% 20254F 12 HCLET (BB20L. AhREZE o)
202548 AR (5510

Bk IR AT

HEhEARD - 3% HRTADAE BRFBAA

BFREMmRIEES
871139

#BES | 30700AMX00171000

=L N N = D

SAY=FrSrv0O0v710% MUK,

Lacosamide Dry Syrup 10% [SANDOZ]

JEISEE AL A R S
) T - BRSO ) HT Ak

2. B2 (ROBEICEBELEVI &)
2.1 REOEAR UABUEOBEHRE O & 5 [8&
2.2 EEOFEEREDDH 5 HEH[9.3.1, 16.6.3 SH]

3. HERK - MR
3.1 fHEE

Wi5e44 FAFIRKFITAay 7 10% [ K

BRI

(1g ) Za% 3K 1000mg

JOARE RNy, BEEKT A8, &8 A7 70-—-2,
NI Loy 7ot ra—2, D-vr= k=, 571
27 S all RN

3.2 EHANOHK

WRoe % FaAIRFRFIAay 710% [ K]
HITE g4 vay 7H
- MEIR Pt~ 11 8 o0 5k

*4. WEERIIFIR
OTAPABEDORTFE CRMESRIERIEEZET)
ODIMTADPAETHREMRIBHSN BV TALAR
EOBRERNARREICHT IR TAPAELOHRAESE

6. AERUHE
BN alE ., AT I FE LT H100mg (K94
Yuy e L Tlg) VESGEHEBL. 20% 1EMU LD
MiEx & ClmE L, #REHET 1 H200mg (K14 >0y
TELT20) ETHH, wihd 1A 2 BN TSRS
L CROBS 3%, 2B ERICED 1 H400mg (KT A4 &~
Oy 7E L C4g) 2z % WHIPICEE T 2725, Bl
BEBY EoMBA S C1IHHEE LT10mg (KJ 1 ¥
Oy 7rLTlg) UTFF2T) &,
NI R 4L o/ ar I FELTLH
2mg/kg (K94 ay 7L LT 20mgke) &0#%5%HE
L. Z0®%1BEMULELOMEBE*H 5 C1IHAEL LT
2mg/kg (K94 vay 7L LT 20mgkg) +oHEL,
Fi & 2 A5 30kg Kilo/NEIZid 1 H 6mg/kg (K4 21
v 7 & LT 60mg/kg) . fAE 30kg B 50kg A d/NEIZ X
1 H4mg/kg (F9 4oy 7L T40mg/kg) &35, \»
TN 1H 2 BN THERE L RIS T 5, 2B,
JERIZ & D ARE 30kg A d/NEIZIE 1 H 12mg/kg (KT A
vy 7 LT 120mg/kg) RE 30kg Lk 50kg i d/NE
12131 H 8mg/kg (K4 ¥ay 7L LT 80mgke) %A
7 WL TR E IR T 5%, WEl 1 EB DL EoEE B
TIHHE: LT 2mgke (F9A4vay FELT
20mg/kg) LLF9 2179 2 &o 72721, {RE 50kg DL Lo/
BCIE, RALFRURE - A2 Hws 2 &

7. BERUBEEICEET 3R

(hEEH@)

71 2L 7F=027 )75 A)30mL/min LT O &EJE K O
KEPEHEEEDD 2 EFICIE, KAX I ERSHEZ
300mg. /MEIE 1 HiRE &% 2% & 3 5 7 Sl 2%
59528, 72, MEENZZTTCWAEBETIE, 1HH
BTN Z T, MPEEN R ICERAT 1 RHAREO =BG
FEETHIE.[9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2
Z:H ]

7.2 BRI EF O N E O H 5 B (Child-Pugh 43

ARUB) 1213, BT 1 Hmifi % 300mg, /MNEIE 1 H
REHEZ 25%HEET A% CHEEIIKS T L,
[9.3.2, 16.6.3 2]

B ARFO 1 H e IR E 30kg R o/NETIX 1 H

12mg/kg. A 30kg LI 50kg A o/MNETIL 1 H 8Smg/kg
Thbo, AAE% 1 H 8mg/kg W2 TG L TwAKE
30kg AKifFO/NEA RRIEWEE AR TED 30kg ML &
oAk, BEOREE T3 ICBER L, SRE ORI
HoORBAEZE L) 2T, #MUI2HEZHRET A28, %
B, BRI EZ L,

GRERREE
*7.4 KA 2 SR AT 0 LTS 23561213, hoft T

8.
8.

©

APAFEEGNT B 2 o [IRRERIZ BT R AFEE
V2hF g 2 ARH B G- T ORI 7 o ]

ERLERIE

1 EAPIB T A HGEDOZWREE R W LTSI X
Dy CTADPAFEOREIZTAPAERIRESH bbb s
CENDHLOT, FG eI HEICE, b 1HE
B DL BT THR A AR S 5 7 SIHEIC T Z ko

2 FEMD T, B RS EEDD - S0 - hEERE

HEDRT IR B Z ENDHLDOT, ARG HOEEIZIE
EEJERDR e AN 0 R E R 2 AE L (AN RS AR )
FETAZ L,

B PREFEDEREDNH DL ENHDHDT, KH OG-

MR EoRE 70y 7 EICBET S 5EIR GFIR. IR
I IRIOEE, BS54 S %, B, B)iE. BEIn
85 OFBUIEET 52 Lo AHORGHIZZD X ) IEIR
M OHbNyEIE, B0 gEe %5 &) BHERTET
DFEBEFIHES 5 2 &0 DRERESLEREDLHE (LF
BT OAESE) OBAOH L EH, 7 M) 7 LF v A
B (TN Y REBERES) OH 5 EF, PR AROLER &
T BENOD LA 2O L T2 BEETIE, ARG
BRI AREE B OAFI G- i L CEMMAE 21T ) 7 & BE IR
BOREOZ e EBERCBE T 52 £ [9.1.1, 10.2,
11.1.1 ZH]

A SR, BUE BORVEEOREIEIRD D S bA, BRG

PUZEDL &b H 5D T, AFGHILEE OIRRE K UYiERE
DAL ERR CBET 52 L, [8.5. 15.1 ZH]

5 BHE RO ORBEEIRNE, BRENE O ERTEB

DEFEVEIZ DWW TR 21T\, BRI & B9 12 ik 2 1Y
FHEIIRET L L, (8.4, 15.1 K]

.6 B, BREOIMBEENLE U LWL H DT, S5

2 IREEEIZOWTHZ 217 FEE L. BEIFROLNL
B I EY R E R AT ) Z o [15.2.1 2]

. BEOEREZAIHEEICHTIER
A BHHE - BIEEEOH 5 8F
A MEEEEREEDORER (DBHEEXIOFLE) O

BEDNHZEE. FRUILF v RIVEE (TIVH S ERE
%) OHHEE

AH O PR BRIEREHICE VERE 70y 2 S04 58
FNHH B, [8.3, 10.2, 11.1.1 BH]



9.2 BHEEES

9.2.1 EEBHEREDHIEE
[7.1. 16.6.1 &/&]

9.2.2 MREH&Z T TV AR BHEEEEEEE
[7.1. 16.6.2 Z/&]

9.3 e EEE

9.3.1 EEDIHEREZSNH 28E
B LA, RAOMAEEN EATL2BE00EH 5,
[2.2, 16.6.3 Z/&E]

9.3.2 BENXIZHhEEDHEEREDH 2H8%E (Child-Pugh
S4EA RV B)

(7.2, 16.6.3 Z/&]

9.5 1113
I AR L W A TR0 & 5 eiki2 i3, R EOAR
PEAElatEE L2 LR SN A HEICORETTHI L,
T v MZBWTREBITEIEDO LTS,

9.6 RILIB
EREOFEER ORFLRBEO AN EE L, 2ok
AR E R T 52 &0
v LT ARITT A 2 E B STV b,

9.7 /IR

9.7.1 MHAKEE, HAalR, FLURUT 4 mRioEicst3
B BRI TG L T,

9.7.2 /NEEEOIE IS B HANREEIC T 2 R R
EEIN - ke I Th T W,

9.8 =&
— RIS TIIARRRE DMK T LT 5, [16.6.4 SHE]
10. tHE{EHA
10.2 HAEE (BFRICEET &)
e 4,46 BER - HEE i BT - fabsE T

PREBOIEE 2R |EE 70y 7 3B | PEHIC L) PR BIRIEE
BENOBAEN  |FABEANBL,  |MEHARG
[8.3. 9.1.1 . 11.1.1 LBENDD %o
e

1. ElEA

ROBWEH S b s 2 L WH 5O T BEE 51247,

B SN A I T F kT B 7 &) e L

f1rz ks

1 BEXEEIEA

A BETOv Y. ®ilk. K& (WFnd 19%A40)

PRIEMBOEELXIEZTBENLSH S, [8.3. 9.1.1. 10.2

2]

11.1.2 hEMFRIEFEFMAEAE (Toxic Epidermal Necrolysis:
TEN). REFLERIEREE (Stevens—Johnson fEfREE) (¢
N BHEAH)

FEEG RIBE. A - OB AL 9. . ARFSIM. R
REQREDRO SNIEIIIB S 21k L, @) 2 L&
o R

11.1.3 EJFMBBIEERE GHEAH)

WK & LT3, BB A S, HICIFEREREE, U~
JNERRERR. B inEREEN. AFERERIE L. AL oSERib Bl A
P BEUEOEE LR BBERFSSEbONDLZ DD, 7
By B ANV RIATAIVA 6 (HHV-6) ZD ™ 1 )L A DO
AL LD 2 &% <, G HIER L B, B ITHhER:
ELEDFERD TS 5 VBT 52 & 0H LD THEETY
LI LD,

1
1"

11.1.4 EFERIREE (JHIEAREA)
1.2 ZODEIER

3%LA 1 1~3%Aif 19% i BT
FEIED E (U E, TR O, WL 1
(17.8%) . BH |, SEEYJH | DO, BOBL, | &, %R0
Jin fER
- BEE, P
R el
hE. ARR. HE
FRPEE . TEIR.
1o 7 G B
W, 340
—XA%TA
A
HE L B
IR 1 M ER S A
Bl [ TH WAL, O
HALE [SLE N1 R
[
Mo Lo A E) LA E)
JI ik JF R RE S
R O JENtel RIES
55, FRRS. | RN
H % 3 e
B E R i
EH Mgz F o | HH
i WATREE . Sy |#m B, #45  |IHBE
Sl SL05 . SLIRTE
ot I i%%?.ﬂ
JIiE. AT
13. BEERS
13.1 fER

RIS (5K 12000mg) 12 & 1 320 5 - EadEkiE, 7
Btk T, L, S (SRMSREIREE. CAPAE
HORAE) , MEERE, Yo v 7 ROBECH -7z, $72, T
24 3 F 7000mg % — AR L7260 TR A S Tw
%o
13.2 W@
AFNTMEBHTIZ & ) RETRETH D . FHL T B ERD
REEIE LTI BH O EBEEBT 52 L, [16.6.2
]

15. ZOMOZEE

15.1 EERR{ERICE D 1558

WAL TN S N7 DI TADPAIEIZBIT A, TANA,
FEHIE RS 2 R & L7z 199 0 7 T & R x BER R ER O ET
HRIIBWT, BREENPEREROFEBO) A 705, Bt
TADPAEDIRHBETT S b REEL LB L T2 BE < Bt
TADAEIREE 0 0.43%, 771 KEE 1 0.24%), FLTAD
AEDIRAEETIZ, 79 L REEL <1000 AdH720) 1.9 A%
WERHE SN (95%EHEXE 1 0.6-3.9)0 72, TADA
BEOYF T/ NV—TTlE, 77 LREEEL 1000 AdH72 b
24 NBWERHBEEIN TV, [8.4. 8.5 2]

15.2 FEERIREABRICE D 153k

15.2.1 FEERRIEMENEHRICBWC. 7 a3 FidT v Pk
mRICEG#% 35 HHETHAMA L2, Ty o 26 HE LD
104 H B G-H R CIRICEF IZZO 5N, £ 20
52 H I KA G- B 12 B W TR RO ZLIZER D H
irotze B, BREOIRICHET2EWEHORBRIE TS
LAREEL Y E L 16 ARG o H i deFE s T MR 75
L ARBETIL 1.6%I20) L. AHI 200mg/ H#T 4.9%. 400mg/
H#ET 12.2%. EHS5 TIlE5.5%TH 0 . diyhE 111 AR
(BEABRE) ©7 5 REETIE 4.4%I28 L, %) 200mg/H
#T 8.9%. 400mg/ H#E T 18.0%. 600mg/H#: T 30.5% T
o7z, [8.6 =]

15.2.2 RAFVEEFVTH B WAG/Rij v b (3, 10 Jr o~
30mg/kg &R S) RONA b T AT — Vi{EE R T A



AT b (15.6 &0 31.2mg/kg & EER#HS) 12BWT,
RANFEAEDBETE TR B 172,

16. EMBYE

16.1 MeRE

16.1.1 BA

(1) BEERS
fERER AP 18 BIIZ T 24 3 F 100, 200, 400mg % ZEJE | HL o]
RIS L7z & &, #5657 0.5~4 BRI T Conax 123 Ly T12 134
14 B T& - 720 AUC B U Crnax (33 G-RIZILHI L THREM L 7226

H 4z 5 OSEYBRE/ ST A — ¥

Eracn 100mg 200mg 400mg
% 12 11 12
AUCo-w (ug-hr/mL)| 57.0 [20.4] | 116.4 [18.2] | 219.1 [16.1]
AUCo+ (ug-hr/mL)| 565.0 [18.7] | 112.1 [17.1] | 212.5 [15.0]
Conax (g/mL) 2.96 [15.2] | 5.84 [25.01 | 11.8 [15.4]
Tonax (hr) <04510'—0£oo> <0<215'—010.5o> <0.510'—040.oo>
Tue (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]
VA/F (L) 35.5 [13.4] | 36.3 [13.0] | 36.2 [12.8]
AT [CV (%)) Tmax (A IE (HEPH)

(2) REE#HS

fERER A B ES BT 24 3 F 200mg/M % 1 H 2\ 7 HEKE
BOPG Lz b & g T a9 3 FisEEIIRSBE A, S 3 HiRLS
EHIRFEIZERE L 720 AUCo-12 D RIERIIE 2.4 TH o729 (SHE
ANF—%)o

16.1.2 /p\IB
JEW 3 AMM O EER 1 HBRICBNT6 2 HED 205 175% F
TONBTAPARE 41461 (HARN46 BlE &) 2oL NE
MR T a4 3 FREZ v CREEFISEMBIREMT 2 17\ NI
BUFHFa% I FOBEYEREINT A — & ZHEE Lz, ABITICHE
75T a3 Fo#kb5E1E 2~12me/ke/H % 1 H 2 135 (KE
50kg BL_EO/NBTORE &1L 600mg/HED) THholzo HT
DR (VA/F) 1£0.71L/kg. Arlidoes s )75 A
(CL/F) (34K J O4E#G 124 L /A= 15kg @ 4 5% 8T 0.88L/hr
(0.058L/hr/kg) fKHE 25kg @ 8 %2 T 1.18L/hr (0.047L/hr/kg) +
1A 40kg @ 12 7% 2T 1.60L/hr (0.040L/hr/kg). 1K 50kg ®
16 # 8¢ 1.83L/hr (0.037L/hr/kg) &HEE Sz, [7.1 &)
# 1) AR 4R oIS LCEAER LTS,
W 2) AHOKR SNz 1 HimHE . A OMKE 50kg DLk
D/NEIZ1E 400mg. K 30kg PLE 50kg A D /NEIZ1E 8mg/kg.
KT 30kg A D/NEIZ 1 12mg/kg TH 5o

16.1.3 EMENEZEM
fERER AR 24 B2 2 3 F100mg (K94 >0y 7 10%%
1g X3 100mg 8% 1 §8) ZZ2fERpHmHRG L/ &, a3 F
DIPBIEERN T X = FZIZTFDEBY) THo720 FI40 v T
10% & 100mg $E D A2 # A [E S5 AT RE S 725,

H 45 5 R OSEYBRE/ ST A — 4

S BhHE Fo4vay 7 10% 100mg $i AT 0 [
INTG A—% (1 %4=24) (51 %4=24) (90% 5 HEIX 1)
Cnax 1.05
Chw/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCo-+ 1.00

(g - he/mL) 56.2 [14.7] 56.0 [15.7] (0.99-1.02)
Tomax 0.25 0.50 _

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

Crmax J U" AUCo- [ 58MF39 0 [CV (%) ]

Tonax VP ILAE (FEFH)

a) FoA4vay 7/§E

16.1.4 EMFHIEFMRHER
FAVINRFIA2ay T 10% [ F] LELNy P RITA Y
Ty 7 10%% . 7 aAF—nN—iEizk)EnEhnlg (a4 3IF
L LT 100mg) fAERER AT M HE S L R 8 5 L CinsEd 7 3
P NREERUEL, 55N EYERE/ T X —% (AUC. Cumax)
122V T 90 % 15 A X BT 1 TRERTHIAT 2 4T > 7245 H. log (0.80)
~log (1.25) OHIFANTH Y . WHIOEYFEHFGEESHER SN
726,

(ug mL)

—O0—7IHFIFFTA2uyT10% [ F]
—e— Ly FFFAL 2Ty T10%
Mean+SD., n=26

EE7 S UNEEE

GO (hr)

HYENRE/ ST A =%

H5E 8T A — 5 BENGA—F
AUCo-72 Crmax Tmax Tz
(ug-hr/mL)| (ug/mL) (hr) (hr)
TFAVSFFITAL] 54 0268 | 3.8420.79 |0.46+0.21]14.42+2.21
oy 7 100%04 > k)| O VES =0, S R
BN PR
oo 54.2+6.2 | 4.02£0.96 |0.51+0.6514.202.00

(Mean=S.D., n=26)
IMAEHEEENL N2 AUC, Cmax F0/87 X — 713, #EE OB,

PR ORI F - KIS OB L o TE R WMDY H 5,

16.2 TRIR

16.2.1 BEDHE
TEEE R AT 24 BILZ T 34 3 K 300mg % Z2 5 I I3 A 14 (2 Hifnl
RS- Lz & AFIET 3% 3 FO AUCot O Crmax 1252
ERIZE o720 (BEAT— %),

16.2.2 NAFATNLZEYF 1
fRERERC N 24 1127 24 3 F 200mg % 30 K U8 60 43 C HL [l
FRIR NP G- SO RS- Lz &, 9343 Fo AUCH K
O Coax W EFEETH D . T 3% 3 FEDHMXS N F T XA T
T A 1XIFIT100%TH - 728,

16.3 910
TERERL A 24 B2 T 34 3 F 200mg % 30 43 C B nl SRR A
S Lzt &, ohisEf (Vd) 1331.1IL THY . 734 3 F 200mg
HERECES- L &0 Aroshsif (VA/F) 1332.8L T
Zr")of:o
invitro (9 3% 3 F1.5~60ug/mL) Kk exvivo (3% 3IF
0.7~5.5ug/mL) REEDOFER, T39I FOIMIEEREAMEGRIE
15% AT - 728 9,

16.4 X35
7 24 3 MIEEHR R OB & D RS B E L 72,
in vitro REROFE R . I 2 TR TH 5 O-i £
FIOVRA R FICF S35 CYP 4 FH1x. CYP3A4. CYP2C9 &
N CYP2C19 T& - 7210,

16.5 Heittt

16.5.1 fEFEB AR L 5 612 [MC] -7 24 3 F 100mg (40 u Ci)
Z BRI 5 % OF 1 e C HLIR] s IR N 5 L 72 & & #5104
168 M & Tl2y JRANICHE G5 D 94% 5 OF 97% 2 HEME S v, Fp
DOBEM 0.5% K TH 5720 RFNET T4 I F (8 30~40%) «
O-Ti A F- AR (%9 30%) « HPEE S (R 20%) K UMt fss 7 A3
W o(0.5~2%) & L CHifs 2100 W (EAT -4 ),

16.5.2 fEER AR PEICT 34 3 F 100~400mg % HlAFE %5 L 72
L& B 2 EHZE TORPERESRIE, 73 3 F 29~33%.
O~ A F VAR 10~15% T - 7z, IEEH O-Fi x 7 )V KD AUCo-
WFIMAER T 293 FO# 10%TH - 722,

16.5.3 R AIZT 34 3 F 200mg % 30 43-[H] C HL[A] i A AR %
Gl 2527977 A (CL) 1£1.78L/hr TH Y, 734
I N 200mg & BRI S Lc L &, Rrdoey s )77 0 A
(CL/F) 131.84L/hr T » 728,

16.6 JHENEREEFTHBE

16.6.1 BikpeEEERE
BERREORE DR 2 B ABERE 127 29 3 F 100mg % HL.IAFE
$eG- L7k & AUCo (B HBEIERH (CLler @ >80mL/min) &t
BT, BT H (CLer - 50~<80mL/min) Tl 27%. W&
EF#& (CLcr : 30~<50mL/min) T 22%. HEMTH (CLcr :
<30mL/min) T 59% < « Cmax (ZERJE 2 5 EE OB TH T
10~14%E 5o 720 BRED S BEOBERRINTH 2B 25 O-Fix



FIARD AUCo+ IR ERAEIEFH D 1.5~4.6 f5TH - 7212 (JLE
ANT—=%)0[7.1. 9.2.1 2]

H [l 5 OIKYBIRE N T X — 4

e | BT | AT | R T
% 8 8 8 8

CLcr (mL/min) >80 50~<80 30~<50 <30

AUCr (ug be/ml)| oh'ey | e | o) | 6o
Crnax (ug/ml) oo | thn | now | mod
T (hr) 052.0 | 0.590.0 | 0550 | 0525
Tvz (be) w6 | nsm | nse | o
CL/F (L/hr) g | s | noo | e
CL (L/hr) Sa | om | B | o

BFTFEE [CV (%)1 AUCo+ (% 0~96 FEM{A, Tous (SF001H (REFY

Clr B2V T77 A

a) 70l

16.6.2 MRS 22 (T TV 3R FHEEESTEE
MENT % 52T T 2 KB BRRE IR 5 O B A B |2 TEBATIR L
OSENTRAG 2.5 BEFIATIC 7 24 3 F 100mg % HLERE %S Lz s
& IEENTREIC A A R O FENT IR CIE T T3 3 FO AUCo
13 46%3 Ly BT X A BEEIET 39 3 F57%. O-Fil 2 7
WAKB3%TH Y. B 27D 7 I AET 34 3 F 140mL/min
(8.40L/hr) . O-Jit A F JU1K 149mL/min (8.94L/hr) T - 721213
MEANT—%)0 [7.1, 9.2.2, 13.2 =]

Ha SR O BRE/ ST A — 5

M AT BN 4 e[ BT
BEL 8 8
Fat IR

AUCo- (ug - hr/mL) 43.2 [20.2] 23.2 [15.1]
Crmax (1 g/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-Hi £ F 1k

AUCo+ (ug - hr/mL) 6.63 [74.3] 3.43 [68.5]
Crmax (1 g/mL) 0.48 [69.5] 0.22 [69.1]

FBATFIgME [CV (%)]. AUCo- 1& 0~24 BeMIME, Trnax (ErP el (FEH)

16.6.3 ATikEEEERE

JEBEREAS PSR IAR T L7z (Child-Pugh 434 B) 127 a4 3
F 100mg/Il% 1 H 2 [ 5 H B RAERE RS L7z & & e AL
XTI a4 3 FOEFERED AUCriz LU Cuax 1T T NEN
61% M U8 50% e 7> o 720 E 72, ARE THMEN L 2EERED
AUCo12 B U Cinax (&2 NN 47% I V8 37% 7 - 720 FEFEFHERE
R 8%  (Child-Pugh 474 C) TOHEYEREIIMET L TV Zn
FHEANT—%)0 [2.2, 7.2, 9.3.1, 9.3.2 2]

SEFIRIED WL/ T A =5

iR 3113 EH Child-Pugh 4348 B
Bl 3 8
AUCo1z (ug - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cumas (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]

FATFIHME [CV (%) ], Tmax (drf i (HEFH)

16.6.4 =¥
b EOBERHBE N LCESEHLTE 28T a3 F
100mg/IRl % 1 H 2 [ 5 H B RARRE LS L 72 & &, 45 LV T DRk
N 1260 & i LT, SR SR O IEICBNTT a3 Fo
EFIREED AUCo12 1ZZF 12 33% K 18 50%15 €+ Crmax 1 EZFNLE
N 29% K O 53% Ao 720 F 72, ARETHMEAL L 72 AUCo-12 135
WM T2 O PRI B TE AL 26% 1 1Y 23% 570> - 7219+ 160 (4}
FEIANT—%)o [9.8 ZHi]

16.6.5 CYP2C19 Bz F%H!
FIAR A O ] A AR R A B PR 45 18 Bl % L CYP2C19 s 1- B 2 2
O ARHE I L 0 . BEERHEE (UM) 161, SR

(EM) 17 . PRIAEEESR (M) 10 61, R OMEACHEESE (PM)
8B, TOEFNZT T4 3 F 100~400mg % H AR L1H%5- L
b &, a9 3 FORS R OMEETEIENL 2 AUCH-I3.
EM [2HT PM T 24%. IM T 10%&E 5> 722,

16.7 EWHEIEA

16.7.1 EMHE/ERAHER
S a3 ik, BB R T CYPLA2, 2B6. 2C9. 2C19 %
O 3A4 LR L CREE/ER 278 €970 CYPLAL. 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2E1. 3A4 MU 3A5Zxf L CHEMEMZRE %
o 7275, CYP2C19 \2xf 9 A EMEHAVRIE S 1172,
7 a3 Fid, P-REEAE OB R ClE R <. PAEENY
V2R U CHHEEH 2 7R & e 2o 7210 (in vitro) -

16.7.2 ERRREMMEEERRER

(1) AInN<EE>
S E 19 F1C, a4 3 F (200mg/[El. 1 H 21E) s
IRRBIZ BT, TRV CYP3A 583K O R 0> CYP2CY FFE s
THHHINNTEE Y (200mg/[Fl. 1 H2M[E) % pFHRAER %
HLzb&, AUWNAYEELIET TV I FOEFIRED AUCH2
Fe O Crmax W5 % AT S e o 720 MR AR 18 B, 71 VN
~E Yy (200mg/ll. 1H2M0) OFFREIZBNT, 343
F (200mg/Inl, 1 H 2 \) ZBEARMEROHES Lz &, a4
I FEANMNTYEE L OERIRRED AUC12 & 18 Comax 2B %
Bl E o728 FHEANT—% ),

2 #XFTZJ—=l
S 34 112, 2% 3 F (300mg) DHEFREHG 28
W, 55 CYP2CL9 FHESETH B4+ 2 75V — )b (40mg/lal, 1
H1E) 20HREROHRG L&, FATTFT = VIETaH%3
R AUCo-t & O Crax IS8R TS B> 720 CYP2C19 HH
THbI+A7TTV—) (40mg) OHEFEOFEGIZBWT, 734
I F (300mg/[El. 1 H 2M\) %BEHAAEREOES Lz &, 93
F I FIEA AT TV =D AUCot KU Coax ([ FHEZ RIS
57219 (MEAT— %),

B) I4ITL
T EES AN B 33 B2, CYPSA EETH L I4 T4 (7.5mg)
OBEFREIIEGICBWT, 3% F (200mg/lnl. 1 H2H) %
BRI RAERR I G L2 &, a9 I FIZIF Y TLD Cuax &
30%HE N S 72 A% AUCo- 122 % J T S o 7220 (SHEIAN 7 —
5o

4 977U
TR NBE T 16 6112, STV 7 7 1) »HCYP2CO FE TH 5 7 )V
771 ¥ (25mg) OHEFEOFHGIZBWT, 9353 F (200mg/
Bl 1 H2M0) Z0HRERO%ES Lz &, 393 FIZS LY
R-7 V77 »® AUCot KT Crmax 2B Z K ITEST, 70 b
VEVEE RO E b u v E B R o EEERE R (INR) O AME
T8 AUCo-168 1252 % 1T & e p o 722D WMEIAT— % )0

16.7.3 BEMEMENRERET
ARAKOHENDE N O/NBDTA»ABEEP SRS LM
g a3 NS — ¥ R VT, RHEFSEY BT 21T o
7oo ZORFER. CYP FEMEM BT A CTADPAZETH S N
TPEL, T2 b 2 XUE T2 /7 N)VES = VOBHIZE Y., T
243 FOEFEIRED AUC &, AR OVNE T, %4 25% K% O
17% A L 729~ 22,

17. ERPRRLHE
17.1 AERURESMICET 258
ERPFME (CRMLMERIEEED))
17.1.1 EEERAFEIHERR (BHELX. KA)
TSI FRIETAD A LB S N85 560F (SR Ak L5 1E
wEte) TRGEOERRMREMNAEEEL AT 5 16 % Lo E
FaRFRE LT, 733 FEE200~600mg/ HED ik voN< ¥
Y o EgE (CBZ-CR) 400~1200mg/ H %2 % HAC TR S
L7z& &, FEFHlEE T % Kaplan-Meier 12 & W HEE L 725
HEFIAEIC B2 6 7 AMSSEN LRI TEDOLEBY) TH Y B
72 0 9B5%ETHX [ o T R L F o ik E S N2 IELVER A E
(-12%) % E -7 &, CBZ-CR B®D 6 » JRIZEN LZITH+
LEMEZED BUEBEX MO TIRMEO I (HA#) &, Fo&EL
ISR SUE (-20%) % Ello7-2 %5, CBZ-CR IZKT 2%
7 2 3 FEEOIEHEEDIHER S 2D,



i | g | | LEBR | o | o (o
£ e 00| il
TAFIL 0 327 89.8
i (73.6) [86.8,92.8] -1.3
FASY -6.0
CBZCR| ;100 | 308 91.1 [-5.5.2.8]
i3 (69.7) | [88.2,94.0]
TIAFI| e 307 91.5
| v (75.2) | [88.6,94.3] | 1.3
PPS 5.7
CBZ-CR | 40, 285 92.8 [-5.3.2.7]
it (71.8) [90.0, 95.5]

a) Kaplan-Meier {12 & 232 (B2 3 » A OZEME QRT3

[\ 2L 1) %@ & L C Mantel-Haenszel 12 X 1) 5i%%)

b) T34 3 FEBEOI % -~ CBZ-CR BO%kE

o) MHIFHDOTEM D 95%EHEX H o T HE/CBZ-CR O &3 x 100

d) Full Analysis Set

e) Per Protocol Set

) HARNES 7 1% &

g) HARMNES 13 6% &

BB, FEHNRERIC L BT 3 3 FEEET 400me/ HBA~O# &
WBE o - BEEZNREAT GBI E LCThRo 72860 FAS 12
B LR R L7 BHH (FE (%)) (3 308%3) /444 f
(69.4%) T&H 1) |, Kaplan-Meier #:12 & 1) #E%E L 72 56/ EH 55 [95%
fRIEIX ] 13 84.1% [80.5,87.6] THh -7z,

BWERSEBUHEE X, 7 39 3 FEEIET 37.2% (165/444 f51) TdH -
720 EHBEWERIE, FEIMED 2 7.9% (35/444 B1) . 957 5.6%
(25/444 %1) . fHIR 4.5% (20/444 1) Td -7z,

D) AHIOKRE SN 1 HiE AR 400mg TH %,

E2) BN E Y EREEIARIT TR STV nv,

## 3) 200~400mg/ H ¥ 5-THMEDSTHER L 72 BEHEL,

17.1.2 ERENHERE (BHEE KA
1HIOBAEDPCTAPAE LG LT\ 5 16 L LOs51E%
HITDTAPABRZE S E LT, 7 3% 3 F§E 200~600mg/
HED SR 512 X 2 BANREAG D B2 2L &, 6 4 AR
LEHEOEEIE 46.2% (6/136]) TH o722,
BIVEH 28 ERBEEE 1L, 84.2% (16/19 fl) TH - 7zo EZEIEM L.
FEIED T 42.1% (8/19 1) . MHIR 31.6% (6/19 B1). WEzPED
T, LA 10.5% (2/1961) TH o7z,

H4) AHIOKFR SN 1 HiE AR 400mg TH %,

17.1.3 EFEFEFE IHEFR (fFAEE. KA)

BEAE DT A D ASE T4 2 FEVEIIHI R R 55 © e W R 564 E
AT A 16U LEOHERAROTEAND T AN AEE 547 61 (H
ANEE 420 % &) 2xff s LC. 7343 F§E 200, 400mg/
HX X7 7 2R % 16 ARG (EOPTAPASE 1~-3#] &
D) L7z& &, REFHIEH T 2 BIEN I 3 2 M
D28 HH7- ) OFGFHERBENEIITROLBYTHY ., 77
YAREEE 7 3% 3 FEE 200mg/ H & OF 400mg/ H B & O B CHiat~
WICHBREDVRBDO LNz, BB, FHICBITA50%L AR5
—L—1 (28 H&H 720 O FEIERIEABLEHIR & T 50%L
FUGELBEOEE) X, T REEL19.7% (36/183 61), T3
3 FEE 200mg/ H #E 38.5% (70/182 %) KT aH 3 FiE
400mg/ H# 49.2% (88/179 B) Td - 7%,

28 Hd 720 O 7T R
% | EEROZE | pfEY % A ERD
L&Y [95% 15X 4]
AR 183 -1.22
200mg/ H # 182 -3.33 <0.001 2.4
: ) [18.7,38.7]
400mg/ H # 179 -4.50 <0.001 39.6
’ ’ [30.5, 47.6]

17.1.4 EHRRAMERSHBR (RA)

[FEIS 3L [ 5 AR (BEHIRER) 2952 T Lz HARR O E O B
47361 (AARNEHE 123615 &) % e LT, Ta9 3 FiE
100~400mg/H % 1 H 2 I TR G- L2 & & (PR,
e 767 A5 eATREBEOBISMIE A 5 0 28 HH 72 ) OB %
P T 0 A 5 0 el 13 55.23% . 50% L AK Y ¥ — L — bk
56.3% (265/471 Bl) T 722,

BWERSSHUMERE X, F a4 3 FEEHET 42.9% (203/473 ) Td -
720 ELRBEIWERIZ. FEIMESD v 17.8% (84/473 B1) . fEIR 5.7%
(27/473 %) . BEJG 3.8% (18/473 Bl) THh -7

17.1.5 BHHEMAHER (IE)

BEAE OPLT A D ASE T4 2 FEVEIITIRI R A & L7 W43 561
EHT D4R 17T EEmO/NETA»ABR 343 Bl E R e L
T, 7343 F (IRE 30kg HKiif 0 EH1E 8~12mg/kg/ H . KE
30~50kg A4 D B E 1L 6~8mg/kg/ H . KE 50kg ML E o EE L
300~400mg/H) Xix7 7 R% 16 BRFEOHRS A0 TA

PAFEI~3HEDONH) Lz &, TREHMIEHH T 2 Blg il
VRS BRI 0 28 Hdp 72 ) OFBZEIEREZALRIZT T RO &
BOTHY .77 LREEL T 3% I FIELOM THREIFFMICHEER
NSRRI BT,

28 Ha7z 0 Ok 75 b R RE
BI%e | S EEEROZ%Z | pfEY 5 g ERY
LD [95%15 #EIX ]
75 K 170 -1.55
_ - ~ 31.72
=R 170 3.05 0.0003 [16.342. 44.277]

a) Full Analysis Set

7T RO 2 BN, MR OSERE T — & 12K GEERFEOEE O

10%#) 73d > 72720, ITICED %o 72

b) i

o) In (X+1) (X IIMAFAERH) TR L 723850 56 x v,

e, DR L ERGEAR A N T & L. oM L Bl o 28 Hd

7o) O EEM R IR & L 7 T

d) 7RIS BHPE (%) =100x {l-exp (/A EFHDT a

I ML T AR HOE)
BWERZSHUMEEE X, 7 3% 3 FEEC33.9% (58/171 ) Td -7,
2 RIVERNE IR 14.0% (24/171 B) L FEIES F v 8.8% (15/171
Bl) THozo

17.1.6 EEHEESE I HRB#MER5HE (MR
435 17T ROEHEEFR S NI/NBTA»ARE 136 5] (HAN
46 B, AHEIN 90 ) ZRSE LT, I a4 3 F 12mg/kg/H (K
i 50kg PLEDEEIE 600mg/HED) FT% 1 H 2 B4 TR
PG L7z e & VB 2 5 ORI B % 5o 58 $ks
LD Iz -52.73% (H AN T-27.63%. 7HE A T-60.56%)
ThHo7:8,
BIVE M SSBE L, 56.2% (77/137 1) TH o720 ERBEIEMI.
FEED F v 20.4% (28/137 f80) . fEHR 19.7% (27/137 1) . YR
8.0% (11/137f51) TdH -~ 7=,
S AFNOKR SN 1 HiwmHE I, A OMKE 50kg DL
D/NBIZ1E 400mg. A 30kg LLE 50kg A D /NE12 1% 8mg/kg.
ATE 30kg Kl D/NEIZ1E 12me/kg TH 5o

(RERERFEE)

*17.1.7 EEERSZE I BHR (RARVNE)

BEAE OPLT A D A T4 0 FEVEIITIRI R A5 © 1L 20 i i AR
FAERATDH 4RULOTAPAEE 24261 (HANEE 30 6%
&) AxHE LT, 3% 3IF ((RE 30kg Kimo/NEEHILS
~12mg/kg/H. AHE 30~50kg A:iili O/NEEH 1L 6~8mg/kg/H .
A5 50kg LL /N O E# 1E 300~400mg/ H) LiE 77+
R T 24 MRS (BEFOITAPASE 1~3# L Ot
) Lzb &, ZEFHIEE Ch 5 24 BAMOGHEMHICBIT 5 2

a) Full Analysis Set

b) hLE

o) RPEZE L 7 MERHN I 0 28 H 3 72 ) O#r S 1ERI B R BOSZER, e 5-8
T O % AT w2 L - BIEE iR o 28 H & 72 1) o a5k % 3628
&9 5 T

d) e HGIHT &0 HEE S NI N R & B L 7B S MU

e (%)

RIEHSBIE . 7 T4 3 FEEREC 47.7% (173/363B1) T o
Foo ERBMERIE. BTS2 22.9% (83/363 B1) . (I S.8%
(32/363 1) . i 4.4% (16/363B1) Td> 70

il H O3l BLSE A5 BT 5 £ COBMIE TED L B) THY |
TTKE T I I FEL QM THRIENICAEREFRD S
nim,



Y
FTOAM | N FHO
P51 =gl (H) v (95915 HE X p fii®
[95% 15 H#IX. 4]
1]
R 77.0
77 AR 121 [49.0,128.01 |  0.540
- - 0.3770.7747 | <000
543 K 118 [144.0, -]

a) Full Analysis Set

5 a4 3 FEED 161 125 o 4 N> N A58 L 72 5l IR B AL B L &

Nrz7z0. 2601 24 S OERPE O BEHRE O Nk h o 72720, i}

W&o btz

b) Kaplan-Meier {#12 & % 24 M o iG#HIRIC B1F 2 2 [6lH o5k A

TEDFBLE TORFBOHEEM (hYefl)

[-]:F 24 3 FEECIE 24 AR OGRIC 2 1 B o s B SEEDS 50% 2,

L OEBNZFRD SN o 72 O HEEAE

o) BISHIMICBT 2 28 Hd 720 Ofhi BAIEEDBEAT 2 BT O/,

2WPLF O A, 2 [BEO/NRIZR A %E B & L7z Cox N — FET IV

1<, Wald I & Y\ s e
EIVEMSSHE L, 7393 FEEC46.3% (56/121 6) TH -7,
FERBEER, FEIED v 17.4% (217121 #1) . fEHEE 13.2%
(16/121 1), Tln7.4% (9/121 1) TH -7z,

*17.1.8 EEARRBRGERERHR BRARVME)

JEIS SR [ 58 A RRBR (AR OVINE) 258 T L 72 B K OV 3%l Bk
TOREERAED S s B ES R O FEHE 0 A % i 72 & 7
o572 BE 2396 (HARNEH 7B &) 2fe LT, 73
3 F (K 50kg A 0/ NEEE X 4~12mg/kg/H . A5 50kg LA
Fo/RNREE 1 200~600mg/ H. B 1 200~800mg/ HE®)
Z1H 20BN CRO%S- Lz & (PRIEE. &E 1416 H#%
) VEATRERO B 20 & OWHIIEIC B 2 28 Hd 72 ) Oy
R A FEAE M2 LER o il 13-88 . 52% T d - 7230,
BIVESSHUE L, 34.7% (83/239 f91) TdH o720 EREIEMIZ.
FEIE® T 10.9% (267239 B1) . EIR 5.9% (14/239 B1) . [Hldx
D F VRO 3.8% (9/239 1) TH o720
1 6) REOAGRS /2 1 HigsEEx, AR OMRE 50kg DLk
D/NEIZIE 400mg. 1AHE 30kg LI E 50kg Adiii D/NEIZ 1% 8mg/kg.
1RTE 30kg KiiiD/NEIZ1E 12mg/kg TH 5o

17.3 20Ot

17.3.1 DERICH T 5%
TR 214 #1125 24 3 F 400mg/H . 800mg/HED iz 7 I+
R 1 H2ENI5TC 6 HM RS UEEF o 7a x4
v 400mg/H% 1 H 1 [ 3 HMRAEREHG Lz &, a3 R
I QTc MR R L o720 734 3 RO PR MEOFIEZE
LEIE% 6 HH OGS 1 FMZICRKERD. 77 RFL D%
13, 400mg/H T 7.3ms. 800mg/H¥? T 11.9ms T&H - 7230 (4}
j\?_' y)o
7)) AHFOKRE SN 1 HigsHEL 400mg Th 5o

18. EExhEIE

18.1 {fERHERE
T a3 FIZEMRIELES B ) W AF ¥ 2V OREE R AEEAL 2
BRI ARAE L SRR 12 & 2 fisi e 2 2ok s b 2 &
WKLo THTWNRAEHZRTEEZ SN TS,

18.2 TADPARIEICNHT 21/EH
F a3 FIEERWEEEY Y A, RS~ ) v 7% k<w A
WX B Y 738155 v F6Hz TADARNEY Y AR URKE
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R EZIME > FY v 7Ty MIBWT. ¥ N Y 7R %
PO L7239,
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