEE T HEALZ 2 FEK 13 4
(16.0%) . W HEACALEE 9 61 (11.1%) T -7,

ARBIZBWTRHEHNIIRD SN hoTz, TOMOEELRAGEFELH L LT, 16cm?
BECILE 161 (1.2%) . 26cm2BETH E WV 161 (1.4%) ., FE A/ 161 (1.4%). JE1
Bl (1.4%) FRD DAL, TEARE L OFEETIRERIE & ORRERITEE S v, IS
KO FVTIRBREE & ORFEBIRITEE SN2 o Tz, Kg T 99 Bl 5 HEIER
(XD HIEENE 29 5] (777 B AREE3 B, 9cm? B 8 5], 16cm2HE 9 B, 26cm?2 #E 9 i)
ThoTo, 9em? BECIXEE 2 61, Bl 16, ILEZEN 16, =i 1 6], MEgs i
2 B, W HEAL R 2 1 B, AL O R 2 1, MadE 1 Bl CTh 7o, 16em? BET
VREE 1. O 1B LTS 3. MEgsH 1 B, ERAL R 2 2 .
NCALBE 1, WEHENLE 9 FERE 2 Bl CTd - 7=, 26cm? BETITEE 1 B, [RlEEMED E v
16, FREERTR 1B, HERZ L. B 16 FLEER 2 f], FLEEE 1 6.
FERAL R &% 2 B, i EACALEE 1 i), A SBALAS 1), VIR 1B, i A SO
m1flCThotc, B, EHOFEFESG THIE LJEFICHOWTIL, ENFN0EEF
WZE T,

HE AR OARIN-WANT, 1 BH72D E50ug. NETA 140ug % x4 5 kg 9cm? OAGAHITH 5,

(4) HREL B ER

1) AEREEEER
V.5 Q) FAERICERHAR OF IHRKRER (75t AMBIETHREKFER) (Study 203) )
(V.5 (4) 2)R&MHER QOBMAERKHER (REMRBIFEHRLEEER) (Study 305) ]

DIAS M

2) REMHR

@ % IHEERAREIER (Study 205) ©

HHY

AW E IINBEREIEBRE 2RISR LE LT, A/ oA Far ety F 4 52 BEH
H U O+ 5 NIk 2 B L IR e & & g etz et L, T
BHIEZ SN T BHET 5,

N

AR LI E el

PSES

FEAE R 2 SO R IR B T & D IR PR E R
PPS : 113 i

(9cm? HUFAIFE 55 1], 16cm? FUHIRE 58 {51])
FAS : 117 #4i

(9cm? BUFIREE 56 1, 16cm? FUAIRE 61 1)

15




E AR L

1. TEERTLEE
2. TRUERAD7e< EH 1 2H 0 IRBRETEAN D IIEER 7 FHIE Al 23 5047 ] fe 55
VR ETRIIE BEAE HHC K 2 INERVRE & HIbr L 7= R
Hot flush
e
FEFEME R (MEAQRE S, Hoful, IR L)
3. 20 7%LL I 65 kRl o B
4. JRERBEHAE (B 5BH4E) @ 2 WREILINICHAALE VAl (277 L. FAR—FIT 4 1 &
T°5) . LM LANIC B R g ehgE,  MERR N OV AR IR O i i %
T HEEGHEZRA L TS

T RO AL YE

1. FENBEREEE, CERE, LEORES L2 0BEOH HEE, XiTZ0
B D EE

2. FLBRAE. BMEILEMEE. FERE. CEHE, FENBYE, REMEISHL, B
NS e C AR T RE . X2 08VWOH 5 BE

3. EMEEAAETLHEE, ITORVOHHEE

4, FERJEKROCMRETHDLEE, ITOMEOH D HBE

HEAE O HE :
9cm? HUAI X 16em? BUAN 1 A&, 3 it 4 B Z &2l 2 [B] FIEERIC BG4 5,

TRERIE
1. A/ xA Farte Sy T 9om? fH| : mfg 9cm? OUEFAIT 1 BdH72 D E,50pg.

iy y
AR TR NETA 140ug % i3 2 55
2. A A Rarte Xy F 16ecm? A : wEff 16cm? OREAHIT 1 H &H72 D E250ug.
NETA 250ug % i+ 2 454
e 5 AR ¢ 52 i E
Z&M FEFMER : AEFRORIR (FEFHG, BRRAEMO R LT
S BIREHMEIER . EANE~ORE (RET 212X FENEDOER) %
el B A& EMRUGERE. BHRERZEHEE (Hot flush @ 1 HEH[E4L, Hot flush,
VT K OFRLRE) &
RIEEMRWERE : 6 B OHTERIEITIEVVHIE Lz,
BRERERDEEEDRERE : IR SIS 2 BREEZZGATE LB L, 6 B2 OHE
FEYEICHE - THIE Lz,
*1
1 Z WK E L EOERPEILE L HE S, B L HESNIERB RN SO, &5V ITEHR
BCEMNTEIE L. T CORERM S FE ik L LA,
2. REEHRE  LEULOERM P EEYED LS, B S HE SRR OV B0, o
W38 0 FEUE A 7= X RV,
33 BEXRE: OAED 1 O FOBERED EAGEEL, FOENELLHESKE S0, X
S L B L OB EAL - REDOAFELL EOBA,
4. % 1~3 I 5 OWTHUTHHE SR WEE,
5. B b B EOSER A ES b &I E S AR T O B T AV A,
6. ¥ E T BE
*2
TEBHRE: HE T TFE5E - &< L)
MpEESRE]: (RE) — MR TRE) - (2721
82 ok & () — [epspie ) Topseps) — [
I 2] FHRNCEE T2 bR L
r= b1 B ERTC AT 1 BB o Bk,
MR 5RT& YERE L
EKYEILR 5% & L., [EHREIE 95% L 5, LMD xS EM L FAS &
L. A%hMEIX FAS X PPS THEHTI 5.
. e FEIMI
e 3 Z&t EMIER

FEEZOREE, BERREBEOEREELZHOREE | 2K, F4HORBLH)
., BRERLEOZOMWMA SN EHEXM 2R NI 5, BAEFRITHE LR A2
Fisher O [EH R EIEIC THEIET D,

16




B REETEIE B
BEII—IZLDZFERNEDEH  RIFMIEHEEEET 5, BERMLEks
2 A Wilcoxon M &2 CTHEMid 5,

Axte FH@EEE
SRSBWERE - EESE] oW ER L O 95%(E 15 X [# 4 5 H
T %, REMILE 2 2 BEA Wilcoxon #iiE o OV 2 B 12 T RS 5,
ERERAEIRZNRFIE (Hot flush ® 1 BFEH[E L. Hot flush, FEFZEDIEE) : &
WIS R OVERIME 2 R+ 5, BERED & IR GBI & ORERN i %
1 AR Wilcoxon 1 E12 CTHEHid 5,

it

FEERRUVESERERTE (FEFHMEB. FAS) :

FASIZBITHAHEERLD I B, EHEIEROFEHRIT oem? JIAFIRE T 73.2% (41/56 ) .
16cm? BAIFET 72.1% (44161 ) . £ GEAIER OFBLFILZ N Z 4 26.8% (15/56
f) }&1r36.1% (22/61f) ThoTo, AEFROBEIIONT HEE) D LEOFFE
FRTHEUIRR, MBI 2SR ORBLIFEIL 39.3%, BHMAIERORBLFIX
) 12% Th o Tm, EHIER KO GENER ORBRIT W UL TH%E] 2L Eown
FTHIZBWTH AR CIRIERS% TH Y . Fisher OEEMERFRIBICL D HERZET
RO BN Tz,

AEFLIEILR (FAS)

R
g

Fisher @
i N " $30 — )
HEHS BT HE DA, S S, 5 3L 0590 4R B ML
350
AJxA K| on? Al | 56 | 41 |73.2%| 6L6-848% | L
~ Efk |2 te =1.000
> oy F 16cm? 8% 61 | 44 |72.1%| 60.9-83.4% | P~
I s, A/ A K| 9cm2BUAl | 56 | 22 |39.3%| 265-52.1%
IR EP\%‘FXJ 2 Fe 4 H
A S R 16cm2 85| 61 | 24 |39.3%| 27.1-51.6% | P~1-000
A/ xA K |en? Al | 56 | 15 |26.8%| 15.2-38.4% | L
i;% ek 3T =0.323
7 Sy F 16cm? A\ 61 | 22 |36.1%| 24.0-48.1% | P
/ﬁz N 2 151 | 0, - 0,
| e éi?;’ Fo[oome @l | 56 | 7 |125%| 38-212% | , 4
L S P 16cm? K| 61 | 7 |11.5%| 35-195% |P71-000

9cm? BUHKIRE K OF 16cm? BLANEE DO BAEEIC BV T, UTW i —J7 OREZ BV CaEdi
B (5%LL E) IZER O b BHIER O FHEREGIIEMHIAR (9cm? THI#E 25.0%,
16cm? BIHKIEE 19.7% ; DL R, RO Z1T ). ILEERHE (25.0%, 18.0%). PEZRY
W (16.1%. 16.4%). FHEHVR (12.5%. 11.5%). HEEAPEE (16.1%. 9.8%). #
G (7.1%. 8.2%) . MEgRmiim (8.9%. 4.9%). FHJW (10.7%. 3.3%). Z=fitT LL
¥— (5.4%, 3.3%). HiE (5.4%., 3.3%). FriEFEIEMEILIREE (5.4%, 1.6%).
Y (3.6%., 8.2%). . (3.6%. 6.6%) KONTH (5.4%, 6.6%) Th-oiz, £72/
B (5%LL L) O GIAER O EFSILE AT D FEE (19.6%, 27.9%) ., i
FHEBALALEE (7.1%, 11.5%) K ONE AL ER (1.8%. 6.6%) ThHolz, 7ok, [
M CRARICHEBEENRBD GNT-HEERII -T2,

KIRBRIZB W TR EBNTIRD DNRD o Teh, BERAEFFRD 2 HFRH LT, 9cm?
BIFIEED 1 HNZHEBL L 7 IR ZE TR BREE & DR RBIRIZOWT TR E BV 7R
VL leem BEAIRED 1 BN REEL LA B EE i TR L) SRS,
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ARREEOEREZEORER (FTEFHMHIER. FAS) :

FAS 28T 2153 & ORI EERSETE SR W R F A 813 9om? BAIRET
3 6 7 ¢ GRfEREGEAD . ~E7 v g, ~~ 7 Uy Mg, f B
DRBEFEMRE O 16, arxro—L o 1 F, [ifEkEgd o 1 46]) . 16cm?
FFEC 20 41F (~EZ v D, ~~ 7 Uy M K OR M ERE KA 0> 141
~NEZa U O LE) BRED LI,

PR R RO R BLH (FAS)
B A g s | ERAD [REA

LD B | i | SSWIECH
ERBRTE L) |2 /5o F 9cm? BeFl | 54 3 56% | -0.6-11.7%
ERRCESG 2o F g 53 | 2 3.8% | -1.4-89%
R L) [/ 9cm? 7l | 54 3 56% | -0.6-11.7%
EEDEHT |7 E N T gome | 53 4 75% | 0.4-14.7%

et
BEIQO—ICLKP2FERNEDEHA (BIREFHHIER. FAS) :
PR & OEE R LIRS, 9om? BAIRE L OY 16cm? BUAIREILIC B 5% 26 W RF L OY
FETRE I IERFIZB W T, FEAEEEOMANILRED 57 (-0.29~0.58mm) . 2
FEA Wilcoxon #E OGS, MEERICA B ZIT R oo To,
TENEEOREMOEERTE D7 (FAS)
; I PR VN
A B pisge | X i | BE wilcoxon
- e
ooigns |X /A K 9cm? Al | 29 27 |0.58mm| 3.04 4B
FENY T geme gz 26 | 35 |0.43mm| 1.97 | P=1.000
TR |4 )2 I ocm? Al | 43 | 13 |-0.29mm| 325 |, .
HUERS 13 Bety T ligememus| 40 | 21 |01imm| 133 | P=0629
RESMRBEE (FAS RUPPS) :
PG T R XU IERF O 8 530 O Fofé B UUEEIZ B W T, TSRS DL Eo
SEF OEIE (BEHR) 1L FAS KON PPS LI Hi#EH T 48.1~57.8% D#iH %4~ L7z,
BRI O Z P RE TITo iR, ARARETRD NN T2,
AR UGERE (FAS ) U PPS)
v (M0 \ ek eppeicen | 2| 95% "
PO e 50 e |Wilcoxon| B4 | P RE
W |t DY WiE | K
A . . 48.1% 34.8-
ns| LTl T Sem*BA | emath) | sm | 6L5% | 4
el Z® 0 =0.444 - =0.524
w07 peememal Gt | oo |
q:lx_”i%ﬂje o | 9cm? s 54.8% 39.7-
ops (2 oot T (23/42 f31) 4 H | 698% | 4§
® — —
R . 57.8% p=0.933 | 433- | p=0.777
T eem® B (g5 i) 72.2%

* PR TSI IR D TSR DL EOUGERE 2R LIAEFIORE
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Hot flush ® 1 BEy[E%K (PPS) :

P55 26 WEFROME TEF T H IERER & #e G & 2 bl U7-fE R, WAtz Hot flush
DEBHRBREBICHEELRLENRO BT (1 A Wilcoxon /€ : & 44 H
p<0.001),

Hot flush @ 1 A ¥E1% (PPS)

i)

\ S| s | ey | g | LEEE
PRI R BIg | pIEoo| | g | WO

A A R | 9cm? Kl | 39 3 | 371 312
¥ 5 I te

Ny F 16cm? B4 39 6 3.74 | 417

A A R | 9cm?#iAKl | 34 8 0.60 | 1.03 |44 H p<0.001
26 HlF |m 2 e

Ny F 16cm? 47| 32 13 | 0.25 | 0.49 |4 H p<0.001

N 2

%TﬁWiéiigl 9cm? | | 39 3 | 047 | 129 |4 H p<0.001
HIERE D050 leememuml| 38 | 7 | 048 | 0.47 |4 B pe0.001

a) BEANC 0 [ETH - EFNT T~ TRHEE L TRV -7,
b) #FEG-HI O DELEICOWTOREEIT> T2,

Hot flush ®#&E (PPS) :
PPS IZ81F % Hot flush OFREEIL, MEEILICHRGZICREDRBO S, THE] 277
SiE P 5-R1C 9em? BIFKIRE 7 1, 16cm? BUHKIRE 6 il ThH o 7223, Bt 8 HMELAKIX
MREE b 0~2 il L 7oz, Felhpil $e btk 26 B UMK T IRE ST RS & & bhlg L
RS, WREALIZ Hot flush R ICE L CHERWENE O b= (1 FEAK Wilcoxon
ME 444 H p<0.001),

FTDIEE (PPS) :

PPSIZH1T D3I ORREEIX, WM& 5% IR b, [EE] 2R3 EFIX
B H5RTIC 9em? BUAIRE 8 ], 16cm? BIKIRE 7 BT o 7203, Fe 5% 8 FRE AR T liaE &
t 0~2 Bl 7p iz, BeHRTEFeG1% 26 W E M O T I S 1R 2 B U 7= 7 5
WA HIC T OREICE L TAERWENRD vz (1A Wilcoxon ME : & 44
H p<0.001),

HERE  AFOEGR I Z8AIEL, 1 HH7=Y E250ug. NETA 140ug % i3 % mfd 9cm? DRSAHHITH 5,

@ SEI+EERFREAER (Study 305) ¥

W AR TR B RE R IIEIR 2§ 5 BE 2 et B E NI IE R R 2 T 7
o HAHMBTERBA &L, A/ A Rarbe Xy Foiaelt (NETA ORGER) 2T
HRT [E; HAMALSIAI+MPA] Ll d 5, 7o, FEMEFEICHT2890MEICo0T
HIRET 5,
BT A v | FEES I B W LGB
B S I R R R
At REMDRBHTRERMBU FAS : 548 f5i] (£ A Kar e Ny T 364 i, FKHxf
HERE 184 f51])
PPS : 488 ffil (X /A Rz B Ny FHE 333 1], F2HExH R 155 1)
1. TEERTLEE
2. HARMAREE GREARE 1A ERE L T D) SO g0 B H EE
(% 1 @AM BB L T2 8H)
T B ELYE | 3. FENIEEMZ THEEMS GO, BRIET a—IC THFENEDOE I 8mm &
HCTHDZLENHERTEIEE, 2770, NSRS BRI 45 )T H ERi#E T
HOGAIFRET - THFENBEOE I bmm K THDHZ ENERTE 7=
B
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BRI

4. Hotflush CE# 1 H 1[ELLE).
EHTHEE

5. [AIEHUSFC 20 LA E 65 kARl oo B

6. IMiE™ FSH A 30mIU/mL LA B B

FIT K OIEZEMERD 9 HD 7 &b 1 HODIER

ESRAGTS B

1. FEhHaiRE (FEAEREAEEZ. FERZ, BEDa— miEFfRLE CRE)
RESME AT v A RARLVE CHIORTEERK T% 2 HE (14 BH) KEoRE (272
L. 7A—AIX 4R (28 H) Ko EE LT D)

2. FENBEHEEE, FENBREOBRE . XL DRWOH 5 BRER L IXZ OB

DdHBHEE

FEER B D2 T ihiE, T ENBEZ AT 5 8E

T EREE, RERAAORERSHMEZF T 2 BE XIIZF DD H 5 HBHE

HIEOERE, IIZDHNDOH L BRELE L IIZTOBFEOH 5 BE

o s W

BT ik

}/I4b:/twuﬂ=1&%3~4a Tl 1m GA 2B FREEICART
EEMEBE . =X T U4 —LAA] 433mg 1 & 3~4 B2 1E GA2[E) F
¥R B AT
72, MPA25mg % 1 A 1A %5
B EHAR - 52 HER

R F

Rett TRIFWEAH
BRI E B

R NI BEE RS R

R a—IC LD FENEOES, BEFLORIE (&2
FER, B GIERALER) . BRI 2

: FRPRIEMR B E  (Hot flush @ 1 A SEHE%EL. Hot flush, 3
T2 EOFEE) %

At BIRETEER

BRIE-3E

BERERDIEEDREE | FHIFF NI  ARE 2R GAT & i L, 6 B E
YTt - CHIE LT,

Bk THEEE) - 272 1)
By - TR TR — el
() — THhaRpEs ) THaEEE) — TR
IS | BERNCH AN TEAR L

3 b1 TERNTHE~T 1B EoHELL
ME5a& YERLE LY

TERwE T
MhEERE]: 15
EERE:

yEJ
=

FEEAT

pa(lt

AERUEILEM 5% & L, [FHEAEIL 95% & 5, 11 NIRHEFRIER BRI PPS %+

B RNT R GEEM & U, AERFRLLSOIHE L FAS & L, HEFRITRZEMEOMRT T

GAEM & LTI %,

T2 FEFMER

FERNRIEFEEFKITRE : PPS LIS CHRIL L 7= 75 NIREEGE G (CRE& 561 &

RBIMNIERL ) bE DTz, BERED L ORRBERLOZE O |l 95%(F FEIX [H

DOEREZEB L, 20O EREN 2% 5 B2V L 2RI D,

Bl R EFfIE B

BEID—ICX3FENEDEH : REFICEEEZ R T 5,

HEEZ GEMER) : &R, FRBIORBFE L ORBEELEF T D,

BRERIREAE « MIREERE RIS AT TR OV TR B 2 FJH T 5,

B R ETE I8 B

Hot flush @ 1 BEHEIE : BRI EIEZ R 2, mL&U&ﬁ#

DNWTC, BT L IR G BIAM & OREN LR 2 1424 Wilcoxon BB 12 T

L. 2 BER ek A Wilcoxon BN F EIZ TEMT 5,

BRERAEIK (Hot flush, F:F) DIEE : [HEEUE) D EodGERE2 G/
TEICHEM L, 2 B A 2 BOEIC CTEMT D,

Bt
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i

FERNEBBERRE (TEFTMEB. PPS) :

FENEPEIEEF BRI A /) = A Far EeNy FRHEOEESREOWTNE 0.0%
TV, FBEEOETI0NTHoT, £/2, FASIZBWWTHEKTH -7, 1l 95%
BEXE ERIE, A/ oA R ey FRET 0.81%, EFGFHIET 1.74%TH Y |
VW94t Committee for Proprietary Medicinical Products (CPMP) 5 A KT A I FL# S
NTCn5D ERTH D 2% % B2 e hoiz,

T NIEBESEE R B (PPS)

BB PTG e T | LSS (B 0

G T Ee 331 0 00 081 00
SR HE 153 0 0.0 174

1) FHMSFIEL : PPS+PPS LIS O T INIBHEFRAE TS B, 7272 L, K561 & xtgeoMaldbe<
* = ([TENEEEREEREEL CREEGH &g abR<)]
[PPS+PPS LIS~ B NIEHBEREREE CREGH & xiE4MalzFR<) ]} x100

BEIDO—ICX32FENEDEH (BIREHMEIBEE. FAS) :

FEANEDE I TG4 24 WIFICOCHIM L, T 0%, %51 52 I T HIERC
EDHETIEEAEEH Lo, WTNLERKR EMEE 58 TIER, £/,
FHEGWEEL OMITIFE A EE TR N2 T,

BEra—Ick s FENBEDOEZ (FAS)

Be 5 24 iy fﬁ%ﬁ%
XU Eq Fas e %ﬁffwﬁ) 364 (0) 340 (24) 363 (1)
Ny TR Rl 253+1.25 | 3.18+1.48 | 3.04+1.54

HEAEF  (mm)
Bl (R0 184 (0) 159 (25) 180 (4)
FEFE S HRAE TR

HEHER  (mm)

2.56+1.16 3.42+1.57 3.18+1.62

T2 (REeMOMITHRER) -

AT Rarv ey TFHICEBIT 22T EROBIEMARILERIL 364 HIF 164 14
(45.1%) . & 5IACAER OFE B 364 B 93 ] (25.5%) THY . ERENEMIZE
SR CIE I REE R 45 1 (12.4%) . FLE R 37 651 (10.2%) . FLEE 26 B (7.1%) .
R 20 1 (5.5%) . 53N Tl ERALE 5 FERE 63 il (17.3%) . i AL
HLEE 34 %1 (9.3%) . W HENLRZJE 2 29 fil (8.0%) Th 7=, ®IEEZHIT 2 2HIE
ROFEIERFEEERIT 184 FHdh 93 il (50.5%) . #5-FALAELR TIX 184 it 33 i
(17.9%) Th o7z, EREWEMIX., 2FERTITILETLRE 24 1 (13.0%). FEHHH
18 % (9.8%). FLEFEJM 16 ] (8.7%) ThHh Y . HLHIHALER TIdid AL Z 5 PR 24
B (13.0%) . 1@ FHEROL R JE 2% 10 ] (5.4%) Toh o7,

¥, KIERTIIHEHNIRD DN hol-, BESAFERELII, A/ oA Rart
/Xy FRET8HI (22%) (29, PBEET6H] (3.3%) ([C7THRELZ, T HBRA
REBRPEEINRVEERAERFRITI, A/ o Rar e Ny FHT, ALAME.
FLEE (). IR 361 3 14 (0.8%). *FREECAHIED 14#] 1 1F (05%) (ZFH
L7z WILICEST-HEEFRIIA ) oA Rar Ee Xy FRET 14 6] (21 #5), xHHREE
T126 A7) ITHH L, A A Rar ey FREICBWTCITIEE 1 6], +
EOEIEARIE LB, 0O Ok LB, FREEE 16, e 180, FLEIEE L, PERR
M 1 B, @ EALR G 4 B, i FEACALEE 4 B, SEEALE O FERR 6 Bl TH Y |
KRB BV IR E IR LA, = FIEmiE L Fl, 56 2 6], SEZENERE 1 61,
77 FREZE L], HRS LB, FREEYE 3. A L6, BBIEUR L. e R 1,
FLAEES W L], FLEE 16, @A R E R LB, Rk 1l Th o7,
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A2

Hot flush ® 1 BEHEHKICKHT 5R (BIRFFMIER. FAS) :

Hot flush ® 1 HEHEEIL, A/ oA Rar ey FRTRGEMERIC 2.934 A TH
0. 5% 12 F20499 [ & K& D L, ZO% LRI L, #5124
REIX 0.383 1], $&h5-t% 52 WK XX H LRI 0.256 [B1TH 7=, FeH-BIMERE & ORENE
ORGSR, Beht% 24 #IE, 52 HRFSUIF IERFOWT BN T, AEZRBD BHR
b HT (1A Wilcoxon BE : 4 B p<0.001), FEEGHEEH A /oA R Ees
v FREE RBROHER 2R U, BERIIEIRORE R, & 5% 24 BFRE, 52 BIF X TH LT
RIS BRI 0 b o 7= (Wilcoxon JIEAZFIME : 4% 4 H p=0.086. 4
H p=0.169), 723, PPS IZHB\WThH, FAS B L LI-BE LITIERBEDOR BTG S
iz,

Hot flush @ 1 A ¥R OXRREHIHERE (FAS)

B A /)T A R ;ﬂﬁéﬁ ﬁﬁﬁﬁtb%ﬁ&
BRI HHH 2V Ee wffape | Wilcoxon JIEAZFA
i B
. UES 344 172
bR At S £ Y (R 2 2.93+2.62 3.20+4.05
. il 332 159
12 JERF —
LR B R VR 7 0.50+0.79 0.51+0.90
ES 321 150 _
24 IS PR A 0.38+0.80 024x058| 1 PO0%6
5 5-BHAGHE & DOFEPN ELER 4 H 4 H
1 AR Wilcoxon i E p<0.001 p<0.001
% 314 146
40 i ﬁdi&\ _
SERE R VR 7 0.29+0.68 0.24+0.58
% 342 169 _
52 R | PR 0261070 | 033zo77 | 1 p=0169
FPUER S a - ORENIEE] 4 #H
1 FEA Wilcoxon #& & p<0.001 p<0.001

TE) BRI - B 5BHAARAT 1 BN 0 [8]Cdo - T 2Rk <

Hot flush MFEE (BIREFMIEE. FAS) :

Hot flush OFREFEIT, MREdic, H 54 24 #EF, 52 A UIPIEFHCB N T, WTh
HLABERGENRD b (1A Wilcoxon HE : 44 H p<0.001), 7235, PPS IZHW
TH, FAS XI5 & LA L RIBROFEED S LT,

Hot flush MFLEE %9 D ZER (FAS)

= A HOt ﬂUSh @*%Ez: 2 —
R R 1 51 %P9 B i EER* X HRE
A )T A Rarbe 74.2% v?=1.173
. Ny FRE (239/322 14) £ H p=0.278
24 i =8.89
s e Ny . 0 _
FICHS R (119/151 )
AT Farte 81.3% v?=1.627
52 3 Y T Ry FRE (2781342 f3i]) 4 'H p=0.202
Lk R U, 76.5%
FIxFHEE (130/170 1) -

o= (EEdeE) U3 THRREEas] OB AERHlie 841 < 100
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HADEE (BIRFFHMIER. FAS) :

FITOREIL, W, 5% 24 HRE, 52 BRSUIP IR NT, WILb A
BERUGENE O B (1 A Wilcoxon E @ 44 H p<0.001), 723, PPS IZHBWT
H. FAS x5 & L7GA L ABRORER DS BT,

FEIT ORI CxET D% ER (FAS)

= N T ORI e
nq:{ﬂfﬁﬁ%‘:/ﬂ\;ﬁ &ﬁ‘ﬁi ﬂﬂ‘éﬂ;%%z* Xz ’ﬁiﬂi
il e A xTA RA U Ee 73.3% ¥%=0.003
] * 24 s Ny FRE (222/303 #1)) 4 H p=0.954
; e st 17 73.5% B
Ak A (1007136 )
A ) TA R e 76.1% v?=0.359
52 1% Ny FRE (248/326 1) 4 H p=0.548
Ik RE b S 77 2 73.5%
A (114/155 1) -

*oots (EEUGE) U3 TREREeE] OF AMERHiid 5451 < 100

(5) B - HAERIRER
AR L

(6) J& B AafE A

1

ERARERE (—REARERE. BEERARGERE. EAMBLERRE). "HERFTERT —4~—
AHE. HERTREBRABRORE

o R R A

PR E 22T T, ARG L Ao & R EomER AT 72,

Hot flush OFREE R OFETT OARPUS DN T 4 Befly VETRIC KR 0 5 RIS/ 2 D3 ETHIZ SRR 72
W, HEVRICRDA, L) ZAEHEL L, RSB 2AHE GERLGE, TEEK
B OBERE, AL B EfTo iR, AMER R S T,

Hot flush OFEJE K OVFEIT ORI O R
RER Hot flush D F2 FEIT DARDL A RNMEHIE O #h3E
At JH Rt ol A 76.9% (610/793 #i) 77.5% (558/720 i) 92.4% (834/903 i)
R [CERLEE+PEESE) 1 CARMEMRT S GIER] — FHixF5:44) ] x100
BahZ= [HER] (B 2T R GE ] — REmer4241) 1 x100

FERIE OBEBRET — 2 DGO NTEFAOFERBEIILL FO LY Tho 7,

FENBEEOHER
B Bl Gl e h1% R
it JH Rt o A 411 5 3.50+2.96mm 3.28+2.47mm p=0.104 (NS)

PENEHRVERAE NS AEERL

BIVEATE, 1,108 i 277 5l (25.0%) 2R Hi7-, TAREMWERIZ. RIE&Hii 150 4 (13.54%)
FHOAG R L ORERE 191 i (17.24%) . @ AL E S 35 14 (3.16%) . i AL Z 5 FER 15
f (1.35%) EDO—fi - 2HEERL X OB G OREE 62 #] (5.60%) % ThHh-o7-,

2) EABEHELTERFPEONBRITERELLAE - HBROME
YL
(7 Dt
AR L
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VI. ZEZNEE(ICEH 9 5IEH

1. EE2MIEEH B ILAMRLLANE
IRMSOF—IL:
YRR L £ Al
—f4 : TR DT OV EEBT AT, AT A rsy . AR F— R
PR < BIEO B 5 L A MO BIESUTHRER, BB LEE BT = &

BEER/ LT FATAY:

AR LE A

—fR4  TarRTar, A RaxvTuar AT i AT, Y RasfAxTay, LR VAR B
LLip Y

EE B H DG OMRENTNRFIL, B OWMNLEEZSZRT 5 2 &,

2. EIEEH

(1) YEFRERL - /ERHLR
PNEAMSRE DR MR FICE ) = A b Ao DR 212X D . Hot flush, F&IT45E 0 I 44 EEh R RIEIR 23 5] &
HZEND, TAMRFUCOMFTRICEY 26 OERITET 228, =X brF o+ ERNEICRT 5
HATE I A BT B 7201, EIRARAE CHIOPERBEE R Th T\ 5,
A)TA RarbteNyFidk, TA T IF— N EWKRNVEL ThDOEE ) NVTF AT 1 RN
HESHFER~ME L, TA NI UA RN VT F AT 0 O P EE A B S5 - b
(2 &> T, Hot flush SCRITFOIERZE S TS L & B2, = A bl KD FERNEOBEEMEZE L&
il x5,

(2) BN EZ AT T 5 AERRE
FEREICHT HER (L)
PNEARE L (4% 3 JB) (A T U4 —/b 50ug/HAEY % 4 HMRERGT5 & FEPRIRITIPEIG
(HEFEEA) CHEUL L 2R s B b Lied, = A T U4 —/L 50ug/ A Y R OEERE ) V=T AT a v
140ug/ B FHY4 % 4 AR & DV TR G925 &0 FEABRIE SRR LT ERIC RS < SR U3
BRI AR U /- MRk I c B b LT,

(3) VE FARIRBSR - $HHRAER
M ER e L

24



VI. EMEREICEE T 5IEH

1. MAREOHTRS
(DAmEFEM M FRE

EERR L

<723%>8)

AR MR S OB R VEIE O UGE LB R IMIEF = A T VA — VIREIX, & 35~70pg/mL %L I
TWb,

(2) ERERFER CHER SN =M HRE

1.

BRI E (FRRRERZME)Y

PR 2 ST RSP B 3% DR L PEBBIIZ A /) A R oSy F (9em?) K& HEH G (
96HFIALST) L7ZBRoIiF =2 b T A — ViR EEIE, MEfFRA~8IFRICIZ B 5 L, BG4 23585 ]
TCmad ZHIFE L. A6 (AGFHE THE) £ TIRIE—JEITHER STz, BRI 2405 £ TIoH=e

S L REATRTEIZ R > 72,

Mg v F AT v PRI R A~ 8RNI I3 A U, AE( 1258 507 TCmad ZRIZE L. AL 1%
9P E TITIT —EREDHMERF S, FRAIR ., tRA 2D LT,

(5 PR ENE N T A — X

TR KTV JIIVEF AT
Cmax (pg/mL) 77.5+21.2 651.5+254.0
AUCo.132ne (pg-hr/mL) 4973.8+1970.6 52265+23133
Tmax (hr) 23.5+11.8 58.5+26.8
(meanzS.D., n=8)
(pg/mL)
100
n
ﬁ 80 |
pu
A 60 |
I‘
2
D% 40 |
T
l 20 |
=
E

0 12

24 36

48 60 72 84

B F (hr)

4=

96 120 (24  (36)
(B #1 %) T : HEAF
Lo BRA

HEHS RO MG = A T U4 — ViR OHE
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MV IONNHYHECBIHE

(pg/mL)
1000

800 |
600 |
400

200 |

24 36

96

60

48 72 84

R (hr) '

12)

(36)
()
Lo BRA

(24)
(B #l %)

HEIRE R OIMIE R 2 LT 27 0 VEEOHR

RE®RE AR REREM)

PRI A% S 4R DR B4 1 % D R R P12 A ) f R BNy F (9cm?) I % KAE & G-
(Q4F RS LEEBRoMmiER T2 b T DA — ViR T, 18] H B2 4~8RF ] Tl AL,
A $222. 7P [ CCrand TEIE L 72, 11R1H R 2415 ) LARE 1 3R B ARy £ TLO8RFIHI % 2 B & . 7
TOMER R TIAMER I Y bAER LR ZR Lz, 0B, RiEBRAI%24AREHE £ TIOESLMITIET

L7z,

MmygH 7 Vo F 27w RETLE B A %4 E TIOEPANT EF L, B2 35.005[#] T Crax| 2 E
B L7z, 1E] H R 248 M AR 1~ T OMER A CRMSERT L 0 b A ER LR 2R L, BRA%EO

MyEFEE IR IIK T L,

M5 PR ENE N T A — X

TR RNT U=V JNVTF AT T
1 | Coax (pg/mL) 127.2+1335 805.7+760.7
1 | AUCoron (pg-hr/mL) 4925 5+3637.5 44846 5+44680.6
H | The (1) 22.7+14.1 35.0+17.3
4 | Crex (pg/mL) 94.0+86.1 773.14575.2
5 | AUCsao.sssn (pg* hr/mL) 4547.3+5432.6 57424.0+42392.6
H o T (1) 254.3+6.0 276.0+18.4

(mean+S.D., n=12)

(pg/mL)
i 250
= T
/B
200 |
T |
i 150 || r
35 mean+S.D.
S 100 | (n=12)
238 I
50 |] - 'T\
L L -
= . NN
E O : ";” H . mm.y
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 (24) (48
(B Al 1% )
1) W W ) v
B (hr) T AkAF
Lo BRAl

FAERATRF O Mg = A b T P A—/VIRE OHERS
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(pg/mL)

1600
iin}
==
/A
1200 | T
J mean+S.D.
17 (n=12)
T oo |
F . .
2 LE S
T L %
o 400 || e L ‘)
j/ ﬁ
= - .
3 0 ) ) ) ) A ) ) ) i-
48 72 96 120 144 168 192 216 240 264 288 312 336 (24) (48)
lT lT lT l (B 740 # )
T
B8 (hr) 1 BRAI

KRR Mg /) VT AT v VREOHER

3. RIEHRS (EFEHEEXIINEREEESE)?
AR XIPR RN AT HBFIC, A/ oA Ra v Be Ny T E3~4H0 Z LI TS
fFL7%A, EHMmER = A 7 U4 — ViR L8 5-711.55pg/mL,  $¢5-811%71.73pg/mL. #5516
W (CUIXHIERE) 41.91pg/mLCh -7z, £z, FHMEY / V= F A7 o RET, &58l%
463.49pg/mL, #5-16#% (LI IERF) 400.15pg/mLTdH - 7=,

(3) i
BB L

D BE - HREOHE
B L
<BE>

1. BEOFE
AT R oSy FITRBBINERAITH S 2 Lnb, REOHER CRFRIICEET 2%
FUIR,

2. BHHREOZE
I 7. #E/ER OmzHR

2. RMEER/T A —4
OF Lo
AR L

(2) RIREFE E#h
M ER e L

(3) R
LR L

BHoIVT7530R
UL

6 HHEH
DR L

6) Z it
DR L
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3.

4.

BER (KE2L—a>) @A
(1) B ik
AR L

(2185 4 — 8 EHER
AR L

LS
TR (TVIL 1. (2) BRERERER CTHER SN -MPIRE ] OEHSH)

il
(1) M 5% — i B P9 @ 14
MR L
<BE:Tvhr>9
YU B4 5 > BT [MC]E2+NETA ([“C]E2 : 184+NETA : 376pg/kg) M U8 E+[“CINETA (E; : 184+
[“CINETA : 188+NETA : 189ug/kg) % HL[EIRZ T 5-1% O BN B BESR B2 K OV B U eI FE & T 3R 1S

i—\‘ﬁ_O

Pelhit% 2 W) Pel4% 8 W) Pebii% 24 FfH] Pebi% 96 HFfH]

] 5% ] 5% ] Uk 1 k53
E 4.69 2.60 3.07 3.37  |MRMIRALIT | 249  [BRHBRFLUT | HRALLT
NETA | 13.0 416 |BRHERALIT L 191 [BRHERALIT 126 [BRHRALCT B HERA LT

(BT : ng eq./g or mL)

(2) %k — FRAEEAPTRIB S
M ER R L
<BE:TvF>9
IR 18 HH DT v MZ[MCIEANETA ([Y“CIE; : 181+NETA : 374pglkg) K % Ex+[*CINETA (E; : 179+
[“CINETA : 189+NETA : 186pg/kg) # HiE|fZ F#eh L=,
IXRMSOA—I
JR IR OB REIREL 1T, &5 2 2 (T RER LA PR D 5.88 fi5 Th - 723, 8 IR IC IR EZ 7~ LRk

(=

BRMAERJEEE D 134 5 L 700 | 24 IFfARICIZ 874 2 Th o T,

BEfE/ L TFRFOY
B O RERREE L., 5 2 BRIl 2 URERIM AR FP R EE > 0.207 fi%. 8 MR £ 13 REER i

(=

IREED 0159 5 Thd o722y, 24 BFZRITITM R ARG & 72> 72,

@) Ft~DIBITH
AMEE L
<HE> V. 6. (6) 2ILME OHEBR

4 BERA~DBITH
M ER e L

(5) Z Db DRI~ DFEITHE
U ER R L
<BE:TvF>9
IXR+SOF—I
PNERAEH 7 > H:[“C]E2+NETA ([14C]E2 : 184+NETA : 376ug/kg) # Hilalfz NG L7k g, A aeie e
(ESisS - NN NN N A R . FEETELS holn, #5514 96 B CTIXAFIRUS O IT T ' T

PRAN & 7o T,
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BEE/ LT FRTOY

PNEAHEH Z > BT Ex+[*“CINETA (E; : 180+[*CINETA : 189+NETA : 188ug/kg) % Hi[alfz FH5- L 7=k 5.
BRI, e, /NG, KB, BIE. B, AEENE TE Rolz, 5% 96 KA I & O
PN LS D AR 13 E B T BRAT & 7o 72,

(6) MIFEBFEEE (/n vitro) ¥
Ixh791—»
ERE ARSI, 98.4~98.6%Th V. HSA KO SHBG & OfE&E#HIT, FiEi 97.5~97.9% &
21.4~23.1%m*7>o7to
/»I?Z?D/

PR A S RIL, 94.4~952%TH V. HSA L TRSHBG & OfEE=IT. FF1 90.4~90.8% K% (N 7.2
~1o.8%fz%>o 7o

6. X

(1) R BER L B U R B
<HZE> (in vitro)
IR OF—L 0

(& C 17B-hydroxysteroid dehydrogenase (Z & ¥ E; ~F[WiAJICZEHL X, £ D% Eild 160-8 Re v

E: 2k L. Es?b Es-16-7 /v 7 v VEBIAIR (Es-16-G) & 7R D888 [—#% Es-3-hilk-16-27 /v 7 1
PRt ok (Es-3-S-16-G) 1I2fiiand] &, 22 R v E1 2 L TC2-A XV ELICE LR L O E )
5 Er-3-Bifgi AR (E-3-S) 10X D 3MIKIcELE LTHIND, —Ji. E1~DOEWEZ T2 o712 Ex 1
RIZ BT Exr17 77 v URRAIR (E-17-G) ~EREF S, —IdRP~PEE X4, ZE 0 ITFy
MAINZEREY . sl %erﬁﬁ%M7ﬁw7m/M@Am(a&sﬂe)Aﬁ%éﬂéoa&&me
KON Ep-3-S-17-G [F i ~HEE & =% . 5% Tk iR, BiA %% E-3-G H 5 W0k Ex-3-G & 72
D —EIXIBIRER 22T A EEZ LN TWD,

0OGlc
HO
Es E2 17-7 V7 v AR
T J (E2'17‘G)
6] O (0]
----- OH
HO HO SluO
16a-t Fa¥x K E: E1-3-fifgfa &4
(E1-3-S)
l H l 0]
«OH H
HO HO
Es 2-t Fr¥vE
b ooom | o
«0Gle MeO.
HO HO
Es-16-7 V7 v @i aik 2— A ¥ Ey
(Es-16-G)
Ea DHEE RS
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BBt/ L TFRT O D21

RN C NET (2K o3 fif S, EIZHFIR T A*5-reductase & O 3a-hydroxysteroid dehydrogenase (= L ¥ i& ¢
S 3a,58-7 b T B R NET 0 Z ONARRMERICRE S -, BiRL 7 V7 v UG 23200 5,
F72. NETO—EiEZ=F =V ERIZbR@cshds BN TND,

OCOCH3
«C=CH
O
NETA
OH OH
wC=CH mC=CH
HO 0 \
H HO :
H
38587 M7t Fr NET NET 3g5a-7 F 7t K NET
OH
wnC=CH
Ho' g Ho'
3a,5387 7t Fue NET 3a,5a-7 7 & R NET

NET DHEE RS

QO RJIZBEE5T2EE (CP%) DHTE. B5%
L L

Q) MEEEMNRDERRVEDEE
8 B MRBGR DO 728D | Tl T DA EIEE )R 2 52 1T 220,

B REVOEEDERRVE ML, FELE
IRFSSH—L W
ERHDIEL RV E TH D, TENENDIEEICOWTIILL FORENRH 5,
NEHTH T » Ol EE AL A FEIRIC, Ei. Eay Es O /fliztb#z L7, R &G Tomg/RERE (B L
K DOf{k) 1%, E1 0.5ug. E; 0.25pg. E3b5pug Tho7o, MANEE (WIELHEESIREZZIT D) TOHR/NERE
RlE, E150ug. E, 10ug, Es40ug T o7-, K PG ROMAERY (HIEEEZE %50 5) TORh
#iEE (B EEROMb) 13, B3k b DlniEn o7z,
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Erfs/ LT FRTOY
M ERR L,

7. R
(1) BE M AR AL B UR R

¥R

(2) BEt 3

<HBE Ty F>Y

PUELHE tH T~ B I [UCIE+NETA ([C]E: : 182+NETA : 374ug/kg) M U8 Ex+[“CINETA (E; : 177+
[“CINETA : 187+NETA : 187ug/kg) % FZ P65 L7z & & DR K OFEH OHRIZ SV Tigt L7z,
IXR+SOF—

e h1% 96 FRRE £ CICHEIITIFITHKR T L, #&5#% 168 B £ TOR LK O #E P OFERIZIZENFH 23.1% M
W T724%ThH 7=,

EEE/ LT FRTOY

e ht% 72 FRRE £ ClICHBIZIRIER T L, &5% 168 Fif £ TOR L O #EP OHERIZIZENEH 16.1% M
N 80.0%Tdh -7z,

(3) BEMEE

8.

10.

11.

1) BEEES Y
PR S AR P A A O A &L PE 8 BilIC A/ = f R Be/XyF (9em?) 1 #% HilElf 5
(96 FEFETAGST) L7-BROIRH Ex KOV NET OHRME X, ARIER: RISV CTHERTE & g L THE
PREENIAEE® BTz (Wilcoxon 55 FHIEAHUE : p<0.01),

2) REHSEY
PARE 1% S A IR B4 HH # DRl A &tk 12 BIllC A/ =4 Rt Ee/tvF (9em?) 1 % KERS
(B~4 BB B %, 14 ARIAEA) U7, BEATRTERGAH 2 O RIERERICIBIT DR T E, K OYNET £
NENOPEEIZ DWW TR LIZEZA, WL A ATEE LB L TH BN B 5 7= (Wilcoxon
P HIEAL AR E « p<0.001), F7z| BRAIGER TR It UHR s Lz,

bS5 U AR—2—I2EY H1ER
U ER R L

. EBNFICEDBRER

AR L

BENEREET HEE
MM E R L

Z Dt
AR L
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VI. £2% (ERALDIESF) ICEAYTSHIEER

1. EERBELZDEH
RESN TR
2. ERRABELZDEH
2. B (ROBHEICEBRELLGNI L)
2.1 =2 b a7 ARGEVEEMEES (B 203, FE, FERERE) ROZORWOH 5 EBH

UEBOEND D VI 21T 2 B3 H 5, ] [8.2 ]
2.2 RIGHEO T B NEIEFIE D & 5 BE
(B NBEEE a2 2k a1 B 5, ] (8.2 5]
2.3 OB O S 5 B
(FLUENERETDLIZ LD D, ] [8.25MH]
2.4 MmARVEFHRA MR FEARAE D & D HBE X Z O ER DO & 5 B
(=R ha 7 A FEeE R 28 s, mREREm Z2RET 5 L oRERSH 5, ] [11.1.2 8]
2.5 ffRrtomiedEte g (Bl 20X, JEERMOEER, BM2ed) Iz oBEERO H 5 B [15.1.3,
15.1.4 8]

2.6 AF|O sy x5t UiBBUE ORI O & 5 B

2.7 WG SUTIENR LTV B ATREMED & 2 ot M O flid [9.5.1, 9.6 B ]
2.8 EELITEEDH 5 BE [9.3.1 5]

2.9 ZWoOREE L TR WRG RO H 5 B

(M2 FE BRI L 55613, BOBE(LH 2 WITBEM b2 RS Z L2355, ] [82 ]
2.10 A7 4 U AEDBE DERNEET L L1355, ]

(fiFin)

2.1

2.2

2.3

2.4

2.5

NEOTMLELNENOTZ T PA— V8K O FEEFESER 2belic#&lL7-, =25
VA= VEIANZ ILEORRHEHFETH B,

HIELF E AN EDOIEICHOWT T A ha X U MEED R A2 "t 2 nmbhnTEY, =X b s
ARAFENEY K O Z DR O B B BE TSI BEAR DS 2 L b THR) &Lz, 9
. TENEEORAICET 2 4MEORKRRBROERICOWTIE, M5, ZOH/MODFEE] OESHE,

T A huyy EEERVEY EOBLAFIO 5 H AR E I AR K B HIRIE ORI R 2 H T
LA IBOFEHFEHTH D,

SEORMCERRENOT A N F VA — A ®BA O NERFRESEER) 2bllciifiliz, =27

VA= VRIFN LB O FHTH 5,

WAZIEWT HRT ICKDHREHIY A7 2T 2720107 v AT T ¢ 7 BAE 2 (b R 5B
(Hormonal replacement therapy after breast cancer - is it safe? - : HABITS) 233 &, FLE O BRI D

& DML, BB O W U C HRT IZ X 2 H R OLBRIENE L 225 Z E B350 b,

2003 FFlCH b ENTz, ZORREZIT THROBEREO & 2 B3 145 ITRE LT,

HABITS Tli&. 442 FlOZMENEIEZRIZ HRT #E L& IE HRT BEIZHID AHT 4, 4 S0 BBRAER .,

HRT #£C 23/221 iz, FEHRT BET17/221 B2 B 7= 72 A AR BL L. FAXTERRE (95%Cl) %24 (1.3-

42) Tholz,

AEOWRM CELOENO TR N7 VA —VlElo EEFREEE®R #b ez, =X 7
A= NVRFNCEOTEFETH D,

PRV AL, M/ REERREZ m &, MR EERE K1 DOpEA A T ST 5720, Mg m & 2
T HLOWMERD D, iz, MAREFIRK-CMZERIEZ S0 OIBEE L TEE TIX, b iim
TWREEERENTLE L CW D AREMERNH D . Z O X 9 REBEDAA 2G5 S D & IMRIEN R T 2 Al Ee
MWRH L0, 2L LT,

HME T HEM S U ERRRBROR R, AT A b s - BIKERLVE CRLEFIR G TR AR R
b7 BB GRS W T, Bkt mie SRR EOEREN &< D L ORER D DD, Tk
=& Le, wEiRrE LR E 2R O FEEIZRE T 2 SMEI DO BIRFRER DR RIC OV TE, 115, Z DD
IR DHEBH,
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2.6 —fRAYREFFHELE L TR LT,

2.7 AFNO KRR Tl UTIEE L CW S AREM 0 3 2 A R ORI SN TR Y, T0%4E
PEIITESL L CWRWZ En b T8 L Uiz, (19.5 8681 9.6 B3LIR mEBR)

28 T huF L FulR =S I EICFRTREIEND ZE0ns, IFEEDH L BE] 12OV T
X RO ELZATHEEICETAIEE] & LTWEN, THERIEEDOD 2 EE ] IIFICEEN
VETHHZ L TEEE] &L,

AR O HITEE L TiL, FaNCHFEZ MR L, ERRBRENRNI L 2MRTH I &,
728, AFNOEERARERIZB W CHEZEORIERIZA STV,

2.9 ZWOMHE L TW WIS FENEREIC L 256, BOBMED 2 WIZBM AR TBZhlH D 2
b, R E Lz,

210 A P AU BT 0 F A =7 NERLT 4 U SEDIER ZRET 2 BE NN H D720, [
L7,

. DEXIIHMRICEAEST 5FE L ZFNDER
V. 2. ShEEXIIHMRICEET 5FE 25HTH 2 &,

. AERUVEA=EICEAEYT 53R L ZTNDER
REI LTV

. BEEGERMIE L ZDER

8. EELEANIEE

8.1 AEIZEBWT, IR E U H & KRR E FI 2B U=tk Tid, SLE IS 72 DfaRrE s %t
WHEDOZMEL I L TR 720 . Z ORISR A EINC 2 2120E> TaEm b & OHEN
HDHDOT, RFOFERICHT= > TE, BEIZHLAADY R7 ER_XRT 4w MTOWTH5 728
ZATH & HICHER/NBOMEHICE EO, EBRERMEHZITDRNWZ &, [15.12%H]

8.2 FEHRNCIBEE, FEFENZEOMZ., LERZIT N ABRZ (FE2H T 588 B8V TETE
WS K VB EEREIC L2 FEANBEEORIELZ &) 217\, FEHBRGEZ IXEICHLE R
2t NI AR 2 2175 2 &, [2.1-2.3, 2.9, 9.1.1-9.1.3%H]

8.3 AHNZMEH L THLEDBED N WGEIZIE, AFIOFEHZFIET 572 C#Ey) e @Es1To5 =
Eo

(fi#Es)

8.1 H[E THEME S - KIFEEEHAE (MWS) [ZBW T, IRV T Al & AR LT o Fl a2 B0 L
7o ek, FE IS 7 DEMRMEN K REEO LtE & il L TE < 20 . 2 OfERMEIZOFH I 2 B
ROIES TELS RDEDWMENR DD Z &b, RKFOMHEPIZH Tz > TIE, BEICHLAFOY 27
ERXT 4y MZOWTHo7edil 2175 Z &,

Flo, BEE/NROFERIZE EO, BRERHRG TRV &,

8.2 MBS DERAER - FEFEF ATV T, RE CAHFEHRIEIS X0 U M O IR S L o faliit s b
ATLLEOWMERDH D,
AFNDOFERICER L TiE, BEORIE, FERKREFZzZOMZ THREL, REMAUTRER (Dl
b1 LE) F ABERZ (w2777 4 —%) KORARRES (FESEMEE. 5= AEH
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8.3 AHIZMHEH L CHLEDBBD LN WIEEICET 5 e EEHE L Ciedi Lz,
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9.1 56HE - BERZEOHIEE
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FEBEOREZMET 28T 0NH D, (8.2 5]
912 FENREDHLHEE
JERDEES 2800855, (8.2 5]
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DY (h-:E1
JEIRNHET 2 BEN0NH 5, [8.2 5]
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9. 1.5 WIRRDEE
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9.1. 7T AT X IEEHEAKRIRRED BH
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9.14
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FHEPE CILREE STtk A R AT LI Th > 75 E . SRICABRRIET 5L STV 5,

S O FIRIE R T B M O FLERERE A KE 0y &2 5 5 0T, JERE ORI, EIRE 2R 5 =
CNEETHL EOHRELH D,
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VETHDHZENORE LT,
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2 —ThbEOEWE. HRT 22174l SLE ORIEY R 7 NEL 25 & OWES L bIL, AKKIH
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E4 pNES|

W 7844 CombiPatch®

FIE transdermal patch

IR FE A4 Noven Pharmaceuticals Inc.

System Size : 9cm? round

Estradiol : 0.62mg (Nominal Delivery Rate: 0.05mg/day)
Norethindrone acetate : 2.7mg (Nominal Delivery Rate: 0.14mg/day)
Hiks - &
System Size : 16cm? round

Estradiol : 0.51mg (Nominal Delivery Rate: 0.05mg/day)
Norethindrone acetate : 4.8mg (Nominal Delivery Rate: 0.25mg/day)

KRB 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.

IEEAESHIES + Treatment of moderate to severe symptoms of vulvar and vaginal atrophy due to 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
prescribed at the lowest effective doses and for the shortest duration consistent with treatment
FE KR OV & 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: 0.05mg
estradiol with 0.14 mg NETA per day (9cm?) and 0.05 mg estradiol with 0.25mg NETA per
day (16cm?). 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 0.05mg estradiol/0.14mg NETA per day (9cm?) 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 0.05mg estradiol/0.25mg NETA (16cm? 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 0.05mg 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 0.05mg estradiol/0.14mg NETA
per day (9cm?) 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 0.05mg estradiol/0.25mg NETA (16cm? 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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A

Estalis®
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OKIE D RIS AT AI (CombiPatch®) Dy 3CE (2024 422 H 15 H) : (FDA, FDA-Approved Drugs,
< https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/020870s033Ibl.pdf >, 202543 H 31 H7 7 &
)

PRECAUTIONS

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—A FZ U 7 O43%E - An Australian categorization of risk of drug use in pregnancy (Last updated : 2025
43 A 28 H) (Therapeutic Goods Administration , Australian categorisation system for prescribing medicines
in pregnancy, < https://www.tga.gov.au/prescribing-medicines-pregnancy-database >, 202543 H 31 H 7 7
£ )

Category B3 (estradiol & L THiE L7-#&5)

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.

Category D (norethisterone & LT3R L7245 54

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.

2. /NREEITBI D ESME
AFIZIT D NEEFHEENR) 197 /NEE] OBITHRE SN TR,
FDA CKRERMCE) Zitd#id 2,
OKIE O S AT AI (CombiPatch®) Dy 3CE (2024 422 H 15 H) : (FDA, FDA-Approved Drugs,
< https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/020870s033Ibl.pdf >, 202543 H 31 HT7 7 &
)

PRECAUTIONS

H. Pediatric Use
CombiPatch is not indicated in children. Clinical studies have not been conducted in the pediatric population.
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