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Program) ([CBSRSNICERD - ZFEADOWV S BRER
HE - ERICHOT, BRBEICR/LTITOIE,]
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4. B1ER
LEIMMEMEZBE R E LICEARSE TBHRICHO
T, BEREERREEBDEE % S (F6HIP3AI(50%)
CROLMNT, BItFRIE. BHERERRE161(16.7%). m
SRIUE1B1(16.7%), =B 141(16.7%) Td o1,
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(3 %5 ZPIET DB EBNRNEZTOE (1B
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ABBILBHBEESO1. 7S TRIBICBREDEER
PHERDHBENTS]
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Ok BT BDIANOBRITIEIRBTHD L, v
FTE IUTPOASSEE (L. |FHHOMmEd THRR
SNBARFEEELUE6~12EFH 21 TV RICH
WT. BILBEBPOLERICITANLUICBREICELD
FEENERDHERDO BN, ]

7. 1NBEADIRS
BhEEGER. F4£R LR HEPNRICHTZZ
SMEHEII L TOROUERREBHE ),
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KEZBSHEE LIIEE. NA 2RI Y ROERKAE
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BIT3.7%(3/81HDICERL SNT,

2DNDR, TV EROUAXREHLSHRICSOT, &%
MEBIRICY VEEEEICEET 5BRTERITIR
K H0D7—IWERSNI. COMRIFBARAR
BILHTEZESELVEVEREEN SBOSNTI, K
ECLY, U VEEECEET 2MREBOEREDE
BRERLIZ? 7,

3) NORTIFBARARBEICOT2ERESLVEVRES
T, A1 XTIRIBERABEBICOTSBZEED2.68TH
S0O&EE, MIEROBEDEEHRDOSNIC? O 7

(X # 2 &
1. DR - MfEchigE
1) REAA ISV 3 EIE (SMBABHE)
RERAAICAF 10, 30, 100, 300, 450R(F700mg7%= RE
BICBOROBRS LIcE ZOENBRE/NS X —2ROMBEP
NE+ VEE#EBZRIRORITIIRTY,

®1 SEARRRACFHZRERICBOROBILICEED
MEBPNZF Y OEPEEE/NS XA —1
NEFY Y

10.

EEhRE 10mg  30mg 100mg 300mg 450mg 700msg
NTZA=AR
B 6 6 6 6 6 6
tmax 6.0 5.0 5.0 5.0 5.0 5.0
(@) 60.80) (6050 (20,60) (20.60) (2050) (60.60)
Crnax 68.6 276 854 2547 3755 6747
(ng/mL) (14.8) 64 (283) (1305) (1165) (2210)
AUCe 1700 6052 18134 53113 79179 133125
(ng-h/mL)  (291) (1861) (6577) (17911) (31794) (44913)
12 162 143 135 169 117 172
h) (84) @n @4 19 19 @37
B (BERE). tnax . PRIE(EE)
-©- 10mg
10000
—&- 30mg
—A- 100mg
1000 £, & 300mg
1 =K~ 450mg
- 700mg

100 §

MIFRNZF Y VigE (ng/ml)

Tt T T T T T T T T T

120 144 168 192 216 240 264 288
B (h)

SBEARRBRAICEFZRERICROROBSLIEE0D
FmBPNIF Y VIRE —BRIEB(FRBRR T —))

RERAAICA#HZ1BI10RERICRERDKRS LIcEZOM
RPNFF U U ROM2(ERHY OEMEE/NS A —2(18
BRU14BB)#R2RUKIICTRIT D,

®2 SEARESACAAZIBIORERICREROBSLIC
EEDQMPPNSF U Y OEPBENS A—2(1BERV

&1

1488)
1%;71%/*\%;7& 50mgad.  150mgad.  400mg qd.
Day1
Btk 6 6 6
tnax(h) 50(50. 6.0) 50(50. 50) 4.0(2.0. 5.0)
Coax(ng/mL) 428(112)  1132(401)  3005(493)
Caan(ng/mL) 634(100)  180(530)  512(114)
AUCaan(ng-h/mL)  3989(830)  9922(3199)  27206(5361)



%%%gf\o;\;_,ﬁ 50mgq.d.  150mgad.  400mg q.d.
Day14

B 6 5 6
—) 50(650. 6.0) 5050, 51) 50(30. 6.0)
Crnex(ng/mL) 590(116)  1972(569)  4298(1315)
Comng/mL) 187(44.0)  604(147)  1280(300)
AUCzan(ng-h/mL)  7914(2009)  24265(5670) 51525(10123)
) 169(77) 167(48) 173(35)

EHEURERE). tnex | PRIEEEE)

®3 SBARRBACEEZ1B10RERICREROERS LI
& EDQMBPM2OENEENS X—2(1BERV1488)

M2

SEAEHEE) NS A — A 50msg a.d. 150mg a.d. 400mg q.d.
Day1

B 6 6 6
tmax(h) 8.0(6.0, 12.0) 12.0(6.0. 23.9) 8.0(6.0, 12.0)
Cmax(ng/mL) 6.84(1.56) 20.8(7.9) 52.3(18.5)
Caan(ng/mL) 4.89(1.33) 16.1(4.1) 40.5(13.7)
AUCa24n(ng-h/mL) 114(30.6) 365(142) 842(211)
Day14

Rk 6 5 6
tmax(h) 10.0€0.0, 12.0) 5.1(5.0, 6.0) 8.0(6.0, 24.0)
Cmax(ng/mL) 60.3(19.1) 275(62.0) 437(126)
Coan(ng/mL) 455(12.7) 221(56.0) 379(119)
AUC24an(ng-h/mL) 1204(364) 5477(1468)  8783(2350)
ti2(h) 258(103) 204(51) 299(143)

EHEURERE). tnex | PRIEEE)

2) BEIIHIF 3R MENHE
(1) BERRFER (5 14858 : TBC20015{5R)10
LEIMVERE BT 2BAANBBEHRIC, BREE
FICHA CRRIe2:BRESAFI400mez 1 B1OREIRS L.
X DE22BE I AF200me =z BIORE RS LIcEED
MEBPNNF ) Y ROM2OENBNRE/NS X —2 (18568
82 BB RO4BE) & ¥ N ENKIRUKLICRT .

%4 SHAMMERHEREST3ORARE CAH£EB2BMI
AH400mg£1B1ORZIZS L. € O%22BE FAH]
200mg%B3OR#ES LIcE EOMBPNIFU VDR
MENEEINS X — & (1SR R2BERU24BE)

NEFU > Week22 Week?24P
BEMBENS A=A 400meg a.d. 200ms tiw.
Bl 5 2
tmax(h) 4.10(4.00, 6.00) 6.12 4.07
Cmax(ng/mL) 6552(1629) 3580 5460
Con(ng/mL) 17756(1012) 1250 2270
Css. ave(ng/mL) 3223(1029) 2438 3204
AUCaan(ng-h/mL) ~ 77490(24757) 58513 77148

@ PIHBURERZE). tnax | PRIE(EE)
° B3E

x5 BAMMEMBEZEETSBFAABEICKREZHAB2B™[IE
AF400mgZ1B1OR R/ S L. € OR22BEH > A H|
200mg % B3OME &GS Lo & =D MBPM2DEMEHRE
NS A—2(25ERIE%22BBRU24E8)

M2 Week?2? Week24°
HMBPRE/IN S A —& 400msg q.d. 200ms t.iw.
e 5 2
tmax(h) 5.00(0.00, 8.00) 8 8.03
Cnax(ng/mL) 443(99.4) 451 450
Con(ng/mL) 381(85.7) 399 391
Css. ave(ng/mL) 398(89.6) 406 404
AUC2zn(ng-h/mL) 9575(2140) 9744 9735

o PIHBEURERE). tnax | PRIE(EE)
° @B3E

(2) BHMRRSIER (55 [ 485088 - C2085{5&Stage2)1
ZHIMUARZBEER/RIC, BEER(hFI1IY,
F70FHYY, IFAFIR, ESIVFIRROYVAL
O+t YUY /terizidone) ICH0A T BB262:BE (FA%I400mg
#1B10RBE®RERS L. ¢D%22:8[8(E4%]200me% 8

SOREBRES LIcE EDMBPNNFY Y RUM2DEE
MBS X —& (%580 R2BE R U24BB) £ X NY
NKOERUKNIRT

£6 BHMUEMBZEEITIHEABE ICHKE£EHB2BRH I
A#400mgZ1B1O0RERRS L. €DE22BRAIEAE
200mg %= B3OREEBRS LIcE EQMBANETF UV D
EMERE/NS X —2 (&S5RI %2BERV2488)

NEF Y Week?2 Week?24
BEBRE/ND A —& 400msg q.d. 200ms tiw.
Bl 26° 170
tmax(h) 5.00(2.33, 6.17) 5.05(3.07, 6.77)
Cmex(ng/mL) 2763(1185) 1267(434.5)
Con(ng/mL) 792.0(263.9) 453.56(295.2)
Css. ave(ng/mL) 1371(528.8) 584.1(196.5)

AUC<(ng-h/mL) 32960(12720)

TEIHEURERE). tnax | PRIE(EE)

T 24658 (Week2) R U486 (Week24)
3 BIE=30(Con). HIE=29(CnaxfV'tmax)
b BIE=18(Con). %I%=19(CmaxkU'tmax)

R7 ZDEAMEMBZEST IHBABE ICKAZHB2B[IE
AF)400mgZ 1 B1OREREFS L. € DER22B™EIIAH
200mg % B3MRERIRS L1c & E D MPPM20D EME)
NS A—2(25EIB%2BERU2488)

28010(9408)

M2 Week?2 Week24

HIBPREIN D A —& 400mg q.d. 200ms t.iw.
B 26° 170
tmax(h) 6.15(1.10, 24.17)  12.08(5.00. 48.08)
Crmax(ng/mL) 466.9(156.8) 177.9(70.7)
Con(ng/mL) 426.5(135.1) 162.4(70.7)
Css. avg(ng/mL) 383.0(129.9) 151.6(52.81)
AUC(ng-h/mL) 9217(3151) 7270(2532)

B URERE). tnax - PRB(EE)

T 1 24858 (Week2) K 04885/ (Week?24)
a BIE=30(Con). H1#=29(Cmaxf V'tmax)
b @sz'\ 8(COh>\ 15”?5&=19(Cmax&o£tmax>

3) REOZBGBANR
RERAAICEF100meZ R T RIFRERICEORORS L.
NEFY U DOEYBEE LB LI, RERICHRSLICEE, i
BRCTHRSLICEEEERLT, Crak UAUCEs DT
DL (0% EEXED [F¥ ¢ 2.63(2.23, 3.0DEBRO1.95
(1.67, 226)f8TH o112,

. MEBEOREE

ERCBFBINEFY VROM2OMBEESHBEXRIE. OWITht
Q9% ETd > 1=(in vitro. E&FENTE) o

.

NEFUVRO¥DERFH THBN-F/ BXFUESN M2
F WINBHEICF FHO0—APAS0(CYPIBALIC KL > THRES
N5, MBEARRAAICNEZFU >50~400mgz RE®IC148
BRERSLICEE, MBPOTEAHMEIM2THY, X DR
BEINTF 2 D#H20% T 2129,

. Hett

SFERARSARR Tl N+ U VPFEICEPICEES NI, BRRER
TlE NEFUVREEDRPEEFOITHTHY, FRPEEY
INFFU Y OZHEELRE TIBOC EDTREENTI, Fio, %
FIMM RS ZEBE (ICNFF ) 2 400me =7 BRRE®RS LIcERD
EREPICE FHBRMEDDOBD75~8E DA+ VRE
{EfETd o1,

. BTEEIR S B8 (FEARIR)

R (BHD R UPFEAEABERE (Child-Pugh48EB, 8
BDICNEZF 2400mge BRICEARO/ S LIc. PHEAF
BEERERBEICHSTBMEPNEFY > DCnax. AUC720 RO
AUCastld, BERBACLBL T, ¥N¥n14% 27%K%019%
BETRLICH. PKASA=RDNMEIIFIFEL > TV, B8,
SEAMERREEREICHT DHEREERSN TR,

. BiEEIRERE G EARER)

BEDEMBERITOBR., OLPFZVO P SVRA(PRE :
108mL/min, &8 : 39.8~227mL/min) (&, ZFIM4EABZE
E(FHF%18200mgB3@HS) DA+ >V OMFEPRES(C
FEERITHEETRIBD >, COHBR, BEHNSPEED
BHEABEBEICOVTEHERNICEZDHEINFFY v OmEd
BESEOELEFEBVENDEEALBNIY, BH. EEOBHEALE
EBEREBNPOREBALBEICH T BHBRERBSNTO
730

. EM8EER

1) In vitrosRBRRIE
NAFY V(FOATPIBRUOOCTIOEB THY., M2(EP-gp
DEETH S,



2) BRRAAE(MEAICHF B IR

x8 EMBEMEAHRICHITIZIMBPNITFY Y RUM20E
MENREINS X —RDEE)

{3 FRsR w30 | @ | g HEYMBENS AL R\
HEE | ORE - | A AUE | SEE9DLE[90 % ERXE)
= | E-BR| B | WR
g Cnax | AUC | Cumin
)2 7> | 600mg | 300mg | 16 | X&' | 057 0.48 -
Eyyais | 1810 | 80#&S5 1| (048, | (0.43,
> | 067 | 054
16 | M2 1.31 0.75 -
(1.08, | (0.65,
1.59) | 0.86)
4V Z7F| 300/ | 400mg |22 | \XA| 094 0.87 0.92
YR/ E|2000mg| 1810 F1 | (0.89, | (0.84, | (0.88,
>Y+ 3| 1810 > 1.00) | 0.91) | 0.96)
+16)
K 22 | M2 1.28 1.30 1.24
(1.21, | (1.25, | (1.20,
1.35) 1.34) 1.29)
7 k34| 400mg | 400mg | 15 | X&' | 1.09 1.22 1.33
V=)' | 1810 | 1810 FU 1098, | (1.12, | (1.24,
v 1.21) 1.32) 1.43)
15 | M2 1.01 1.01 1.08
(0.95, | (0.96, | (1.03,
1.07) 1.07) 1.13)
OEZ+E| 400 | 400mg | 13 | N&| 0.99 1.22 -
U k| 100mg | BO#S5 F1 | (088, | (1.11,
+EL® | 18108 v 1.12) 1.34)
13| M2 | 0.49 0.59 -
(0.43, | (0.52,
0.56) | 0.67)
*xEZE| 200mg | 400mg | 16 | X4 | 0.80 1.03 -
V19 1820 | #0#&5 +1Y | 062, | (087,
v 1.04) 1.22)
16 | M2 | 0.98 1.05 -
(0.88, | (0.94,
1.09) 1.17)
@ HERB56

®9 EWEEMEAHRICBIINTFY VHBICL S MERD
EMEBE/NS XA —2DEE)

J— GHRRORMERE/NS
= T xEom | B | oae | X8 RIFETHI0
iatE (Dgz = A (90 % 538X )

. Croe | AUC | Con
7> | 600mg | 300mg | 16| U2 »| 073 | 057 -
BV | 1818 | #0055 v EY| (065, | (053,

v 108D | 062

16 |25-5| 071 | 045 -
2 P+ | (0.64, | (0.40.
F)U | 0.78) | 0.51)
a4
Eyy
Y =7 | 300mg | 400mg | 22 120 | 1.07 | 1.20
YR® | 1818 | 1818 (1.09, | (1.02, | (1.08,
133) | .11 | 1.32)
E'S ¥ | 2000mg 22 110 | 1.08 | 1.18
=L | 131@ (1.07. | (1.08, | (1.12,
1.14) | 1.11) | 1.25)
4 k35| 400mg | 400mg | 15 093 | 0.89 | 055
v—u'” | 1818 | 1818 (0.87. | (0.84., | (0.44,
0.98) | 0.94) | 0.70)
O+ | 400mg | 400mg |13 |OEF| - - ] 0.790
VU K| 1810 | B@E5 e (0.72,
FEL'® 0.87)
100mg 13U kF| - - | 0s86e
1810 =3 (0.78,
0.94)
X ESE|200msg | 400mg | 16 - - 0.992
3 19) 1820 | #0#%5 0.91,
1.08)
: RSTUEE

8. QT/QTcRICH I 3 FEB(ME AR
BEEAUIDIZENT., SV LML ZE5& T5tRR
UBM(EFYT70F 4y 2400me) Wi, WTEERERTQT/
QTcERICHT 5. AFIBOOMgE DS DEEZHRFI L1, £
DRER. QTCFRERON—X SV HEDELBICDNT, L
BReginS BIcNAF U V5 & TSRS 0ENDIONEE
X[ (1.5, 8.9)D_LBREIFT10MsAKIG Tds 0 7220%

(B8 Pk Rk #&]

1. BIRERARE5R (58 [ 485188 : TBC20015458)10
SEIMMUAEZAE BT 5ERABE OO ATRIC, BIBER
[CI0A TES182 @R I AF400me%= 181085 L. ¢cD#22:8
BIEAFI200me%x BIOIRS LI (BRERITT R © AFIFRS54
B BAISERMLE TORBII14RIE158 (MGITROIVIIE
) ThY., 24BEOIBRIBERMEEEGE100% (4/46), MGIT
ROINIE#) Td > 1o

2. /BAMERIREER (58 I 4B5I5R - C2085tBkStage2)2n
LEMMUARBREEER/RIC. TS RN REFAL -S54
THBLERSERARE LI, BBEE(HF~YrYY. £70
FHYY, IFAFIR ESYFIRROYAI20EY Y
terizidone) ICH0A T 72 AR R(EAFI400me%x 18105 (%
SE88%2BRE) L. ¢ D%22BE &7 S AR RIEAFI200ms
% B3EERES Lo (B IMERITIRAE - REIB666]. 7> tREt
6661, FBMIBE Th HIBARIEERM/LF TOIFE(PRE)
(& AEIBHEIB RO TS ARE1258 ThHY. MAZNLER
ENROSNICEBREHBEEEBLOMEBEAHEESEL
foCoxtbBINY — REF I, N\NH — RE(95%CD : 2.44(1.57;
3.80), p<0.0001], #F7o. 24BFORAREBERMERGE, AF]
2£78.8%(52/66B) R0V T S REEE7.6%(38/6641) Th o1z,
F1o. QTCFRERBOERENRD BN, BILEDEHELE 1B
[CAFI9.9ms, TS EMR35Ms T >1ce AFICKBD24BDBRE
BEICH T 2QTCFERDRAIEHIBINEF. 156.7ms(18@B)
Tho1ce TS RARBICHETBQTCFERODRAEHENEL.
6.2ms(18188) T > 71

3. BMRREER (55 [ 1B54ER - C2095H8R)22
LEIMIEAE % B E (BLEIMEMS%EE A ST) A TRIC.
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