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ENDH D7D, BHEETHITTYL, BENEDS
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5. BEEANDIRE
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MREEZILDLTNEINTVS 2D, BEDIRRE 2R
LS EEICHGT S &,

D) I SOTIEIR L T 5 iTREME D 8 % I NITi3 i 5 L
WZ &, IEIRT DAl REE D & Bl NI, MY 7
BT 275 X588 T 5 2 &, (B (7 HF) T
R OIR - BRIREENMEZINTNDY, £/, B
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7. INREADES

RHAERERE, FrAall, 2 PIENINEITHT 2%

SRR U TR, (T FIRER DR WY,)

8 BEHRE

IR, AEK P 2R, MIEF MU TLARED B BiIAX

IZHEN PRI ND,

W, DEBEMEOMEZE=ZSY > 7L, HEZ

U TR 2T . K DR ERTHIET

TIRWEAEL, B K MR 2 B RE<

ZH =L 5, KRR & FIRINGE 59 5, 728,

MBI ER CTIIRnEEZExL NS,

9. BALDIE

FERIZIATEF : PTPEZE D HEANIPTPS — bSO L T

IRHT 2L >HET 2 &, [PTPY — b DEAIC
K0, BTN REREEATI AL, B3
L2 U THERIRAA SO EE L AEZ 5T
LT EMREIN TS, ]

10. ZDH/DEE

() HREREE L FED D B EZE E R E LZE M
CEEM LSRR (EERERRP) Y iICB 0T, AKI60
~ 120mg/H X3 75 tiR 2 3 EMBE G LIk E,
M EED 2 MBEEASREYIIVE > ER, hDRHE
i EBR D 3 £i5 %8 A2 % MiEALT (GPT) L 5F 33 M iEAST
(GOT) 528, AFIRERD 2 HlIcED 5N, £/,
HUefE FRR 2. 54% % A BHALT (GPT) k7 0 S
M T REEE L CABIR SR TEM - (R
1% G- BEI605] R ATH (4. 9%) . 7 & R FEAS3 5 H 6
Bil(1.2%)), 72B. REIFRGHITBT 2 HELMEM LR
3G &M A DALT(GPT) LR DL <1F, HGHEG 3 ~
144 HORBIZED 50177,

Q) HREREELFIED D B EF E R E LZE M
CEEM LR R (EERERRB) VIV T, AFIHE
R T SR BEE iR U TR OH B O FEBIR N

ALE




D fo [HE A R (AR 510, 8 9% (8/96141)
7 TR0, 2% (1/4834)) . MR EANE (ARH1# 55

0.2% (2/96141), 7 tAREE0 % (0/48361) 1. AHF &
DOREEMEIZ ETOREFTHE SN, HANTORIIZ

IRino 7z,

miEFRE

M RERAICHIT2EYBRE
NEEES

fEEERR AT NVINT & > 15~120mg Z 78 I R B [m] 6% 11 % 5
U 7= s o M R FEHERS S BN RE N S A — 5 21K 1 ¢

V& LR,

800
i —e— 15mg
: -
A 5
E 600J —o— 60ng
= & —=— 90mg
i“% || —o— 120mg
X 400 4% |
-
L
=

-“-*

—¥ T i T &

12 24 36 48 60 72 84 96
F2 5 (h)
1T BEBRAICSITD NUNTS SO MFERRE
#% (FiaE)
6 Bl 30mghE D A 126

R1 MINTS L BRREHEOEYFENS A -4

BSR E::)x (n:;al:lL) (ngA-l:l(;‘mL) 'E;]/)Z
15mg 2.0(1. 0~4.0) 135453 6454367 3.3+1.2
30mg 2.0(1.5~6.0) 213476 1, 302+553 3.9+1.7
45mg 2.5(1.0~3.0) 363318 | 2,098+1,950 | 2.9+£0.8
60mg 3.0(1.5~4.0) 315105 | 2,321+£634 4.6+0.8
90mg 2.0(1.0~3.0) 4294146 | 3, 600922 5.8%+1.4
120mg 2.0(2.0~3.0) 661276 | 5, 908+£2,091 | 9.3+£3.2

CEEME £ R, D AHIRAE B . 6 41, 30mgHED 2 1241)
2) R1EH®RSE

R NI RJLN T8 2 30~120mg & 245/ 1 H 18l 7 H
FARAERR O G L= MVIN T4 > o i o s 12 %
dashnismhoz?,
1) AAOERREEN I HHEEE RS (RE - BE)0
),
Q) B|ECHIT B EYBHE
NEZEREE
OB EIC MVNT S 15mg# 1 H 1 [ 7 HERERE
O35 UHED BILNT S > DY EEE)N S A —5 %K 2
\../ ‘a‘))o

K2 LHEZEEEICMNINTS V1omgE 7T BRIRERSE
B DEYENEE/INS A — %

trax Crax AUCz4n ti2
(h) (ng/mL) (ng-h/mL) (h)
®h51HH 4.0(1.8~5.9) 258+95 2,057+795 6.6+2.1
5 1THH 3.9(2.0~6.0) 256102 | 2,173£1,188 | 6.8+2.2
CEfE AR, GuDAHIE GEERD) . 1041)
) FFiEiREE S

FFPE iRz BLN T > 7. 5mg% | H 1A 7 HREIERE
A% G URED NUNT Y > OEYFIREINT A —F 2 £ 3
1ZR9Y,

x3 HHREZEHEICMINTSY >7.5me% 7T HEIRER
BEROEMEENS A —F

trax Crax AUCz24n tiz

(h) (ng/mL) (ng-h/mL) (h)
%5 1HH 4.2(3.8~11.8) 100+54 1,061+732 9.1£5.4
%5 7THH 4.00.7~17.9) 11260 1,370+1,165 | 8.5+4. 1

CPIGME L ERZE, D AHIRE R . 2061) .

NHEEABEREMHZRMED O RBESE MEAICKZHE)
HRAKREEZEEOS BB EZFIT1 HI120mgZ 2[4
(90mg. 30mg) 12431 T 7 HE KGR O G LZRED LN
TE 2 DIEYENEEIN T A—F EBFRK AITRT,

R4 BROGEUHEZSEREOSIRBRBICNINTS
H120mg% 7 HERERSHOENHE/NS A -5

trax Crax AUC24n
(h) (ng/mL) (ng-h/mL)
BH5THH 2.0(1.0~9.0) 716344 6, 570£3, 230
CEHSME R, DA HPYE PR . 1261
BVREDOHE

fEFERRAIC RVN T H > 15mgZz BEIRE 4% 5 U 7z K, 22 g s
BHIZIERNBEEZEG Tl G X CAUCIEZ N TN, 365 B L. 1
BTh-o7",
fRER N FRE AT & B i) 1 LN 74 > 60mg® i3 90mg”
ZHERE O G Uk, 22ERR G IR BEE S Tl
FENFNLAE KO 0%, AUCITZNZ L. 15 B ML 0f%
Th-oT=
(D |IIINA AT RA S EY T 4« GLEAICKDBHE)
fEEERR NIZ BT 2R OFGREOMFINA AT XA FEY
F 1 1356% TH - 7",
2. ZEEHRSE
b N mEEASS
R
3. R
MUVNTH E, ENFI 70V —=AF b7 O0—APAS0D 55T
oS5, FELTOPAMIC K DRI N D (invitro) ',
4. HEH GAEAIC K D RE)
R A1, M0 RN T H 2 60mg % 22 I I LRI 1% 5. L
72, R R ORPICENTNEG L2 ESRE D58, 7% K O
20. 2% D3k X N, REMUKROFE R R TR P OEIRIL, =
NENHGEDI8. 1% KU1 %R TH> 72",
5. E/ERA (MAEAICK B EE)
CEERRANICBNWT, BB OYPIMOMHEREMEZET 57 ha
F—)L200mg & RIVNTH 2 30mgD pEAIC K D, BN S
5 2 DL AT ZNENS. 55 R V5. ATz > 72",
EEEREANICBNT, RILN T > 60mgw CYPIAM D FHEME %
27 —T ) —y Y2 —ACKORM LR RN
T8 > DL OAUCIZZ N EN L 95 R L. 66512725 7=,
CEFERAICBNT, (YPIMOBEERMZETEY 77 B
2600mg & RILNTH 2 240mgDPFRHICE D, MILNTH D
Con L CAUCIEZ N ZNL /6 TN /812 755 7212,
CfEFERAICBNT, (YPSMOBEETHZONZAYF > 80ngd
FVNT % 2 90mgDHFICE D, OINZE F > D Coa S TAUC
WL 3ME R AR5 2P, ONZAY F > 80mg & RLN S
& 60mgDPFICE D FILNTH > DCus EAUCIEN TS 1. 2
Bz 72",
c REPREZICBWT, CYPSMOEE CTHSH7 I 4410 2200mg
ERIVNTE ImgDPHEFHIC K D7 I A4 0 DY EEE D
I35 BARMTH o727,
R AICBNT, CYP29OHEETH ST T 71 > 25mgd
RUNT S > 60mgD PEFICE D, -7V 7 7 U > ES-T7 )L
Ty OEYBREIEEEZ T oY,
CEEERAICBWT, PEEHORETH LY IF 0. 25ng
ERIVNTE 2 60mgDPEIC LD, D TF T > @0k TALC
3. FRERNLMERL BTS20 RILNT S > Dl
AUCKE, Won Bl 1> 7",
EEERANICBNWT, MUNTS 2 30ngs 7Ot 2 R80mg & D
PEAICE D, BILNTE 2 DCur CAUCIE N TR B 1. 26512
Bof, EROZOOFY Y RI00mgEDPEHICEK D, ML

KX, 98.0% LA ETdH o 7= (in vitro, RIS

INTH 2 DCua L CAUCIE B L LD 72 DIVNT H 13T
Ot REUEe ROZOOFY Y ROEYBREITHEZR S 2
o7,

6. T Dfth

BEZEMNEAICKIEHE @ BHEEORE 03%&6%)}2%%(%
<30mL/min, Cer=30~60mL/min XCer > 60mL/min) IZ k.
WINTH > 60mg % $% 5 U 7= Kf DAUCIE. %X’L{:#’L
7, 360ng-h/mL. 6, 980ng+h/mL % X3, 890ng+-h/mLC & -
Too FEiz. MHEPREEERRIT, ENENL 2%, 0.6%
KL 0% Td > fz, ISR 7 2 2 W THEI
U 7= i S o B Ry i A O AUCKE.,  Cer < 30mL/min, Cer=30




~60nL/min% TXC > 60nL/minC Z N1 Z 71, Sng-h/nL,
36. 4ng-h/mL X% TR37. Sng-h/mLT&H > 72",

FFREE : fFERIEREIC MILN TS longz#5 L 72 DAUC
VE, o R B S SR (Child-Pughsy JEA S 72 13B) T
1,618ng-h/mL. 7 J F- b % 55 3% (Chi | d-Pugh4) $6C) ©
2, 172ng-h/nL.TH - 722,

EEE (65FELLE). MR - RILNTH O OIEYBEIREIT IR &
UMl k283w shkn-> =2,

XOK (R PRALAR)

B A AN GEDEAEE TSR,
1. R RE
B EERILERBRICBN T, MORERZRE L THIK
W AERD 5N 5 S > B LR ERFERSRIC, MIUNTSY
g Xid 7T AR%E 1 H 1 [E T HREROSE5 UESHEE B
Ulze FEFGEE TH D REKHRGHOARELLER. b
N T % 15mgEE—1.54+ 1. 6lkg( R — &2 5 1 > :59.42+
12. 30kg, 530 CFEIgfE +EEME(R-S, DITRER). 7S5t RE
0. 4540. 93kg (N—Z 51 > 1 55. 68£12. 60k, 57H1) TH O,
FIVNTZ DBETIE. 7 5B RBEC S U TR SR E A
D 5N (0<0.0001, thE)., KREMIIBSEHLOAS
NG ZBEC T L= (K 2), £, RSB
2O PEIRIE I R O BT R S IRARHE. AFIE AR, FIGRIE) Ak
EBLE(FS5)Y,

1 |
05
0 A S U [ N AU [ S R | P _
gﬂ 051
1
2 -1t
Py
S
& -15}
& —o— I RBE=5D) o
—9 L —e— MINTH 15mght (n=53)
SRR + B {2
) ‘ ‘ ‘ ‘ ‘ **‘:P<0.0‘1 (vs?’?trﬁzﬁi‘:.tdﬁﬁz‘)
TESTT N 20H 30A 0B sHH 6HH 70 10H 2
54y
el B —
2 LDHREBEREICBITZ2EEDODN—RSA U PEDE
8 (FStRED_ETHRIEERER)
K5 LHEZECHESFHROZE(TISERED_ETHR
st ER)
ODHZEICHESFRR NIVINT & > 15meBE TSR
FRIRSIEZ(L R (cn) -9.03+2. 81 ~0.51+1.18
[f1%x] [27] [19]
MR ZS i (o) ~1.0720.89 ~0.35+1. 00
[i%x] [18] [17]
TR SER (%) 63.9 42.1
(%] [23/36] [16/38]
CEH M + BEER 2)
2. FFIEREE

B EERIEGABRICBW T, fMOFRELZILS L THIK
RIEREMNRD 5N D FEARE MR, ST Y T 5ng
XiZ7 IRz 1HLETHMEREAEG UEEEREL .
FERFMEE Th 2 Rk SRR EL(LRIZ, RN T S >
7.5mgHE 1. 951 TTkg (X—R T > 1 59. 35 12. 69kg, 824)
CESME £ FEER 2. UTFEED. 772 REE -0.44£1. 93ke
(R—=ZF 1> 159.15+13. 15kg, 80f) THO, PIVNTH >
BT, 7RI L CTHERKRERDDED 5 iz
(0<0. 0001, thE), RERDIZEREGHEA XD B S NE5 1M
Zl UGk L7z (M3) o iR G IFIC B DIFHEZIRICE S
Frb (MK, BB, TR 3B Lz (R 6). £k B
SER (E IR, B, B TRk, A, 4
Eikig) HikE LY,

15}
1,
05}
0, ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
\Ej—o.sf
]
s -1F
<«
S
= —15F
& —o— AR
—9L—e— MUNTH T snght
Il Il Il Il Il \EFI&JTLE‘T@EE{E;%
-25
~—2 1HH 2HH 3HH 4HH 5HH 6HH 7HH
F4v

[

7R B @ @ @ @) ) @0 T

RVNT & 7. 5mghE (82)  (82) @B  @®D (78  (76) (75  (75)

K3 MHFEBECETIZEEDR-IXSAUNODE
L8 (7S ERED_EETHRILEHER)

®6 HMEZEBICHSAROE(TSEREO_ETR
EeEEER)

FREZECH IR NIVINT S 7. SmeRE 75 uRE
JE/KZE L= (nL) -492. 4£760. 3 -191. 8+£690. 8
(%] (82] [80]
MEPRALE (cm) -3.38+3. 56 -1 11+£3. 67
[f51%] [81] [79]
TRGRERGER (%) 54.8 28.3
[f51%] [23/42] [13/46]

Gl + R 72)

. BREFEESREDS BE

5 TRE — B e Ll B (EI B L R P Ic BN T, ik
LMD D B BE (1, 445, HARNERELTH 25 D)
R, RN T 45mg/15mg. 60mg/30mg. 90mg/30mg X
BT StREZH, 41 H 2 M ERMEO%RGE LA ZBRRL
7o

MG E U R RIE D S B EREL. Lotz
W7z Uz @205 (ST 185%) L ES0RELL N, @ IEAE A& {7
SIHLAND Z L7 F =227 )7 Z > AH60nL/mink k., Q@M
Zy B TR OMRTIC & 0 B AR OBINAE W & HfEE S 2 B3 (1
BB ARETHOMLEL 1) o

$51Z, 1 H60mg (545mg, 47 15mg) & D BAGA L., HAMEN D
Siud. 1 H90mg (#160mg, 4730mg). 1 H120mg (§90mg, 47
30mg) & 1 Z &I L. S S EHRIRA rTaEx i K
MEz 3 FEf%kS L,

FEEIEE TH 2 MM EREOE(L RO 2. 7% /4
(BMIVNTH D RE:2.8% /DM, T2 AREE:5.5% /FD
B &m0, TIRRBICHN NN T Y TR RS
BlZEbEERE 0<0.000) (K4), F/= wHRAKREESLR
D S B O RIERICEE T 2 8 & 3Ll E H (B R EL, &
e, mImEEL, 7L T UREICBNTH, H#EIAN
CROFEBY A EREEICEOIE (KT, HEMERO
BIEH M OBHRED (L DR RIT DOV TIE, R TITRT., HA
NEBEERNC BN T BRI ETH o 72,

60 | — kL STHY (n=819)
— F5 (n=458)

&
o
'

RSN
R=AF AU PoDELE

-20 4

#E5 M 12 24 36
151 (8)

4 BREXREMZEMEOOIRBEBZCETIMABE
BOZERICHT HHEB(FSREDZEFTHRER)
BEMON—Z 1 > O 8VNT & B 704 8nL,
7' Z R REEL 667. 5mL




R7T BEREGEEZREEOSRBICHIZEHMEEBD

%ﬁiw)

2% BARAEH
MTo EE | T7eREE | MWTSVRE | TTbiREE

BEMO |2k 2.80 5.51 1.27 5. 04
LR (n=819) | (n=458) | (n=106) (n=58)
TR (pfE)” -2.708 (p<0. 0001) | -3. 770 (p<0. 0001)
BEMM |1 x> R 43.94 50. 04 10. 98 51. 87
IHH (n=961) | (n=483) | (n=118) (n=59)
NF— RO | 0.865(=0.0095) 0. 771 (p=0. 1281)

e x> Y 1.85 4.84 1.33 8.25
ko @=96D) | (0=183) | (=11%) | (1=59)
g} NHF—REE QY | 0. 386 (p<0. 0001) 0. 167 (p=0. 0011)
il | B | N> B R 4.73 7.30 2. 33 2. 95
g (n=961) | (=483) | (n=118) (n=59)
fﬁ NP — REQE)Y | 0.642(0=0.0071) | 0. 767 (p=0. 6564)
NET RN S 30.74 | 32.05 28. 32 31.83
W | B (m=961) | (n=483) | (n=118) (n=59)
% NF— K@) | 0. 942 (p=0. 4223) 0. 863 (p=0. 5248)
Bl T|a~>rm? 8. 17 .75 9.00 8. 84
E? IR (@=961) | (=483) | (=118) | (n=59)
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