* 3% 20224F 10 H 8T (430) BAEEFATEES
* 20223 T (20 BOIZNSTA—)L - TOSFZFEA 872182
Bk ¢ SRR FAfE R SHAREAER
HLHEAR : 604 A IAFSVF =N LRI VFAPNLIVEE EDEE By 7= E4A
VUyiE 7= ST 22000AMX02369000 | 20094E2H

B

A
BAYER

E

R

TE)IER - RASF QM RIS I DT 2 L

Jr—IbFSERaE

Wellnara combination tablets

D5

2. BRE(RDBEICEIBELEWNI &)

2.1 T bay AARSEVEEEES (B 2. 2. T
PUIESE) B O Z DR D B 5 B H IS O AL D 5 v
M LR T L A3H B.108.2. 8.3B ]

2.2 RIBHEO T E NIBEHIE D B % B [ 15 PNIBR il
SE VTR A 20k 5 Y 505D 5 ,1[8.2. 8.3 ]
2.3 LMOBAIE DD 5 BE FLESTRT 5B hd

H5.1[8.25MH]

2.4 MAVEFRESCHERIEDD 2 BH. LixZzo
BAEEOH 5 BEHEIT A o sy v IdSEE R T % 88n
K, MBRERENZREEST 2 E0MEND 5]
[11.1.1%M1]

2.5 BYIRYE O Mk ZER R (B 20, IRV O R
) ZZF OO D 5 BH[15.1.3, 15.1.4
]

2.6 R [9.62 ]

2.7 BELZIEEDDH 5 EE]9.3.151K]

2.8 BWOMEEL TORWEEESRHIO S % B [
L2375 IR & A8, WO BALD % v Id i
AL 2 2D 5,108.2. 8.3 ]

2.9 KA OB LBBOE DB H 5 BH

2.10 IR LTV B W BB D & B LM [9.5.1%8
1]

3. #RL - MR
3.1 #

Wiset 7 x— )V 7 R E

- ISR AT YV —VImgh LR V7
AN
ﬁ)} ,& A ML )1/0.04111g E’i;ﬁ

ABEARFY., P EQIATFYT Y, T
77—AbFr7rY, REKFY, AFT7YV
WN# (B~ AYvA, eFOXu—X, wvru
T—V6000. N7, BILFF . ZER

%3
3.2 HE DMK

W44 7 —IVF I A
HIE TANKT—F 4 VT
L] g N i)

O =
[ERE 6mm

JE X 2.85mm

B 82mg

WD -k (50

4. FEEIIRNR
PR B HHRRIE

5. MEEX IR ICEIET 23
ARG, FEORVEBAZRIHG LEnI L,

6. RERUVAE
WE L AT LIH15E 2 8555 %0

7. BERURAEICEET 5FE

71 K255 206, 5%6» A~VERICEEE
ZRPE L RRDPED S a3k b 2k L,
fMoRLEZEZEETHZ L,

7.2 D FNVE VTR EDP OAFNCU Y BHR BYE.
F P55 TRIGH A O i H DB, X 7258 K1
BHETREREOR., AR OKGZHIAET S Lo

8. EELEANEE

8.1 MEIZHB VT, JIlLKR IV E VA & WHRKRILVE VA &
BIGER L7zt cid. U0 7 5 fa B 255 IR B o
ZHEEREL TR R, ZofBEEpamsE
W2 Bt TR b L OWEDRH B DT, KA
ORI H 72> Tid. BEIIHLAFAOY 27 XA
T4y MIOWTTo L3l E1T9 & & b ITLER/D
Rofifick o, BREEMEAZTbEVZ L,
[15.1.2%: 4]

8.2 B LRITHIE. RikERNEOMB. BB I
RARZ (T %245 2 BEH B TI T NEHT
BROBEREBREICL 2 THNBEREOE % &) 217
V. LIRS E NI ERS I R AR S
292 &, [2.1-2.3, 2.8, 9.1.1, 9.1.2. 9.1.638H]

8.3 B G AIIMNCYESHIN M AT I L 7235, Wl 1P 5-Rk
IR T 225, BT 254 UEFki 3 28102, &
BB U TFHEMNEMRAZITI 2 L. [2.1. 2.2, 2.82 K]

8.4 AHOWHICL Y, MBIENDLDONEZLIVDH S
DT, RO XD IR - REVD O bh7-EEHRYS
ks k. 72, BEFEICHLTIEXRD XD %
R REDFED SN YA I B ISR MG AT
5E9. o LOHAMTHIE, [9.1.7. 11.1. 18]
c THREO¥EN - . ZROMREEE, B8, M.

AR RERE IR (D F v, FERREE. MU ORI L) |
2B B EE

CMIEIEDY X 27 5w IR

KREE VIR, BEFLIME LA BAOSNGE

9. HENEREZEI2BEICHTIIE
9.1 ABHE - IEEEDH 2 8E
9.1.1 FEREEDH 3 BE
FERAHIES 2 BZNA D B, [8.28]
9.1.2 FEHEDH 2 EE
TEBEORE #IET 2 BENA D 5, [8.28M]
9.1.3 EME. MEEIIZOBREEREDH 5 EE
IAMaFYOBERSGCTEIARRIERZRL, BEE
BALSEDLEBENYED 5,
9.1.4 REEfE. TALPADH DEE
B2 AT S L ERZEALSEEZ DD 5,



9.1.5 PERIREE ERRAEAR -

PR E TR ST S S Lo WEZ LT & R B | P fEBN
TLBENDED D, V77 oYY AF DA & NS DIH| &5
9.1.6 WEREREFBRVEE, AESHOH3EE. L | ALUYv— VBREA 2 L. |12 3 W fo 3 2
IREDEBEXIIFEL > MU &RICEEFASN-BF T ) NNVEF—VEE WERSRES X |ECYP3A4 % 5
SERAE B S BENSD Bo [8.25H] ANATEE Y NaBENAETZEI LI
9.1.7 WA EMEARREQRE %% JER 7 LY FRMIEE B 2o D, KK OH
WL HEEE B A S, OIS R ORI OB ds b FIRES  L
WA ENHSH, [8.4. 11.1.12H] TSy, TI77VE ZAbhb,
9.1.8 2BMIUFY h—FXADEE Ly
FERZ AL S L BENDEDH 5, 43y FrPF¥FYVVY
9.1.9 KL T7 1 UIEDESE (St. John's Wort, & ¥
FERZ AL S L BENDEDH 5, e Vg—VZX-T7—1})
9.1.10 EELZE MU UL NIMFEDEE AN
AR R RIET 5 BN D Do s %[ HIVZ 077 — CHLIEA | AH o i = o o 3EH15%
9.2 Bl ESRE b e L REASEALS 2 |3 A6 1 3
9.2.1 BREBEXIIZDEREEDH 5EE BENDH B, |CYP3AL % BH &
TR MUY Y OBERELG TR AR L. SR S SRl
BALIELBENYD S, LD 5,
9.3 FTiEREEEE A
9.3.1 BERLFEEDS 5B - Elf ) )
B LBNE B RBTEAMET LTH ) A0 I o DI e e
B 2 720, SERAIES 5 2 2 D5d bo [2.75 1) ATy REAERD 5N Y “ufg%*ﬁﬁéﬁ
9.3.2 FHEDH 5% (EELFBENS 3 BE LK) LY EAT) Z Lo
WFhEE % BAL S €5 & & 353 B 1.1 EALEER ‘
9.5 418 11.1.1 BRiRMAEELAE, MARMERIRA (W3 b B AY)
%9.5.1 FEIR SUIZALIE L C w2 W REYE D & 2 M 13 82 5 (2.4, 8.4, 9.1.75H]
Liwe b, [2.108M] 11.2 ZOOEEAR
#9.5.2 Pl L E A ALIRBY Y (= 7 R) 4 L 7= %L | 1~5% AW | 1%kl |BEAY]
Q\EWWE%EL&&§¥§Wﬁ®ﬁﬁ%m%ﬁ@ PR PR O W SHETEAUE,
FARREAHE SN TV A, ERBAER(TY 2) 1 o, PRGN HE R
G728, WOR BB L oL E 2 bt 1 V=7 it
DWREHD B o W (1 25 W I
9.6 B34S R ). &«
BATOZEICEES LV e, B MIBWT, B 'fi@%ﬂiﬂ%
P ~DOBITAHE SR TV, [2.68M] g i IEEROEE
9.8 SEE LNz HAEAPIK FED 9. F
BEOREZ B LA OMEICES T2, i (23.6%) . | F5 R (FLIE)
CABBEEAIE F LTW 5, 6. BIKRBTIRT5ME %Eﬁ~ﬂ
S “a, i
EHADERHEER SRS WeE oh RS . TN
10. #HE{EH ) B OEL, Bk A
ARFNE FNEEYCHELECYP3ALA TR S N B, s Gidh. TR0 A R
10.2 BEAGEE (BFRIEET A &) = bE (1 B o
‘ HRAHEAR - 5] L oL
A 4,55 o W - BT b
<7054 FROVEWE | AR O IR S S o %A 5% e
I AUNA YU (EFRIUL. [ 5 R T ME -5 %
43— VRIERA [ AR S [ CYP3A4 % B I 2
o aF - NBaBZIN|ETLILICE o
MU TV — VRBEEA |2 D, AR OH i - TSHHEN [T
4 h5aF Tk PHETLEE e YLD
255, 84
TR T R
% i OH %
T o
ZhiFy
5)
B )E T2
Zofl B3t




14. WA EDIEE

14.1 EFZAEOTE

PTPREDEAIZIPTPY — 20O L CTIRT %
T LI L, PTPY— FOBEMKIZE D, WG
R EEREAR A L, W13 flE B 2 LChitha
HREOEELREGPREZHRT LI LN D 5,

15. ZOMDFEE

15.1 EERRERICE D 1B

15.1.1 KRIVEHHFEEE (HRT) E FEABEO BRI
I A OV E VA2 BRI (R T4E DL L) B L 72 BRI D
M P TlE, T2 PRI S & 2 fa BRE 250 BB o 4
e LCTHL. Cofbtkix. #HNRIcHEL
TEA LA~ T2.86%, 104ELL ET9.56%) . #ifk
FIVEVHAOBICE VIIZ SN 5 Btk &
L T0.84%) & DEFENEORK LI HME SR TWDEY,

15.1.2 HRT & FLED BRI

(1) KRENCBT 2 RS2 5 e U e A LR R
% (Women's Health Initiative (WHI) iRER) Ok H, F
SR Z baby - wmEREVE VREGHTRSEETIZ,
LIS D REBRYER 7 T b R GHEE B L TAHEIR
bW —FE:1.24) LOEXDH BY, AT
LCiibh 2z FefiiiEicw3 2 RBoRE, Hal
I bay ST, WIS BB
SERPGRLB L CAEATRWONVF =Rk
0.80) & OMEHH %YV, [8.15]

(2) % ® 2 BT % & 2% 8 A (Million Women Study
(MWS)) D53, JIRVE VR L BRIV E VA %
BEF LT 2 kTl AR 2 A fa Btk A5t I iE &
WL THECE L 2D (2.006%) . ZofaBiti. 6
FAW B AS BN 2 512585 TEi & %= 5 (L4E R 1 1.45
5. 1~44F 17445, 5~94F : 2.174%. 104FDLLE @ 2.31
%) L OMEDDH Y, [8.15H]

15.1.3 HRT & BEIIRME OERB OB M
KENZ BT A2 WHERBR O E, #aH A busr v -
ARSIV E VEEFELSEE T, EEREEBOG
BEA 7S b RFEHELBELTEWEINICSH D,
ISR BBIESR CTRABRICELS 22 F—=Fik:
1.81) L oML H 59, Wi L Tirbh T HHilE
WX 2RO, A X M u s v e 58
Tl WEIRMEOEBOERENT T & R 5 LI
BLTAESAZZOONF =R :0.91) 0oL D
%9, [2.58H]

15.1.4 HRT & Bz O et
KENZ BT A2 WHERBR O E, #aH A bayr v -
HRR OV E VAT GRECIE. AR (F e LChxiE
%) OFEBEN T 7 b R GRE LR L THRBICE L &
(= FI:1.31) L oMErH 27, BT LTHD
N2 FEBHE T 5RBOM R, HEAZA o
7y B G RECIE. AR (F e L CTREZE) ofa
BT T REGH LR L THBEICRLS 2D (M=
Rt :1.37) L O#MELDH 229, [2.55MH]

15.1.5 HRT & SRAEEDE& T
KENZBIT 565 EoMBEHLE NG e LA mE
LA R 3R (WHI Memory Study (WHIMS) ) O 5.
WM X hady v - BRKRVE CREHIBRGBETIE,
TIVINA 3 — % GLRANED RN T T Rk 5
HERHBRLTARICELS RAIWWF—=F:2.00) &
i Y, WATL CTirbh 2 e o4 %k
BofE, Moo boy v EBRG TR, TV
INA =" oL BANE OGN T 5 & RKig 58 &
WL THBE TRV, BWHIDS A SNz (Vv —
K 1 1.49) & DG dH 510,

15.1.6 HRT L BREED BB

(D IRRL VT 3#) %2 I RAEH U 72 BRI LRE O &Pk ¢
. UBEFRC R B ARSI IR O LM L iR LT
{ %% L OEFREOHEREIPBE SN THRIVT),

(2)KENC B 2 WHIRE O LR, oAz A bty s -
WARRVE VEAHIRGEICBVT, WIS DG
BetEAS7 5 & R G5B E LI LU CTHE TR 2 VDS, By
AR S N7z (N — FH 0 1.58) & oG sdh 51,

15.1.7 JleA v E Al O BESIC X 0. TFEE 584
L7z OMEDRD %,

15.1.8 SAEOIRAVE Y HORGITEY, Tus s
F O FTRAKNES (TS 72 F 7 —<) 3K L
T OWMERD S,

15.1.9 HRTERED 5 RE DBk
KENZ B 2 WHERBORE R, ez bar s -
WARFVE VEAHRGEICBW T, Ho ) iBick
HIEBERT S L REGHERKRLTCAHBECELS LD
(NF—=FIL:1.59) LoMELRDH L, WiTLTirbh
TeTEHBHE T 2RBoRKE. BAMoZ e
R ST, HO D BB R B RS T S
LARPEGHEEBRLTARICELS R (NWF—=Fi:
1.67) L OHELH 55,

16. EYEIRE

16.1 IMhiEE

16.1.1 BEKRS

B O/BERMEIONIS, =X T YT —V(E2)
1.0mgh "L K V7 A2 + LIV(LNG)0.04mg% i L
THNROPS L2k &, B2 8% 5- 5% 20 B ANIC
RTINS, MAEDE2HEEE 3P 56~ 8 [ 1
WS A T B (Cmax) W E L7ze TORI2MERZ T
ZFOMAFEPERERZIZIZ-ETHo 72 MIEPE2REIZ
P L ABME T I, (ZIZH SN E TR Lize 72,
migErp o 2 ~a v (E1) BE ORI ZEILIZE2TiED 5
NBOEFPL TV, MHEPLNGHEEE 355 1
%ICCmaxiEL. ZOH_MEOWIERLRZY,

Wi | 0| max(y | SUCCE )

E2(9%1) 32475 7329 0.82+0.22 180+6.2

E1(9%) | 2094£566 | 7.3%25 449+144 132+52
LNG(10%1) | 1210+490 1.1+04 7.7+56 39.1+19.7
SR = B

tmax i MAE BB ENERE ], AUC @ e R R s

BERRES =4

16.1.2 KE#S
PRt DR EEZEIOBIIZE2 1.0mg X OFLNG 0.04mg %
P LCIHIM28H M RAERE G- Lz & &, Mg
E2I BR3P G- PG #2455 0 H £ Tl @ HIRBITE L,
EFRBOE2O MAEHEY ~ 5 7 EIEH20pg/mLT
B o720 28H M RAERIEG: L7234 DE20EMARE
BHR2TH - 720 MAEHELREIZ, MIEHE206~T7H
OWIET, E2L ML 7z i R 2R Lz, L
P LNGIR B I G- FIRHE A5 H H £ TITE R IRIEIC
ML, ERWRETOLNGO MM EY b5 7 i8I
330pg/mLTdH - 7z, 28 H B MER G LG 60
LNGOZERREIIR2TH - 7217,

. PHE1IHHE 54528 H H
£ )
WEIE | oy | Gy
E2(9%1) 234+68 478+154
Cmax E1(91) 1752+ 49.8 3159+ 130.2
(pg/mL)
LNG(1061) |  720+270 1020 % 390




. w5 41HHE P 5-4528H H
I )
WEWE | oy | (i)
E2(9%1) 4.22+1.86 444 +1.67
tmax
(h) E1(9%1) 556 +1.94 3.78+1.20
LNG(10%1) 2.60+0.97 2.20+0.63
E2(9%1) 0.216 =0.067 0.461 £0.150
AUC(0-12h) E1(9%1) 144045 273+1.01
(ng * h/mL)
LNG (10%1) 419+1.64 6.81 £2.59
BNV XA = B 2
80 [
70 L ST £ B (N-9)
60
oo
B 10
#
(pg/mL) 30
20 l }
10
[
O T 8§ 170 4 0404040 4000 & 812 21 % #h
S SS9 T oas 0 = -
o
1600
ook T £ B (N-10)
1200
g_}f[ 1000
I;ISG 800
i/g
(pg mL) 600}
400H } }
200
08120 4 04040 404000 4812 2 % 4
<:?:> %? C?? ? 13 C? 21 25 28
#&45-H
17. BRPREGHR

17.1 s RORSMICRI T 258
17.1.1 ER%EAE I/ IHEKER
F1 4% PH A% S T B0 9 L 465 11 A2 B 9 5 HLERAE R 309451
(FEMUHZEE) 2R L LT 7 2R RS
1L B Mk GERE R & LT A Vv ¥ 7 A500mg.
Y% 3 D3 200IU/H Z&hiiE) icBVwT, A+
VA —V1.0mgE A BA Z Y LBE(TENES
M) ONEHET B 7T 2R B U CA RIS Hm
L2 (FRBH) . U~ — 5 — BTtk o R
ENIZHIBE L, RAAEELEZRBZ 285025 0%
LR ER L7,

o83 | 52 | 803 | 1043
A o 75 R EL | +080 | +0.11
(Lo DEXA) | E2 1.0mgli s | +6.16 | +795 | +9.60 | +10.15

X THEATABECTANS VF—V10mg/ LRI VTR
FLV0.0AmgRAA]. THEMBAIICZA b Y+ — L 1.0mg
HAl 5 Lz L & OV ELFEERT,

FER (R AR 2L AN V=0
1.0mg/ LK 2 VA Z b LIV0.04dmglic & #] % P 5- L 72 5
F171B) (75 & R 5-BE D24 H 5% 5515440 & te) rh 11741
(68.4%) 1D BN Tze EREEINE. FLEAPLERA2(]
(24.6%) + FLEEH24450 (14.0%) « k2353w 2141 (12.3%) «
T2 HIIL151 (8.8%)  FLUFH1261(7.0%) 5 TH > 720

T E B2 2 AP 5 2 FE 0 L 7211861, 24E 1
PG BICER L 7276601C, TENBEBEEEIZRD bh
Bh otz BHVEBROFIIEIZ0.0% (95%1F X 1 :
0.0~3.1) THo7zo T HEHICL.TMmMTH - 72
YT ENBE X, E#ICI32.75mm (N=98). 24E#
12133, 04mm (N = 88) {2l L 70

18. FEhEEIEF

18.1 1ER#F
IAPSVF—NVET A by YEREERCHAL, ik
Bt ERET S, LRI VFZX P LVIETRT
DTAFAF v EFKIZ, TRFX AT T VAR
& LIS %,

18.2 BT 21EH
PRHLREI S v PICZ A b5 YU F —Iv2.5mg/kg/ H (F
MHEVIETA T IVF— 2. 5me/kg(FEIO) 1T LK
J VAL v0.25mg/kg (B2 F) OB % 128 [ $¢ 5-
L7z& &, PBARIIIC X 2 KBS R OV B AN ME M5
BEOBRLZIHL, LRI VAR PLUVBHICE S
HEBRROLN R, ol T BR. BHIERE
IR IZIZ LR VA X P UM L 538233
DONLh o2,

18.3 FEREBEBR RV FEREREICX T 2 FBHER
N-AFNV-N-=bavs LT7REST ZIZBVWT, LA
FS VF =V THER L7275 BRI R K 015 K
WORAEIIH LT, VEIVFZNLIVOSHES1E
NS ORI 2 R CER LY, 2 A5 Y
F— VPG5 RED1/100~1/25-D LR VA XA MLV E
PRG35 2 LIS X ) FEEROBDIRD S,

19. FRIERDICBET 2IE(LFERHER

191 TZXFZTF—=I

— %R : =2 + 5 Y+ — ) (Estradiol)

1E%4% : Estra-1,3,5(10)-triene-3,174-diol

BFK : CisHaaO2

SFE - 272.38

PR - A B~ 0 O SOOI RS S EE O R T
Btk wn,
A1, 4~V FH Y XENN-VAFIVEFEVAT I F
WICHETR T, TR VIZRRBITFRTL, =¥/ —
W(B) TR RHEITIT L, Y F VT —FVITHETIC
<KL KITIFEEAEET RV,
AT HEIRIZET 56
AWt TH 5,

EZEBER :
ch, PH

OF
HO

B 0 175~180C

19.2 LRJIVFZX LIV

—fE9&%F 0 LA VA A b LIV (Levonorgestrel)

1t%4% : (-)-13-Ethyl-17-hydroxy-18,19-dinor-17a
-pregn-4-en-20-yn-3-one

BFK : CaHzO0:

SFE :312.45

MR A Ao NEOBEKTH S,
AMET e Fu 75 7 0u i)l A ICRRH
FRFL, TERNZDNY N, AF 2=, ¥ ) —)
(99.5), 7 Py HIFVZF NV Z—FMIHEITITL L,
KL AEHE TR,



Al 1 235~241C

22. A
1405 [285¢ (PTP) x 5]
2808285 (PTP) x 10]

23. FEXWK
1)Grady D, et al.: Obstet Gynecol. 1995; 85: 304-313
2)Chlebowski RT, et al.: JAMA. 2003; 289: 3243-3253
3) Anderson GL, et al.: JAMA. 2004; 291: 1701-1712
4)Stefanick ML, et al.: JAMA. 2006; 295: 1647-1657
5)Beral V, et al.: Lancet. 2003; 362: 419-427
6)Manson JE, et al.: New Engl J] Med. 2003; 349:
523-534
7) Wassertheil-Smoller S, et al.: JAMA. 2003; 289:
2673-2684
8)Hendrix SL, et al.: Circulation. 2006; 113: 2425-
2434
9)Shumaker SA, et al.: JAMA. 2003; 289: 2651-2662
10) Shumaker SA, et al.: JAMA. 2004; 291: 2947-2958
11)Rodriguez C, et al.: JAMA. 2001; 285: 1460-1465
12)Lacey JV Jr, et al.: JAMA. 2002; 288: 334-341
13)Beral V, et al.: Lancet. 2007; 369: 1703-1710
14) Anderson GL, et al.: JAMA. 2003; 290: 1739-1748
15) Cirillo DJ, et al.: JAMA. 2005; 293: 330-339
16) #E P RL: S BhRE (HillP 5.) (20084E10 H 16 H K2
CTD2.7.2.2.2.1)
17) LR B (%) (2008410 16 H &K RE.
CTD2.7.2.2.2.2)
18) tE B BL: BHURE R 2 R & L G MGRER
(200841016 H &2, CTD2.7.6.3.1)
19) #: N ERL: Hxh3E AL (2008410 A 16 H K72,
CTD2.6.2.2.6.1)
20) FLPy R SERDHEIE (20084510 H 16 H A& 2.
CTD2.6.2.2.6.3)
2D) FE PR SERDHEIE (20084E10 H 16 H A& 2.
CTD2.6.2.2.6.2)

24. XEREERKERUVBEWEDESL
SCHkEE R G
NAZNVESKREM - AFA ANV, VT A= a v
T530-0001 K B il At X Ag =T H 47595
NA TOVIREEH RSSO B WA D%
EH50120-106-398

26. BERTFRESF
26.1 BGEARTETT
A TV bR At
KRB AL R =T H 43975





