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BA Bioavailability NAFTTXAZT YT 4
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0s Overall survival A7
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PD Progressive disease HEAT
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PS Performance status — IR EE
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DOERRRBR TIX, AF2.56~10mg/H Z ARZEAH2I3H B b5HMKEGTH 1LY
AUPER ST,

BRIGH & - Hik

ART# %15 & L7 Mo aBR T, AKI2.5mg/ H % GREOEMERER SN TEH Y |
AFHERRITAR D ESR S Ol FZREMAY | ENOBE#E TH2.5mg/HI3E < v
SRTWEDY | HARAFEESZSBITOAETER T A FF4 > (2021) TH2.5mg/
HEMMBHEL LTRBLTWD Z L5, 2.5mg/H T EDHMETMHMETE D
LEZ LN, £, ENACHBREILEEZBEIGE S LT, 1A 1A2.5mgfk n#b0
HEROCHENERRINTEY, 2.5mg/HOZEMENAL RSN TWD, LIEX
D . AANIOBMEHEIZ2.5me/ B 7% E LT-,

ML, AREESH B2 55 H #5925 ik, PCOSK OVFA A B A ULSE |2 %t
T AR E CTIALS FEbNTE Y, ENIDARTOAERTHEO LT A & i
=B LT\, HARAWEFZZFBITOEHEERITA 74> (2021) TH HRAE
WISH B O5 AR GT 2 AESHERE S LTS, AFEERIIR D EI SO 5
BEFIA T H . REEAIRABMGIEIZAKIA BT, #5HEIZsAMTH -,
PLEX VBt E2.6mgs LCIHLE, AREMO3EH X V5AMKEGT 5 HiEx
ARE L,

ARG &

ART% ®IIC BN ANE % il U7 BB T b o, HAREFHE 2SR T
DAEFEEIRITA R4 2> (2021) TRAHEGEE L Timg/ AR TEBY ., 4
FEEIRIAR B I OFE A EREFE TH, KEEDb5mg/ A £ TORETH-72", A
ARNOERRER ClI5mg/ A & 5RO Z 2RI IMmF S T iRnd oD, KL THHE
FaR T T RBRCAFIbmg/ B 2 # 5 L 725 STk CL et 0BT ms s h
TV ( TRIES) AFIOARTIZET 5 COSIZ B3 2 i bR iR BR ki O HE 8 32 5C
BROBEEE) | THIKE) AAIOARTIZE T HCOSIZEET % BRI IR 4% 5 [E N A
KICWOMEE) W) . £72. BARANAREG LMEOEEFHERE ICAH2.5mg/H %4
W R G L= S h iR HER 2 £ 7 VRENT L C. AKIbmg/ H %5 A [ 5-
L7-BoMmEfEEL LS I 2L — 3 LR, 5HBEE LEEHAE D0, 1T,
2.5mg/H Z4BEHE G5 L2 GAOEFIREDC, (L RETHo T 2B E 2| &
K EII5mg/H EF%E L7z ( [VIF11. 2Ol OEBMH) |
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V-4. RERUVAEIC

V-b.

EEY IR

R PR R
(1) ERERT—%
Ny lr—o

ek, AFIOARE IR 2 AR SN AEROHAZEIZ1IA1E2.5mgTH Y |

2.5mg/ H OGO L EMEFIHB SN TNDE DD, HARANIAHIBmg/ H L &5

Lt%@ﬁéﬁ%%iﬁ;ﬁﬁfiuT@k%D@EMTké

- B A B R LI I\ TARH Amg LRI G D 22 2 | T VA 4mg B
[ 4% 51T Fe Tl R 23 & < 72 % 2.5mg/ A #5-% B A N FH# 5% Lotk o e Fek
BR# K O R AT - T2 B O R AN HER SN TV A2 R B AR ACAH
5mg/H Ll k&G LTI-B0 22 E R a2 A LT,

- R 2T HPCOSHEE 6T ICARKI2.5~T7.5mga5~12H # 5 L= & & Ofk
BERPEENTWDE OO, AFI5mg/ A UL EA2 G UTEABIZIRA T, A%
HBHET DM o2,

- ETHERICIR D ERR S O ERHEAE TIX, ARTHOMHARRE LT, A4
5mg/ H O REER 23904 THIE SN TR Y, 2 bAEFEFSIT1M. OHSS (FHIE
FE | THREE CHNRAEBRIC CRIE) DA Th-o72Y

<ZEMMUINRERICE 1T HBMFER. FERTFATIICE T HHINFERE>

R _EDRLEMED RO ARIKERIE - IS ERET A P EE~ D% éﬁm%éﬁﬁ
18, (2) M- HEIZOWT) 22U, ZERMINEEGEEIC I T 2 HRINEE %
XITFERARAREIZ T D PEIRER O B CAA 2 5 2R el E ARE LT,

1. BERUVRAEICEET 5FE
<ZERMUNEEEFICHSITAHNGFER. REFHEREICEH (T HHEINFER>
1.1 AFZ WA A2 0K LIT> THOHoRENELNRWEAIZE, &
FOERELBE L, BREAFZ TN E A2 KT o TR, AEmA
A G OO 2 IRREBET D L,

(fEER)

[ DB D @ WA TRIE - SN RSB AT FE A~ DL Y IR D
8. (2) ML - HEIZ DWW T &2,

<BAfR&ELE>
200943 A LI DOAGR TH D72 Di% Y4 L7y,

<&JEFHBNEREICH (T HFAMINEFH. LEMMMEINREREEICEH (T HHENEEH.

[RERFRBERITIZE (+ 5 HEINEEH >

AEFEAE BN E R 35T A SET NI SN TE . s Al B AR 2 [ E 3R A

DOEFNZHONT) CERRITE2H 1B AT R4S R O ERFESFE1045) KO R

IREIZ B W T S 30T 5 [ A = 3K 0L 0@ I AME L2468 2 Bl iz >

(A%u?@m 30 H £+ JfEﬂzbﬂéomo%“1%&@%%%%%0730%4%) oS H
WL DAEGRTHDT-OEE LRV,

it %%ﬁi%%ﬁ@ﬁ BT HHEINEE . IRRARB AT BT D HEIFFE I

WTIE, AFHFEIC L D ARDZD pébawo

XM A KT A ORISR D AR EETHONTREERIZ OV TH 104518
FADOFE2 (3) (ZREHk D AR FHEOTFENIEIC LV Eii S b 72 &2 O ERIC
D MmERME, BHAME L OME M2 R LS 5 BB OB AR ) LRI o Z
EMTELHLDOET B,
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(2) BRPRZFEIEAER

FRgEREanEzaRE LEERRVI4ERRER SRR

PR IR o PE 12401256k L. AAI2.5mg4 BE K N4 H B RERAOES LT,
E,. E;S. KOE, D MmMFEHREIIAFBGHEGIIET L, KERAORGRIZIZZ
IWHDIR TR T 2 2 LR ST,

Fo, RAEEIROREROEGICL D, ZOMONGWFHIRER (7 A NAXT
ny, Ty RaRTFrUdy, HIKERALVEY, FSH, 7V RAT R Y, 2L
FV =) ~OEBIIBO Dol AAlE ORREBROGE TCE R 0EESR
G BEBREMEREELROONT, ARMEIRG TH-o T,

miEH E,. B RUES REDERHR

S n E, (pg/mL) E, (pg/mL) E;S (pg/mL)
¢ -5- B Tl 13 2.37 (2.48 = 0.75) 11.06 (11.35 £ 3.17) 99.13 (106.56 = 45.86)
B ¥ 2 HH 13 1.55 (1.63 = 0.57) 9.90 (9.90 £ 0.00) 68.77 (69.61 = 12.48)
%i ¥4 HH 12 1.51 (1.56 * 0.45) 9.90 (9.90 £ 0.00) 63.90 (63.90 = 0.00)
5 F8HH 12 1.32 (1.34 + 0.25) 9.90 (9.90 *= 0.00) 63.90 (63.90 = 0.00)
%15 A H 12 1.38 (1.41 + 0.32) 9.90 (9.90 + 0.00) 66.55 (67.24 = 11.58)
P E5-Br AT 12 1.80 (1.98 + 0.96) 10.24 (10.28 = 0.92) 88.34 (100.78 % 67.56)
¥ 2 AH 12 1.32 (1.37 + 0.47) 9.90 (9.90 =+ 0.00) 68.53 (69.90 + 17.13)
¥7HH 12 1.66 (2.51 * 3.83) 9.90 (9.90 =+ 0.00) 63.90 (63.90 + 0.00)
% %15 A H 12 | 1.89 (10.43 + 30.37) * 10.29 (10.38 = 1.67) 73.06 (85.16 = 73.64)
j__% %21 HH 12 1.92 (20.73 + 67.48) 11.10 (12.33 * 8.43) 79.72 (134.24 + 243.67)
%28 HH 12 2.42 (12.43 * 32.52) 10.32 (10.43 + 1.85) 73.54 (87.33 + 81.15)
% 35 A H 12 1.72 (3.20 + 6.22) 9.90 (9.90 + 0.00) 69.96 (72.86 * 27.56)
% 43 A H 12 1.86 (2.70 + 3.92) 9.90 (9.90 + 0.01) 74.73 (80.25 =+ 40.80)

(3) AERNER

BATEEIE CESE SR ERZE) . X n=11
Eg FRME : B, (1.21pg/mL) . E, (9.90pg/mL) . E,;S (63.9pg/mL)

E) AFNOAB SN TND [ZhhE
<FR%IE>
WEL, AL FrY =l LTIRLMA.5mg eG54 5,
<ETEHBERICH T HFMINRFN. SEMEINRERECH (T 2 HEIER.
FERRBARTFIZE TS HNFR>
WE, ke — b LTIALM2.5mgs ARREWISE BN+, +
FIRNEDG O R WG A, WEBILIBE O 1R 5- 84 bmgll i ETE 5,

FRR] [HEROHE] BUTOLEY THD,

PUFOMNENT —2 L0, BRIk L CARKIL A 1RI2.5mghe 51X, 1H 1[F]0.5mg
B HEANE I BN Z S ERIRIEREE CTH o T2, L3> T, 1H1A12.5mg % FiR
HERAE LS LT,

D HIX A7 UBAROMARKRET - BRIAEBEEZHNRELEZZEERER
B : AR/BC2:HER (MAEIAT—%) ¥

i X ba R OBEGENH 5 ARG ETEILEERE 1T 2 H2RIBHR & L
T, A#0.5mg (n=188) i, 2.5mg (n=174) Z1H1EEG L=, ZORER,
FEIMBEE THHEDER, TTPE HIC2.5meglENAEITE - T,

B EFEGEBHEEIL, 0.5mght76.1% (144/188%1) . 2.5mght82.2% (143/174
) Tholz, ERAFFERIIM I, EK. PEWREEE, 58\, 5y, KM
JE, ERE O TH o7z, RABETH LN T72Grade3l EOFEFRIT, B
Jii. BEETR. WEUE. BT MR, R, EK - R, &L T A E & OWERR
KEETH -7,
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EEARERIZ, 0.5mglt T3 (BEIR B MEALEE 1F], 5§ O LA SE 151
Tl - @ - B - AR R OB - B R OIF~OER - W EIT16]) . 2.5mglt
T (GEPEFRIRINARAE) CTHHo T,

FETHE. 0.5mghf2.7% (5/188%1) . 2.5mght3.4% (6/174%1) IZiBH B, Zhb
11 10BN XER B OEITIC KL D51 & Shzny, 7% 0 1B AL THRLE LT,

AF2. bmgEE K 0. SmgEE D LLBR

2.5mght 0.5mgh¥ pfE
FERhR 24.1% (42/174) 12.2% (23/188) 0.001¥
TTP (' 4fE) 169 H 104 H p<0.02”

a) Logistic [Bl)7438T b) Cox @ proportional [Fl/F 53 #T

) AFIOEBENTND [IEEXITR] [FELOHE] LU ToEBY THD,
<FREIE>
WE. ALY bey — bl LCLHLEI2.5mgZz R0 &5 5,
<AEHEMERICHSTHRMINEFR. SEMRMEINEEEFIZS T 5HHEINFESR.
EERFBARTFICH T B H00EH>
WE, vihrYy— & LT1IH1FE2.5mgx H#RJEHISH B2 5B O®R ST 5, +
DIHEPF LN WGA L, WEAMLEO1RIE 5 &4 5mgll & TX 5,

2) MIR MO VERABROHEREET - BRAEEEENERELEA—T U
E% : AR/BC3:ER MMEAT—4) ¥

Pl X s a7 B OB GEEN & 5 ARG ETHE AR BE TR 28 2RIGHE & LT,
A#KI0.5mg (n=192) X%, 2.bmg (n=185) Z1H1[E&KG L=, LEFAMMEE CTH
5=, TTPIZ DWW T, WBEHCHBERZT AN o=, AFHE (bl
i) OFHKFICLVRE LT Y 2271, 2.5mghEn30.5mghEIC e ~HZ I
Mmolz (NYF— KI0.74, p=0.04) .
BEFELIEBEME L, 0.5mghf71.9% (138/192451) . 2.5mght71.9% (133/185H1)
Thotz, KERETH LN T 2CGrade3Lh EOFEEGIT, KR, B, KIE
M, SIS, EX - B, B, @hsy A E, &, S, MW, 5
. MERREECTH ST,
HEHEZFEZ, 0.5mght T (REMFIRMIEE) THY . 2.5mght TIERH 5
IR o T,
FETHNE, 0.5mgRE1fl, 2.56mghtafi TH Y, W b FURBOMEITIC L D358 &
Tz,

AH2. 5mgEE & V0. SmgEE D LLER

2.5mght 0.5mgh¥f pfE
R 19.5% (36/185) 16.7% (32/192) 0.6254"
TTP (Hfi) 3.4% H 3.3% A 0.3

a) Logistic [Bl)7778T b) Cox @ proportional [B]/F 53 H7

1) AANOFER I TWD [BhRE IR ]

<FAE®ILE>

WEL. RAICIEL Fr Y — b LTIRLMA.5mg A& 545,

[FEROHE] ZUTOEEY THD,

<HETEEBERICH T HFMINRFIR. SEMEINRERECH (T 2 HEIER.
BREFBARIFICH TS HOIERE>
W, L he Yy — e LTIHLAZ.5me%x HEHI3H AL AR O#%ET 5,
DIEBF O WGEA L, REABILIEO1RIE 5 &% 5mgll & TX 5,
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(4) 1REERIEAER
1) BMERGE

1) EINE IMEER (F120158) ©

i A b a7 RN L DIRIRIBEO & 25 PRSI (GETT - F8) BE316l%
KB, AF2.5mga1H 1A O&E Lz, [T - HRABABF BT 5E
BN R DWERAE | TS ERNEE LR, B2h%I1%229.0% (9/3141)
T, BN 24 B LA EARZE D3 ke L 7261 &2 N 2 7281 A 1354.8% (17/31%1) <
bolz (20044FE7TH £ CTOER ; GO LRME - 2400, K& : 1120H)
BIEHRBMEE X, 67.7% (21/31%1) TH-o7-, EREIERIL. 13TV25.8%
(8/31f1]) . M =L AT v — LH#MN22.6% (7/31%41) . ALTHIIN16.1%
(5/311) . BN, FU%. ASTHIMA12.9% (4/31#]) Toh -7, Grade3
DB AR A2 G 2L LTIER DN 1B 5 - 7228, FOfoEIERIT T
Grade2ll FTH Y | BEOMFIZATRETH o 7=, 725, Grade3DI&EEIEIIA
FOBEEHETA9RZITIHKL Lo, BRIRMREER T B OB L 5 5 (-4
AR

ARERIL, BOEIRGEAFRIEUS & AR BOE AR e % BRI T L7 ( TV-5.
(6) JERHIEH ) OHEBMH) |

2) EN%EE IR - E2008% (F1203:8) ©

Lo 2 ha AU L TER L 2o - BARG ILE (EAT - R BEARTHZ
RZIT, AAI2.5mgxE1HIERE D& S Uiz, [T - BRIVEEE BT D16
ZhR DY ERUE | (TS EHEE LR, BRIT21.1% (12/5761) T
bolo (200544 H £ CTOHEEL ; Bl OF I : 168H ., flz : 364H) .
BITEFARBBEE L, 57.9% (33/57#1) Tho7-, TLAREIEAIE. 12TY15.8%
9/5741) . ML 27— #IN10.5% (6/576H]) THh-o7-. Grade3H &
D HITIEGNT Y > RERERD . 3B K OTREIED OB E 1036 (5.3%)
T, GradedDJEFNL <, 1T & A EDORITERIZGradel 2641 (45.6%) Xix
Grade2 4ff (7.0%) OWELR LD THo7z, AR TIX, AEFRICL B
FUEFNTIERD Biv7e o Tz,

ARERIE, BOEIRFEAFRIEUS & AR O AR e % BRI T L7 ( TV-5.
(6) JERHIEH ] OHBMH) |
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| 3) A EMARR (FEXS T EDHERER - F1RAE. 02558 »©
AT A CHE R RS (¥ T E I —1k)
FE e [E KEE29 %
PO PARRZHETT - FRo8 TR AR 93941
TR R AL UE CFREFR D L <ITMIRFEMICHE TH D 2 L AR S LT AES
 PARRIRBLIZ DU TR LA O FEHE A3 7= 9 e )
HARHA B D 7 W REEDNBAELL Bk L TV 5
HARH RO RV RIENSER TH 525, 125 A LI LA B OIRBED ki
L. 2 OLHK O'FSH AR 0 FLHEE 235 7= L T D
MHIPNERGH LT D
ORI X0 AR b &8, AR AL EREGE L T b
« EREPgROTMHEGIED L <IX—F0BETH D0 E IR OS]
s P U R AR eI A T — P TMIBO AT IEILE 2 A T D 3EH S L < 1%
HARE I/ Je) AT S8 SE 1)
- WEARE D L IXFHEATRE R A 2 /3 D5EH, 72720, mEMRED L%
BT HREGNTEO A fiR L, A ME O R 2 5556 L 720
- KHBRBAAE D3 H A LINIZHIARE (112 A OfbFHE) TRERIICE LA
PR BT
* PS/R0~2DJEH]
FRBRAN L UE « AR R~ DR & A D IE B
<R LB RBINGERRS A A9 D AE
c FFD35 D1 L& 5D D IR 2 A9 2 5EH
« RIEMEFLIEIE 5
cEAEED LI oo A" T 5ER (7272 L. EE. in situd
TESE, FOREISN - EEMIES U< 3RV ERO R EREIZER)
s 3y hE—LARRERODRE, RREPIME S U < ITHERIF 2 &0 L T D ER]
< MG AL MEDN11.6mg/dL % 8 2 5 FE]
C BB Y U< IE TFERIKZRH L7AER]
- HIVEG % O E B
R 1k PR OMEATYEFLIE B F 90TH &t I, AAIRE (1A 1[AI2.6megf ) XX ¥ €
X7 o UE (1H1EI20mgf 5) (TIEAEZIZEID 1), BB bl
I LT, WREADRBDONTGAE, b LIFAEFRREOEBIZLY
RS Y L S a . BBRE N YRRV VRIEIC X D TRIBHE Y
FLALEEAIT, EMAREF L7=F £, Crossover Phase (AF|l—-F#EFT 7 =
VHILLKIFZEXF T T 2 oA H) ITBITTEDLZEE LT,
¥, ARBRPIZ, AFlEZEXT 7 = LB TCEYEIRBICHEERNERD
el WENOOFHBEER (REBE+Z X0 7 = V1) 2ROV EARFIRE L
HEXT T = UEEORER O T SRR R IS E LT,
R I H TTP
RV EHAm A B Fah=s

JY=HIRET 4y MR
e 5-Blhatk24 5 £ COEFRRE
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B S

A h Mk
(2001
£ 9 H
74
7w b
+7)

- I H

TTP

TTPOHFRAEIIAFRETI A H, XX 7= FET6.00 H THho T,
TTPO Y — KE1$0.72 (95%EHEX M : 0.62~0.83, =77 U 7RE : p<
0.0001) THY ., AFBIIFEXFY 7= UEEL B L URKRAENTSHY 27
ZRIB0% IR T 7,

© RIREEAT T H

B

UICCHIEIZIEWHIEZIT oo & T A, ARFIFET32% (145/453%1) | #EXF
7 UFET21% (95/45401) Thotlz, BEOA v XX, #EF TV T 2 v
BEICKRT L CL.780% (95% EHEXM « 1.32~2.40. x 2#7E : p=0.0002) Th -
77

O Enl

NS

TV NI v bR
7V = N_ET v b3 (CR+PR+24LL FONC) 1IAFIFES0%., ZEx
27 = UHE38% ThoT- (3 BE : p=0.0004) .

5B 24 0 H £ TOAEGFR

BIRIBENE S R Ro - R Tru A4 —N"—%71 L L6y A MICEFRE
BEILiZE 2 A, 245 AZ COEGFRTIIARFIBIIZ EX T 7 o VR
BlZmo o7z (p=0.0010~0.0246) .

7 4

(2000
3 H
F =X
7 b
F7)

- BIVEF BB 1T, AKIRE40.9% (186/455%1) . ¥ EF v 7 = VEE38.5%
(175/45501) Toh-oTz, ARFIFEOELREWEMIX, 1TV 16.7% (76/45561) |
E56.6% (30/45501) | WENES.5% (25/4556f1) | JE572.6% (12/455f1) |
E2.4% (11/45561) | WEH2.2% (10/455M(1) | BEIE2.2% (10/455%1) . 2T

2.0% (9/45501) T -7,

- HEREIERIZ, AAERLLGI220F (B, OEWIHE, TR, BEREE
1k, mEE2f:, WEHESE:, iK1, mLvy T AfELE, BYE L. BERL
. R, BIEIEIR LA, AR, MaMEZe 10, —@m MMM A E LR, i
RES(E, BT . ZE T T = UERLBFI01: (M1, &L T A fE
Wh, B, NSRS, FERRMEELE, MRS BRI, RIE
FE M, FERY — MR R TR, MZERAE L, M2,
BIETH) THolz,

TN T2E] (RFBE296], ¥ EXT 7 = VEEALH], AF+ZE X
7 UEE26]) THY., ZhH0)BLE1BNE, BERICLSA O LS
iz, ToMoRKRIL, AFBE106 OGEEHAREAZELH, A& 1E, A6
Z1H . DM K OV ERIEEE W LE . 225Kk (JRIRAARHE) 14, O
FRFEZE L], B ENE S = v 7 1], OfE IR LA, R AR (I 2E 4 g
W) 1, RERIER VB, ¥ EX T T = URELLE (i1, MR
15, SRR, SiE URRARE) 161, JRIRARBELE], S S S 15, AT
BREEEIH], OMIR2E], JFREAIZE S22V ETE3f) ThoTo,
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4) FEXFD I VED_ETREERE - MAIRILE EE (02458, sEA
F—5) 7

T A CE SRR (¥ T —1k)
I [E] KE%E16 4
PO FLFIRATAT BT T AN BE 72 PARR 1% s M Loy AR 37 337451
F R ek UE - 7'a N a— VIATRIRE R MR MR O AR R e (7272 L. #HAERRIC &
VARSI HERR SN TR Y . EREPgROM HFHMED L IF—FBBHETH
%o (ERMAEMARLFATFIE TL0% L, HEME B RCHAD) )
AT —=UT2 (IRBREMDPALFIRFMOE/L 2 L EHBrL-zb D) | T3,
T4a, b, ¢, NO, 1or2, MO
PRI T O LB
555k LA LD Zc T, UL EARA R L
WEIVEUNICHRARDSH 205, BAROBSRU FOLMETH Y | FREH%
DOTF R fE (LHEFSHZ >40IU/L) XILEHR% O E,2 < bng/dL
NI CTE D 72 PR DO,
HHIEN B AT (L & 2 S 4 5 LA
i, v ET T T 4 BERICTHHFTRERREE A T D AES]
T pBRoM AL bbb LEFEX VT = CBERES]
- 3 b r— /L ARREZR N WETE 2 G T D AE
BERE . FUIRIREERE UHEE . RIS RBIR TE, 7 v v v VHEGRE, 7YY
IR (JRREARTEHRE D)
c ARLERDIE, 2 b — LV ARERLEER (Bl 21X, NewYork heart
Association's Functional Classification CclassIll 3 {XIV)
- AR AR
- FLEIRAFNT O S B
« RAEMEFLIE T R R D JE ]
F 2R ERA AL UE - BEEAA T AR (7272 L, #EERAM S Tzin situDFESEE, HociR
ST IRERIE, R B DR ERR, OB ATRE A (B X, 1R
K THFERBGRER L LOKRTF U, FERVF U o 5E) ZFR<)
AbTFRE, EREIEBRM, AT R A REGHRLVEVERE, EAT AT
F— MEE, BUBREZR EOFHEE (27Z L, BHERIEICH T HE R
T x A7 & — MEEEBES ST, OFH kR L TRV, BRI £ T
WCHRT# IO 72 BEIEERA S 720, )
c AT uA RFHEE (Bl X, e BRSO EarvFaf K, 2k
L. PAZEMSOERBICK T 5T vy —/b RIETRRD T2 ORI ~D AT
2 A REAZERL)
R FLBIRAFITHEAT AN RE 7 PARR 2 SR A6 M P ;B 33 THI & kf 52 & LT AHI2.5mg/H
58 (n=162) KM ONFXEXL 7 = 20mg/ H 58 (n=175) (ZIEE(EAIZED
30, 4»n AMEE L,
TR A R (fhi2)
RV EHmE B Fah=s (HEH2 M)

FhR (T T 7 4)
BB, T3R8 &
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it 5 HhE | - EEFHmIEA
FhE (i)
- B EHITE B
R (BEEZW)
TR (T TF7 1)
EHRT, 2. BEEIEE O~ T T 7 0 O0TRIZB W TH., mEER
THEENRD LN,

BoE
FATE 7 AFH HEXTV T 2 pliE
fihiz 55% (85/154%1) | 36% (61/170f%1) | <0.001
SRR E 35% (54/154%1) | 25% (43/170%1) | 0.042
~UET T T4 | 34% (53/154%1) | 16% (28/170f%1) | <0.001

&R Mantel-Haenszel x *#iE

HARATT AT 5

HBEFIMATRIT, AKAIEE45% (69/154%1) | ¥ EXF 7 = U EE35%
(59/170%51) TH Y, AFEECTHBEIZIRFINEITEN @2 -7 (p=0.022 ; J&

BMantel-Haenszel x *#7E) .

R
i
Hq:

- BIERRBLEISIIAFIREST.6% (59/157H1) . ¥ X7 = U #34.1%
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(ZBT DIBRR O EHENE] ITHEL D)

B D M
FEAT . E SRS Clinical Benefit%
i CR | PR | NC [RHINC| PD |NE| (pipp) | (CR+PR+EHINC)
57 Lidn%" 4 12 15 13 13 0 16 29
HERLEIG % | 7.0% |21.1% | 26.3% | 22.8% |22.8% 28.1% 50.9%

X ARBRITIRER L L Chltn L7y, BUEIRFEKGEITT & IR R S A7t BRR AR IS RAT L. FEREIEFREEEE T O AHI O i 53
TTHE & 72 5 I & Tkt L 7o (RUEHR e ﬁ"E PR SRR 18 4R L ~ R8T H)
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2) EFEEHL
L TEREF
EDAREX
EERE LT
E - AR
DEE

(1) £tk

BRI

Mz L
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VI-1. FEEZEHIC
EEHHEEY
XIFeaHEt

VI-2. EIEEA
(1) YERERL -
e

VI. E3hEFEIEICRIT SHIEE

T~ 2 —ERHEH|
— L T A e = =X AR
TR BEEOHHLEMORNRE - IRFIX, BHFORMNIEELSRT L L,

<FAR&IE>

FUB IR EN R RLE ARGEMEIEE DO —>TH Y | ZOFRAE - I X Fa b
DR BEE L TWD, PAREZOLMETIE, B AIRO T o< 2 —E5%,
TR MaFUOEAIZEEGTAEELZLN TS, LY — LT r~Z—ED
R BOMICET S Z LIk, 7o ResFrnbox 2 b o AR a2 HE
L. Py otz 14 5%,

<AEFEHBNERICH (T HFAMINERIE. SEMMIVEERBICE T HHINFEH.
FEEFRBARTICE (T 5HEEHR>

FARRETOZMETIE, Ve Yy —ro7 e~ —BREERICLY =2 ha 7 U AR
[RESND &, JIEICBWTZ A ha P URiBiETHL T Ra X o ERENPAEL D
Elbl, MAROIIRIZBI A=A ha XV RENRDT S, =X ha s URE
DWW LT, RK T - FTRIER~DAD T 4 — RNy 7 MRS, FSH
DOWBMEES NS (FRAER) o F7o, IHRICERE LT v Fa b7 i3I e fE
MALUTCINRBEEZMRET S CREIEH) . 2D DIERICE > TIFRIEEA 726
ShIaREMEE SN 5,

IR OFUVEEARKELFOY—ILDERA

aLxra-Jv
ROSRN 17a-EROFY FerkOIE 57RO
el W Z Y gl SN A E O
el 17a-EROFY 0 OH
JO5Z27Fay —e o, —
JO4z70x ¢©5j§ <_¢©éj§
| ' .
WLFIAXFOL JLFJ—IL FTURARTTF TANZFOY
Tavz—t }>l<— \/hn‘j—)b—>l<-| Tava—t
0 - OH
FIRZFO j:i;iﬁ —*l:15j§
HO HO
IZhE> IXNZTF—IL
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(2)

%
B35
SR AL

1) 7av42—+¥EEERE

D MBI/ OYV—LBEHO7OTE—EEMICHT BER (in vitro) *
Lhey—id, B MNREI e Y —L2ESPOIRMLEZT o~ X —FOiEME
. BAMIZPEE L7z (Lineweaver-Burk plot. Ki fE=2.1nM)

ErERT7 OS2 —EFERICHT HEERK

5 1 1 1 1

44 | @L bOY—IL1ONMTEFET
35 |EL OV FEHFEET

5
2 3
IX 254
5 2
~ 1.5+
1 /
0.5
O T T T T T T T T T T T T T T
-15 -10 -5 0 5 10 15 20 25

1/s [7>ROXFLIF 2] (X109)

(R SGF1E) [4-"Cl 7o RexT o oF a8 L L, B MBI 7o Yy — Ay L &
HIZ3TCT200M A vFaX—h LT, ARTHIELVEZHEL, Tue~
2 —PiEMEOREE L L,

QMESY FMZBIFR7UFOARTFUSHURROFEIRKICHT 2ER (S
}\) 34)
T v MZBITFDHT7 > Fa X oFERKERIZ. IRTa~Z—EE2 N LT
FEAEINDZA ha S K FTH, L ha Yy —30.3 uglkg/ HEL EOHET
TR AT U ARV FER SN EIEREIE L,

MEMHES Y MZBFE7 U RORTUSAHUERFERKIZHNT S
LhkOovy—ILOER

BREE | 7L ROXFL U5 (30mgrke/ B, s.c)

150
)
& | NS nNs
mlm“ 1 = *x * Kk
ol 00
el
'[[H] [ * %
N_.

50 -

i I EHEAERR S (n=h)
o %k p<0.01, WEAIRE D
by L g 003 01 03 10 30 iz (Dunnett ORE)
L bav—iv (ug/kg/H. p.o.) NS : FEAERL

GABRJ77E) SD% (Tif : RAI) St = » o, L kY —/L41H1H0.03~3.0 1z gfkg/H .
AR OES L, 4RI 2 2 U e R 2 JE Lz,
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QmiFh IR FOS VEEETHER BoT—%) ¥

PR YT - IR BE6N 268 & LT, AFI2.6mg% 1 H 1563 [ 0 #% 5
Lz, HGRILROEGHIMKE TRICIIE AL, 74 A L7 7 v EAEICK
DiEF A huesr (B, E,. ES) BEHELE, £72 [PH] 7> Fuxs
VA B00u Cik Y [MC] = A b by Ciddh—T 2% 5 L, #IRNIRTZA
ROJRP A haF o BlnhbTa~vZ2 A4 ¥ —2 g UREPET L,

FORER. AKENIT, 25T uwZ A P—Ta VEBNICHEL, 26103 HEER
(99.1%LL L3l UTF &7, £/-MmifEhDE, 4#84.3%, E,#87.8%. E,S
Z98.0%IK T &d 7=,

2) mESZMR

DIR bOF UREHENWGERILIRESS v MCBTREEHR (Sv k) ¥
0.0lmg/kg/ B EOHED L b — L2 L v | EEOBEEITA BEICHHE ST
W, EbIT, EHEERTRRIZBWTLY br Yy —LiE, 0.003mg/kg/ HLL LD
B CHT e IS O R A& il L7z,

IX AT ARFUENNERILIRES S v FOESKREICHT S
L bovy—ILOER

70
B 5 HAE
E 60 |
(-7)

T
"
$2 50
S 1)
%
@ 40 | &5 (h=16)
el —0—0.003mg/kg/H (n=16)
S 30t
:;) —e—0.010mg/kg/BH(n=15)
4
€ oo L ——0.030mg/kg/H (n=15)
Bl
- * —4—0.100mg/kg/B(n=15)
~ 10 (:2)_A—0.300mg/kg/B (n=15)
N

0 * %k

0 1 2 3 4 5 6 7 8
bl

EHE A+ HEAERR S H v I NIEE O E TORT IR R
*p<0.05, 3k 3*kp<0.01, HHXIHE O (Steel )

IR AT UIREFHENW FEIRES S v FOFLGEERKICSHT S
Loy —ILO/EA

) & N B TR AR N 45
- (mg/kg/ H) fEE A %L Hhefl (FEPH)
A - 11 60 6 (2~10)
Lhay—n 0.003 16 51 3 (0~9 *
L hey—1 0.01 15 13 0 (0~2) **
Lhey—nu 0.03 15 3 0 (0~1) **
Lhey—n 0.1 15 1 0 (0~1) **
L hey—L 0.3 15 2 0 (0~1 **

*p<0.05, 3 *kp<0.01, ML DL (Wilcoxon D 2EEANEN FIkk &)

(B 71%) SDsR (Mol : SPRD) Mt Z » MZHEA == — % —ONMU% FlRN 5
(50mg/kg. 2[F) LT=A huaZ ARFRENMU #%58 SLRIEYE 7 > b % /F T
Uiz, HIBOE KA MR L%, L he Yy —/L4&1H2[[0.003~0.3mg/kg/ H
OHRET, 42AMRAHREG Lz, 7y L ICEBREORMAEZR L LL b
=L ORISR ROEE L Uiz, £/, BEHMTISHZICER SN D EE
EHE LT,
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QIR bOS ARFHUDMBAZHEIIZES S v MB T IHESHE (Sy k) ¥
0.0lmg/kg/ BUA LDV Fay — 2 X0 | BB OB IEA E IS Sz,
EHC, BERTHAIZEWT, L ha Y —1130.003mg/kg/ H P o JH & CH
T IR O TR & i) L7z,

IR bAYT ARTFIEDMBAZRILIRES S v FDEEFEICHT S
L bovy—ILDER

35
BEHRE
30 |
BEEAN II5LEF%
25 | (B, fEasiEH)

—a— A (n=13)

—0—0.003mg/kg/A (n=15)
—e—0.010mg/kg/H (n=15)
—o—0.030mg/kg/A (n=15)

ML 72 V) DESATEOHEF (cm?)

——0.100mg/kg/H (n=15)
——0.300mg/kg/H (n=15)

Zy

—a—1.000mg/kg/H (n=15)

YA HEAERLSE . h v I NIEZ O E TOR I BRI
*p<0.05, *k kp<0.01, FHEXIH & DOHEL (SteeliiiE)

IR A AKRFEEDMBA FRIIZESS Y FOHFH-LREBHRIZHT S
L By —ILDOEHR

51y A& N BB AL HOFIE RN 5
(mg/kg/ H) SRR EL HrfE (PR

TR — 12 41 3 (1~17
PRN=R 0.003 15 21 1 (0~5) **
Lhavy—n 0.01 15 21 1 (0~5) *
Lhay— 0.03 15 2 0 (0~2) **
Lhey—n 0.1 15 3 0 (0~1) **
Lhmry—L 0.3 14 0 0 (0~0) NA.
L hey—L 1 15 1 0 (0O~1 **

*p<0.05, * kp<0.01, WEXHHR & DLl (Wilcoxon O 28 ANEN Fiff &)
N.A. : @77 L7 it s

GABR71E) SDRMENES v MR A = = — 2 —DODMBAZ# O#5 (15mg. 1E]) L
TR ha P U ARTFEILIRIES: 7~ R 2 ERL U7, BRSO A% fess L 7= 14
2. L ey —Z1H2 [10.003mg~1.0mg/kg/ H42 A R 0% 5 Lz, T v
ML ICEBERBORMEZEHLLY ha Yy — LvofiEESREofEE L L-, £
7o, WEHRPISH ISR SN D B2 5 LT,

3) Tt

DR ARVEBYIADRT A KELISHT B4R (n vitro) 7%
INHAR—PRREY BT, L b Y — L LHAZIC L5 = A T U4 —v
PEAEZ0.01 p M DL EDE T L7z, 7 a X A7 a U EAIC OV CEIEE R
ERZ RS RhoT-, £1-. Fv FRIBEIRICBNTL by —id. ACTH#|
WIZ R D7V KAT B RUEAF 3 AT B BRI L CHE RN 27 & 72
N T,
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LHTHREH L E=NLR S —REYEOIR FSOA—)L, TAFRTAOVES.
ACTHTHRIE L= v FRIBYIFDaLFORTAL,
FILRRTOVEEIZRT DL MOV —ILOER (in vitro)

gzoo l /\AZ?-EH% I}i

ﬁl- i O~ IZXLFTVF—I
44 150 —o— 7O ZxFAr

'LL T T
v | |
2 100+—% :T% |
Koo T | \E
e | |
4 o | |
o \E\H&TFﬂ
= | |
5 O T T T

T T T
001 .01 .1 1 10 100 1000
L day—iv [uM](n=3-5)

GREBRGIE) MM T — T b A H—
DOINBR L VO AERZER L, VR
Y —LDOFET T, LH & & bIc A%
37T C T4 A v F 2a_X— L=, U
MOHFEREL 72 A N T VA — L RN e
FATR L BT UEA LT vEAIEZ
L WE L,

kL hu Y — LOIEFFEF T, LH (0.1 g/mL) XIZACTH (0.1pg/mL) R LV EALEZAT R

A4 REZ100% & L7,

3\,200 l 7 v hEIE Ili
Mo ‘ ‘
ﬂ w7 RZRFO>
?';150— —e— JUFIAZXFOL
X s s
I I
Ik 100 | g/i\ 1
X | K3
e 7 | |
. : :
J 50 T T
7 | Ll
B | |
5 O T T } T T }
g 001 01 1 1 10 100 1000
Leaov—i [uM]l(n=7. 8)
SR R e S

(B2 S77E) SD% (Tif : RAIf) HEdk

7w FOFIE LV U EAREER LT,
Vb — L OFEFT, ACTHE & %
WY % 3T C T2l A v F 2 _X— bk L
oo IR DBEH Lo v FazxTa s
EOTNRATO BT VA AL T
A BT VEE LT,

QRS Y MIBITHFEEZIHTEZER (Sv k) ¥

L he Y —100.003mg/kg/ H UL EDOHET, FEEEIIAEICHED Lz, 1mgkg/ H

DR TIT, PIHAE o IR & AR O KHEE TR LT,

BRESY FMIBTBHRFEEEICRIFILNOY—ILOER

SR | L H& (mg/kg/ H) n FEEERE (mg/100g B.W.)
TR - 8 140.1 £ 9.6
Lhay— 0.03 8 94.8 + 9.8**
v hay—nu 0.1 8 80.0 £ 5.6 ™%
Lhey—u 1.0 8 429 + 2.2*%
G B4 — 8 50.7 = 7.2**

TEHIME EHENEEE (n=8) . % % p<0.01, JAHLAIE L OLifE (Dunnett ORE)

(FBr 1) SDFR (Tif : RAIf) VS » ML hu Y —/10.03, 0.11%1.0mg/kg/H %
1H1EI4AMREO#ELG L, FEEEZE L, BHESRE U CINEHEH T »
b OTEEE A FIN14 B %IE LT,

34



(3) YERRIREFR -
Frige i ]

GACTHTRIM L =S » FOMIBR T O FRECHT 2R (Sv k) ¥
NAT & Ik LB RIES o T,

ACTHTHIE L=Sy FOMBEI)LFIARTAVEVTILFATAOVEEICINT S

Bz 48R
E?%

600 —— JJJFIZXF0O> (ng/mL) 2 7IEZFa> (ng/mL) ——

400

200

TER 0.04 0.4 4.0 pop:c] 0.04 0.4 4.0
L kAY—J (mg/kg. p.o.)
PHE EHEERA S (n=10)

(B %) SDF (Tif : RAT) KetET » MCACTH (Imglhkg) O FH51605H%IC. L
by — LA ROHE L, 202 L, MR AT n A KAl
FUREETVUFAL T v EAIFEICEOWPE LT,

AR L
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VI-1. MmAREOHRE
(1) ‘aRLEDE
I AR EE

(2) BFHBT
L ERIE
LS T

VI. EMEREICRT HIEHE
MR L

1) BEEES (FRkeEgt) ?
HAR NBRR GG e PE12612 L b Y — L2 5mg & Z2IE R IC R 0 & 5 L 7=
& EOMAEFRIRERERS L P BIHE T A —Z ZLLTO LB Tholz,

LbAY—)L2 SmgZBEEZEARS L& EDMBPEYFENS A —4

Thax Crax AUCqn¢ tug THIRHEEE T4 BT D
(h) (ng/mL) (ng-h/mL) (h) (1/h) AR (L)
1.5 0.6 43.2 = 16.1 2,066 = 1,147 68.6 = 36.7 | 0.01338 = 0.00840 | 144.2 £ 102.1
P R A 7
60 -
50 |- =
o
B —o— 2.5mgtk 5 <
—_ X
_é 40 | il
> EN
< 3
o )
8 30 g
§ 7 00 | | | )
ik 0 6 12 18 24
;E; BE5%ERE (h)
RN 2 [
e 0
10 |
00 | ! | I |
0 48 96 144 192 240 288 336

w5 #IEE (h)
TEEHERER 2 (n=12)
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2) RiEH®RS (FAR®EELRY) »
HA NP Rt 10fic, v ha Yy — 2. 5mga 1 H1EKEROKESE L
ol EomiER N7 ZIREX, BEEEPHR DIZ LR > THRAIZER L,
G GAM TIEIE - EEISES W, #IEEERGICHT 5 4% K5 DAUC.,,
(RAERE) 137.2+£2.9 TH -T2,

FAREREREXEICL FAY—)L2 SngZ BRI REZOEEGLIZEED
M iE YR E D HTE

250 r

200

150

100

m¥FRZEYRE (ng/mL)

50

AR ERZE (n=10)

L bay—)L2 SmgzhBERREROKES LI EDMBEHEDHE/NS A -4

- = HEle Gy &
— i YR E,
INT A—H Bla] e 5 e i& e 51 S SR O b
27412 55166
T (0) (1.0~4.0) (1.0~24.0)
. (nghmL) 32.4%5.5 151.9+52.8 47+1.4
max 8 (25.9~41.7) (84.5~234.5) (2.7~6.9)
N 16.5+3.9 134.2+56.8 8.8+5.6
Cuin (ng/mL) (8.7~23.7) (64.8~232.8) (3.9~23.7)
465+88 3,297+1,268 72429
AUC o3, (ng-h/mL) (358~659) (1,697~5,467) (3.4~13.9)

n=10, THME+FEUERZE (RiDR) | 3% $E5-1424 IR o e Ry i e
fEAT T BT T X O R WORAT
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(3) =

4) 8% - FRAX
D&

%) REH/RE FARgIlEsE) ©
HA ARG RESIENIC L h oY —12.5mgZ 1 H1RIRERO#KS Lz &
ToMmEF N7 7REX, B54EAUBEIZIEEETHR L, EFREBICHD
EEZ LN,

MEFRFEYRE (ng/mL)

FARRZIEREICL FOY—IL2. gz REZOAZRELIZLEED

migdh b5 7 REDHRE

400 r
300 r
200 r
18
25 20 21
30 27 24
100
0 Il Il Il Il Il Il ]
0 4 8 12 16 20 24 28
BE5#%IEE  (B)

YRR E RS X OB

AR L

1) BEEOxRE"Y

NEAT—% (BERASBM)

BB ME120] 2 %R b e Y —12.5mga2X27 0 A4 — "—EIZ L,
BB OZEERCHERR OB S Lz & & oMEFREHRRE O RG22 1T- 72
LA, EHERHZEARERES TIEC B TIE L, TonNO0RE L7228,
AUC I G- T CHRETHY . L e Y —LORINEITIEFOLEL
AT EHEER I T,

BESBMEICL OV —)L2. 5mg ZEEROKRE L& EDOFHMBEHREDHTR

35

30

25

20

m#FEHRE (ng/mL)

n=12, W :

35
30 r
25
20
15 -
10 H

MmE¥EFEE (ng/mL)

w5 #IEE (h)

0 24 48 72 96

Ze i G- O - Bk kS
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5 #%5E (h)

I f ]
144 168 192 216 240 264 288 312 336



VI-2. FEYLRERI
INSA—4
(1) fEAE
(2) RULEETEE
(3) HEXRETEH

4 2907353 R

(5) HMEE

(6) Z it

BESEMEIZL FOY—IL2. g BEEFROKBELI-EED
MmiFhEYBHEE/NS A —4

P 544 Thae (h) Ciax (ng/mL) AUC,,,; (ng * h/mL) ty, (h)
2R 1 (0.5~1.5) 36.9+5.80 1,690+705 50.2+21.8
"% 2 (1.0~3.5) 28.2+5.32 1,630£640 49.7+18.3
HH*D90% 15 HE X - - 0.92~1.05 -
n=12, T JJEPRAM GEER) | ZHLIIMI I AT

KL B IZENER G AT ITE BT VIS X D A fiRd

2) HREDNZE
BRI & 0 8% RT3 54OV CiE V-7 AR AR DIES IR
DINT7 ) v EDOBADKRE GHEAT—%) ¥
B IELI3B 255 L L, UL 77 Y 2 smgHEHME R L 1y —L
2.5mgD1 A 1EEHR GHICT LT 7 U 2. 5mgHREIJFAE G Lz, Y7 7Y
VHME VY — RO T AT 7 U DC . AUC 30T A%
OHFPEANTH Y, fFAICEY L by —iZ UL 7 U v oy ahisic s s
FIF 7wt E2 b1z,

QU AFTrEOHADES WEAT—45) ¥
fREE S IEL06], PARR B GRELME6fI A x5 & L, L ke Y —/ L2 5mgHi [ Hifhf 5.
KO AF T 400mgD 12K R EHR 5% L v Y — L2 5mgH R H % 5-
Lice LhaYy —LHME S AF P UHHEO L oy — L dC,,,. AUC.556.
AU%Mi FEMEOHEANTH Y | v AF U OILL ke — L O3H)
EBICHAEL RIFS W EE LN,

T LB AR
RMER R L
[VIF1. (2) FGARHBR CHERR Iz iRiE | OEBM

1) PARBREE LML b Y — 2. 5mga A K N4 H BEEROE G LZ L &
DB VT ITLALBNI VTS RAIUTOLEEY Tho722

EAEIE S A B 5-RE
n 12 11
CLy (L/h) 0.067+0.033 0.065+0.016
(0.037~0.137) (0.041~0.084)
CLy/f (L/h) 1.428+0.677 0.691+0.237
(0.444~3.123) (0.387~1.096)

A (H)
CLyy/f=CL/f— CLy

[CL/A=#5-B/AUC ;. CLy=IRT ARRZE LR P E/AUC]

2) e 36

b ha Y —A25mgr HERAKE L2027 VT T A%

28.912.7 (mL/min : E¥E +HEHERFZE) TH o7,

TVI-1. (2) F&ER

BrlzZa L
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VI-3. B&%EH (REa
L—i3y) @
(1) fEMrAE

(2) NS A=A
EEER

VI-4. URIR

RUER R L

RUERR L

D NAATFRASEYT 4 HBEAT—%) ¥
PARRR I 120 2 )1, L b a2 Y —12.5mgZa2X 27 1 A A — R —{E|Z
eV, #E O K OFRIRNIC BB 5 L 7=,
MEXfSA AT XA Z VT £1399.9116.3% CTh -T2,

FAfREfEELAMICL FAY—)L2 bmgZk
HRZBOX(FEFRNZRS L= EZDOEYHEE/NS A —4

Be5.24 AUC,.45s (ng-h/mL) AUC,,;, (ng-h/mL) tys (h) BA* (%)
=k 1,210+396 1,220+420 42.0+15.3
— 99.9+16.3
FRIRPN 5 1,210+393 1,230+415 45.4+15.9

n=12, FHE AZHERE, K BROEGAUC. . [HRNE 5AUC,
FRMT 71« BT T X B 2R

FARERERLEICL OV —)L2 SngZ BREIROX [EEIRNITE L& ED
i 3% iR B HE RS

200

1000.00

100.00

10.00

(ng/mL)

i
T

HBE%ERE (h)
1.00

M iEeh;

001 1 1 1 1 1 1 |
0 48 96 144 192 240 288 336

BE%EERE (h)
n=12. FHE B ROoRES O HIRN&ES

2) WRURERLL
MERR L
<BE>EMT—F2 (TY )
R P L AP 2 i 25 . USRS 2RV — 7 2 ERL L 7-SDRMERE T » M T
[MC] v hu Y —%0.167Tmg/lt (HE#EEEE) & 51 130.042mg/PT (A5 FE
) OHETH IV —THN~FE LT,
P 540,501 TOEIELE A OWINRIL, HEET » POT R b ZER R &
< (Mff - 85.5%., M :91.3%) . RWTH 4515, EGDIETH -7, #5143
e ik, B LA OB TITHRGEDOT8% L R Sz, AFNTESE L
TG EBEVBRINSND DD, ZUSOHLE OIRH#HZREHBAIZB N TS
WRENHbDEEZ BN,
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3) R

MY ERR L
<BESEMT—F (Ty k. IVR, 4X)

[(MC] v by — &M T v Ficlmg/kg, HEVEA X123mglkg M O~
A Img/kg TROFE L Lz & 2 OB EEDAUC ., & FFAIRNE G (1 X%
0.1mg/kg TEHRNE5) #DAUC .k W HH LIZWINERIT, 7~ FT101%.
A X TT4.4% K N~ A TT125% Th-12,

4) RRRT{EIR

YR L

<BE>SEMT—42 (Tv k)

[“C] v huYy— Limgkgs 7 v MO EG%44F M £ CRREL 72
ZOREI=2b—varERLENOT v bo+ fEBENICEG Lz L X
5% 96KE[H] £ CTIZHUINRER D23.4% 2N IHH1T, 36.1% 23 R H 2 HEi & 4
7oo L723o T, R H I S 72 i BED59.5% (% 58D 19.8% I
M) IERIESND EEZ BN,

("¢l LhRY—LXIE [C] L hRY—ILEORE5%IERL-BETE
Sy FMCEERS L-EEDORT. R, EdRAOBRESTEEDHER

EVirlalie FRAFH PN %

e ﬁg ﬁﬁ (3 5B A O BRI 5 %) (B SRR 5 %) R =
" BT 7 ¥ BNEY | r— PR | 5T 5 %)

24 12.5+3.1 9.94+4.1 2.0-1.3 - - 24.5+4.5

44 20.9+4.4 16.2+6.9 5.04.0 - - 42.1+9.4

, 68 28.1+5.0 19.6+9.7 7.4%6.3 - - 55.1+13.5
Imglkg™ | ¥ | 92 29.4%2 33.4%2 17.3% - - 80.0°%
116 31.7°% 35.47 19.3% — — 86.37

140 32.7°% 36.6™7 20.47? — — 89.6™7

164 33.3%2 37.27 20.9" 0.9 0.4™ 92.6™?

+ | 24 | 214+166 26.5+15.0 9.2+5.3 - - 57.1+8.1

P | 48| 226+177 32.0+17.2 12.2+3.3 — - 66.76.0
. o 72 | 23.1+183 34.8+18.4 18.1+3.1 - - 71.0+5.3
No| 96 | 23.4+18.6 36.1+18.9 13.3+3.1 - - 72.84+4.7

n=5 (HH-HEIERER) . n=4 (BHHEEROBE) ., FHEEFEZE, — @ JEET
% 1 PEG 400/ K, 2:1 (viv) \ZIAfE, 3% 2 FHHE (n=2)
% 3 1mglkg ARG, 5% 44 K E TERIL 7202 3o 7 v Mo s

VI-5. 9%

(1) ik — A B FT

i@

(2) ifni&k—RaEE
B &E T

i EER I L

MR L

<BESHYMT—42 (SYh)

HR13H XIX18H B D Z » MMz [MC] L kv Y — L imglkg% FEHR T CHRIEE M
Feh5 Uiz, RIS A B TiE, 1B - BIR~OFREOBITIZ, BE DMK 0.9
~1.5{EDRE THER LT,

HR18H H CTik. MBI DR ~D ST REIRE X, RBEMW O MK D0.8~2.114% THE
¥ L,
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3) EHit~n MU ER L

BT <BES>HYMT—42 (SYF)
%13 B oA o7 v Mo [MC] v kY —Limgkg% R T CHIRIE O
Beh Uz & & P O RO R B I MAE ST AT U CTHERR L, & 5% 85 Tl
ERE (0.991ugeq/mL) (2L, FEMETRED25M5TH -7z,

(4) BERA~D U L
BITIE
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(5) Do
ih 2N 0)
BITH

(6) MIFER
HE=x

MERR L

<BES>HYMT—42 (SYF)

[™C] v bua Y — vimg/kgZ MMt » MMCHAR T CHERR DG Lz & & Ol
8 - MRS REIRE 2 E Uiz, B G5B (T T80 2B\ Tk, 25124
FRBHRED A NFED B, WL OBESS - KRR D ik FIR e & [FRRE XN
PLEDORBEZR LT, b EWBFENEIFICED b, MHREED14ETH-
7oo TR, AN, N—% —RICMED4.1~4.3/F DS RED TR D H 1L
Too W, TE . INROBFREOBATIZMIED1.5~2.4F Th o7,

T D% Z bR < F0RER - KRN O B REIR B 13 Mk & FIERERIZIC T L, 10H
BTIHITE A E DS - M CREZAFRIDO1% LTI -7-, &5#%408 T
IR B I RE D FRAF 358 vz s . IR'E DS Cld HBRAHE T2 LR T
HoT,

("] LhOY—ILEZHHES Y FMZEBTCHERBOBRELEELEZD
fizs - FABAMETRERE

sk ligeds « AR REIRE (1 g eq./g)
o AR Q4R 10R* 20H * 40A%
Mg 0.445+0.040 | 0.303+0.027 | 0.004+0.000 | 0.001=0.001 | 0.000==0.000
i3 0.487+0.043 | 0.329+0.025 | 0.0020.000 | 0.000=0.000 | 0.000=0.000
THAY o8 | 0.944+0.053 | 0.659+0.086 | 0.005+0.001 | 0.005+0.004 | 0.002+0.002
MEE 1 iR 1.398+0.303 | 0.869+0.126 | 0.005+=0.001 | 0.000+0.001 | 0.001+0.000
FROBR R 1.0280.079 | 0.727-0.039 | 0.008+0.007 | 0.000%0.000 | 0.000+0.000
MEF VU /88 | 0.911+0.022 | 0.659+0.035 | 0.006+0.001 | 0.001+0.002 | 0.001+0.001
FLIR 1.056£0.006 | 0.913+£0.132 | 0.005=0.002 | 0.003%+0.003 | 0.001+0.000
Jfa i 0.635+0.055 | 0.394+0.044 | 0.0020.001 | 0.000=0.000 | 0.001=0.002
Jiiti 0.839+0.125 | 0.567+0.054 | 0.005+0.001 | 0.000+0.001 | 0.001+0.001
Lol 1.028+0.091 | 0.666=0.047 | 0.005=0.001 | 0.000%=0.000 | 0.000*0.000
Kk 1.073+0.126 | 0.775+=0.124 | 0.000%0.000 | 0.007+0.006 | 0.003+0.005
KENR 1.455+0.382 | 0.818+0.089 | 0.013+0.002 | 0.003+0.005 | 0.007+0.001
Tk 1.913+0.202 | 1.455+0.077 | 0.009%0.001 | 0.000%+0.001 | 0.001+0.001
1Rk 1.33820.103 | 0.847-+0.032 | 0.005+0.001 | 0.000%0.001 | 0.000+0.000
ik 0.681+0.052 | 0.440+0.004 | 0.003+0.000 | 0.000-0.001 | 0.001=0.001
Bl 6.378+2.080 | 5.533+1.479 | 0.045+0.005 | 0.005+0.001 | 0.0027+0.000
ER=Y i) 1.844+0.158 | 1.299+0.029 | 0.006=0.001 | 0.000%0.000 | 0.000+0.001
IS Y >/ | 0.982+0.123 | 0.858+0.037 | 0.003+0.001 | 0.000+0.000 | 0.000-0.000
PpHL 1.050£0.022 | 0.790%£0.075 | 0.009+0.001 | 0.007%0.004 | 0.003+0.002
1B 0.656+0.040 | 0.464+0.046 | 0.003+0.000 | 0.000=0.000 | 0.000=0.000
iRt 0.676+0.125 | 0.655+0.110 | 0.004+0.001 | 0.000+0.000 | 0.001+0.001
B Mk 1.256+0.114 | 0.917£0.065 | 0.010+£0.002 | 0.002+0.000 | 0.002+0.001
e 0.796+0.174 | 0.546+0.043 | 0.005+0.002 | 0.001=0.001 | 0.001=0.001
AL AR 1.198+0.246 | 0.908%+0.033 | 0.010=0.003 | 0.000%=0.000 | 0.003%0.005
B 0.630+0.073 | 0.457+0.013 | 0.000£0.000 | 0.000=0.000 | 0.000%0.000
F 0.750+0.102 | 0.583+0.138 | 0.008+0.003 | 0.005+0.006 | 0.002=0.000
LEIEN E 0] 1.457+0.024 | 0.922+0.077 | 0.007+0.001 | 0.002+0.003 | 0.000+0.001
N B — iR 1.820+£0.160 | 1.148+0.075 | 0.007=0.001 | 0.000%=0.000 | 0.000*0.000
R 0.395+0.045 | 0.323+0.011 | 0.008+0.001 | 0.0040.002 | 0.004=0.001
/NI 0.702+0.100 | 0.482+0.027 | 0.004+0.000 | 0.000=0.001 | 0.000=0.000
PN 0.729+0.084 | 0.494+0.024 | 0.004+0.001 | 0.000+0.000 | 0.000=+0.000
BREIEEN 1.0000.110 | 0.730+0.049 | 0.004=0.006 | 0.000=0.000 | 0.000==0.000
it 0.827+0.106 | 0.584+0.040 | 0.004+0.001 | 0.002+0.002 | 0.002+0.001
iG] 1.006+0.289 | 0.428+0.047 | 0.004%0.002 | 0.001%+0.002 | 0.001+0.001
IE 1.461+0.094 | 0.9690.159 | 0.149+0.049 | 0.152+0.035 | 0.144+0.085
+ a0 0.776+0.175 | 0.586+0.112 | 0.003+£0.001 | 0.000=0.000 | 0.001=0.001
2515 1.139+0.418 | 1.224+0.708 | 0.006=0.002 | 0.000=0.001 | 0.000=%=0.001
[B115 0.802+0.018 | 1.888+2.086 | 0.010+0.007 | 0.000-=0.000 | 0.001=0.0001
B 0.928+0.199 | 0.859+0.252 | 0.006+0.001 | 0.000=0.000 | 0.001=0.001
N 0.738+0.082 | 0.489+0.064 | 0.003+=0.000 | 0.000%=0.000 | 0.000%0.001

Beh5-8 - Img/kg [PEG400//K, 2 : 1 (wiw) (ZEE] | n=3, VY HIRMERE X BG4 DR

bt MZBITA L he Y — L OMiGEAKERIL. 55.4~60.2%THY (n vitro) .
ERBOEART AT I L THEY
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VI-6. X

(1

(2)

(3)

(4)

KB KR O
B RS

RIS T 5
B# (CPE)
D5 FE,
F5E

#EREENRD
FERV
ZTDEE

ik
EHORE
RUTEMEL.
LR

FREFEBAL - ATk
LU b i Y — V3B ARIEE D v e ) — VRIS L D,

bhDV—»&U%@&W%@&?&E&U%E&%%%

4 4
273,

0

C

CN N

M-2 M-3

R M-1: LB —/LK
R M-2 : hve ) — UKo B-0-7 v a U igiaik
R#@W M-3 : 4% ViR

b N7 a Y —2s%HWizin vitroi®RBIZEBW T, U b Y — W3R S
CYP3A4, CYP2A6IZ ko> THRE#f s, —F. CYP2A6%[HEL., £7-950\ b
HCYP2C19%2 [HET 5 Z L R S e,

F7-. HCYPHFREICHT AL bua Yy — L ORES R 2 HH LS. CYP2A6K
U'CYP2C19IZ 5T 5 Ki fEIZZ210.12 1 mol/L }2 188.5 u molV/L T - 72447

Fidgmas WEAT—%2) “
PRI R Lo PE 126 2 6 5212, L b ey —12.5mga2X 27 1 A4 — R—JEICfiE
Wy RO R OFFIRNICEL B 5 L2 & & Ot A AT XA 780 7 11399.9+
16.3%C., FIELEBIROEEL IR EZ T RN RS (([VI-4. 1) ASAF
TRAZEVT 4| OEHSZR)

in vitrodT—24

b MIAERICIIAEE LTHAE S, —UED B-0-7 L7 a UEEiaetk (M-2) @
HBBEDOLNTEY, e/ —k (M-1) | A% VK (M-3) (2B L Tidmt
FRIELLTF CTHh D,

M-11Z, & MEBRI 70 Y —AESDT 1~ X —EI1Tx L TIC, FHiX1,000nM L
Thh, M- 1o7 <& —BIEHEREEHIZL hr Yy —b (IC,fE : 11.5nM) 2tk
L CLU80LL FTh b, M-2IIM-1D 7 L7 a U BE R ThY . M-1& i LT
RRAMESCIEIGHEIXER VW B2 b b, BLEX Y B MIBT 2 OIS~ %
S nnwbolEZz6N5,
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VI-7. HEit

VI-8. FSUARKR—H—

[ZBE 9 & 1HH

VI-9. BHFICED
RER

1) HEHERGL R URER
L ha ) — USRS ARIE D I L B — RIS R BT S gl S
o UBRAR S LT RICERO S PS5

2) Bt ER R OHE#ERE

FRskELE GAEAT—4) ©

PRI R L PE6 I 2 %t 4ic [MC] L ke Y — 12 5mga HEE A& 5 L & &,
P51 336 £ TIT G ED88.2% MR, 3.8%NHEHITHE ST,

Elo, RPBHED S B, FHEOKS%BARELIK, K63% B NLE ) —/VIRD
B-O-7 oo AR TH T,

B ELmc [MC] L haY—)L2. ngZz BEROBRELI-LED
FR Hh B U3 b 0D hi 5T e sttt 3R

o REREIE SR (B 5 RISk 5 %)
BRIREER] (h) - -
JR # &t
0~96 67.3+14.7 2.4+0.6 69.615.2
0~168 80.4+11.4 3.2+0.5 83.6+11.6
0~336 88.2+7.6 3.8+0.9 91.94+7.9
0~inf (4MF) 90.0+7.4™ 3.8+0.9" 93.7+7.9

n=6, FHIE AT =

X1 e H#%0~336K M O PR+ (B¢ 5-1%312~336IR¢fH O PEE=E) X t,,/In2
[ty : $E5-1%73~336MF M D PR D )5 HH)

%2 K& 70 HHIZEE) AP R O 72 O FHIN E I T E ed o 72 2 Linh | BE1%0~336HiE
AL,

AR L

AR L
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VI-10. HEDER% 1) BHEEEESE GMEAT—2) Y

BI5EE REMSHE DFREE S B e 5 PR % 2ctE 1961 (Cer : 9~113mL/min ; BHEHEEH 3
B, HREERE AR 2], P AE R AR RRRE 11, EAEEHREREE M) 2L b
0y —2.5mgx ARG Lz, Cerk L hu Y — LDAUC),»MIZITH
BRMBEBERIIRD b o te, £, Cerk L by — L OCLgE ORIZYH
BEARMBIZRD bR oT, L Y — L DAUCy . tye. CLgZ I LE
J—=IUED B-O-7 7 a g AR (M-2) ORR R RICEES K OVE
EEWRERERE OB CRE 22T, BHE (Cer) DEEITFE O LR
Molo, L EaY — O LIEARKIIFRETHY, 257 V7 7RI
D CLyD A G- RITIMANZ L2 b BHREREE B 2BV CHEMENTL
WeEz bhi,

BEERUVEHRERESEERICL FOY—)L2 dngZ
HEZORELI-EEDEYFE/ NS A—4

EHEREFEEE | n Cer AUCqine tue CLy JR M2kl
B (mL/min) | (ng - hr/mL) (hr) (mL/min) (%) *
IEH 3 | 111.0£6.2 1,303+803 64.0+42.9 3.2+2.1% 55.2+39.6™
BEEREE | 2 72.0+1.4 1,320+13 43.1+5.6 2.9+0.2 74.2+13.6
AR | 11 | 49.7+8.4 1,779+464 | 65.9%28.3 2.0+1.0% 63.7+31.5™
WEREE | 3 11.0+2.0 950+ 380 43.9+18.1 2.1+0.6™ 67.6+10.17
2f |19 15254561 | 59.7+281 | 2.3+1.07 64.5+28.47

M AEVER S, %1 n=2, 32 n=10, %3 n=16, ¥4 £ 5-%0~ 168D Rkt =

2) FHEEEERE GMEAT—%)

DERE ~ P EDIFHREREE 5™
Child-Pugh/Z3$IZ L 0 [FHREEH (n=4) . WEJFHEERE (/'L — FA:
n=4) MO EEIFEERE (7 L — KB : n=3) (Z/8 S 72 ARkt LotE111ic
L ha Y —)25mg% HAlfR 0BG Lz,
TR RERE ERL TR RE IE F AR L HEiG LT L b Y — b Dt 23 < CLygMEW
BRRFED HivTe, £z, HHEREIERFHE & BEFHEEREROAUCOEHMEIXIE
ER L ThH o720y, PSR ER IS TEVMEE R LTz, 72720, WTiho
NG A= B HERICABERZITRD bivierolz (—IuhlES B HT. AUC g5 ;
p=0.112, AUC,,; ; p=0.159. t,, ; p=0.429, CLyy ; p=0.286) .

QEEDIFHEEEESH"
Child-Pugh/r#iic L v EHEIFH#EERES (/'L — RC) ThoHEEHESHI L, xfRE
U CHFEln, R, MERIDFEE CTH o o BEEESHIC L ~hu Y —/L2.5mg4 H[AlFE 1
5 LT,
T TR RERR S AR T, R Il L CAUCIHKI2M5 R < tipld2fF UL B R
Mmol-, £, HEEFEREREEREICBITSL by — L OCLAK OCLyglE, f
FEE DEINENS2.8% K P4T% Th o7z, —77, Crax& Toal CHERZITRD
Nignoiz,
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REERVEEMFH#EREREICL O Y —IL2 dngZ

HEROKRS L ETOEYHE/NFTA—4

IRT A= TR T RERE E B pfitt
Thae (h) 1.51+1.13 1.25+0.53 p=0.8292"*
Ciax (ng/mL) 27.24+8.59 20.97+7.31 p=0.1381"
tye (h) 40.66+10.46 116.72+75.30 p=0.0016"
AUCyyy (ng-h/mL) 1,042+381 2,096+ 950 p=0.0113"9
AUC,, (ng-h/mL) 1,017+379 1,712+473 p=0.0059"*
CL/f (mL/min) 43.74+12.43 23.09+8.38 p=0.0016™

CLy (mL/min) 1.12+0.36™ 1.75+0.91 —

CLyz (mL/min) 45.73+9.35™ 21.34+8.00 —

n=8, VIfE HIEHER 7
Clyg (BH 27 VT T R) =CLIf (&7 VT T RA) —Cly (BZ7UT T R)
[CL/f=f58/AUCy.,) . 1 n=7, %2 Wilcoxon|E(ZFI#E, X3 t-fiE

3) BEE WEAT—%) 7

T0rE LA _E ORI TR BE 1261 L b 1 —)12.5mg % 28 JiF R HL[E]% 1 4%
HL, Z0108% L0 FE—#EEICHLTL by —/12.5mga1H1A, 8
M., HHEERORE L, ARy EIRE 4 7058 A O ARG E T I B H
(F¥J615%. 52~665%) Clbig L= & HEILKOKEROEGREOL ha
=L DI MR SRR EHERR IR TH U . AUC, tull W CHL A E R
EH 0o (([AUC @ okl O Hr, BRI 58 ; p=0.63, {8
B G0E 5 p=0.97] . [ty : ZoECEOSH AT, WA G p=0.93, KE&K
5B ; p=0.66] ) .

R B ETIESREICL FOY—)L2. bngEx
HARUREROKRE LI-LEZOEHRERVIESHEICS IT2MEFEEHTR

1000

100

Mm#FEFRE (ng/mL)
5)

48 72

@ :JEminE (1A H. HE#kS)

O : FEmimn® (66 H H ., SR ERS) A
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96 120 144

BE5%EE (h)
VAN

168 192 216

g GELEH, HES)
milnE (G566 H H. 8K 5)



4) CYP2AGEZZ B DEMENAEIC RIFT EY

Lk — LR D— > TH HCYP2A6D G AT 2 R BRIE R &
D THEIOSEEGFET D ARSI TEY, /2, EXKERMERTH D
CYP2A6"4DHEE T H AN TITHI20% E AN (FI1%) IClE_XTEWZ &R L
CYP2AGEZ D NFEANHRE SN TWD, £ 2T, CYP2A6EIELTMN L
ha ) — L OIEWENEEIC KT T IO OWTRE LT, BRgILEEEICL K
0 =12 5mgx1HIRKEROEE L& &, EMARHEIEEECYP2A6D K 4E
B D WIIEMEK T 25 &2 2@z 78 (CYP2A6"4, CYP2A6"7, CYP2A6™
9. CYP2A6710) [AtL0OMAEDLEEHT L (SMEE) . BARELGTTHD
CYP2A6" 1A% 5\ NICYP2A6" 1B H 9 5 (EMEE) & bic, mifEh 7>
TR IR 5B M4~ S CEFRIBIE L b 00, RS ~ T 7 EEIZEM
BRI e U CSMBE TR m o T2,

—Ji. RIERZEBLEIEG X, SMEE66.7% (4/661]) . EMI64.3% (9/14f1) Toh
D, WEEECTELETEO NS T,

( TV-5. (5) BFHE - JHRERIEER ] DHESH)

FR#IAEEEICL FOY—IL2. gz BIEREZOREL-EED
migh b5 7 REDHE (FTHEHREREZ. FIBIERPIZRT)

400

300

200

MmEFPFEYRE (ng/mL)

100

®E#IEE (B

ERIE + AR HER 7S R OB B

O : CYP2A6D W ARE L 1 Tdh HCYP2A6 1A% 5 W NECYP2A6 1B A+ A1 (EMEf)

@ : CYP2A6DKEH D WIXFEMIE F 25 & = 4z 8 (CYP2A674, CYP2A677,
CYP2A6*9, CYP2A6*10) R Liiitrbtaa3 58 (SMEE)
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VI-11.

Z Dt

LhOoV—ibmgZzIBIESARRERES L-HOMBHREHEBZOIaL—2 3

>53)

H AR A PR It OfERE PR A 12 L b e — v 2.6mg/ H 048R #5217 - =56
O MAERRET — 2 & F\, AAIbmga 5 H M AE &G U 7= BE o 55 i i HeE% o
Sal—yarETOIMPEELZ PRI L ( TVI-1., (2) FEERBR CHER SN
IR OEBR)

Lk a Y —L2.5mg/ H D45 & 1T - 72556 o (i 4% o B o S2IE &2 — R I
&P D IE D 2-compartment modeliZ % Cideh, 6N/ T A —HEEZFNTL
fe ' —bmgx5H ML LG OREZ Tl LofE R, KEEL Tl
I B LS H HDC,,1X155ng/mL, AUC,,,233293ng-h/mL & F#ll &iu, 2.5mg/
ATOEFREDC, MK TPAUC,,, CE¥IE) EREEEZx DN, o, 2oz &
735 5mg?D5 A B4 5T & MAE e T IERIEEEL (2.5mg/ A % G- o i 4%
JE L RRBEOHI) I2H D EEZ BN, 2.5mg?Db H &G~ TsmgD5 H [H#% 5
C LA R T AO2E BN B & & 2 BT,

L kA Y—)Lbmg/HZ5BREKRE LI-5E 0 mMEFREDFAIME
250 -

200 -

(ng/mL)

150 -

i
T

100

FRE4)

WY,

50

0 | | | I |
0 7 14 21 28 35

’E%IERE (B)

Phoenix WinNonlin ver 8.0% HWEAMEDO FEEEBEAy T2/ S— K A2 METILICY
TED, /FONTAT A= EEE NI 2L —a L,

H) AROERENTND [2hEeIR] [HIELROHE] I Tols Th b,
<FAR%IE>
WL AL Fr Y — b LTIRLMA5mg R A& 545,
<HETEWEBEEICH T HFMINRFIN. SEMEINEERCH (T 2 BEIER.
FREFBARIFICH TS H00EH>
WE, LhrY— Lt LTC1IH1F2.5mgx AREAHSH B o5HERO®RET 5, +
DIHEBF LN WEA L, WEABLEO1RIE 5 &4 5mglli&E TX 5,
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VI. Z2E (EALEOZEEF) ICRHTSEE

HFARE BUE STV
ks

2. B2 (ROBHEICIFHRELEVNI L)

<ZhRELE >

2.1 4Tl SOFEEHR L TV D ATREE O & 5 4otk (9.4, 9.5 BR]

2.2 =3 [9.6 B/

2.3 ARANO RSk UIBBUE OBEEE O & % B

<HEJEFHBNEEICH (T HAMNEREK. ZSEMMEINRERIICH T HHEINEEH.

FEERFRARITICE (T HHERFR>

2.4 EEE O MR ZERMEEROBE DERBEATI28ZNRH S, 1 [9.1.1,
11.1.5 5]

(fFER)

2.1 TG SR L C W D ATREMED & B e tEICiF & G- L 2 &, dissh & U TR
AR OMERR T IC A R 2 B 5 SN BE CHIEE AT 5 R HPE LIz L OHE
Wb,

Z v FOE - JRIEFAICE T 28R TIL, 0.03mg/kg/ H £ Y IEIRIZ K— 2 HREEHR
K OMERIE A DMEBEE 72 23 HBIZL S, AR T DMEFEIENRIE S 7z,

7 v FOWERIK O AEZOREICET 2R TIE, AFlcL =X el vs
ANl o 7=, KA E0.003mg/kg/ H THAEFRZ S CE2WRIEETH - -
( 1X-2. (5) ApfzsAmtaiing OmBH) |

7. EET Y M (MC) v he Y — LA HEERAES LSS, B BIR
~OFEFHREIX. FEMW)OIMGED0.8~2.1 [EDIE CTBIT LT,

22 HADLMEANTEE LW &, RSB TRET 255X RALEIT &
5HZ &,

7 v M %b‘“(?Lﬁf\@%’ﬁTﬁ) Wb TR, £/, HAEROFKEAIZET S
ABE I, HEOHAENIZB W TERHAED0.003mg/kg/ H X 0 2R HE K O IERD
ETFRRDENTWD ((TIX-2. (5) AsAFmMERER OHEBR) |

2.3 EERIMEUER DSBS 2 TietE 2 BE L, WEUEROBETE O H 5 BEF TR

é*%%ﬁ&%tbfﬁﬁbtoﬁklﬁh RERICBWTRS, £ 9 FES
WBUER 23 F8D BT,

2.4 RFENZ BT 5 OHSSIZfE 5 MARZERIEIC W T, ENS O EIE R ®s & O
o EBI L v wE (PSUR 2021) TOREMEL E2—I2B W ThH, #r
TRERITRO SN o Tz, FERFEES ., ARBILEERE EHHIZEBNT
H AR & OHSS K OOHSSIZ {5 MkeZERRSE & O BIEVEASIAME TII22uw 2y, HEIp
PHREAEANOHSS L COHSSIZfE 9 MARFERIED VU A 7 Z &b 5 A REME L V%%
ROEINEREBERE N HGRBLO Y AV W1 L0155 2 L 2BE L, NEREIC
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10 OVERDOSAGE

Isolated cases of Femara overdose have been reported. In these instances, the
highest single dose ingested was 62.5 mg or 25 tablets. While no serious adverse
reactions were reported in these cases, because of the limited data available,
no firm recommendations for treatment can be made. However, emesis could
be induced if the patient is alert. In general, supportive care and frequent
monitoring of vital signs are also appropriate. In single-dose studies, the highest
dose used was 30 mg, which was well tolerated; in multiple-dose trials, the
largest dose of 10 mg was well tolerated.

Lethality was observed in mice and rats following single oral doses that were
equal to or greater than 2,000 mg/kg (about 4,000 to 8,000 times the daily
maximum recommended human dose on a mg/m” basis); death was associated
with reduced motor activity, ataxia and dyspnea. Lethality was observed in cats
following single IV doses that were equal to or greater than 10 mg/kg (about 50
times the daily maximum recommended human dose on a mg/m” basis); death

was preceded by depressed blood pressure and arrhythmias.
KETACE (FEMARA (letrozole) tablets, for oral use. 20204E5 H fil)
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8.1 Pregnancy

Risk Summary

Based on postmarketing reports, findings from animal studies
and the mechanism of action, Femara can cause fetal harm and
is contraindicated for use in pregnant women. In post-marketing
reports, use of letrozole during pregnancy resulted in cases of
spontaneous abortions and congenital birth defects; however,
the data are insufficient to inform a drug-associated risk [see
Contraindications (4), Warnings and Precautions (5.6), Adverse
Reactions (6.2), and Clinical Pharmacology (12.1)].

In animal reproduction studies, administration of letrozole to
pregnant animals during organogenesis resulted in increased post-
implantation pregnancy loss and resorption, fewer live fetuses,
and fetal malformation affecting the renal and skeletal systems
in rats and rabbits at doses approximately 0.1 times the daily
maximum recommended human dose (MRHD) on a mg/m® basis
(see Data).

The background risk of major birth defects and miscarriage for the
indicated population is unknown. However, the background risk in
the U.S. general population of major birth defects is 2%-4% and of
miscarriage is 15%-20% of clinically recognized pregnancies.

Data
Animal Data

In a fertility and early embryonic development toxicity study
in female rats, oral administration of letrozole starting 2 weeks
before mating until pregnancy day 6 resulted in an increase in pre-
implantation loss at doses > 0.003 mg/kg/day (approximately 0.01
times the maximum recommended human dose on a mg/m® basis).

In an embryo-fetal developmental toxicity study in rats, daily
administration of oral letrozole during the period of organogenesis
at doses > 0.003 mg/kg (approximately 0.01 time the maximum
recommended human dose on a mg/m”® basis) resulted in
embryo-fetal toxicity including intrauterine mortality, increased
resorptions and postimplantation loss, decreased numbers of live
fetuses and fetal anomalies, including absence and shortening of
renal papilla, dilation of ureter, edema, and incomplete ossification
of frontal skull and metatarsals. Letrozole was teratogenic to rats
at a dose of 0.03 mg/kg (approximately 0.01 times the maximum
recommended human dose on a mg/m” basis) and caused fetal
domed head and cervical/centrum vertebral fusion.

In the embryo-fetal development toxicity study in rabbits, daily
administration of oral letrozole during the period of organogenesis
at doses > 0.002 mg/kg (approximately 0.01 times the maximum
recommended human dose on a mg/m?® basis) resulted in embryo-
fetal toxicity, including intrauterine mortality, increased
resorption, increased postimplantation loss and decreased
numbers of live fetuses. Fetal anomalies included incomplete
ossification of the skull, sternebrae, and fore- and hind legs.

8.2 Lactation

Risk Summary

It is not known if letrozole is present in human milk. There are
no data on the effects of letrozole on the breastfed infant or milk
production. Exposure of lactating rats to letrozole was associated
with impaired reproductive performance of the male offspring
(see Data). Because of the potential for serious adverse reactions
in breastfed infants from Femara, advise lactating women not to
breastfeed while taking Femara and for at least 3 weeks after the
last dose.
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Data
Animal Data

In a postnatal developmental toxicity study in lactating rats,
letrozole was administered orally at doses of 1, 0.003, 0.03, or 0.3
mg/kg/day on Day 0 through Day 20 of lactation. The reproductive
performance of the male offspring was impaired at letrozole
dose as low as 0.003 mg/kg/day (approximately 0.01 times the
maximum recommended human dose on a mg/m?® basis), as
reflected by decreased mating and pregnancy ratios. There were
no effects on the reproductive performance of female offspring.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Based on animal studies, Femara can cause fetal harm when
administered to a pregnant woman [see Use in Specific
Populations (8.1)]. Females of reproductive potential should have
a pregnancy test prior to starting treatment with Femara.

Contraception

Females

Based on animal studies, Femara can cause fetal harm when
administered to a pregnant woman [see Use in Specific
Populations (8.1)]. Advise females of reproductive potential to use
effective contraception during treatment with Femara and for at
least 3 weeks after the last dose.

Infertility
Females

Based on studies in female animals, Femara may impair fertility
in females of reproductive potential [see Nonclinical Toxicology

(13.1)].
Males

Based on studies in male animals, Femara may impair fertility in
males of reproductive potential [see Nonclinical Toxicology (13.1)].

|

F—=A T VT O
(Australian categorization system for D (2022 4F 9 AiT)
prescribing medicines in pregnancy)

<BE>SH—A T VT OHEOBE - Australian categorization system for
prescribing medicines in pregnancy

D: 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.
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(20204-5 H & | The safety and effectiveness in pediatric patients have not been
=) established.
Letrozole administration to young (postnatal day 7) rats for 12
weeks duration at 0.003, 0.03, 0.3 mg/kg/day by oral gavage
resulted in adverse skeletal/growth effects (bone maturation,
bone mineral density) and neuroendocrine and reproductive
developmental perturbations of the hypothalamic-pituitary axis.
Administration of 0.3 mg/kg/day resulted in AUC values that were
similar to the AUC in adult patients receiving the recommended
dose of 2.5 mg/day. Decreased fertility was accompanied by
hypertrophy of the hypophysis and testicular changes that
included degeneration of the seminiferous tubular epithelium and
atrophy of the female reproductive tract. Young rats in this study
were allowed to recover following discontinuation of letrozole
treatment for 42 days. Histopathological changes were not

reversible at clinically relevant exposures.
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1) FAREEEFZRRE LE-ERNBKRRARIZE TS5 L— FRIEERA. BRBREEREERRRKE—E
2 AR Xt B4 2901 Grade z
1 2 3 4

B F B 107 25 6 1 119

RIEH A BLEIA 36.9% | 86% | 2.1% | 0.3% 41.0%

BIVEFHF B 241 36 7 1 285

RIVEH O

DIEES TN EAI 0 0 0 1 1 (0.3%)
hiE 1 0 0 0 1 (0.3%)
ERURKES Hug 2 0 0 0 2 (0.7%)
SEAZIED F U 1 0 0 0 1 (0.3%)
IRfEE R oD H2 4 J% 1 0 0 0 1 (0.3%)
AEBE A 1 0 0 0 1 (0.3%)
b S 1 0 0 0 1 (0.3%)
HLPE ARSI SE 1 0 0 0 1 (0.3%)
BEEE GITN 7 0 0 0 7 (2.4%)
e - 2 2 0 0 4 (1.4%)
P REE 1 1 0 0 2 (0.7%)
iR fsE 2 0 0 0 2 (0.7%)
R 1 0 0 0 1 (0.3%)
(GE 1 0 0 0 1 (0.3%)
HIER R 1 0 0 0 1 (0.3%)
MR 1 0 0 0 1 (0.3%)
RN 1 0 0 0 1 (0.3%)
REAPS 0 1 0 0 1 (0.3%)
B 1 0 0 0 1 (0.3%)
L EEERUVEGRAKRE | 557 3 0 0 0 3 (1.0%)
AU 2 0 1 0 3 (1.0%)
mpi) 3 0 0 0 3 (1.0%)
17 9 2 0 0 0 2 (0.7%)
ERk 2 0 0 0 2 (0.7%)
e 1 0 0 0 1 (0.3%)
7 1 0 0 0 1 (0.3%)
A 1 0 0 0 1 (0.3%)
A P i 1 0 0 0 1 (0.3%)
Y& 1 0 0 0 1 (0.3%)
SE. PERVLEESHE | A 1 0 0 0 1 (0.3%)
RERUVREREE BHORR 2 1 0 0 3 (1.0%)
oL AT a— U LE 0 1 0 0 1 (0.3%)
BERRRUESHERBES | MHEUH 8 0 0 0 8 (2.8%)
0N 3 0 0 0 3 (1.0%)
3 0 2 0 0 0 2 (0.7%)
BAEI % 1 0 0 0 1 (0.3%)
A 1 0 0 0 1 (0.3%)
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Grade

H

1 2 3 4
BIVE A BUGIEL 107 25 6 1 119
RITEH R BEIS 36.9% | 8.6% | 2.1% | 0.3% 41.0%
BIE 3B 241 36 7 1 285
RIVEH O
HIRREE BV 7 2 0 0 9 (3.1%)
FFELE D F 4 0 1 0 5 (1.7%)
AL IR0E 4 0 0 0 4 (1.4%)
HEEEE 1 0 0 0 1 (0.3%)
R S 1 0 0 0 1 (0.3%)
BERR 1 0 0 0 1 (0.3%)
TR 1 0 0 0 1 (0.3%)
FEHEE 5y g 1 0 0 0 1 (0.3%)
ERERRVIEES PR I 3 0 0 0 3 (1.0%)
FE s 2 0 0 0 2 (0.7%)
AL 1 0 0 0 1 (0.3%)
Ji . 1 0 0 0 1 (0.3%)
ERER. MER UMRES | Es 1 0 0 0 1 (0.3%)
M SR 1 0 0 0 1 (0.3%)
EERUVETHEES 9 FEIE 4 1 1 0 6 (2.1%)
B 3 2 1 0 6 (2.1%)
EZARiA 4 0 0 0 4 (1.4%)
B 1 1 0 0 2 (0.7%)
HTE2 1 1 0 0 2 (0.7%)
T 1 0 0 0 1 (0.3%)
B R 2% 1 0 0 0 1 (0.3%)
& D FEMERE 0 0 1 0 1 (0.3%)
EHMEE D PR 0 1 0 0 1 (0.3%)
mEEE IETY 18 1 0 0 19 (6.6%)
EINEE 1 2 0 0 3 (1.0%)
WAL 1 0 0 0 1 (0.3%)
AR 1+ 1 0 0 0 1 (0.3%)

KGRI £ TOHEF)
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Grade &t
BIlEF o> FlH ) 5 5 A i f@ﬁ/”

REPSEIRRLIE9)
= L AT m— LN 20 3 0 0 23/265 (8.7%)
ALT #4/m 18 4 0 0 22/278 (7.9%)
ALP #4/n 18 2 0 0 20/275 (7.3%)
AST #3/n 15 3 0 0 18/280 (6.4%)
vy -GTP #40 15 2 0 0 17/258 (6.6%)
i LR K SRS N 8 1 0 0 9/278 (3.2%)
1 BRI 2 1 0 0 3/280 (1.1%)
SRR B 3 0 0 0 3/136 (2.2%)
TNT I a7y iR 2 0 0 0 2/218 (0.9%)
v A 2 0 0 0 2/265 (0.8%)
1 H R SE AN 1 1 0 0 2/277 (0.7%)

. U v SERERD 1 0 1 0 2/268 (0.7%)
BRBERRRE R EEHE N 2 0 0 0 2/57 (3.5%)
D SRR N 1 0 0 0 1/267 (0.4%)
mi ey e 8 1 0 0 0 1/270 (0.4%)
M AN 1 0 0 0 1/270 (0.4%)
M= L 2T v — g 1 0 0 0 1/265 (0.4%)
A Y 7 Kb 0 0 1 0 1/273 (0.4%)
PR Gy S S 1 0 0 0 1/270 (0.4%)
HER$E 1 0 0 0 1/267 (0.4%)
B ER A 0 1 0 0 1/270 (0.4%)
I/ NREHE N 0 1 0 0 1/279 (0.4%)
& AV A IfUE 1 0 0 0 1/265 (0.4%)
AR A e 1 0 0 0 1/274 (0.4%)
UK E TOER)

KGRI E CORTE AR | SHE TR | S SRR LRG| Ry SRR | ERNEI
FREERY | [ENEEE DR 2008 LT L7,

KEGR RS T, A K - TRHMES SIERE S S0 D700 FHEIG 2 TFB/RHE SIERE ) TR

76



I

2) BRIEREENRE L-EREBRARICESTLRAEMNEER. RMAREERERFRL -8

LA MERTA 6 G113 290
RIVE B CRELEIS) 119 (41.0%)
I 8 B 285
BIEH O FfSE 0.5mg 1mg 2.5mg 7
DEEE DMEIE 0 1 0 1 (0.3%)
Gules 0 0 1 1 (0.3%)
ERUREES BRI 0 1 1 2 (0.7%)
SERLPED F U 0 0 1 1 (0.3%)
AREE MR oD B 55 & 0 0 1 1 (0.3%)
fE NS 0 0 1 1 (0.3%)
VLTS 0 0 1 1 (0.3%)
HEPEARERR 2 0 0 1 1 (0.3%)
BRREE L 1 2 4 7 (2.4%)
&R 0 1 3 4 (1.4%)
- REE 0 2 0 2 (0.7%)
R 1 1 0 2 (0.7%)
T REHR IR 0 0 1 1 (0.3%)
(& 0 1 0 1 (0.3%)
HILARR 0 0 1 1 (0.3%)
HFRIE R 0 0 1 1 (0.3%)
B ANPRIER 0 1 0 1 (0.3%)
AN 0 0 1 1 (0.3%)
i 0 0 1 1 (0.3%)
£ HEERVEERMKRE | EY 0 0 3 3 (1.0%)
AR 0 0 3 3 (1.0%)
=) 1 0 2 3 (1.0%)
S IIE 0 0 2 2 (0.7%)
B 0 2 0 2 (0.7%)
Jases 0 0 1 1 (0.3%)
7 0 0 1 1 (0.3%)
T 0 0 1 1 (0.3%)
FAH P 0 0 1 1 (0.3%)
LI 0 0 1 1 (0.3%)
BE. PERVLESHE | #UE 0 0 1 1 (0.3%)
RERUREEE BHCRR 0 2 1 3 (1.0%)
Eal AT e — LME 0 0 1 1 (0.3%)
BERRIRVESHBES | BEE 0 0 8 8 (2.8%)
e 2 0 1 3 (1.0%)
7 e O 1 0 1 2 (0.7%)
R Z¢ 0 0 1 1 (0.3%)
I 0 0 1 1 (0.3%)
HIEREE SHF 2 2 5 9 (3.1%)
EEIED F 0 2 3 5 (1.7%)
AR IRGE 0 2 2 4 (1.4%)
HEE S 0 1 0 1 (0.3%)
TR S 0 0 1 1 (0.3%)
BERETE 0 0 1 1 (0.3%)
TR 1 0 0 1 (0.3%)
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LR A S5 5% 290
RIVERR BB (FEEEIA) 119 (41.0%)
BIVE A B 285
AIEH O R 0.5mg 1lmg 2.5mg F
fREEE 5 B 1 0 0 1 (0.3%)
ERERRUVIEESE PR L 0 0 3 3 (1.0%)
ERARIAY) 0 0 2 2 (0.7%)
FLETE 0 0 1 1 (0.3%)
Ji HH 1, 0 0 1 1 (0.3%)
IR, WERUHRES | EiS 0 0 1 1 (0.3%)
M SER 0 1 0 1 (0.3%)
EERUVETHBES Z ) FEIE 1 2 3 6 (2.1%)
% 2 2 2 6 (2.1%)
ZITE 0 1 3 4 (1.4%)
JBi 0 0 2 2 (0.7%)
% 0 0 2 2 (0.7%)
BT 1 0 0 1 (0.3%)
B R 4% 0 1 0 1 (0.3%)
O FE RS 0 1 0 1 (0.3%)
M D FRIE 0 1 0 1 (0.3%)
mERESE FTh 0 2 17 19 (6.6%)
&I 0 0 3 3 (1.0%)
AL 0 1 0 1 (0.3%)
i, 1 0 0 1 (0.3%)

S SEFIPNER - 0.5mg (48%1]) . 1mg (154%1) .

(KFRIRF £ TOLER)

2.5mg (88)
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&t

RIEM oFE 0.5mg 1mg 2.5mg (%1

FEAT o S 145

M = L A7 o — LB 1 8 14 23/265 (8.7%)
ALT 54 3 11 8 22/278 (7.9%)
ALP #5n 2 13 5 20/275 (7.3%)
AST #3/n 3 8 7 18/280 (6.4%)
v -GTP H#3/n 3 10 4 17/258 (6.6%)
1 FP LR I A SR S 0 3 3 3 9/278 (8.2%)
i BRI 1 1 1 3/280 (1.1%)
SRR B 0 2 1 3/136 (2.2%)
TNT I raT Y R 1 1 0 2/218 (0.9%)
ML A 13 7 S EE N 1 1 0 2/265 (0.8%)
i H PR SR N 0 2 0 21277 (0.7%)
Y SRS 0 0 2 2/268 (0.7%)
RRREER RN 0 0 2 2/57 (3.5%)
T Fe Rk N 0 0 1 1/267 (0.4%)
Mg ey v e s H8n 0 1 0 1/270 (0.4%)
1 F AL N 0 1 0 1/270 (0.4%)
M= 27 a— b 0 1 0 1/265 (0.4%)
AV o KEd 0 1 0 1/273 (0.4%)
LR oy s R 0 1 0 1/270 (0.4%)
B BRI 0 0 1 1/267 (0.4%)
i rh RS 0 0 1 1/270 (0.4%)
TN N 0 1 0 1/279 (0.4%)
18 7V A LE 0 1 0 1/265 (0.4%)
AR A e 0 1 0 1/274 (0.4%)

KGRI £ TR

AKTRRFE TORNE TR | %58

R | [H

KN R PR AT 2

B RIC K o TRt RAEFI S AN 5870 5 =60

IFRZRERS | — S MR LGB |
[ N % B AR EBR 2 0F5 L CREMT L 7=,

R 5RBY | ENEID

C REEIG 2 TRt SAERER ) TR

E) AANIOKB SN TS [4hiE
<FRR%IE>

\E . RAICIZL he Yy =l LCIHLEI2.5mgZ R a#& 595,

EEIE |

UHEROHE] ZUTOLBY) Tho,

<AMEHBIEEICH T HIAHINERH. SERENEEEFICHSTSEEMER. RERBERITICE T IHRER
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79




BIHE

3) FARBIBEFENRE LEHERAMGRAE (REKRSHOHAE : DIP01) DOELEMERARERKR

Jri B
THH EXINTRL] L E PR T it
HEATFLA PR 7LAE L
JEFIHL 1,602 111 372 1,095
I 8 BUAE 15k 286 22 12 35 236
BIVE S BLIEEL 413 26 20 52 338
BIVEAREBLEE (%) 17.9 1.4 10.8 9.4 21.6
FE A4, FEHI FHE FEHIEL FEHI T
8 (BHENE%) | GEHEEG%) | CEHREIE%) | CGEHREE%) | GEHEA%)
B, EMRUVHEMETHEOHEY
(EBRBROAY — T &t 2 (0.1) 2 (0.1) 1 (0.9) 1 (0.3) 0
ST A 2 2 1 1 0
RERUREES 19 (1.2) 1 (0.1) 1 (0.9) 1 (0.3) 17 (1.6)
=g ML SE 6 1 0 0 6
HRRESE 27 (1.7) 4 (0.3) 2 (1.8) 3 (0.8) 22 (2.0)
FFEDME D F 10 0 0 1 9
JilEqaatinl 1 1 1 0 0
AT I 1 1 0 0 1
54 1A% i 1 1 1 0 0
SHZE N BRI 1 1 0 0 1
IDEEE 2 (0.1) 1 (0.1) 1 (0.9) 0 1 (0.1)
9 o MM OARAE 1 1 1 0 0
mEEE 23 (1.4) 1 (0.1) 0 5 (1.3) 17 (1.6)
FTH 19 0 0 4 14
DU fi e AR A 97 1 1 0 0 1
FEIR2R. HIZR R UHithRiES 3 (0.2) 1 (0.1) 0 2 (0.5) 1 (0.1)
I 0 ] 2 1 0 2 0
BEES 21 (1.3) 0 2 (1.8) 1 (0.3) 18 (1.6)
B[ 11 0 1 1 9
FFIRERESE 9 (0.6) 2 (0.1) 1 (0.9) 2 (0.5) 6 (0.6)
JFHERE L B 8 1 1 2 5
il 1 1 0 0 1
RERUVETHERES 25 (1.6) 1 (0.1) 0 5 (1.3) 20 (1.8)
F & fih 9% 1 1 0 1 0
MERREUVEAERES 159 (9.9) 2 (0.1) 4 (3.6) 12 (3.2) 142 (13.0)
RE i 89 1 3 9 76
=R VTR 37 0 1 1 35
HHLRRIE 24 1 0 0 24
—fi% - EBEERVIREIEOIKE 16 (1.0) 2 (0.1) 1 (0.9) 4 (1.1) 11 (1.0)
A 2 2 0 2 0
BRBRE 40 (2.5) 2 (0.1) 3 (2.7) 3 (0.8) 33 (3.0)
B P I 15 0 0 0 14
ALTH N 9 1 0 1 8
ASTHEAN 8 1 0 1 7
v -GTPEEAN 6 1 0 0 6
I H RSB EE N 1 1 0 1 0
BE. FERVLESHHE 9 (0.6) 5 (0.3) 0 5 (1.3) 4 (0.4)
BT 2 2 0 0 2
HAfE] 1 1 0 1 0
KEREE T 1 1 0 1 0
T BAEE I 1 1 0 0 1

MedDRA/J version 16.1
SOCITHBUEGIE, PTIXFEBFEL
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4) FARZIEEEENRE L-AERFTREERSER [ (LLEEER - D2411) DX HLEMERARBRIKR
. AFNEE T A ) — LR
B A ASE B H AN AE B A AHE B A AN E B
JEBIER 2,049 149 2,062 146
I R 26 B 4515 1,558 138 1,570 133
RIE R B4 4,527 594 4,613 543
BIERFEBES (%) 76.0 92.6 76.1 91.1
RIER 4 FH BBEIA %) | BB GEBIEIG %) | HBI BBIEIA%) | RO GEBIEIE%)
BllEE 142 (6.9) 31 (20.8) 187 (9.1) 27 (18.5)
L 47 3 68 5
5 22 5 25 6
1PNz ) 19 0 23 1
N2 7 5 8 5
—f% - £HEERUVEEHLOKE 240 (11.7) 15 (10.1) 242 (11.7) 21 (14.4)
%t 159 7 162 10
e TJRE 26 1 29 1
A M i 24 4 22 2
FrREERES 16 (0.8) 15 (10.1) 10 (0.5) 7 (4.8)
JHFRkRE B 7 7 3 3
iEi 5 5 2 2
BE - FERUVLEEBHE 42 (2.0) 15 (10.1) 37 (1.8) 8 (5.5)
FHEE BT 8 5 0 0
ERARIRE 117 (5.7) 22 (14.8) 116 (5.6) 11 (7.5)
RIS 64 2 59 2
M = b 25w — LN 16 1 17 0
IR 13 7 15 5
KERUREES 131 (6.4) 17 (11.4) 135 (6.5) 22 (15.1)
B2 L AT a—UIfE 87 4 86 5
15 i i i 20 11 16 10
BEERR B HRRES 1,195 (58.3) 109 (73.2) 1,214 (58.9) 114 (78.1)
BA i 817 60 836 60
e 177 4 164 4
BHLRRIE 150 28 141 26
B T 110 1 105 1
B 85 1 80 0
7B 5 A [ 80 45 65 40
R i ot 68 7 74 12
B FE e 51 5 60 7
i 55 10 57 3
IR 60 18 47 14
RER 28 3 26 2
RAEI & 16 0 14 3
ZE 2 B HTE 13 5 14 1
TR 11 10 8 6
mEREE 154 (7.5) 33 (22.1) 152 (7.4) 21 (14.4)
SHR 38 8 55 7
FEMED 35 9 26 4
TSR 20 13 14 10
GBI 15 1 17 1
BHlEE 120 (5.9) 9 (6.0) 118 (5.7) 7 (4.8
ANHRE 44 7 42 4
bRl 30 0 31 2
e 1 9 2 7
HEERRUVIEES 104 (5.1) 8 (5.4) 95 (4.6) 10 (6.8)
NN e 61 0 55 0
ERERUE THERES 261 (12.7) 40 (26.8) 262 (12.7) 42 (28.8)
W E 102 9 95 9
ZiTE 37 6 42 6
BT 45 0 35 0
5 26 9 23 7
9 FEIE 15 10 22 7
mEREE 668 (32.6) 41 (27.5) 651 (31.6) 35 (24.0)
1FTY 621 27 612 27
) 1 26 12 20 6
WAL 17 0 22 0

MedDRA/J version 17.0
SOCITFBUEGIEL, PTIFFEBFEL
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RERT YA

AFN O - wE

COSDAZNEN OVEZ M T % LR O

1 |Liu, X. et al. :
Arch. Gynecol.
Obstet. 2020;
301(5): 1331-
1339%

IR 38 S R 3 % &t
Gz, RAIEZ AW
GnRH7 v % 3= A
FiEXIZGnRHT =
= A MNEOH M E
BMa Lz, EEBL
FEE AT RE R b

<AKHIEE>

HEEW3H H /O A B mg/H %5
Af&EE L, ARE#4%O6R HIZ
rFSH150IU/H ZZh b Lz,
HIEJEH8 A A2 5rFSH150IU/ B % 3
H#EH LT,

MG E R FE2200pg/mLLEL EDEE
hCGZ# 5325 FTGnRHY v % 3=
PN T o i S A Y

<t HRE >

HE W O E AR 5 5 GnRHEY =
=2 MUK Z14H ML L, FEAE
D GnRHA &K % BEE S ¥ 72 1% .
rFSH300IU/H Z#¢5- L 7=,
WFNORIZBWTE, EALISmmIZ
ZE L7290 E’ MA@ L, B, T ER1Tmm

[ 5-1%k]

ARHIEE © 9T (HTREMEAE 21T > 7= D1L5661)

KTRRRE - 941 (HTfEMBERE 21T > 7= D126141)
[ 2]

<EINHC (CESE A ERE) >

ARFIRE - 2.77+1.89(H

STRRRE © 4.01+2.811H

<SRRI F ) 2 B PR AT R =R >

AFIE - 37.50% (21/564)

it FREE © 82.79% (20/6141)
<RIBS B 1 D AEPER >

AFHIRE - 23.21% (13/5641)

STHREE © 22.95% (14/6141)

< HHRERRRAE A F5 T B e R >

AFKIE - 38.10% (8/2141))

SIRARE © 30.00% (6/2041)

A & Boat L7z,
AR AL T HE MR
AT HERT AR

WTNDOFEIZB W TH, EE13mmIiZ
FELIERRED 584, hCGx
#5425 TCGnRHT » % 3= il
BlafeG Uiz, ER18SmmIZEE L 7=If
Ja22MELL EFB 8 Hav, MO MIEEE
23500pg/mLLL EDBAIChCC % 5
L. 34~36MFRIZICERIN L 7=,

WCEE LTI 3ELL LB biicms | [Zatit]
IZhCGEP G- L, 36~37TH:% (CERIN | sod72 L,
L7,
2 |Moini, A. et al. : [ {KIFHE S HBE Z x| HRFA M2 XIX3H B2 65 B, A [#EH5601%]
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