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3) 7o
100g [

FHER
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2 NEEBSOmg 77 7|
[10 & (PTP) x10]
[RUzZFLobEy, NF]

2 FEE100mg (72 7 7 |
[10 2 (PTP) x10]
[RU=FLobvr, RF]
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12.

NI Ry oFLovy, R’ Loy v
2) ZaY% I KEE100mg 77 7|

PTP Alds . RY 7L 7 4 A, TV =7 L

NTaEE R zFLroey R el rdy o

3) FaVIRNKRIA Ty T 10% (7377
R RKYzFLoEy, K7L rdy v

ARRE SN SEME
A LA

Z 0t
Y L7
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3.

4.

(M

BEICEY SIEHE
SIRER E5H R
TADNABEDHBAHE (ZRESBRIERIEEZSTD)

MEER (IR IZEHET HEE
BRIEI TR

RERUVAE

RZERUVRAEDMHEHR

1) 723 K§EH50mg + 100mg [ 3 7 7 |

DN N WA L7 a I FELT1H100mg LV &EGEFGBL, D% 1EMU ED
MRz b CHEE L, #MEfEHAEL 1 H 200mg & 42528, Wb 1 H 2 BN TROEKES
T 5, 2B, ERIZED 1 H 400mg % 2 22O VELFH Col B 5 23, B ET 1 ERELL Eo
%%%%711Hﬁ%kbflmmgquoﬁézk
AN EE . 4L Eo/NRIIET 2 RELTL H 2mglkg KV E G5 EBGL. 0% 1
WWML®W%%%TT1H%%kbmeM@#O%%b ﬁ%ﬁi%miswgiﬁ@m
WIZiX 1 H émg/kg, A 30kg LL L 50kg A /1N i154m¢gk?é WL 1
HZE’“TT@D&%?% &k FERIZ i@%éswgﬁﬁ@$ 2% 1 H 12mg/kg., 1A
#H 30kg VL | 50kg K 0/NRIZIE 1 H 8mglkg %48 % 72\ & ﬂfﬁﬁ%ﬁ?éﬁ\%%m1
HEHLL EoOfEZ &I T 1 Elﬂqg-;k LT 2mgkg LT 2175 2 &, 7272 L., K5 50kg LI |-
O/NRTIE, BRAERUHE - HEZHWD Z &,

m?:ﬁ‘FF?47H/7m%T&i7m

2)

RN . AT 2 FELT1H100mg (K74 ey 7ELTlg) LV &E5%
BtE L., 0% 1 EML EOMBEE ST CHEEL, MEHE% 1 H 200mg (R4 vy
ELT2) 7565, Wiitdh 1 H 2ENCT THREREL TROKET 5, @% FERIZ
£V 1H400mg (R7A4vmy 7L LT4g) ZEARWVHIPHCEEHEBT 220, HEiX 18
ﬁui®ﬁ@%%ff1B%%&Lf1mmgF74ym/7kLT1QMT¢OHO_&
AN 4L B/ NRIZIZ T 2 I FELTLH 2mglkg(R7 4 1w 7L LT 20mglkg)
AQUE S5} RPN ZC@?& 1EBL EOMREEHITT1 HHEE L“C 2mg/kg (K741 v
7L LT 20mglkg) T OME L, ﬁ%ﬁ;%%i3%g$ﬁ@m 2131 B 6mg/kg (K741
ry 7L LT 60mgkg) . AHE 30kg UL I 50kg Afiii D /N i1ﬁ4m@g(b74/n/
7&L14mg@)&#50mfh%lHz@mﬁﬁf%ﬁ%ﬁbfﬁm&ﬁ#éoﬁ%\
JEIRIT LV RE 30kg %??E@/J\ (21X 1 H 12mg/kg (K74 vy 7 & LT 120mg/kg) . K
#H 30kg LL | 50kg A /N ;‘E 1 A 8mg/kg (K714 mv~7 & LT8mgkyg) %tEA7%
VNP T IR D 3, iai T 1B EOMEEZHITT1L BHAEE LT 2mgks (K74
vry 7L LT 20mgkg) LRI 2179 2 &, 7272 L, K& 50kg UL EO/NETIE, B L IA]
CUHE - HEZHWAS Z &,

RERUAEOREEME - B
LR L

RZERUVRAZICEHET HEE

1. BERUVAEICEAET IR
11 72Vv7F=27 077 A0 30mL/min LA TN OEE K KR EREREED H 25 B

FITIE, AT 1 Bigm A E% 300mg. /NMNEIX 1 HiREHES 25%E L9572
CHEEICEREGTDH L, T, MRENT 22T TWAEEFETIE. 1 HHEIDIZ T,
MBI HICHRAKT 1 BHAEOEEOBENKRG2ZBE TS5 L, [9.2.1. 9.2.2,
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5.

16.1.2. 16.6.1. 16.6.2 &#]

1.2 BRI PR O T RE R

1.3 KHKlD 1 AR
50kg Afii /N,
WA IKHE 30kg Al D/
Zix, BEOREE
HEZRGTZ L,

X1 Hix
THZ L,

&% 300mg.

EDH % HEE (Child-Pugh 7 A X U'B) |
EmHEL 25%HE L T 5 PEEICE S

/NI

Al 1 A

[9.3.2. 16.6.3 ]

+aic

e H = IR E 30kg Al D/

ORI L

%ﬁu%?

R, BRMEITRT A &,

T 1 H 12mg/kg. A& 30kg LA E
LCIX1H 8mg/kg Thb, A% 1 H 8Smglkg ## 2 TG LT
ERNTIRE DS 30kg LA E &7
L. DR EOCRIER OB ZERE LT 9 2 T, 5@@3

iEL BN

1

(2)

3)

4)

B PR R

1)

BRERT—2 /N
LN

R PR SR 35 Bk
A B R L

RERGER
AR L

HREEAIEABR
BNEREE

V=

ER

ER

EFR RS MAARER (HAIFE. BA)

FHRIZ X

TR T A A LW ST 3R (R bR S T) SUIRIED

FRPERRE R RIEE AT D 16 UL LOBE Zx%RE LT, 723 Nig 200~600mg/E| i

VXTI B o~ B iR lisE (CBZ-CR) 400~1200mg/ H 2 % HAA|IZ
FHFHMIIE H Toh 5 Kaplan-Meier 1512 X 0 HEE U 7 &SR H &I

TRARE L L X,
BIF5 6 » HMZME

HREIITROLBY THY ., FEMZED 95%EFEX MO FREIL T ORE S - FELER
Rl (-12%) % EFE-7-Z2 &, CBZ-CREED 6 » HBIFEIENARIIKT DR ZED 95%(2
FEHX MO TR O (FAXTZE) 13, FORRE LI FELMHRAE (-20%) & Eal>72Z L i,
CBZ-CR (Zxd 5 7 a4 FEEDOIELMENHER ST 9,

WS | e | | | RIS O (TR0
A @ﬁ:@o> [95%(ZHEX ] = %ﬁgw (%) ©
ZatIR 4449 327 89.8
FAGY BERF (733(.)2) [86.3,19.‘12.8] . 5 1.238] 6.0
P ) : 5,2.
CBZ-CR | 442¢ (69.7) [88.2,94.0]
ZatIR 108 307 91.5
S BERE (75.2) [88.6,94.3] -1.3 s
. 285 92.8 [-5.3,2.7] '
CBZ-CR#F| 397 (71.8) [90.0,95.5]

a) Kaplan-Meier i£(C X2 HEEME O 3 » HRIOFEREEL (2 [EILLTF,

L T Mantel-Haenszel £ & Y §f%)
b) 7 =W I FEEREDOIHAE —CBZ-CR BEDOH L
c) HEROBEMZED 95%EHE XM O FIRE/CBZ-CR B D42 X 100
d) Full Analysis Set

13

3mLlL) ZjE s




e) Per Protocol Set

) HARNERF 7 6% &t

g) AARNIER 13 FlzEte

B, FHINTRERICE DT 29 I NEERE T 400mg/ H BA~DHE BN NI L 72 > 1= BE &%)
BARFGHIE LT 7256 D FAS [ZBT DRIENHE L2 EEH (EE (%) 1X308%*
1444 1 (69.4%) TV . Kaplan-Meier 5125 0 #EE L7 RIENH AR [95% (5 HE X M ]
I% 84.1% [80.5,87.6] TH 7=,

BIVERRBUMEE X, 7 2% I FEEREC 37.2% (165/444 B)) Th o7z, EREIERIL, ZEh
PEDFEUV 7.9% (35/444 1) . &5 5.6% (25/444 B) . IR 4.5% (20/444 f5])) TH -7z,

WD AFIOAR SN 1 HimHEIX 400mg Th D,
T 2) NN~ BE U AREEIIAT TIIAR I LTV 2R,
7 3) 200~400mg/ H $¢5-TRAIENIE R LT- BE K,

ENFEOHERE (HEEEE. ZA)

1 FIOBEF O CANAEE G LT D 16 L O RIEEZH T 5 TANABE %t
LL LT, 7Y% FEE200~600mg/ B B O#HIC L D HAWRE~I 0 2L &, 6
» H B R EE OEIAIT 46.2% (6/1361]) THh o726,

BIVER BB 13, 84.2% (16/19 ) THh o7z, EREWEAIL, FEMED F U 42.1% (8/19
). MHIR 31.6% (6/19 f51]) . [Al#&MED v, ELA%K 10.5% (2/196)) TH -7,

H4) AREOEKREI 1 HiEHEIL 400mg TH S,

EfSHERIE IR (fFRAEE. BA)

BEAF DOPTU T ADASE T3 e EIHIN R 3G D Ve W3 EE2 AT 5 16 LA EO H AR
AN OHEAND TANAESE 547 B (HANEE 142 Bz 5T) Zxtge LT, 7at
RNEE 200, 400mg/H XX 77 AR % 16 WREREA#KEE BEFOTLTANAIE 1~3 #l & Dff
) L7z & &, FEMMBEE Ch B3I 2 MR 0 28 H & 72 0 OFR Sy 3E1ER]
BEEIITEOELBY THY, 77 vAREEL T 29 I FiE 200mg/ B X T 400mg/ H & &
DO CHEHFRINCH BRZNRD b, 7ok, FRECEBIT S 50% L AR Z—L— |k (28
H& 720 ORI FRIERBNBIEIIM & T 50%LL FdE L-BEFEOEE) X, 77 &R
#E 19.7% (36/183 #)), 7 =% I FE 200mg/ HEE 38.5% (70/182 i) KUNT =% I NEE
400mg/ H B 49.2% (88/179 f5)) TH-7= 7,

" 28 Hd 7= OE S FAE 7T AR T DR D
i P9 DHAEE o -
[FE DAL B D [95% 5 #E X [ ]
75 R R 183 1.22
\ 29.4
200mg/ 182 -3.33 <0.001
me/ A [18.7,38.7]
\ 39.6
400mg/ 179 -4.50 <0.001
me/ A [30.5,47.6]

a) Full Analysis Set

b) HRAE

c) XIEZEHL LT HERFI D 28 H &72 0 O AERIEAE BOGEE, & 58K OFE % [’ 1,
KB U T2 BRI 0 28 H 572 0 OERy RIS & A & &9 5 I T

d) HAHOHT L0 HEE ST RIS B RHE L 72 S R AERIEEA (%)

BIVEREBEE X, 7 2% I REERET 47.7% (173/363 ) Th-o7-, EBIEMIL, FE)

PEDFEV 22.9% (83/363 1)) . fHHR 8.8% (32/363 #41]) . i 4.4% (16/363 i) TH -7,
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®)

2)

EfgERERBERESRAER (BA)

FEIBS L[] 28 TAE RS (DFATRYR) 252 T L7 BARK O EO B 473 # (H AR NEE 123 4
EEte) EAGL LT, a3 FEE 100~400mg/H % 1 H 2 [BIZ/F TRRAOFE G- Lz &
= (PRIEE. &E 767 BfS) . EATERBROBIEHM D D 28 A7 0 O FIERIE
WD RO IEIL 55.28%. 50% L AR X —L— X 56.3% (265/471 ) TH-o7=9,
BIVER BB 1L, 7 2% I REERET 42.9% (203/473 ) Tho7-, FoBIEHIL, FHE)
PEDFEU 17.8% (84/473 f51l) . fHIR 5.7% (27/473 1)), HAJE 3.8% (18/473 i) TH -7,

BOAEOIARR MR

%f@#fﬁﬁhﬁf+ FIRRAEMHIIR DG DN WO BIEEZ A T2 4 bl b 17 5k
WO/NRTADPABE 343 Blaxtst LT, a4 I K ((KE 30kg RO BHEIT 8~
12mg/kg/ B, KE 30~50kg Aiifi D EE X 6~8mg/kg/H . KE 50kg L EDHBEF T 300~
400mg/H) MIX7'Z7kAR% 16 HEKE DL BEFORTANAIK 1~3 KL OffH) L
L&, FEFHMMIEE Th HBIEMIMIT T DR IR 0 28 A &7 0 O FAEEIEZ L &
ETFROEBYTHY 77 8AREEE 7 a) I REEE OB CHREFEMICERRENTEO LI
7= 9,

g o 28 HdH 7= OE4y i TR R AR D
e O LEY | P [95% (2 # X 41
7T AREE 170 -1.55
o s em ] 31.72
J a3 REfE 170 3.05 0.0003 [16.342,44.277]

a) Full Analysis Set
77RO 2 I, HEFFMORERET — 2 KB CEERFEDIEEB O 10%H) 23
oo, FENTIZE Do T

b) A

c) In (X+1) (X ITEROFAERE) TR U= e s v, BHRE, OFA LT
FEMiEREB 2 K 7 & U, xR U728 o0 28 H &7 © Oy S ERI Sz 28
B & LBt

d) 77 ERECHRT W FE (%) =100X {1-exp (F/h I VEHOT ah I RiEE 7T+
REEDFE) |

BIVERZSBAEE X, 7 2% 3 FEETC 33.9% (58/171 #l) TH 7=, EREWEAIT., HHR 14.0%

(24/171 B) . FHEWED F V) 8.8% (15/171 #1) ThH -7,

EREH£RE IHHERBERESRER (MR

41D 1T OB SN T/NETANABE 136 51 (HARAN 46 fi, SAEA 90 ) %
W E LT, 7243 K 12mgkg/H (IKE 50kg L EOBE T 600mg/H*Y) T 1H
QBN T TR G L7z & & | BRI & ORIRBRMIFIC B D B8y BRI ZE LR D
L fEE-52.73% (HARANT-27.63%. #MEANT-60.56%) T -7 10,

BIVERZS BB 13, 56.2% (77/137 #) Toh - 7=, E7eBIERIL. FEMED F 1 20.4% (28/137
i) . IR 19.7% (27/137 #) . #iRH#k 8.0% (11/137 ffil) ThH 7=,
ﬂ%)ﬁﬁ@%EéMt1B AR, mA&U%E5%guL®m 21X 400mg., {AHE
30kg L E 50kg Aiifi O/ 8me/kg, KR 30kg A D/ imm%g1%5

MR
mMER L

BE - HEAIER
R L
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(6)

)

1)

2)

AERE{E A
ERABERAE (—RERARERE. FECRARGRE. ERAMELRRE). RERTERT
—AR—RAE. BERTRBRABROANE

AR L

FBEM & LTRETF EONERIERIE L 1-HE - RROBE
B L

Z0th

DERICHT B E

faRERk A 214 BIIIC 7 =292 K 400mg/H . 800mg/H™ O X7 7R % 1 H 2B/ 1TT6 H
MNER DL, IEXy 740 400mg/H%E 1 B 110 3 HRIXEROKES LEL
X, Z7aHh I NiE QTe MRAIERE L7zdoT-, 7% I REEO PR MO FHELEITE 6
AHOEL 1% ERD | 7T BREEE OZIX, 400mg/H T 7.3ms. 800mg/H 0T
11.9ms Tho7c 10 GEAT—4),

H6) ARAOARBI NI 1 HigEHEIX 400mg TH D,
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EMEEICET SHE

FEZPHICEESHSILEMRILILEME

LARF TS A FERYXY, PETVv— b HARUFY 7aAP L V=P IR T=
=h . AT afEF N LRI AT EE S

TR BEOH DL EWOMREUTNREIL, BRFOBEFIRLESRT L L,

. EIEER

(1) {ERA&RLL - 1ERERF

it 152

7 Y I FIEEMKEET B U D LT v RV ORARIRATEMEA 2 BRI f2E U | i B K TE
2o DRI A2 ZESED Z LI Lo THITWRAERZ R T LEZX BN TN D 12,

(2) EMZEEMTLHABRME
TADAREIZHT 5/ER
7 aH I REFEFEEREY D A RS U V7R IE~ D A BEX Y U V78 IET >
k. 6Hz CTAMAFRIEY VAR DR KELR Y 3 v 78 IE (8T A, T v b)) OEFSHRIERDE
I VE % e U 7= 8 7 S 3BV TRIEZ 3] L 7= 19),

nTAMARMEER
R ESHEF > R 77y MZBWT, ¥ R 7R Z I LTz 19,

(3) (EFISEIRESRT - HSARESR
AR L
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VI EMEREICRET HIHEE

1.

R DR
(1) AmEAHEMRRE
MR L

(2) nt%ﬁfﬁa 'c"’i’LT_JIﬂq:’dEJ#

1)$|§Hx'6'_-

R N BPE 18 il =¥ X K 100, 200, 400mg % ZEfERFICHBRE D& G Lz L&, BE
?ﬁ O5N4 H%_:FEﬁT Cmax ﬁ % L/\ t1/2 ?f‘/j 14 H#FEﬁVC%O 71-0 AUC ))—/(U{ Cmax 5iﬁ“5%ﬂitt@] LVC

BN L 72 15,
Hi[E 5 G- D IR ENRE N T A — X
b 100mg 200mg 400mg
% 12 11 12
AUCo--» (r g+ h/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo¢ (u g+ h/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Cmax (1 g/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
e ) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
tiz (h) 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F (L/h) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
VA/F (L) 35.5 [13.4] 36.3 [13.0] 36.2 [12.8]

RFEE [CV (%) ],

) REHRE

tmax (L RAE  (FHEPH

A

e N BYE 5 B2 7 =9 X K 200mg/[F1 % 1 EI 2|7 AfIAER ARG Lz &, iEhZ
a3 MREIIR GGG 3 HRRICEFIREBIZEE L7z, AUCo12n O RFEFRENT 24 TH
S72 18 (FMNEAT—H),

IMNR

FeEM 3HBE VO _HEMR 1 HBRIZBNT6 » AT VNS 17T E TO/NETANARE 414
i (E!zli}\ 46 Bz ETe) OB TIMEN T a0 X NI %2 AV CREE SR BN REMRHT &
1TV, ANRIZEBIT 2T a9 ROEYENRE T A —X BHEE Lo, AEITICBIF D723 R
Dbl i 2~12mg/kg/El 1 H 2L (K& 50kg LI ED/NRTORKEHEIX 600me/H
t2) ThHotz, RTONMAEME (VAF) 1X0.71L/kg, Ao 7 V77 A (CLIF)
IR K OMEIRICRTTE L, (K 15kg @ 4 12T 0.88L/h (0.058L/h/kg) . KT 25kg @ 8 f%

2T 1.18L/h (0.047L/h/kg) . 1AE 40kg @ 12 7% 2 T 1.60L/h (0.040L/h/kg) . {AHE 50kg P
16 %2 T 1.83L/h (0.037L/h/kg) & HEE S4L7c 17,

1D AANL 40 Eo/Ricx L CEHEZR L Tn5,

2 AFIOEE SN 1 Bk ﬁﬁ%i BN QMK 50kg LJL@/J\ 221 400mg. AHE

30kg LA | 50kg A /NI 8mg/kg, A 30kg A DO/NEITIE 12mg/kg TH 5,

3) £ IR FEHER

RN BME 24 ICZ7 29X F100mg (R4 1 v 7 10%% 1g X% 100mg $E% 1 §E)
ZZENERFHER G Lo L&, 73V FOEYBER AT A —ZIILUTOLEY Thole, N7
£\ v 7 10% & 100mg SEDEW RN HERR S i 19),
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Ha g G RO RY R T A -4

B <5 R — K42y 710% | 100mg b AP OH @
BT A= (i %c=24) (fFiP¥=24) (90% 15 4 X )
1.05

Cmax (1 g/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCo+ (1o h/mL) 56.2 [14.7] 56.0 [15.7] 00

ot (#g*h/m : : : : (0.99-1.02)

0.25 0.50

tmax (h) (0.25-0.75) (0.25-3.00)

Cmax XN AUCO-t 138 F5ME [CV (%) ]
tmax [T EAE (FEHH)
a) KoA4vnmy7 5

(1) 7 =4 F§E 50mg - 100mg 7 I 7 7 |
ARBIFN IR IR O EF RGBT A RT7 4> (50 2 £ 3 A 19 HHEAKER
0319 % 1 %5) (ZHEHL,

Z7aH% I FEE100mg (77X 77 ) L EL/Ny ME100mg 2, 7 B AA—"—EIZ LD i
Z 18 (a4 I FE LT 100mg) MERFERRAFBMEICHERERER A &L L CimiEdhZ a4
T RRBEZAEL, SONEYERE T A —4% (AUC. Cmad) (22T 90%(5HE X M5
I\ THERHIRIT 21T o 7o FE R, log (0.80) ~log (1.25) O#IPANTH V. MO AEY T
MR S LT 19,
(11g/mL) (u1g/mL) —e— 504 3 F§EI00mg (737 7]
6 6 —o-— ¥ L%y F4E100mg
FiE £ FHgFE=. fH=59

Rl 7 0 U -RHERE

R 7 0 L R

10 20 30 40 50 60 70 (h)

0
e
HE T A—H BHENT A=
AUCO-72h Cmax tmax tie
(pg * h/mL) (ng/mL) (h) (h)

Z 24 I FEE 100mg

r77)
ANy MEE 100mg | 48.5807£6.9101 | 3.8704=*=1.0004 0.52£0.32 12.86+1.37
CELE CHE R 2=, 51#5=59)

49.7136%£6.9317 | 3.7985%+0.9852 | 0.81£0.81 12.79+1.43
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I AE RN N AUC, Cmax 5 D/37 A—X (%, #HERHE ORI, (KRR OBREEIE - Byf#%
DRBRGEAFIC L > TR D RN B D,

2 Fa¥IFRIArYF10% (I 77)

ARFNI B I ER T OEW RSB A R 74> (5F 2 4 3 A 19 H3RERER
0319 % 1 =) (THEHL,
?zﬁiFP?%ym/7ﬁﬂ%F&‘77J&EAN/bP§4ym/fum% 7 a A
F—_=Elic kv ZEnEh1g (2% I FE LT 100mg) RN B K HERE O &
HLCmiEFR 7 a4 RBEZEL, o= 8WEhk 7 A —4% (AUC, Cmax) 2DV
T 90%(&E F X IEIZ CTREGHIENT 21T o 7285 . log (0.80) ~log (1.25) DOHIFANTH Y |
A D A8 R S E S R S L7z 19,

(ug/mL) (ug/mL) —— SOHIFFIA2 Uy 710% [r377]
6 m °[ ~o— KAy FRIA By F10%
= 17 P+ ERRE. =29
[
5 4t | ST
w4 32t
7 F
= &
o4 i
; 2 (h)
3
0 10 20 30 40 50 60 70 (h)
B¥ RS
HITERT A —H BENRG A—H
AUCO-72h Cmax tmax tie
(ug * h/mL) (ug/mL) (h) (h)

ZavrIRFRIAY
27 10% [ X7 | 50.7225+7.7952 | 4.2349+0.9611 | 0.36+0.14 12.91£1.48
7 |

E_ZA/\()\y }\

K4 my710%

51.1458+7.3190 | 4.56267+0.9452 | 0.33+0.12 12.96£1.41

CPEME AR R 2, Bl%=29)
IMAEFEREENE NS AUC, Cmax D37 A — 13, HBRE OBIR, AR O BRI - R 55
DFRRRAFIC L > TRR DAL H D,

() hEk
AR L

4) BE-HAXOEE
BEDEE
Rk A B 24 BT =29 2 K 300mg & ZEMER U BBICHBEIROFE G L& &, BRET
7 aHh I RO AUCot MO Cmax ([ ZFBEZ I 2o 7220 SMENT —4),

EYAEERRER
7 2% 3 N BRI IR T CYP1A2, 2B6. 2C9. 2C19 KU 3A4 (2% L T {EH
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2.

Z7s9, CYP1AL, 1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4 KT 3A5 (ZxF L THHLE
1@%7&/?5%@75\071753‘ CYP2C19 (249 2 LFAEM DRI S HL7e,
7 a3 NiE, PREEAEO MR 22 E Tl < PR AEICKH L CHEEN 27 & 720

S 7z 2D (111 VItro) .

GIREMEE/ERARER

(1) AILNTEEY
fEFERA B 19 Blic, 724 K (200mg/Fl, 1 B 2 [|F) OEFIREIZEB N T, 810
CYP3A #FHEIEK O HRRE D CYP2CY9 FHETH L N A~ EE Y (200mg/lFl, 1 H 2
) ZOFRRKEROBSE L X AR NTT a VI ROEFIREED AUCo-19n &
O Crax ([Z5E8 % I iéfm:oto R A B 18 Fillc, B 3<~FE Y (200mg/lAl, 1
H2[E) OEFIREICBWNC, 72383 K (200mg/lEl, 1 H 21) Z0HHMERDESE L
felx, ZahI REIARTEBE U OEFIRED AUCe120 X Crmax (258 Z RIT X 72
Motz 22 GNEANT—4),

2 AATSI—
fERER N BPE 34 i, 7 =8 X K (300mg) DHEFREO#& 512V T, 950 CYP2C19 FH
EHRCTHDIAAT T = (40mg/lAl, 1 H 1 1) Z0FAKEROZEG L&, 27
F7 = E7 2% I RO AUCot X Crax ([ZEEZ KT & 72 o7-, CYP2C19 RE ThH
HA AT T = (40mg) OHEIFEOEGIZBWNT, 728 F (300mg/Fl, 1 H 2 [1])
FORAMEROKEE L&, a3 Ridt A7 T Y — 1D AUCo+t X Crax (S22 %
FIESIphhotz23 NEAT—H),

@) THIYSL
fdEeRk N BE 33 Blic, CYPSA FE TH D I XV 7 A (7.5mg) OHFRE O HIZBWT,
Z 2% I N (200mg/lEl, 1 H 2[E) Z0FARKERORG LZEE, a3 I NEIIFY T
LD Cmax & 30% M 72703 AUCo- (ZH A RIS o7z 20 GNEANT—4),

@ L7719y
R N B 16 B, S-U L7 7 UL is CYP2CO ETHHUNLT 7 U (256mg) D
AR g NI b\’C Z 2% K (200mg/Fl, 1 H 2 [|) Z0FAKER OG- Lz & X
FZatI RIS EKORR-INLT 7Y D AUCot X Cimax (ICHEE KT ST, v by
VU R OV e b a v R O EBMERELE (INR) O KA & Y AUCo-168n (22 %
FIES 2otz 20 NEANT —H),

BEFEMEIRE AR

AARANLOSMENDRAN K OV NEO TADABENLEON-MER T a4 I NREET—X
VT, REEMEYEREfIT 21T o 72, FORE. CYP FE/EH A/ THH TANAIRT
HEWNATPE L, T2 b XTI T7 = 7 2V EZ— LD LY, Tat I ROER
WEED AUC X, BAKOVNE T, & % 25% K% O 17%I L 72 10,27,

RYRERE/ NS A —F

R 753k
LR L

IRAGERE
B L
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(3) HEXEETEH'
Za% I FEE 100mg 7 X 7 7] : 0.0545hr1
FaVIRNRIATay 7 10% (72757 :0.0544 hr!

@ 2IVF7I3UR

1) R A B MES 5 Bl [14C] -F7 2% 2 K 100mg (40 1 Ci) Z H[ERE O£ 5 K OV 1 BEf CHL
[BLREERARN G- Lz & &, 5% 168 BRI £ Tl JRHPICH G ED 94% & O 97% 03 HEif X
. BEHAOPEMIL 0.5% AT TH -T2, RFE~NEZT a2V IR (8 30~40%) . O-fii A F LIk
(%9 30%) . fmtEESy (59 20%) M OMBLOMEZRGH#Y (0.5~2%) & L THEfE S 77z 29,289 (4
EANT—%),

2) R AN BEIZ T 29 2 K 100~400mg ZHERR A& L Lz & X &5 72 K% £ TOIR
PHEERIZ, 7 29 2 K 29~33%. O-fil XA F /LK 10~15% CTd > 7=, IIEF O-fii 2 F Lk
® AUCo 1T M#EH 7 24 3 FOK 10% THh - 7= 19,

3) fEEERK AIZT 22 K 200mg % 30 /[ CHRLSMEIRNEZ S LIzt &, 257 V77 A
(CL) 1% 1.78L/h TH VY, TaH¥ I F200mg ZHFEKRAOKLGE L&, Aoy s
7 7 A (CL/F) 1% 1.84L/h T - 7= 29,

b)) HWBERE
Rk A 24 1127 =29 2 K 200mg % 30 23 [ CHBLSFEFARNE 5 L7z & & oA A (Vd)
X 31.IL TH Y, 7% I K 200mg ZHEREOLELG Lz L&, AT ONMEHE (VAF) X
32.8L Th o7,

6) zoft
AR L

. BEH REaL—iav) @
(1) A
RN

(2 RS A—FEHER
L

R UR

NAXTRASE) T«

Rk A 24 B2 7 =29 2 K 200mg % 30 KO8 60 4[] CEL Al A S AR 5% G- X B Rl 0 % 5
L7zl &, 9393 RO AUCo K Coax [EFRFRETH Y | T a4 I FEEDHXI A AT A 5
E YT IIEIE 100% TH - 7= 29,

.
(1) M%-REFTEBE
R L

(2)  MmiE-RaAREREE
VI-6. HREDERZAT HEHRICEHT HIE O) HF OHESM

@) Eit~0BiTHE
I-6. HENEREHIT HBBICEHTHERE (6) RIAW OHZM

) BR~OBE
LR L
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6.

10.

®)

(6)

(M

(2)

@)

4)

ZDMDBBA~DBITHE
EER R L

MmiFEQFEEE
in vitro (7 2% I K 1.5~60u g/mL) M ex vivo (7 2% I K0.7~5.5ug/mL) REROGE
R, 72V I FOMBEE AR ERIT 156%A0 T > 72 29,30,

R
REBIEBAL R DR BRI
Z 2% I NIEPREH L OREHIC LV IERRBIER LT,
in vitro FBROFER, KPR REEZ2 EREW TH D O-A T AERAEKICEICTHET 5
CYP Zr+Ffiix, CYP3A4, CYP2C9 &1 CYP2C19 T - 7= 27,

KRBI“E5T 8% CYPEH) OHLFE. FE5E
vi-6. XH (1) KBEELIE L CRBERR) . VI-1. IPREOHY 4 BE-HAEOFE)
DIHZ

VEEBSRDEERVZDESE
BRI L
REMOFHEOEERVEMSIL, BELE
MR L
HE

7 2 I MIEB PR ORENS L0 AR BIHA LT,

Rk A BPES 5 Bl [14C] -7 =292 K 100mg (40 1 Ci) % BRI 0% 5 K OY 1 KR CHA[A]
SR ARN G- LT & &, & 5% 168 Fifi £ Tz, JRPICERG-ED 94% K Y 97% 23 JE X 41,
FEPA~OPEIE 0.5% KT TH - T2, JRE~TT 2 2 K (K 30~40%) . O-lii A F /LK (5 30%)
FRMEIE 53 (K 20%) M OO F% & 722 (0.5~2%) & L CHEt S 7z 2028 (UEAT —4),

R AN BPEIZ T =29 X R 100~400mg & ARk Db Lo & & | &5 72 % £ ToRP8E
MRE, 7 343 K 29~33%., O-Bi A F /LK 10~15%Th - 7=, MHEHF O-il 2 F /LK AUCo-
MR T 29 2 RO 10% THh - 7= 19,

R AIC 7 =29 X K 200mg % 30 43 i) CHR AR ERIRNIE G- LIt & 28527 V7 7 2 (CL)
X 1.78L/h THYH, 7aH I K 200mg ZHFEREOKG LI E, ANToeg s ) 770X
(CL/F) 1% 1.84L/h Th -7z 29,

S U RR—5— 2T HIEE
ARk L

BITFIC K HBRER
VI.-10. HEDERZEHRT HEE OHSZMN

HEDERZHETHEE

BEHEEERE

EHSREDFLE DR Z R ABRE 127 292 R 100mg Z BRI 05 Uiz & & AUCo- I3 1%
HEEH A (CLcr : >80mL/min) &l LT, 8K TFE (CLcr : 50~<80mL/min) Tl 27%.
AL N (CLer : 30~<50mL/min) T 22%., MK F#H (CLcr : <30mL/min) T 59%&
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<\ Comax [ THREE D B OBEEEIC T E T 10~14% 50> 7o, BREEN D HEE OB T &I
BIFD O A FNAKD AUCo IEBEREREEH & D 1.5~4.6f5THoT=3VINEANT—H), [7.1 .

9.2.1 K]
HA[A] 5 B O S ENRE N T A — X
B EE EH AR HAE AT HEKT
%k 8 8 8 8
CLcr (mL/min) >80 50~<80 30~<50 <30
AUCo¢ (ng- 47.0 59.6 57.6 74.8
h/mL) [20.8] [17.5] [19.0] [26.9]
2.69 2.95 3.06 3.02
Cnax (1 g/ml) [35.0] [20.7] [10.0] [23.3]
) 1.0 0.5 0.5 1.0
(0.5-2.0) (0.5-1.0) (0.5-1.0) (0.5-1.5)
R 13.2 18.2 15.4 18.3
[17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CLF (L) [20.8] [17.5] [19.0] [26.9]
0.590 0.354 0.277% 0.143
Cla (L/h) [37.9] [51.3] [24.4] [31.8]

Rl FEE [CV (%) ], AUCO-t (X 0~96 FfHfE, tmax |FH A8 (FHEPH)

CIR:B&EZ7 U7 Z7 A
a) 71l

MREMEZITTVLIRABTHKEREETES

MARBEHT % 52 1T T D K HIE AR O s ABERTFT 12, FEBNTIRE L OB BR LA 2.5 FERHRTIZ Z =
F I N 100mg & BRI ARG L & & FFBITRFIT A 4 RO BT FERFF TIE7 2 I Fo
AUCo+ 1% 46%J L, BHTIZ X DBREDRITT 25 I R 57%., O-BiA F K B53%TH Y, BT
7 V7 7 AET 2% 2 K 140mL/min (8.40L/h) . O-fii A F /U1K 149mL/min (8.94L/h) T
o730 UEAT—#), [7.1 . 9.2.2 | 13.2 &]

Al 5B O Y e T A — X

M HEEHT BT IR 4 IRE R AT IRE
1% 8 8
ZayIFR

AUCo+ (u g« h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (1 g/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tuz (h) 19.6 [19.4] 19.2 [26.8]
O-flii A F VAR

AUCo+ (u g« h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (1 g/mL) 0.48 [69.5] 0.22 [69.1]

AFME [CV (%) ], AUCO-t (X 0~24 B¢, tmax (EH R (FHiPH)

ArigaelEEEE

JHRE S A BEITAR T L7z A (Child-Pugh 2% B) 127 =% 3 K 100mg/[Fl4 1 H 216 5 H
MRERO®ZE Lz & & R AICHRTT a4 ROEFIKRED AUCo120 & Cmax 11
ZI 61% KN 50% o7, Fo, RETHEELLIZEFIRED AUCe120 X Cnax 1LENE
AU 4T% M O 37% =0 - 1=, HEEFEEREREF AT (Child-Pugh 53738 C) TOIEMEhREIIMFTL T
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Wigned (AEAT—),

[2.2. 7.2, 9.3.1. 9.3.2 ]

TEHARBO I ENRE ST A — 2~

JHHRE EH Child-Pugh %78 B

il 8 8

AUCo12n (2 g+ h/mL) 53.3 [17.3] 85.9 [21.7]

Cmax (u g/mL) 5.83 [13.3] 8.75 [18.7]

tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)

tuz (h) 14.8 [19.7] 24.1 [23.5]
ERE

65 LA B o g B 11 F Kk OV @& etk 12 Bl
A5 L7mE =, 45 LA RO A BME 12 ] & Bk U<, mEilis B rE & Otk

Z 2% K 100mg/[Al% 1 H 28 5 HEMER

ZBWT7atI R

DEFIRIED AUCo190 IZFNZFH 33% KL N 50%E < . Cmax (ZFNEFH 29%&0“ 53%= 7>

7mo Fio. KRETHEUE L7z AUCo1on (T & B VER O PEIZ B W TEILETL 26% K O 23% i )

5723035 (SEANT—%), [9.8 BIE]

CYP2C19 B F %2
AARN KL O E AR A B 18 #il4 . CYP2C19 Bz FARUCE S REE S EIC LY, &
HAHREH (UM) 1B, mfCEees (EM) 17 6, Rt (IM) 10 i, K OMERAGHHRES

11.

(PM) 8 filizsy

Z 0t
B2 L

o ZOEMIC
0)&“5%&()“{21-‘%’(%_’%{[: L72 AUCoid, EM (2T PM T 24%,

25

Z 3% I N 100~400mg & HER O G Lz & X

ZatI R
IM T 10% & 03> 7= 19,



£ (ERLDEEF) Y SRR

RNEEZDERB
I TV

W}

T
& OF

#

22 (ROBHIZFEBELGEWLNI E)
1 AHFN DR %F LIBUE O BEERE D & 25 B
2.2 EEOHKEREDSH HHEE [9.3.1. 16.6.3 ]

BEERRREENEH
2.
2.

MEER (I RICEET HEE L ZTDEH
BRE STV

FZERUVHAZEICEET 5ETE LT DEH
(V. BEICET2IHE ] OEZR

EZERELMIE L TDERH

8. BEELEAMIEE

8.1 HHAHICBIT 2 HRGEOAW M ELRWVLEEFIEICEY . TANARIEDHEE
RITTAMDAERRIRERND oD Z E0nH 5D T, B a2+ 58A121%,
Dred &b 1M ET T2 CHET 57 SEEICITHY 2 &,

8.2 FHMWEDE W, T, IRE, HEES - £ - KSHEBEFEOR TR 52
ENRBHDHDOT, KA OBFITIT B EOEIRSE, fGRZ 1 O B OEIEIC
WEIHERVWLOIEETDH L,

8.3 PR MRDIEENH LDONDHZ ENH DD T, AAOEGHILE ELL EDOFEE
Ty 7 BT SR (IR, IR, IR AR, BRSO 5D K
e B, BUINE) ORIBUIEERET L2 L, KOG HIZZED L 9 7RIERM
boONTHEITIE, EBRIORZE 2% 5 L 9 BEKNZOFBEEITHEET 5 Z
Lo DMRERRESCEEOLEE (DI LARYE) OFFoH 5 BE, -
MU D LT ¥ RVEE (TVHFREGRYE) Ob5EFE, PR MREOER % Z
TEEZNOH DA Z O LTV D BFSETIL, AFIE G -BARE K UK # 5
FODEMBRELSIT) 2L, BEORERORREOZ b EZEERBIZET L L&,
[9.1.1, 10.2, 11.1.1 ZH]

8.4 GHE, BE, MBEMEZORBMERND b, BEREKICELIZ L LHDHOD
T, AAEGHITEEORELOHEOZ b2 EERBET S5 2 &, [8.5,15.1
Z ]

8.5 BEAKOEDOFMEFICHENE, AREKE OB BLO ATREMEIC OV T4y
A ZATV, EE BEIOEREZID &0 KOMET 52 L, [8.4, 15.1 ]

8.6 #Hfl, EHEDIREENA T HAMFEMENH D DT, BRI, REEIZOWTH
LEITHOFERE L AEPBEO N GEICTE 2 LE 42175 2 £, [15.2.1 &
A&
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6.

(1

(2)

@)

4

®)

(6)

M

8

BRENDERERIHBEHICHT IR
BHE - BEERZFOHLEE

9.1 B6HE - BERZEDHLEE

9.1.1 MEEEREFELCEEDLER (DHBEEXIDFLE) OBRFOHLIEE. T+
UOLF Y RIVEE (TIVASTERESE) OHHEE
AHD PR BIRERERIC LIV ER7 0 v 7N\ RA]AT BTN 1H 5, (8.3,
10.2, 11.1.1 &M

BHEEEERE
9.2 BHREETES
9.2.1 EEBHEEETOHLEH

[7.1. 16.6.1 4]
9.2.2 MARBHEZITTWAXREYBTHEEEETESE
[7.1. 16.6.2 &&]

AP RElEEEE

9.3 FFHkgErEEEE
9.3.1 EEDITHEEETDHLIESE

BH LW & AFIOMHREN ERT 58003 H 5, [2.2 . 16.6.3 &M ]
9.3.2 BEXIIHEEDITFHEEZEDH S EE (Child-Pugh 2% A XU B)

(7.2, 16.6.3 =[]

HIEREE R T HFE
BRE S TN

bt

9.5 hE4F
PRI SRR LT D ATREME D & 2 PRI, VAR LAt fafart 2 BE %
LHB SN DG EICORKEGTH L,

7 HC%D"CHQE% %Z)lmu&bgﬂ‘(b\é

ESEIR

9.6 =RELim
TRIR EOAF RN ORI OA LM A2 BB L, RO TP Ik 2 st 5
N

E MAHHFASBATT 2 Z G STV D,

MR

9.7 /MR

9.7 1 {RHAEMREN, FrAEWR, FLRUL 4 mEART O IR 2 BRI M L <
1/\7‘&?1,\

9.7.2 /WNRBEFE O HBIEITHT 2 HAPIEICEE T 2 BB IXEN - A & 1T
Db TW R,

= EnE

9.8 EHE

— R E A TITABEENME T LTS, [16.6.4 &/
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1.

(1

(2)

(1

HEEHR
HHRZEEZTDER
BRIE I T2

HREIE L EDER

10.2 #AZEE (BRISEET S L)

AN 5

HRREIR - HFE T 1A

PEFF - fERIAF

PR MO R Z i Z 9%
D & % HAl

[8.3. 9.1.1. 11.1.1 &M]

FRET vy 7 ERREH
LBENDD D,

OFAIC &V PRIFIFRAE KA
F AR IZ 583 5 3
TNRD D,

BlYER

1. BlfEA

ROBWEHDRHSOND ZLBHLHDOT, Bl
a3 52 ik 5 70 Y 2R AL E 24T

BE+7IATV, BENBD LN
92 &,

EXBEIER & MHAEIR

1.1 EXGEER

.11 BE7avyY., k. £ (WFhd 1%KH)
PR HROERZE ZTHZNn®H 5, (8.3, 9.1.1. 10.2 ]

11.1.2 hEERKFIEFXFMARGE (Toxic Epidermal Necrolysis : TEN) . KRIEFLIRARfE (& EE
(Stevens—Johnson fE{&EE) (WTFhHLEEEFREH)
FREN, ALEE, K - OB A, £ D, WHERm, IRFE L,
LN AICIFE G 2RIk L, @YURALEEZITY Z L,

11.1.3 EFIMBEAEGEIRSE (BEETEA)
PIHPER & L THE, BED A O, BICTFHEREES,
HAIN, AFBRERIGE %, FRU Y L NER B 21 O B MEO B A EBUER D B 5
PNDHZENBHD, B, B FAARAT AR 6 (HHV-6) DT A )L AD
FEMEALZE D 2 N, BEFIE LIS, BEL ITREEREE % DJER N
HRH HWITEIALT 52 ERHLDOTHERET H I L 36,

11.1. 4 \|EBRBKGE (FAETEA)

H N5 D B DR

k=103

U o EEAR, HER

28




2 ZotoEI1ER
11.2 ZothoEI1ER
FEFE B 3%LL L 1~ 3%A T 1% A< i 1 A<
iR | B D F | GREEE. R | 0o, LR, B, | R s
W (17.8%) | Bk, GEEHREH | Wk, EORSHRR, BEREK | PR, 2w
SHYm . fER . AR, BREIT | K
B, PEELIREE, TR
HLOPRRETE . RIRSE,
MRHR, HERRREE, FEHR,
R EE R, I A
2—X AT AP
iR B, T
1% F il BR F ek
Hibas HOL, MEM | A HEARR, OWNEE, &
5. AEFL
THER A DN EAME DAL
i ik JHFHERE 2L
A RO RARIER
S
B WL, B, T O FEIE | I RIE
i R SR HBUE
R R
R A [FEEMED F Vv | HiIE
Z DAt % AT E R, P0G, RME . S | WEHEE S
ellbee SR, FEEN, HEJJNE, B
BT I
SRRERRICRIZTEE
BE ST
BERSE
13. BAEERE
13.1 fE4R

WERE (K 12000mg) (2 X0V S ERGERIT, FEMED U, HL,
WIE (EMERERCIEIE, CTAMAEREKRE), MEERE, v a v 7 LOE
MECHol-, £72. 723H I K 7000mg % —EIZRA LAl TR E S
TW5,

13.2 Wi
AFNTMAFENTIC LV BRERRETH D I L TV DR O IZS U Ciikis
MroElizEET52 L, [16.6.2 ]

BRLEDIEE

14.1 EHIZFHEDIE
EHRFRDEE
PTP @3 D#FNL PTP > — b2V H L TR 2 X 5fET 52 &, PTP
T— ORI LD | BOELAFI EIEREEA~RIA U B3Rl 2 LTt
PR EOEELREIHEZHFET D LD D,
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12.

(M

(2)

ZTOMDEE
FREREAICE D < 1ER

15.1 BEERERIZE D < 1E#R

WA CEM SN EBOFTANAIKIIEBIT D, TADA., R RE L x5 &
L7z 199 O7 7 v AR RERBROBEFHERICH N T, ARRE LU HZEX
DFBDOY X705, FLCTAMAEDIRRABETT 7 AR LT 2 5@ <
FLCTADAIIRAEE  0.43%., 77 2R 0.24%) . FLCANAEKDORAEET
X, 7T BRBEE L1000 AHT-0 1.9 AW EFHE SN (95%EFEX M -
0.6-3.9), £7-. TADABEZEDOY T 7L —FTlx, I BREEE B~ 1000 A
H1-D 24 N WEHRE IR TS, [8.4, 8.5 ]

JEEREREAER I E D < 1Bk

15.2 JEEGEREABRICE D < B

15. 2.1 FEERREYBRERBRIC W T, 72 I RiZ7 v hOKBEIZE 5% 35 H H
FTHAM LA, 7 v bD 26 B KON 104 W A &5 R CIRIC R
RO BT, A X0 52 MR G BRI B W COKMBIEDZELIXFER D
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