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2. 0@000000000000000
2.1 RANDREA 12X LaEoE OB O & 5 B

2.2 EEOMEREEODH 5 E[9.3.1, 16.6.35M]

3. 00000
3.100
i % | 733 FE50me[¥ U A [ 3% 3 F$£100mgl # 7 1
ARG a3 F
[15Eh) 50mg [ 100mg

HNFoNay, yOARE N, BEERT A8, it
vua—2A, BbF s o, ZTE . A7 7 VEEMg. b
FFEl [ FEds 7ol lo—2Z, L 7O A0—2

Ribsk, HF@257 VI =
Ll —F

3.200000

4 7 3% 3 FEES0mel 7 A | | 7 34 3 FHE1I00mgl ¥ A |

o G &
——

—

#l % EHAAN T ANV LAT—T 4 ¥ 7§
POIR Y g
B 1% (mm) 9.2%x4.3 12.2%5.6
JZ & (mm) 3.0 3.5
i (mg) #7195 #5190

AEFOR FaY¥I N 50 U4 Fa¥ 3K 100 74

4. 000000
gboobooboomoboooboooooooo

6. 000000
BN EE, AT a3 FELTIHIOOmg L ) &5 %
FIgE L. ZOBRIABL LOMEL &1 Cis L., fEEHELL
H200mg& § %A% Wb 1H2ENZ5 T TRIOES§ 5, 7
B ERIZ X Y 1IH400mg % 8 2 7 W #iPH T a5 28,
WaElLAM U EORREZ T CIHHEE L T100mgll T3>
52 &,

ANVE T, 4L Eo/NBIZIES a2 FELTLH2mg/kg
IV EBBL. FOBRIEMYU EOMEL HITCTIHHEE
L C2mg/kgd D& L, #FREHAE % RE30kgR GO /NEIZ1E
1H6mg/kg. 1K HE30kgll E50kg i O/~ IZ 131 Hdmg/kg &
The WENHIH2ENT TRIOES T 5, &b, ERICX
N AR E30kg A /NI IZI H12mg/ kg, A HE30kgbh E50kgR
i D/NEIZ1E1 H8mg/kg % B8 2 70\ i BH C ol BB IR 9 2 A5,

WEI AR EoOMEZ &1 CTIHHEE L C2mg/kgll T3
DfTH T ko 7272 L. KRESOkgPL E /MR T, A EFE L
M HEEHWLZ &,

7. 0000000000000

7.1 2V T7F=r )7 T Y AH30mL/minl T O K ORI
R REREE OB L BE I, BAIXTH f i A = % 300mg. 7
WIS HEZ 2% ME L 5 5 EEEICEST5 2 &,
F 7o, MEEN %2 CwbBEETIE, IHHECMA T, I
WENMBRICKAKCTINHEOFEOBNES *EET 5 2 &,
[9.2.1. 9.2.2, 16.1.2, 16.6.1. 16.6.2%/&]

7.2 BREIHEE OERERE O b 5 B & (Child-Pugh/ A
K OB IZIE. BRAIXTH 5 H 2 2 300mg. /MR H e
BEBUHEE 5% EEEIHES T2, [9.3.2, 16.6.3
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$E50mg $£100mg
0 0 0O 0O]30700AMX00178000 | 30700AMX00179000
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.3 RFIO1H #5134 H30kg R il /N JE TI31H12mg/

kg, ARE30kgll E50kgH i O /NETIZ1IH8Mg/kgTH 5o A
# %2 1H8mg/kgx i 2 T 5 L T\ 5 K E30kgA i o/~
. EIHE VR EIAREDZ0kgEL & 7o 72 A 121,
BEORELZ THCBIRE L, DR KCRIEHOEH 2 ZE L 72
) AT, WYLRHERRET LI & 2B, BEAEE T
LTk,

.0ooooooo
S EATIC BT ARG RE O SR RV LR G HIRIZ LD

TADAFVEDVEE NI TAPAERIREDNH 5 b s 2 LH
HBHDT, HHEHILTEE12E, e S TEBE R,
TR A ZRE S 5 % SHEICFT) 2 Lo

2 OFEMED T, B RKL R - £y - aEsRe

EORTIRI DI ENDHLDOT, AFHFGHOBEZIZITHT)
HOEISE, G2 ) ORI RE S v & ) EET
é:&o

3 PREIBOIEENH 5B ENHHDT, K OESH

WD EOREE 7Oy 7 S5 CBET SRR GEIR. IRFAEL
A DRI, BEHEES O 5 5%, KA. BiiE. BN o
FHITEET L 2 & REOEGHIZZD L) BRERDEH H b
N7BAEIIE, BiOBEY 25 L) BERVZOREEC
B 2 2 b, OMEEREE R O LA (O FHZE L3 0N
EE)OEFEOD L EE, F M) LT X AVEE (T SIE
RS 0H 5 EBE, PREBOLEEZ R $EBZNOH % HH
ZHEH LT 5 BT, RRIGFIGE L OARF P 5
DM ZIT) 7 & BEDIRE M OTRREDO LA & 7575 <
Blged 52 &, [9.1.1, 10.2, 11.1.12:H]

8.4 Ly, B, BURMAEORAERD S 5 b, AfEM

IZEDLZELHDDT, RENFGHILEE OIRE R TIREDE
baiFEEdBigd 52 &, [8.5. 15.12H]

5 BERE OFRBEFICWEN, BREMSORAERFER O

WRELEIZ DWW TR 24T, B & B AR 2 LD &9
FOfRESTHZ L, [8.4, 15.15H]

2y IREEIZOWCTHZ 21T ) SFEE L. BRobh
AT EY) 2 MEZITH) 2 Lo [16.2.15 ]

i

.0o00o0oo0oooooooobood
A 000000000o0ooon
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9.3.2 00000000000 0000OO M Child-PughC
0ADOBO
(7.2, 16.6.35/H]

9.5 00O
TEI SO IER L T A ETREVED & 5 oPEIc i, R Lo ik
MEPEZE LB 5 LB SN ALEICORES L2 L,
7 v MIBWTREBITUES RO 5T,

9.6 OO0
HE ORI IR EOGRMET ERE L. ZILOML
EHIEE R A L,
v MFLTHRARAITT A 2 E A STV B,

9.7 00O

9.7.1 fRMAMRER, HAR, A4 EiGopmEics %
B EAER 220 L T2 v

9.7.2 /NEBFH O FEIEI RS T 2 HAFRE I 2 B HERIX
EW - 7 E DI b T,

9.8 000
— RIS IR IARRE MR T LT b, [16.6.42 1]
10. 0000

10.2 0000 ooooooooOoo

R P PRAEIR - 1T W - falEiR T

PREBOEAR I T|EE 70 v 7 E05H IS L ) PRI E

BENDOD B FHH TAEBLTNDH 5, PR ASAIN 0 L2 38 55
[8.3. 9.1.1, 11.1.1% LBENDD 5

i ]

11. 00O

ROEWER DS H oA ENH LD T, BlE 151247\,
FUEHRRD NI E I3 G 2 ik § A 7 SR ) 2 i 24T
5Tk,

1.1 000000

11.1.1 000000000000 (Wi d 19%41)
PREOIEEZR I TBZNLH 5, [8.3, 9.1.1, 10.2%&
H&]

11.1.2 000000000 O Toxic Epidermal Necrolysis:
TEND OO OO 0O0O0O M Stevens-Johnsond O O O(\W§°
b HEAH)

BEEN RLBE. AJE - OB AL 29 P, IHEEE. ERFSIMm. 1IN
D RFEDFRD SN AEIE G2 Pk L, B L@ & AT
5k,

11.1.3 000000000 EERH)

PIIER & L TIE. DA SN, TIIFRREERE, 1) v 8
HIENR. FTmBRE, IFERERIE L. B OXBRIBISE AR
FEFEMED B R BBIERDY D 5 bNDL ENdH b, B, &b
ANIVNRZ T AV AG(HHV-6) 50 7 A )V A DO FFHELEZ ) 2
DL TR b 5. S IR RER S OGRS
W B VILEBIEALT D2 EDHLOTEET LI LY,

11.1.4 00000 GEEAR)

11.2 0000000

FEA/BHRE | 3%LLE 1~3%Ai 19 it B

KRR FFEIE D F W (|FEREREE. ]R|D O, XI5, B[R R
(17.8%). WA |#k. JEEPZH [0, b, RE|E. LR
Jif. MER SRR, SRR, RR|9
HIREE, FEEITHE).
SEELIRAE, B
RS, S R
ARAE, BRIR. 1%
FEREE, WEIR. 1
FEE R, I
70— A%TA
A

i3S B, FH

iR M ERE R A

HALAR R, OWEZ
e B, Rk

HALEE |, MR TR

BT LAl B L GHLE)

JHF e JFHERE S 1

TRUBUE | 3%DL L | 1~3%kl | Lokih | A
TRl T O AR
%’—S
B T, WS, <[ IETEH
> $h
AR SR
FRTTES R
[ R TEL
Zofy |5 BATRE. 5[l 1. 20, [HE0
W I B,
i, BHATI
13. 0000
13.1 00

RIS (RR12000mg) 12 & 0 #2 H - R ERIE, FEhE

HFE WV EL, FEfE (R EAEE. TAPAERIK

). OREREE, Yav s RUEETH- 2. /2. T

3 F7000mg#% — IR L 728 TR U ST b,
13.2 00

AANIMALENT I L Y BRETRRTH D FEHL TV 2 iEROTE

JEZIE U CMENT O FE iz 5T 5 2 Lo [16.6.221]

14. 000000

14.1 00000000
PTPAUHDIEHNIPTPY — " SBWOY ML CTIRAT A £ 48
B LZ L, PTPY — M OFREKIZ L D, TS A0S Ak
A A L, B3Il 2R & L CHERRN 5 0 B 2 A 0T
EHETAIENDH S,

15. 000000

15.1 0000000o0oo
W CTEBENTZHEBROMTAPAEIIBIT S, TADA. K
TIPS 2 R & L 7219900 75 b Rk HR i R St Bk o0 M 5+ el 5
IZBWT, ARSENVCHEEKDOFEHDO ) A 75, JuTAn»
ABEDIRABET T 7 L AREEL g L TRt < LT A ASE
MRAH#E © 0.43%. 7 7 LR EE:0.24%). JLTANAIEDOIRA
HETIE, 79 ERBELHRI000ADH 7D INL WV ERTH S
72 (BWEFEXM 0 0.6-3.9)0 72, TAPAREDOT T
V—=TTlE, 7T ERELIERI00AH 7202 4% EFHEA
ENTW5, [8.4, 8.55MH]

15.2 00000000000

15.2.1 FEEREYHIREAEBICBWCT, I3+ I NET v ok
EARICTR 5350 B & TOAi L7225 T v b @268 K UN104
T A G- R CHRICERF IR0 5. 1 X D52
FARHE G- H IR B ORBIROZILIZRED S h o 72,
B, BHEOIRICET 2B ORHEFIT 79 R HL ) &
<L 16 MRS B 7 4 A RER D 75 & REETIEL.6%
W2x Ly AR#FI200mg/ H 8 T4.9%. 400mg/ H B T12.2%, £
¥ 5-TIE5.5%THh 1) . HEFFEE AR RER (PEE G 0 77 £ R
BETI34.4%I2%F L. A#1200mg/ H 8 T8.9%. 400mg/H #:T
18.0%. 600mg/H#ET30.5%Tdh - 720 [8.65M]

15.2.2 R#FEEE TNV THHWAG/RijT v b (3. 105 V30mg/
kg% PEREPTR5) e S A b 9 A 7 — Vet KM T A AT v
h (15.6% U'31.2mg/kg % JEIENFZ 5-) I B W T, KAFEIED
HTEAYFRD 572

16. 0000

16.1 0000

16.1.1 00O

O1mmooo
TR AN BPELSHIIC 5 24 3 K100, 200, 400mg % 2215 B (2 B[l 1
Lok & %580 5~4FH TCnaxlZ3E L, t1203 814K T >
720 AUCK UCrmax i3 F -8B L THEI L 727,



HAE G- OSEY IRE N T A — &

G 100mg 200mg 400mg
Bl 12 11 12

AUCo- (ug-h/mL) 57.0[20.4] 116.4[18.2] 219.1[16.1]
AUCo-«(ug-h/mL) 55.0[18.7] 112.1[17.1] 212.5[15.0]
Cunax (ug/mL) 2.96[15.2] 5.84[25.0] 11.8[15.4]

e (1) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
ti2(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]
Vd/F (L) 35.5[13.4] 36.3[13.0] 36.2[12.8]

AT [CV (%) 1+ tmas L HPJLAIE (P )
g2o0o0gno

TEHE R N VESBIIZ 5 24 3 F200mg/ [0l % 1 H 2007 H 7 SR 1% 5- L
Jok &L MAER T 3 3 RIEEEIEPEG B A © 3 H 1R IR I F)
L7720 AUCrin® BRARHII2.4TH > 723 WHEATF— )0

16.1.2 OO
JEEMSHBR N - EERIARICB W T6r A H 517 T To/RET
A ABZEAAB (HARNA6H % &) A S5 LzisEh 7 a9 3 Fig
JE & G CREE MBS B REIAAT 2 AT, ANBICB IS T a3 Fod
WEEE N T A — & ZHEE L 720 RIRNTICBIT 2 7 34 3 FofEsgaid
2~12mg/kg/ H %1 H2M1#% 5 (k£ E50kgbh ko /R T o HE I
600mg/ H™) Tdh - 720 BT O5A%ER (VA/F)120.710L/kg. B2
D&Y s )T 5 v A(CL/F)IMRE K O4ER 2K L. KRE15kgD47%
8 T0.88L/h(0.058L/h/kg) . 1k F25kgD 8% I T1.18L/h(0.047L/h/
kg). REAOkgD 127 )2 T1.60L/h(0.040L/h/kg) . A FES0kg? 16/% I
T1.83L/h(0.037L/h/kg) L3fEE S 7zv, [7.15H]

FED AHNZARR L EO/NEICH L CHEEE A LTV,

TE2) A OB S N TH s R, AR OMEESOkgl 1>/ B2 12400mg. 1k

H30kgbh F50kg A D /NEI2138me/kg, ATE30kg KD /NEIZ1d12me/kgTH
Bo
16.1.3 000000000
000000 0100mg 000 m

Z a4 3 FEELI00mgl 7 A J& © 48y FEEL00mg % B R A S 12
FNZENIFE(T a4 3 P& L TI00mg) 225 e B ml g 4% 5 (7 1o 2
F— =) L, Mg T a9 3 RIgEEZNE L7z, 5 N7z 36 mie
X & —% (AUC, Cmax) |22\ T0%MEHAX B2 TREMHNT 2 47 -
7oAE A 1log(0.80) ~log(1.25) OFEFHN T V) . Wi A W21 [ 1k
MR S NIV,

Y R RCYP2C190 i (nf 2 A i i i e 0 22 BIEL ASPM (Poor  Metabolizer) &
HE SN E R

KA L G QS BIHE /ST A — &

Cmax Tmax Tz AUCo-720r
(ug/mL) (hr) (hr) (ug-hr/mL)
7 a2 3 FHE100mg
(41 3.82+1.13 0.9%0.7 14.6%2.0 56.74+8.52
Y28y MElOOmg| 3.91+1.10 1.1+1.0 14.6%2.0 56.04=8.03
(Mean+8S. D., n=37)
5 —e— [OQOQ00o00O1o0000000
O - ---o--- 00000001000
] 4 Means S0 n=370]
O
0
0
]
0
0
]
lpg/mLO
S TTT TN I ! ! L e
1 2 3 4 6 8 12 24 48 72

ooooomhro

MEE R 72 5 ONZAUC, CmaxZEm/8 5 4 — %1%, s omEIR, 1§
WOBRBUAEL - RS ORBREMIC X > TR 2 WEEELD 5.
16.2 00O
16.2.1 00000

TERE A HE2461012 5 24 3 F300mg % 22 [ i 33 A0 f% | Bl 1%
HLEx, BFIET 3% I FOAUCH M UCuull HEZ2 RITE 2
o720 HEANT—4),
16.2.2 000000000ODO

TERERE AN246112 5 a4 2 F200mg % 30 % UN6045 [ T HA [m] 2 i B R PO 4
HIOZHEREIRS- Lz &, 939 3 FOAUCH M U Cmaxl & AL
ThHO. a4 3 FEOHRNNAF T XL 5 EY 7 1 13131F100% T
HotV,
16.3 00O

FEREI A 246112 5 a4 3 F200mg 7% 3045 [ < B[] M s R N 3% 5- L 72
L&, SAHER(VA)IZ31.ILTH ). 7 39 I F200mg % H.RIFE 125
L7zt &, BT osnAfitsk(VAd/F)I1d32.8LTdHh - 72,

in vitro(J 3% 3 F1.5~60ug/mL) & ex vivo(F 24 3 F0.7~5.5

_3_

wg/mL) REROFE R, 7 3% I FOIMKEELAFESRIZIS%RITGTH -
f:”‘ 8)0

16.4 00O
73 3 FIEEHRE R OREIC X DR SR L7,
in vitrofABROAE R, FHEEZICAREE 2 B TH 5 0-Bix F vk
A FEICH ST ACYPH T HIZ. CYP3A4, CYP2C9J O"CYP2C19
Tho7%,

16.5 OO

16.5.1 fEHER AB A2 [MCT-F 24 2 F100mg (40uCi) % Hilal#E ]
Pe 5 I OS] CHL T ER IR 4 5 L 72 & & $ 5121680 M £ T
W20 JRHICHE S8 094% K 097% 0 ki S A, FE R~ o Pkt 120.5% %
WCTH o720 MF~NIET IV I FHY30~40%) . O-Fii * F )V 1k (9
30%) « AL 43 (920%) Sz Ol o> 3 7 A3 (0.5~2%) & L T HEM:
ENE O GEAT =5 ),

16.5.2 fEFHER A B YEIZ T 24 3 F100~400mg% H [ #&ZF 1% 5 L7z &
&, 5 T2BM % T ToRPEERIE, S a9 3 F29~33%. O-ii #
FIVEI0~15%T & - 720 I5EHFO-E A F VAR D AUCH- g 5
3 FORI0%TH - 722,

16.5.3 S AIZT 39 3 F200mg % 3045 [ ¢ B Al i AR 9% 5 L 72
L&, &5 75 A(CL)IEL.78L/hTH D, T a4 3 F200mg#
HEEOHEG Lz & Rryoaes 7)) 75 » A(CL/F)1.84L/h
Tho7",

16.6 OO0 0ODOOOODOOOO

16.6.1 0000000
R BE DALEE D B B ABEBRE 1C F 2 3 F100mg % HL A 1% 5
L7:& &, AUCo-dEBHEBEIEH % (CLer © >80mL/min) & FL#R L€,
JEAL T # (CLer * 50~<80mL/min) T£27%. 1% AT & (CLer © 30
~<50mL/min) T22%. HEK T & (CLcr @ <30mL/min) T59%7 < «
Conac THRIE A0 & T O BEHEREI T 8 TL0~14% & 5 o 720 BEIED S HJE
DOEBRME T HIZBIT 20-B A FVAEDAUC LB IEH D1 .5~
4.6fETHo 2V HHEAT—%)o (7.1, 9.2. 1]

HLAE G R O IEWFRE T A — ¥

[ERE i % BT FREERECT EEET
B 8 8 8 8
CLox (mL/min) >80 50~<80 | 30~<50 <30
47.0 59 6 57.6 748
AUCo-+(ug-h/mL) [20.8] [17.5] [19.0] [26.9]
2.69 2.9 3.06 3.02
Canx(ug/mL) [35.0] [20.7] [10.0] [23.3]
i 1.0 05 05 1.0
©0.52.0 | 0510 | 0.51.00 | (0.51.5
o 3.2 18.2 15.4 18.3
) [17.6] [18.7] [18.9] [27.8]
213 1.68 1.74 1.34
CL/F (L/h) 120.8] [17.5] [19.0] 126.9]
0.590 0.354 0.277 0.143
CLr(L/h) [37.9] [51.3] [24.4] [31.8]

HATFEAMEICV (%) ] AUCO-Z0~6MERI I, tmaxtt HPHLE (EPH)

Clr:BZ7VT I A

a) 71

16.6.2 000000000000 DOO0OOO0
MR BT % 5207 T B KIS PR RE R & o R ABERE 12, FEEMTEE R O
ENTBIG2 SHFRIRTIC T 39 3 F100mez HIaR 3% S Lz s &, IEE
MR He AR 0 BT E R TIE T 2 3 FOAUCH1346%i1% 4 L
B L 2 HRFWEIET T4 3 F57%. O-ii A FIVIES3%TH ), &
M2 T7 5 A& 39 3 F140mL/min(8.40L/h). O-Jii X F 1k
149mL/min(8.94L/h) T& » 721V 2 (4LE| A7 — % )o [7.1. 9.2.2,
13.22 8]

Ha 5 HOEYBE/ ST A — 5

IEENT JEEHT I AIRE BT IS
Bl 3 8
FaY IR
AUCo+(ug-h/mL) 43.2[20.2] 23.2[15.1]
Cimax (ug/mL) 3.18(22.4] 2.79[22.1]
tmax (h) 0.50(0.5-4.0) 0.75(0.5-2.0)
ti2(h) 19.6[19.4] 19.2[26.8]
O-Jfi A F L1k
AUCo+(ug-h/mL) 6.63[74.3] 3.43[68.5]
Crmax (ug/mL) 0.48[69.5] 0.22[69.1]

SIS CV (%) ] AUCo-UZ0~ 24MERIfE,  tmax b3 v S48 (HEPH)

16.6.3 000O0O0OO
JFF 1% B A% b 45 BE LS AR E L 72 B A (Child-Pugh%r 6B) 127 24 3 F
100mg/ 1 % 1 H 2[5 H B AR II#% G- L7 & & ER AT
I 3 FOEFIREDAUCH120 U Crmax T 2 IL-Z161% K U50% 55 2> >
72o F 7o, RETHMEALL 728 H IREDAUCH120% VCraxld T L E AL
47% R O37% 7o 720 T EF R RE R & B3 (Child-Pughs38C) T3
MBI IR L TR WS (REAT— %), [2.2, 7.2, 9.3.1, 9.3.2
Z ]



TERIRRED Y FHRE ST 2 — ¥

JFH e IEE Child-Pugh%;-#HB
B3 8 3
AUCo120(ug-h/mL) 53.3[17.3] 85.9[21.7]
Conax (ug/mL) 5.83[13.3] 8.75[18.7]
tmax (h) 1.5(0.5-2.0) 1.5(0.5-2.0)
ti2(h) 14.8[19.7] 24.1[23.5]
FATFIIMECV (%) 1\ tumaxd & P A8 (FEBH)
16.6.4 OO0

651 DL oo Bk B 11 & OV ks 126012 7 2% 3 F100mg/[Al % 1
H2l5H M AER DS Lz &, 45 DL o NBPE1260 & i L
Ty EEBEEL OZEICBNTT a% 3 FOEFIREDAUCHmlZZ 1L
Z133% K U50%755 <+ Cmaxld 12 129% K U53%1 72 - 720 F 72,
RE CTH#EAL L 72 AUCoan X B e B P B OIS B LT E 2 126% K
V23%i5 70 - 7214 O (BLE AT — %) o [9.85 ]

16.6.5 CYP2C190 0000
HAR N O E A RE R B 41861 % . CYP2C19:# (=T RlIz o <
fRERE S EIC L Y . SAEAER (UM) 161, @aaes EM) 1761,
A REE (IM) 1060, T O BEE (PM) 8B4, Z OEMIZT
34 3 F100~400mg# HEEAH G- Lz &, 9303 Fo#HGER
UMK T THHEAL L 72AUCH= 13, EMIZ X TPMT24%, IMT10%7
o7,

16.7 000000

16.7.1 00000000
T a3 W, BRI R CCYPLIA2, 2B6. 2C9. 2C19% O
SA4IZHR L CHEE %8 297, CYPLAL, 1A2, 2A6. 2B6. 2C8.
2C9. 2D6. 2E1. 3A4) UBASIZx) L CHENEH &R & o 7255,
CYP2C191Z5xt 3 % FHENEAVRIZ S 7z,
J 343 Fid, P-HEEAEOMAE R EE ClEh (. PHEERHEICH
L CHHEEM 2R S o 72 (n vitro)'9s

16.7.2 0000000000

01 o000o0oon
FERERC N BYELBIC, T 34 3 F(200mg/[Hl, 1H2[E) OFEFIREEIZ B
W, GRWCYPSAFFEIE N N AR OCYP2COFEESE TH % /1 VN~
Y Y (200mg/IAl, 1H21) % A KRS Lz & A<y
EoEg a4y I FOEFIREDAUCHzmM NCraxl B2 RIZTE h o
7oo MERERAELSBIC, H VN E ¥ ¥ (200mg/ i, 1H200) DEH
KEEICHBWT, 3% 3 F(200mg/ml, 1H2ME) % §F AR %S L
2 &, SaYI NI UNTEYE rOEFREDAUCkm & N CnaxlZ
W ERIZE o2V (HHEATFT— %),

020000000
FEHER AR ME34BIIZ, 5 a9 3 F(300mg) @ H A 1% 512 BT,
9V CYP2CI9MHER TH 5 4 X 75V — )V (40mg/lbl, 1H1E) % ff
RERZO#RG L& A 279 —= )iz a4 3 FOAUCHK O
Coaxl 308 % RIF & o720 CYP2CIOME TH LA AT TV — )b
(40mg) DHRAFEAF G512 B W T, 734 3 F(300mg/[Ml. 1H2M]) % fif
ARERORG Lz &, 9333 FIdF A7 9= VOAUCHK T
Coaxl S E RIZE o 2 HMEIANT— 4 )0

g3mooono
FEHER A B ES3FIC, CYPSARE TH 5 2 4T 4 (7.5mg) O H|al#E
[ 51253V T, T34 3 F(200mg/lal, 1H2I8) % ff F B %5
L7z &, 3% I FIZIY VT L DCua® 30%84 00 S H72AAUCH-US
WA RIZE o129 (HHEAT— %),

g4Mmoooog
TEHERATBELGHIC, S-T V7 7 ) Y HCYP2COIEETH LTI N T 7Y
> (25mg) D H ARG 12B W T, T34 3 F(200mg/lEl, 1H20E) %
PR EROKG Lz &, 9343 FESKUOR- TV 7 70 v D
AUCH M OCmax 23 % KIZE T, 7o buyEVEMET 70 Mo
> VR o EBE HE L (INR) O fg Kl B CNAUCo16nl 2552 % T 1T &
Bipo 720 (HEAT— %) .

16.7.3 000000000
HA AL OFE AN DA /N D T A A BE D 5155 N7z I
F a3 FEET - 2 VW, HEFEYBERIT21To 720 20
MR, CYPHHEEM 2 HE T M CANPAETH LA NNNTEE |
T b AT T 2 73V EY = VOBEHICED, S35 FOE
FIREEDAUCIE, A UVNET, & 4 25% % \17%HA L 729 2V,

16.8 000

00O0000050mg 000
7 3% 3 FEEs0mgl 7 A NIEMEE)cE S =, 734 3 FEE100mg
[T A | & WS4 L d e S22,

17. 0000

17.1 00000000000000

17.1.1 00000000 M 00000000
B UIIRIE T AN A L BT S 230 380 (SR i b5 & &
te) AL RFO e mE B2 B3 2160 EOBE 05 &
LT, 9 3% 3 F$E200~600mg/H ™ ik # v o< ¥ ¥ v e

(CBZ-CR)400~1200mg/ H * % HANZ TRIE G- Lz & & EEFEE
JHH CT& % Kaplan-Meler{: 2 & 0 #5E L 72 iGN B 17 56 A
MZIEHARRIITEREOE B ) TH D, HERZEDISW%E X O T FRAEIX
TFOBE SN IEHHERGUE (-12%) % Lal 5722 &, CBZ-CREE D67
A R SAEN Je 3120t 3 % BE R 75 0 95% 5 HE X 1 o0 T BRAE o b (R 3 7)
X, FORE L2 IES R AME (-20%) % Ll - 722 & 25, CBZ-CR
VK95 T a9 3 FEOIELEITER S 72,

fHT FEVEDTH R

: . " | serEs ) | mMEG) M
K& | SR | P LBER oy e o | romer e | AT
s i oy, | LOBAERARLCN] | 9506 R0 | (%)
I 327 898
7T T 736 | 6.5, 92.8] 13
FAS CBZ-CRE | iz | 308 011 5.5 2.8 | ©0
(69.7) | [88.2, 94.0)
v 307 915
PP§>73%‘%ﬁﬁ 81 (5.2 | [88.6, 94.3] 1.3 .
285 92.8 (5.3, 2.7)

CBZ-CRH# | 397

(71.8) [90.0, 95.5]

a)Kaplan-Meieri%: 2 X 2 35 fif GBZ:3 7 A M OFEMERE LI, 3mPLLE) % Fg &
L CMantel-Haenszeli#: 12 & ) %)

34 3 FEB O — CBZ-CREF O i 4e5

RO 2 D 95%{Z HIX > F B /CBZ-CREED T 23 x 100

Full Analysis Set

Per Protocol Set

A A NEBITE % &t

HA M ERI136 % &t

B, FRENERICE D5 39 3 FEFET400me/ H B~ &AW

Lo BB R NEAT OO E LT 238 DFASIZ B 5 581k

P U7z BB 5 (B4 (%) ) 12308 /444451 (69.4%) T @ 1) . Kaplan—

Meierik 12 & O HE58 L 72 38R TH 22 3 [95%15 #E X ] ] 1284.1%1[80.5,

87.61 TH - 726

BIMER B X, 7 39 3 FEERET37.2%(165/444%1)) Tdh - 720 &

HEWERE, FREIIED Fu17.9% (35/444051) . 95575.6% (25/4441%1) . 1H

R4 .5% (20/444%1) Td - 7=,

TEL) AH 0 KEE 2 0721 H s i 13400mg T 5 o

FE2) 1 VN E Y R AT TR S LT WL,

1¥3)200~400mg/ H 4% 5- TR EA% 4 L 72 8 4o

17.1.2 000000MO0000000

THIOBAF DT AP AR E G L TV L16 U OIS HE*HT 5
TAPABRFEZNSE LT, 734 3 FH200~600mg/ H = # 14% 5-
WL DHHFFEAG D BAZ L & 60 AMBIENLEEOE &
46.2%(6/1361) Td - 722,
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TE4) AFH DR S 721 H s i 13400mg T 5 o

17.1.3 000000000 O00000000

BEGF OPLT A ASE T 55 2 BEEIIRI RN R A S N Wil S E &2 A7
T 516 LD HARAK OHEAD T A D ABESATH (H AR NEE142
BlzE&t) Zage LT, 7343 FEE200, 400mg/H XiE 75 &K%
168 RIS (EE O T AP AL ~3K E D) Lz &, F%
FEAMTE H T & 2 BRI RT 3 2 M 028 H & 72 Y #4536k ]
BERRITEOEBYTHY., 7KL T a9 3 FHE200me/H
Je U0400mg/ H # & O TREHFIICEE R EZDRRBO 5Nz B, &
HFEICBITB50% L AR Y & — L — b (28H & 72 1) O#5 5815 M Bh Bl g:
WM & R C50% Bk Lz BEOEE) &, 7T L ARTL.T%
(36/183%1), < a4 3 F$200mg/ H #E38.5% (70/18261) S 185 24 3
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b)
c)
d)
e)
f)
g)

o 75 AT B
. > b 7] NI
e E A e I M e
el [95% 15 HE [X [ ]

77 kAR 183 -1.22

‘ 29 4
200mg/ H B 182 -3.33 <0.001 [18.7, 38.7]

- 39.6
400mg/ H B 179 -4.50 <0.001 [30.5, 47.6]
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Q) BT & 0 HESE S N A NI Tt S RHE L 28 SR R A R (%)
FIEHIZSBUBEE 1, T a9 3 FEelEC47.7%(173/36361) TH > 720 +
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17.1.4 00000000000 MMOO00
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(HARANEZFI2G 2 &8) 2% e LT, a9 3 F§E100~400mg/H
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17.1.5 0000000000
BEAF OPLC A ASE T R BRI R A 5 N Wil e 2 A
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W CRRTEMIC A E R D50 b 7z2,

R 77 RHH T B
wige BB DEIFE| i D
ZfR [95% IR )
75 b R 170 -1.55
N _ 31.72
7 a4 3 N 170 3.05 0.0003 [16.342. 44.277]
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75 ARBOWNE ., MR O RER T — £ 12 KM (50E H EE0 1 B 010%7)
W77z, I ED LD -7

b) th i

O ln(X+1) (XIEEBF SR KL TR B2 L 7o 8 5B & v, #2588, e
PRSI A T 2 L RO L 2 B 1 028 H % 72 ) 0 #4351l B
%3 & L 2225 BT
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17.1.6 0000000000 OOOOMmMOOO
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S
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17.3.1 000000000
FEHE I AN 214%5012 5 2% 3 F400mg/H. 800mg/H™ X137 5 K %1
H2[EN2 53 COo H M AR % G-, EEF 70 %4 2 »400mg/ H
Z1HIMSHMEER %S L2 &, 3% 3 FIIQTCHB TR L
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TE6) AFI O AR S 71 H R E13400mgTd 5 o
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18.1 0000
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