OTAPABEDOEBIRME (ZRELRERIEZED)
Ot TAPAETTRBHRPEBDOONEVTARA
BEORERRRMECHT IR TAPAREOHAEE

6. AERUAE

WA EHE L, RACIET 3 I FELTLH 100mg (K54
uvy7ELTlg) LVEGERBL. €0k 1AM R
OMExE HIFCHE L, MEFHEZ 1 H 200mg (K71 >0
v 7L T2 L3505, Iy 1 H 2 \NI55 TR
SR L TR 4, B IERICE Y 1 H 400mg (K
fuy 7E L Tdg) %A% WEFHCHEEERT 555,
BEIZ 1AM EoMEZHIr Tl HHEE LT 100meg( F
FA4vuy 7L Tlg) UFF247) 2 &,

AR B, 4 Lo/ arI FELTLH
2mg/kg (K94 0y 7& LT 20megke) &1#%5 %A
L. 2o 1AMUELoMELZHITTIHHEE LT
2mg/kg (K4 0y 7L LT 20mgkg) 3oL, H
& % K 30kg Kl o/NNEIZIZ 1 H 6mg/kg (KT 4 &
oy 7 & LT 60mg/kg) . R 30kg LA I 50kg i /N2
121 H4mg/kg (RS 4 >ay 7 & LT 40me/ke) &35,
WG 1 H 2 N5 THERE L CROKET 5, &
B IERIC & D RE 30kg £ifo/MNEIZIE 1 H 12mg/kg (F
F4vay 7 & LT 120mg/kg) . KE 30kg Pl 50kg i
D/RNBIZIZT H 8mg/kg (KT A4y 7& LT 80mg/kg)
B Z 7 WHELPH T E K T A %, a1 A DR O IkE
HITTCIHMHEE LT 2mg/kg (K94 vay 7L LT
20mg/kg) LT 2479 2 &, 7272 L. 1KE 50kg Lo/
WBCIE BANER UHE - HETHWS Z &,

7. BEARVHAEICEET 238

(%hREFLIE)

71 2Vv7F=r2) 77 AH 30mL/min LLT O HEEE KO
KUEREREEDOH 2 8FIE, AL AREsfE%L
300mg. /NEIE 1 Ak M % 25%iE & 9 5 7% SHE|ZH
G352 &, 72, MEEN 22T THHEETIE, 1HA
HISINA T MEENT 25K T 1 B & R 0Bk G-

8.4 Lk

8.6 M. BHEDIREENLE L LWL H LD T,

© © ©

% 20254F 12 H 2T (BE20K, #hAEZ o) EES A
20254E8 A 1ERL 871139
Bk SRR MTADAE
AR ¢ 3 T
SOY=IRRSAvOvS
— — [T I
FAF =S DS10%'77.¢)1)
Lacosamide Dry Syrup [AMEL]
ii%@%ﬁ AR |30700AMX00167
W - EMSOMEE L) HET L2 WER A 20254E121
HEETHIE[9.2.1, 9.2.2, 16.1.2. 16.6.1. 16.6.2
2. 2R (ROBEICEH/ELEVIE) £§J¢ [
2.1 RFN O3 LB EE D BEERE O & 5 BE 7 zléiﬁplciqjggﬁpg)ﬂ B S 0 & 2 Child-Pugh 47
2.2 WO EDSH 2 HH519.3.1, 16.6.3 L] 'ﬁ;§03yzﬁ\;&%?E%%g%€§mg\f%ﬁ
: : | Hi i % 5% a4 4% CHEICEST 22 L,
3. MR - tEIX [9.3.2. 16.6.3 LI
3.1 #mK 7.3 AF O 1 HfEHE KR kg Kilio/NETIE 1 H
5E%4 Z a4 3 FDS10% [ 7 AV ] 12mg/kg. A5 30kg L F 50kg K >/NETIZ 1 H 8mg/kg
HRWS g, 343 F100mg # &4 . Taho AHE L H Sme/kg ¥ BATHS LT kR
A ety e 30kg A D /NE A, BB REV I AR T A% 30kg DLk &
, YT AT A oo AT, BEOIRIER MBI L, SR ORINE
WIAL AL B REE TR E = A SRR HORE % ZE 75 2 C. BORREERET 5 &0 %
TAR, EH B, 2EA R ERT D S
3.2 BIFIOMR (RERA R
Wi7E4, Z 343 FDS10% [7 AL *7.4 AR HIEMASEEI L CRINT 558121, s T
. R — AInASEE BT 2 2 &0 [BRRABRICB VT, REMASR
@ﬁ é% i%%@ RIS 2 AR HAE 5 C O FIREBRIZ 22 o ]
E ~
i > 8. EELEANEE
*4. FHEERIZHE 8.1 AT 51 2RO ARV LISk &

N, CTADPAFIEOME I TADABERIRREDSH S5 b b
CENHHOT, TG TAGEIE A 18
MU EPIT TR A ICET 5 % SEEIIT) 2 &,

2 FEMEO v, B RS, EES - S - ]EHEB)RE
TEOTAHEZ 2 2 L 23 5 DT, KRG o BH 121X
EEIERPREE e AN [N ik £ SR LU AR L (AN TEE SRS s A
FETLIE,

B PRIBIBOIEED D 5D EDHDLDT, AHOFS
R TN EoREE 7Oy 782 AR GEIR. IR
HEGED . IRIOAEE., BEIRS O 5 5%, LM, 3R, Bbin
) OFBUEET L2 Lo BHOHEZGHIZZFD L S RAEIR
W O bNIYEIZIE, EMOBELY 25 &) BEROE
DORBEFIIRET 5 2 & Ml ECEEOLER (O
FEZE T OARES) OMEOHLH8H., F M) 7 LAF ¥ R
By (T TR 05 BEH., PR MEBOLEE %k
CTBENDOD LHEHEHH L T BEESTIE, AFFHRS
BAAGEF [ OARFN P G- L DB 21T ) 7 & BB OIREE
B RO AL R FEEIRCBIET 52 L, [9.1.1. 10.2,
11.1.1 =H®]
VB BEBEPES ORBHIERDY D bt ARe
HICEDL 2 &b dHDOT, RHIFG AL BE OIREE N O HE
DOEACFEERE ST 52 L, [8.5, 15.1 ]

5 BB N T OFRBEEEN: . B O R AERFEB
DM FEHEIZ DT 4rat & 47T\ R & B3 1% 2 LD
A LIIBET L2 L, [8.4, 15.1 BIE]

Eal
2 REEICOWTRZ 2T EEE L, HESRO LN

Vit I 2 g 2479 2 Lo [16.2.1 K]

. BEOEEERETIEEICHET AR

1 AHHE - BIEEZDH 28E

A DEEEERPEEDORE (DBEEEOREE O
BEOHBEE, FPUILFvRIVERE (TIVH S ERE
%) OhdHEE

AHFIO PR BIRIEEIEHICLD
BENDDH D, [8.3, 10.2, 11.

FET T 5 EDRERT B
1.1

]



9.2 BiREEEERA
9.2.1 EEBREREEDHZEE
[7.1. 16.6.1 =]
9.2.2 MBI ME ST TV EREBMEEEEE
[7.1. 16.6.2 =]
9.3 FFipEREERE
9.3.1 EEDH#EEEEDH 28E
Beh Lz & RHOMPEEN EATLBEZNDD 5,
[2.2, 16.6.3 Z/&]
9.3.2 BEXIIFEEDIFHEEEED & 5 H%E (Child-Pugh
S A RV B)
(7.2, 16.6.3 Z#]
9.5 114®
PRI SR LT B BRI D & 5 ML, G L OB R
D fEtE% LRl % & HEENLEEIZOREST5H 2 &,
F v MIBWTIHREBITEI RO b Tw b,
9.6 RILIE
HE L OB R ORI EOG % £ 8 L IOk
Wik a4 5 2 &,
v b ARITT A Z E S STV B,
9.7 INRZE
9.7.1 AR, #rElR, FUIE U 4 RGOSRk
B AR BRIZ TN L T Wy,

9.7.2 /NRIEE DT FEVEI RS 5 HAIREIZ RS 5 IRIRER
BRIEEN - gL & S I ThbR Ty,
9.8 mkE
— B\ TR AT LT\ 5, [16.6.4 2]
10. HHE/EA

10.2 BEAEE (BHRICEERT S L)

HEFH 45 BRAREEIR - S E ) W - ek T
PR BIBOIER &R | % 7 1 v 7 %25\ B2 L ) PR M
CTBENOD L\ FEHT 2 5 H RPN
FFH Hbo IR 2 BN
[83. 9.1.1 NdHbo
11.1.1 ]
1. BER

ROBWER D H S bN DB EDVHEDT, BEEE 51247
W, BLESERSD O N M3 TR kS B 2 ) 2 L
BETH) I &,

1.1 EXLEMER

1.1 BEJ7Ov 7. #ik. &# (W31 d 19%K0m)

PR MEOEE 2R 3 BZNHDH 5, [8.3, 9.1.1, 10.2
ZHH]

11.1.2 hEMHREIFRFEBAFIE (Toxic Epidermal Necrolysis:
TEN). REHEIRERE (Stevens-Johnson fFEMREE) (\»
T FEAH)

B KLBE, AJE - OB AL 290 L ISR, IRFTSIm. I
REEQFFDFO SN E 3G 2 ik L. 88 7% WL
#11H 2k,

11.1.3 EZMEBIEERE (EEAH)

WWEIR & L TI9B. BED A SN, TIZFRREERE, 1) ~
JNERNERR . FINERBEGON, WFEEERIE L. BELY CoSBREBIE 2
PEDEEMEOEE R BBIEREDH S bNLEZ LD D, %
B, L bR ZT ANV A6 (HHV-6) D7 A )V 2 DFE
AL ZAE D 2 &AL <L TGk b 595, 8. ITHhER:
BEDIERD TR D 5 VITEBIELT 5 2 L2 5D TERE
ThHZED,

11.1.4 |FRIERAE (HELAT)
11.2 ZOfORIEA

3%LLE | 1~3%K0 | 1%A0 | SHEAH
FEIESO F|RLRE R E D D, KRR R
R R, EE R, B, | E . £ ¥
(17.8% ) | I3 Wbk, G| R
SRR, IR SRR, 5 %
T AR
&= RETT
B, FEELIK
B, EED
IERLEUE =N s, P
FEd | AR
iE . IR IE .
T 55 e &
WERR. 1o iR
TE B
It u—
XAETA
A
AR B, B8
. M I Bk 5
JiiiR73 o
L MERE TR HALA B,
HALZR 1 A 2 P8
il fEfD
GIR% LEAEY | OBHE)
JiHiei iR i
I yao AR
HeA
S5 EEMR| M FIE
B Rg 2N )
ST
KR AR
W ae li]ﬁi o | B
i AR AT SR ], e (REE 2
HHEYE |25, S
ZDhth SH A%, FEEL,
WIIIE. BE
1R

13. BEHSE
13.1 fER

MRS (K 12000mg) 12 & ) 320 5z B AdERIE. i
B £, L B (SREMERERASRE, TAPAE
RIKAE), MEEBEE, g v s RUBECTH- 72, 72,
Z 39 3 K 7000mg % — EE (AR L 72 B CRET A S
T,
13.2 L&

KAV MAGBEIT I & D RETRETH ) L HHL TV 2RO
RIS U CIBAT 0 E 2 ZHET 52 L. [16.6.2 &
7]

15. ZOMDEE
15.1 ERERERICE D 158
WV CERBENT RO TADPAEKIZBITS, TAD A
KRS L NS L L7z 199 O 7 T b A5 BREGR 2 ER o i
SHERIZBWT, BRAER CHZEROIHE DY) A7 A5,
MTAPARDIRMET T TR L B LT 2 155 <
FLCTAD AP  0.43%. 7 LR 0.24%). 3T
ADPAFEORBEETIZ, 79 REELH~<1000 Ad7zD
1.9ANZ W EFHE SN (BREFEXE 0.6-3.9) s 72,
TADABZOF 77V —TTlE, 77 2R 8L 1~ 1000
N7z 2.4 AW EFHEINTWD, [8.4, 8.5 ]



15.2 FEERERREABRICE D 155

15.2.1 FEFRSEM B RERERIC BV T, a9 I Fidg v b
KEARIIE G54 35 HH FTOAR L7225, v b 26 B K
8 104 8 B S G- B CIRIC R 1330 S5 1Y, f X
@ 52 AR AR G-3RI B W TRKEEROZLIZFED &
Niiroize M., BHEOIRICET 2BIEHORHEIL S
TR RBEL Y &< 16 AP0 H 3L I AHRER O 7
T b ARBETIE1.6%20F L, AH 200mg/ H T 4.9%.,
400mg/ HH#E T 12.2%. FEMH5TIE 5.5%TH h . HEyLes
IARENER (BEERE) O 7T L REETIZ 4. 4%k L. AFH
200mg/ H#:T 8.9%. 400mg/H#:T 18.0%. 600mg/H T
30.5%CTd o7, [8.6 ]

15.2.2 RMEEE TNV THAH WAG/Rj v + (3, 10 k¥
30mg/kg FMEFENIRS) KA b T A7 — Vs R AT
AAT b (15.6 08 31.2mg/kg % EIEPNHS) 12BW
T KREFEVEOBED TR H N7z,

16. EMENEE

16.1 MAEE

16.1.1 A

(1) BEEE
fREEERE NG VE 18 B2 24 3 N 100, 200, 400mg % Z2fE s
WCHPREOHS Lz & &, $5:% 0.5~4 B C Cmax |25
L.T12 138 14 B TH - 720 AUC KO Cmax 13H 5= 12
LT L 722,

H Al 5 O S BN RE/ ST X — &

e 100mg 200mg 400mg
B% 12 11 12
AUCo-
(ug - hr/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo-¢
(ug - hr/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Cmax (g g/mL)| 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
Tmax (hr) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
Tz (hr) 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F (L/hr) 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 (%)), Tmax (&hdefE (FEpH)
2) RERS

TR B S BIC S a4 3 F 200me/lal% 1 H 2187 H R

ARG Lz e & IER S a4 3 PRI 5-BiE

5 3 HBIERIRMEICEEL 72 AUCo120e D BRARHIZ
24 THo72Y BHEAT—%),

16.1.2 /12
EERIRBBM O ETER L ABRICBNT6 » AED RS
17 E CONETAPAESG 414 61 (HARN 46 Bl % &)
S NMIER T T4 I FIREE & v C R SR &)
BEMRAT 24T\ /ANBIC BT 5 T a9 3 PO EIRE/ S5 X —
Y RHETE L T2e RBATIZBIT ST Y I FOKGEIL 2~
12mg/kg/H % 1 H 2 A% 5- (A 50kg LL EO/NBTCORE
13X 600mg/ HE2 ) THorzo AP OHAER
(VAd/F) 120.71L/kg. Wb ods21) 75 A (CL/F)
AR K OERGICIKAE L. /R 15kg @ 4 7% 2T 0.88L/hr

|

(0.058L/hr/kg ) . f& & 25kg @ 8 % W T 1.18L/hr
(0.047L/hr/kg ) « & & 40kg ® 12 % J& T 1.60L/hr
(0.040L/hr/kg ) « & & 50kg » 16 5% Y& T 1.83L/hr

(0.037L/hr/kg) &SNV, [7.1 S

ELD AFNT AL EO/RNRICH L CEHEZA L TWwh,

W 2) RAENOKRE N 1 HiRm L. BA KL ORE 50kg L Eo
/ANEZ1E 400mg . R 30kg BL b 50kg A il oo N BRI 1
8mg/kg. A 30kg KifD/NEIZIZ 12mg/kg TH 5o

16.1.3 EMZHREM

fEFERANBE24 60125 2932 F100mg (K4 3ay 7

10%% 1g 1% 100mg $E% 1 $8) Z= ZZJEIFE G L7z &

&, 3% FOEYTE ST A—FZUTOEB) THo

72o FTA4 20y 7 10%&E 100mg § 0 A=Wy a4 1 [a) 4514 )3

HENTD,

H A 5RO Y BRE/ ST X — ¥

semmizso | F7TEET T omg g | o
—5 (B12o24) (B1%=24) | (Q0%(EHAIX M)
Cmax 1.05
(ug/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCo- 1.00
(ug-hr/mL) 5.2 [14.7] 5.0 [15.7] (0.99-1.02)
Tmax 0.25 0.50

(hr) (0.25-0.75) (0.25-3.00) N

Cmax N U" AUCo- 133 FfE [CV (%))

Tmax (dH el (FiFH)

a) K4y 7/5E

16.1.4 EZHRFMHHER
FaHIRDSI0% [T ANM] a8y b FIA2ay T
10% %, 7OAF—N—FI2E)ZnEihlg (a4 3IF
& LT 100mg) fERER AT T 120 A HL R 4% S L C I
T a3 FRZAURRE 2 2 L A5 o 238 T 2
— % (AUC, Cmax) 22T 90%EHE X HF:2 CHEFHRMT
Ao 7ok R log (0.80) ~log (1.25) MHEPHNTDH Y |
TR O A Wy 21 [ Z= PE AR RR S 7260

HYEEE/ ST X — & (WA RS

HENTA—S BEINT A—F
AUC -2 Cmax Tmax Tz
(ug-hr/mL)| (ug/mL) (hr) (hr)
FaHtIF
DS10% [7 AL | 53.19+4.88 [4.06+0.98]0.45+0.21(12.65+1.33
|SVAVASAN N 4
4oy 710% 53.11+5.17 [4.19£0.93]0.44+0.43(12.74+1.35

(Mean*S.D., n = 18)
(ng/mL)
6

—e— J 4 3 RDS10% 7 A)L |
O ELNNY RS20y T10%

% Mean=+S.D., n=18
i
*
%
&
LES
b3
HE
0 24 48 72 (R§fHD)
e 5% IR H]

AR RZEACRIREE (WS R SEE)
AR ONZ AUC, Cmax 0 /8T A —F 1L, ks
DR, R OTRIM KL - RS ORBREM I L > TR 2
THEMED D 5 o

16.2 TRIN

16.2.1 BEEOEE
fEFER N B E 24 B112 5 34 2 K 300mg % 228 i AL £tk
(CHLERER G- Lz &, BFiE a4 3 Fo AUCeH oY

Cmax (JE % RITE o720 BHEAT— %),

16.2.2 N FATXRXALSEU T«
fEFERL N 24 B2 24 3 F 200mg % 30 K O 60 458 CTHL
B SRR NP GO H R O G- Lz e &, 9 a3 Fo
AUCo- O Cmax ZFEFETH Y. T3 3 FEEodix /3
LFTNAFEY) T 1 121TIF100%TH > 728,

16.3 90
e N 24 1125 39 3 F 200mg % 30 45 C 5 6] i
PRI G- L8 &, it (Vd) & 31.1LThh., 73
3 R 200mg & BRI S L7z & &0 2T o5tk
(VAd/F) 13 32.8L T o7z,
mvitro (3% 3 F1.5~60ug/mL) &0 ex vivo (T 3
I F0.7-5.5ug/mL) #HEROKSE, 73V I FolMiEEH
FEAHRIT 1% K TDH - 7299,

16.4 X3
T a3 FIZEHEE ORI & DR SR L7,
in vitro EROFEGE FEHF I IATESE 2 ERE W TH D O-



it x F VAR C 253 5 CYP 40 F/EiX. CYP3A4,
CYP2C9 % UF CYP2C19 T& - 72101

16.5 BEtt

16.5.1 #HEKR ABMEL 5612 [UC] -9 2% 3 F 100mg
(40 Cl) % HLIEREI I 5 K OF 1 M) C B ] A IR PN 3 5
L7z &, #5168 i £ Tl RIS E D 9% K U
97%HHEME S AL, FEFRANOPEML 0.5% Kl TH > 72 SR
AT IV IR (B 30~40%) . O-fi A F vk (19 30%) .
TPEm 2 (89 20%) K OMoME 2 MRH (0.5~2%) & L
THEIEX 21002 (SLEA T — %),

16.5.2 M ABE ST 34 3 F 100~400mg % B[l 4%
Hlzk &, %5 28 % T coRphdtRiz, a9 3
F 29~33%. O-Fi 2 F L1k 10~15%Td o 720 I8 O-
AF VARD AUCo 1 ZIMEEH 7 24 I FOF 10%TH >
722,

16.5.3 fEEHKAIZ T IH 3 F 200mg % 30 45 C Hi. 0] 23
MRS L7- &, &5 2175~ A (CL) 1&1.78L/hr T
HO. 73% 3 F200mg x HEFEOHS Lz &, B2
D&Y T 5 A (CL/F) 1&1.84L/hr TH - 728,

16.6 HENDHEEEZE T HEE

16.6.1 BipeEERE
ERERE O O R B W AWERE 2T 3% 3 F 100mg = H
EFEHRG L2E &, AUCo I3 BEHEREIE % (Cler
>80mL/min) & L T, EEMHK FHE (CLer : 50~
<80mL/min) Tl 27%. HHEEM T#H (CLcr : 30~
<50mL/min) T 22%. FEEHET#H (CLcr : <30mL/min) T
59%75 <« Cmax (FIREE A & B O BHEAEIL T4 T 10~14%
R o7z BWENOLEEOEREETHICBITS O-H AT
WAKD AUCo- X BHEREIEH & D 1.5~4.6 f5Td - 7219 (4
EAT—%), [7.1. 9.2.1 ZH]

H G- R O Y IRE/ ST A — 5

EH Rk 1w BT | T | EET
% 8 8 3 8
CLer (mL/min) 580 | 50~<80 | 30~<50 | <30
AUCo- 7.0 59 6 57.6 748
(ug - hr/mL) 2081 | [17.5] | [19.0] | [26.9]
2.69 2.9 3.06 3.02
Cmax (ug/mb) | o5y [20.7] [10.0] [23.3]
1.0 0.5 0.5 1.0
Tmax (hr) (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
13.2 18.2 15.4 18.3
Tiz (hr) [17.6] | [18.71 | [18.9] | [27.8]
2.13 1.68 1.74 1.34
CL/F (L/hr) 20.8] | [17.5] | [19.0] | [26.9]
050 | 0354 | 027 | 0143
CLr (L/hr) [37.9] | [51.3] | [24.4] | [31.8]

AT I [CV (%) 1. AUCo- 1& 0~96 BERIME. Tmax (& JefiE (FEPH)
Clr:&EZVT TV A
a) 71

16.6.2 MEBN% 2T TOBREABSHEEREERE
MUENT % 521 T B R RE R O B AR BRE 12 IEE
IR e ONEMTRAG 2.5 BERAET I T 4 3 F 100mg % HL[AlkE
C#%5- L7z & & JEENTIR I 4 B 0BT £ T lE 5
T4 3 KD AUCo 1 46%8D L. BAITIC & B BFsh®id o
I3 F57%. O AFIWARE3%THY) . EWNZ)T T
2137 2% 3 F 140mL/min (8.40L/hr). O-fii * F V1K
149mL/min (8.94L/hr) Td - 72194 (SLE N F— % ), [7.1,
9.2.2, 13.2 K]

Hl$ 5RO Y BRE/ ST X — ¥

MIET BT 4 TRE R B AT I
Bl% 8 8
JatI N

AUCo~ (ug - hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (ug/mL) 3.18 [22.4] 2.79 [22.1]
Tmax (hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
Tz (hr) 19.6 [19.4] 19.2 [26.8]
O-lii x F VA%

AUCo+ (ug - hr/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (ug/mL) 0.48 [69.5] 0.22 [69.1]

SATFIOME [CV (%) ], AUCo-c 1& 0~24 FERfE, Tmax (Epoefii (#
i)

16.6.3 ATiRpEEEEE

JTHEREATH EE 1AL L7z (Child-Pugh 473 B) 125
a4 3 F100mg/lml% 1 H 21815 H M EROKRS L&
=, fEFERAICHERTT a4 3 FOEEIRED AUCe120r K
O Cmax 1T ZFNEN61% L 50%E o720 F/2. AET
FLEAL L 722 HWIRAEED AUCo120r & UF Cmax & Z1LZF 1
47% KO8 37% 570 - 720 TEEERFHERERE E % (Child-Pugh
SHE C) CTOEYBREIIMET L T nd JEIAT—%),
(2.2, 7.2, 9.3.1. 9.3.2 =H]

ERIREOEYTIENT XA —F

iR S EH Child-Pugh %48 B
Bil%L 8 8
AUCo-126r (ug - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (ug/mL) 5.83 [13.3] 8.75 [18.7]
Tmax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
Tiz (hr) 14.8 [19.7] 24.1 [23.5]
AT [CV (%), Tmax (EhJefi (§EpH)

16.6.4 SEAE

65 Ll L oEim a1 Bk O E ik 12 617 a3 K
100mg/l% 1 A 2 [ 5 H B AER S Lz & &, 45 2L
TOBNBE 1260 & i L <, m#EE L OTIc BT
F a3 FOEFERED AUChan 1721 33% % O
50% < « Cmax (&2 12 29% % OF 53%E o 720 E 72,
R CHHEAL L 72 AUCo-100e X E BB M eI B W T
FNEN 26% M U 23% o 7210170 (ALEINF— %), [9.8
2]
16.6.5 CYP2C19 &Iz F % &
H AR N T O [ AR e N B 4% 18 5% . CYP2C19 szt
Rz Ho S EBE I X b . ARAEEE (UM) 161,
mEfCHEEE (EM) 17 60, fPREIHREE (IM) 1061, RO
EACHAES (PM) 8 BII240), SOEMIZT a4 32 F 100~
400mg & HAFE1#%S- Lo & &9 a9 3 Fok5E ROk
TR L7 AUC)»lZ. EM 12T PM T 24%. IM
T 10%E 2o 722,
16.7 EMHEEIER
16.7.1 EMEE(ERHER
F a3 Fid, B M T CYPIA2, 2B6. 2C9.
2C19 U BA4 VTR L CTHREMER 2R & 37, CYPLAL, 1A2,
2A6. 2B6. 2C8, 2C9. 2D6, 2E1, 3A4 JUF3A5 2% LT
FHEMEH 2 7R & 2o 7275, CYP2C19 (2% 5 5 BHEEH A
RIS N7z,
F a9 3 Nk, P-EEHEOMIG 2 IRE Tldk {, P-4
BT L CHEMEH 2R & o 728 (in vitro) o
16.7.2 EREREYHEERAHER
(1) AL~ EE>
R A 19 611, 9 2% 3 F (200mg/E. 1 H 2[E)
DEFIREIZB W T, v CYP3A FHEH J O PR O
CYP2CO FHEHETH B I NMNANTEE Y (200mg/ll, 1 H 2
m) PRS- L2 &, AN~ PE L idTay
I FOEFIKEED AUCo120r KO Cmax 1228 % RITE 72
o lze R AR I8 FIC, I N E Y (200mg/
[, 1H2M0) OFEFRECIBNT, 343 F (200mg/
Fl. 1H20) #HHREROHES L&, 343 FiZ
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ANNTEE Y DOEFIRED AUCH-120r N 0¥ Cmax |
ERIZTE o729 BHEANT—% )0

2) FAXTZI—=
fREEER AN B 34 B2, 5 a9 3 F (300mg) O H AR
GizBW T, §5» CYP2CI9 HESRTH L+ 2 T TV — )1
(40mg/[l, 1 H 1) #P:AKEROIRG- Lz &, A 27
T =L T 3% 3 FoO AUCo KU Cmax (2328 % KT
Ehmolze CYP2CIORE THALF AT TV =) (40mg)
DOHEFEHRS 2B VT, 9343 F (300mg/lHl, 1H 2
b)) 2B SRS Lz &, a3 Rt x7ro Yy
— VD AUCo+ 2 UF Cmax (ZHE % RIT S e h o 7220 (SLE
}\7)‘_' 7 ) o

(3) I4YIL
fEHER AT 33 B, CYPSARECTHLIFT T A
(7.5mg) OHEFOHKGIZBWT, 343 F (200mg/
|, 1H2M0) 2EHERORS- Lz &, a3 3 Fid
IV L0 Cmax % 30%H 1 & 47245 AUCo- 123528
RS A p o 7220 (BHEAT — %)

4) Fnz7y>
TEEER AR 16 B2, SST V7 7 1) A CYP2C9 B CHh
2N 7 7YY (25mg) OEREFROFEGIZBNT, I3
I F (200mg/Ml, 1 H 2H) %GEHAKIERIOHRS Lz &,
Y% I FIESKETR-TIV7 7Y »®D AUCo+ K& ¥ Cmax
WCEBERIZSE, o bnr EVERES TR Fba ey
O FEIBE R (INR) O Kl K Y AUCo-168nr 125528
FAFE Ao 722 (BHEANT— %),

16.7.3 BEFAERMEIERFT
HARAROHE DR O/NEDTA»ABE,SES
nzIAEh S a9 3 FigETF— 7 2T, FHEFSRY B
T 24T o720 ZOREFR, CYPFEEMEZAET LM TAD
AETHDLHINNIEE Y 722 b v F7 = /N E
F— VORI E Y, T3V I FOEFIKRED AUC 1&. B
AT OVNBTC, K& 25% 5 O 17%i84 L 72923,

17. BRRARIE

171 EHROREMICET 258k

EBP2E CRELHIEREESD))

17.1.1 EREFENIHEZRER (BEHEE. KA)
FIICUIIRGE T AP A LB S 723 5618 (SRR &A%
LEEE & D) IR HEO SR RE A EIEE AT 5
16ml EoEEzsag e LT, 9343 FiE200~600mg/
HEDZgH v~ ¥E rifitsE (CBZ-CR) 400 ~
1200mg/ H &2 2 AN TRO%S Lz & &, EEFEA
Td 4 Kaplan-Meier £ & 0 % L 72 & -l A= 12 B
3% 6 7 BRIBENEFRITEDEBYTHY . HMED
95% 15 TE X [ o> F BRAE 13 T 0 % 58 & 7z IR0 M IR AUl

(-12%) % Llalo722 &, CBZ-CR #:m 6 # F FFSIEN Jek

x5 R ZE O BREEXE O FRMEOL (Hk) &,

TR E LIS HERAE (-20%) % LRl ->722 55,

CBZ-CR IZK$ % 5 24 3 FEEDIELMATER S 7220,

SEMEATH | BRI [ o)
TR -H | (9 H] 7= ‘
Zg; PeHRE | B §£3%[££é%[%%ﬁﬁg g?%
& (%) | X @ ] @b
7 89.8
7343 327
s | 49 | 36 526;}3,
o ' LY -6.0
CBZ-CR 308 01.1 |[-5.52.8]
: 4429 [88.2
" 60 94.0]
7 91.5
733 307
vaem | 1% | (75.2) gigé?
PPS® , s ,
CBZ-CR 285 928 |[-5.32.7] :
e 397 | o1y | 190.0
] 95.5]

a) Kaplan-Meler 12 & 2 GBZ 3 » B OFEIERE (2 1Lk
T 3MLE) /@& LT Mantel-Haenszel #:12 & 0 #i%%)

b) 7 3 3 FEEHOMH LS - CBZ-CR O LR

c) WRABOREM D 95% 5 X H o F il /CBZ-CR # 0 H Je=e x
100

d) Full Analysis Set

e) Per Protocol Set

f) HARMER 7 #l% &

o) HARMNER 13 % &t

B, FHRBITERICE AT 3% 3 FEERET 400mg/ H B~
DOWENPVEL o> 2 BEZIEAT GBI & LT 723
GO FASIZBI A 5EDHE L BE (EE (%) &
3083 /444 B (69.4%) T&H Y . Kaplan-Meier #:12 & 0 HfE
5E L 72 5B g3 [95% B HEX ] 13 84.1% [80.5, 87.6]
Tﬁ)’)i:o

BIE RSB X, 5 a4 3 FEEBET 37.2% (165/444 1)
THho7z0 FHRFEWEMI, FEIMED 1 7.9% (35/444 B1)
W57 5.6% (25/444 B) . fEIR 4.5% (20/444 1) TH - 720
D) AFOKFS I 1 HiE R 400mg TH S,

FE2) HANTEV RS TR STV RV,

1£3) 200~400mg/ A% 5 THIEAN % L 72 BEHK.
17.1.2 ERFENHARER (BHEE. KA)

1HIOBAEDI T AP AFEEZIZG L T2 16 L oS
B ETHTAPABEENRE LT, 93493 FiE 200
~600mg/ HEVRR %512 X 5 BAREAG Y B2 - L &,
6 » HZIEN B DS E1E 46.2% (6/13 6) Td - 722,
EIVER S BUBEEE 13, 84.2% (16/19 %)) THh o720 F2EIE
FE, BB F v 42.1% (8/19 ). IR 31.6% (6/19
B, WS o, BLOAE 10.5% (2719 61) TH o7z,
HE4) AR OKE SN 1 HESHRIL 400mg TH 5.
17.1.3 EEERFE NBEZRER (FAEE. BRA)

PEAE DPLT A D AZE T4 7 SR D5 5 N Wil
GEVER BT H 16 U LEOHRARLOFREADTAPAR
H547T B (HARNER 1420 % &) 2xfRe LT, FaW
3 F§E 200, 400mg/H X ix 77 K% 16 MEFEORS (%
HFOWMTANPAFELI~3F D) Lz &, FBEEHLE
HTdH 5 HEMMICR$ 2 MR 0 28 H& 72 ) o #55%
VERIEZELEIR TEDEBYTHY, I REELE T aF 3
R$E 200mg/ H &% OF 400mg/ H# & O [ CHEFHAICH E %
ENHO SN0 B ZHICBITS 0B L ARy ¥F—1 —
N (28 H& 72 ) OE s 56ERI S EBIEIN I & H~<_C 50%LL
g L BB OEE) (X, 7T 2 REE19.7% (36/183 1) .
J a9 3 F§E 200mg/ H B 38.5% (70/182 1) K U¥T 3+ 3
R4t 400mg/ H % 49.2% (88/179 Bl) TaH - 7220,



BHBHY O 77 AR A
B |WAREEED | p Y | 2R
(Rl [95% 15 HHIX [H] ]
75 b K 183 -l.22
- 29 .4
200mg/HBE | 182 -3.33 <0.001 | 116738 7]
; i 39.6
400mg/HBE | 179 4.50 <0001 1 35 5 47.6]

a) Full Analysis Set

b) i YLfiE

o) KB L 7RI o 28 H & 72 ) O FEVERI L & RUSZE 5
B GRE R O H % AT oH 2 L 7-Blgsim o 28 H & 72 ) o555
e % 288 & 3 2 3 i in

d) AT & e S o/ NS E D & BHE L 72 E A F
A (%)

BIVEFHSSBIE X, 5 oW 3 FEeRET 47.7% (173/363 1)
ThoTzo ELEIERI. FEIED T\ 22.9% (83/363 1))
TR 8.8% (32/363 B). #i# 4.4% (16/363 %) TdH -7z,
17.1.4 EFEERRE®RER SR (RA)
ISR 8 AR RRER (BRI 258 T L2 HARK O E O
HBFEATIF (HARANEF 12302 &0) 20%E LT, 92
3 F$E100~400mg/H % 1 H 2 8140 T TR O35 L 72
& (PR, R 767 HES) . JeATBR o B IR 2>
5O 28 Hd 72 1) OE SRR EHA # o v defiliid 5. 23%-.
50% L AA Y ¥ — 1 — ML 56.3% (265/471 B) TH - 722,
BIVER BB IZ. 9 a9 3 FEEEET 42.9% (203/473 51)
Tho7zo EREWERIE. FEITED v 17.8% (84/473 1) .
IR 5.7% (27/473 B1) . BHFE 3.8% (18/473 K1) TH - 72,
17.1.5 BHEMAERER (I7)

BEAF DPLT A ASET45 70 BIEIIHIRD AR S L Wi
FEEEZET D 4R E 17 R o/NETA»ABE 343
Blaxtg e LT, 3% 3 F ({3 30kg Ko EH L 8~
12mg/kg/H . 5 30~50kg #:iii O EH 1 6~8mg/kg/H
A 50kg PL_E D EFHIZ 300~400mg/ H) Xix 75 R % 16
SRS (RO TAPAIELI~3FI EDH) Lz
L&, FEFMIEH TH L BIEMIMIZx 3 5 MR o 28
Hd 720 s 8EREEtEII TROEBYTHD, 75
YAREEE T 2N I FHLEOB THREMFANICEE R EIRD
5N7zW,

28H»72H D 75 b RS
Blg | SRR | p EY T % kAR
EALED [95%fEHA X 1]
75 e RE 170 -1.55
S a3 R 31.72
i 170 3.0 0.0003 1 116 34944 2771

a) Full Analysis Set

7T RRED 2 BlIE. HEREIH O SR — 2 12K (BefF B 0

HHD 10%) H3d 572728, BHICED RN 572

b) HrgLfiti

c) In (X+1) (X IZEBFEMERIEL) CREZE L 72505038 Em %x H

W G, BEA Lo ERIERRRE A J T L L i L 2B

o 28 Hd7z 0 Oy 5AEmE % s b L 7= din

d) 7T RIS HWAHE (%) =100x {l-exp (/N 3D

SO 3 FHE T I REEDE)
BIVESS B X, 9 a9 3 FEEC33.9% (58/171 1) T
Hotze ERBIERIZ, MEIR 14.0% (24/171 B1) . FEED
F 1 8.8% (15/171#1) TH o720

17.1.6 EFEEES IHRGAMGERSGHE (MR
4iE 5 1T IROBEHEEFINT/NETAN»ABEH 136 #
(HARN46 61, #AEANB)) 2R ELT, a4 3IF
12mg/kg/H (A 50kg Pl H# 1% 600mg/HED) T
1 H 22BN TROKS Lz &, B8>S 0oah
FEIIC BT %3 5 BRI LR O i i2-52.73% (H
ARNT-27.63%. HEEINT-60.56%) T o722,
BIVEHSEBUEIE 1, 56.2% (77/137 B) TH -7z, ERBIME
FE. FEIED F v 20.4% (28/137 #1) L EHR 19.7% (27/137
). JREL 8.0% (11/137 B) TH -7,
5 AR OKFE SN 1 HigmHEid, )AL OEE 50kg Ll Eo

ANEZ1E 400mg . R 30kg BL b 50kg A il oo N BRI 1
8mg/kg. AT 30kg A D/NEIZIE 12mg/kg TH 5o

RERRIE)

*17.1.7 EFHERB IHEEER (RARV/NMR)

BETE DOPLT A D> ASET 55 70 SEVEIIHIRD RS 5 1L 70 il
EHRIEE AT S 4R EDOTADABE 242 6 (HARN
BENGzEL) 2% LT, 9293 F (FHE 30kg &
/N BB 1L 8~12mg/kg/ H . 1K 30~50kg Afili D/NE
B 6~8mg/kg/H. HIE 50kg Pl /NE K OV A B
1% 300~400mg/ H) Xix 7 J b R%ZHxE T 24 BREROKS
(BGEDOMTANPAIKI~3H EDHH) Lk &, FEf
THHTH 5 24 AR OBEME BT 5 2 [0 H orRE k5
VERSET 5 CTORMIETTROEBYTH) ., 7oKL
T a3 FHEE O CHETHARICE ZRAEDFRD 57230,

ANy N E o)
st | e |[<ons (vl SToFE o
[95% fE X ] | 20 AR
. o 77.0
77 R 121 [49.0,128.0] 0.540 o001
S g3 R - [0.377,0.774] '
" 118 [144.0-]

a) Full Analysis Set

T a3 FEO 16N 125 o 4 X b S5EH L 72 e A L]
S N7z720, 2 Bli% 24 B OG- O FSVEBHRITR SNk 2o
7272, RITIZEO R o7z

b) Kaplan-Meier {12 & % 24 BB OHBELAMIZ BT 5 2 [0 H O 5#EE
MREMEO B CoRMoNEEM (fFyufE)

[ -1 7343 FEECIE 24 EM oR#ENIRIC 2 [0 B o i A1
75 50% L L DFEFNZFRD & T 7o 7272 D HEEATE

c) BIEIIMIC BT 5 28 Hd 72 V) OSREMASEED M4 2 PLF O
AL 2IIPIT OB 2 BB O/RNEIEHNE g & L7z Cox MBI/
PF=FETFVIED L, Wald FEIC K Y EBsh

EIVEHZSBIMEEE X, 9 oW 3 FEET46.3% (56/121 ) T
Holze ELREWERIE. FEIMED T W 17.4% (21/121 61).
fEHR 13.2% (16/121 1) H7.4% (9/121 ) TH o7z,

*17.1.8 ERHARRBMEEREHER (RARVNME)

JEIBR L[R50 AR EER (AR OVNIR) 252 T L7z BE R Uy
BT O WAL I E O 9 B R A TR M B e D A
w7 S o2 BB 2398 (HANEE TP &L) =
MHEELT, a4 I F (FKE 50kg A o/NEEF L 4~
12mg/kg/H . #E 50kg Pl o /~NE#EEIE 200~600me/ H .
B 200~800mg/ HiES ) % 1 H 2 M43 CRéI#%
HL7-b & (b, & 1416 H¥S) . iralao s
AR 25 OEHEARIC BT 5 28 H&H 720 o sl IR
B ER O H L 13-88.52% T d» - 728V,

FIVEFSSHAEIE X, 34.7% (83/239 f5l) T - 720 EEINE

A, FEIED F v 10.9% (26/239 61) | IR 5.9% (14/239

). REEVED F W OHEL 3.8% (9/239 B) TH -7z,

1 6) RFNOAKR SNz 1 Higm A=, AR OMRE 50kg LR
/NPT 400mg . R E 30kg Lh B 50kg Al o /N A2 I
8mg/kg. E 30kg Al /NEIZIX 12mg/kg TH 5o

17.3 Z0Ofth
17.3.1 DERICT 2 2E

fE R A 214 B2 5 29 3 F 400mg/H. 800mg/H ™D i
7L XR%1H 2SI T6 HMKEROHRS, XITEF
v7u¥xY T v 400mg/Hzw 1 H 1A 3 HMAERORS L
72l &, AV I NI QTcHMBAIEE L o/ 7%
I N#EO PR MR OFIZE L34 6 H H oS 1 ik
Wik REZRY, 79 RELDEIL, 400mg/H T 7.3ms.
800mg/HED T 11.9ms TH - 7232 FEAT—% ),

E7) AFNOAR SN/ 1 HigmsHEIE 400mg TH b o
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