20255E8 HEIL (B 1A

Bk - IR AT
HREE : 34

MTADAH

BFREmRIEES
871139
#BES | 30700AMX00171000
BR7ERAA

ZaAYIFRZIA¥Av TS

SAY=FrSrvO0v710% MUK

Lacosamide Dry Syrup 10% [SANDOZ]

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

2. B2 (ROBEICEBELEVI &)
2.1 KA OEAR UABUEOBEHRE O & 5 [8E
2.2 EEOFEEREDDH 5 HH[9.3.1, 16.6.3 SHi]

3. HERK - MK
3.1 fHEE

Whi5e44 FAFIRKFITA Ty 7 10% [ K

BRI

(1g*h) 7T

100.0mg

JOUARE R, BEMKT A8, HF. A7 I0—2,
v rfaxy S oErtlo—A, Dvr=b—J), 571
%l RN

AN

3.2 EHANOHK

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

4. ZHEER (3FHR
TADPABEDERDRIE (ZRMELKREREEZET)

6. AERUHE

BN alE ., AT I FE LT H100mg (K94
Yuy e L Tlg) IVESGEHEBL. 20%1EMU LD
MiExH Tl L, #MREHEL 1 H200mg (K140 y
TELT20) ETHH, b 1A 2 BN TSRS
L CROBS 3%, 2B ERICED 1 H400mg (KT A4 >
Oy 7E L C4g) Rz % WHIPICEER T 2725, HaEld
EBY EoMBEHIFC1IHHEE LT100mg (KJ 1 &
Oy 7r LTl UTFF2IT) &,

NI R 4L o/ ar I RELTLH
2mg/kg (K94 oy 7E LT 20megke) &0)H%5 %5
L. 20 1BEMULLoOME*H» 5 CIHHAEL LT
2mg/kg (K94 vay 7L LT 20mgkg) +oHEL,
FiME % RE 30kg Rifo/NNEICIE 1 H 6mg/kg(FF 4 v 1
v 7°& LT 60mg/kg) . A 30kg PLE 50kg Ao/ NNEIZ I
1 H4mg/kg (F9 4oy 7L T40mg/kg) &35, \»
TN 1H 2 BN CHEERE L RIS T5. 2B,
JEIRIC & O ARTE 30kg K d/NEIZI1E 1 H 12mg/kg (KT A
> u vy 7& LT 120mg/kg) Mk 30kg DL 50kg i >/~ E
12131 H 8mg/kg (K54 ¥ay 7L LT 80mgke) %A
7 WL CRE NS 5 A%, Wal 1EBL EoEE B
TIHHE:L T 2mgke (F9A4vay 7FELT
20mg/kg) LLF9 2179 2 &o 72721, {RE 50kg DL E /)
BCIE, MALFRURE - A2 w52 &

. BERUAEICEET 335

A 2L7F=r2) 7T 2 AH 30mL/min LA O EE L O
KEPEHEEEDD 2 EFICIE, AR ERSHEZ
300mg. /MEIE 1 HiREHE % 25%iE & 3 5 7 Sl 2%
53528, 72, MEENMZZTTCWAEFETIE, 1HA
HAIMA Ty MEENTEICHRKT 1 =R OB
EEITHIE,[09.2.1, 9.2.2. 16.1.2. 16.6.1. 16.6.2
2 ]

2 BREIPEE O ERERE O H 5 3% (Child-Pugh 574
AROB) 121k, AT 1 BEHE% 300mg. /MNEIE1 B

8.

©

9.
9.

9.

REHEZ 25%HE LT LR EHEICKSTHI L,
[9.3.2. 16.6.3 =]

B RFO 1 H S IR 30kg R o/NETIE 1 H

12mg/kg. A 30kg LI 50kg Aiid/NETIZ 1 H 8Smg/kg
Thbo, AAE% 1 H 8mg/kg W2 TG L TWwAKE
30kg Al DO/NEA RRIEWEE AR TED 30kg ML &
oAk, BEOREE T ICBgR L., SRE ORI
Mo AEZE L) 2T #MUI2HREZMET A28, %
B, BRI LZ L,

. BERLERER
A HEAHIC BT AR50 SR RE 2V LikG ki X

Dy CTADPAFEOREINITAPAERIKESH bbb s
CENDHLOT, FHeHIETHEICE, el b1HE
DL B TIR A WIS 5 7 EEEISAT) 2 &,

2 FEMD T, B RS EED - S0 - IUhEERE

TEDRT IR B Z ENDHLDT, ARG HOEEIZIE
HEHEOEIRE, Gk ) Mo EIcEF s e v L9
HEETAZ &,

B PREFEDEREDH DL EWHDHDT, KH OG-

I EL EORESE 70y 7 SIS AR IR, DR
HIBORA . BRI, BEEA & 55 0%, 2, B)E, Byn
) OBBNIEET D2 Lo RHOEGHIZZD L) ZAER
Mo bNIHEIIE, ERiOBELYZIT 5 L) BERVZ
DORBEFIHGET 5 2 & IMREREESLEED LR (0LF
BIE L OAESE) OBEOHLEH. TR Y AF v 1)L
B (TN YEGERES) 0bbEE. PREBOER %
CTBENODLEAEHHL TV EESETIZ, AHES
FRUAES & OV RFIHE G- H L DRI 21T 9 72 &, BEOIRE
OO R R ERCBIZET 524, [9.1.1. 10.2,
11.1.1 &H#]

A GRS, B RV OREIRD D S bit, B

PUZEDL 2L bH 5D T, AFIGHILEE OIRRER UYEE
DAL VERR CBET 52 L, [8.5, 15.1 £|]

S5 BFE RO Z OFMEE GBI, ARENEORAERIEH

DO REMIZ O W Tl 2 TV Rl & BRB0iE 2 LY
9 kofgET L r, (8.4, 15.1 BIK]

6 WM, BHEOIREEY A L 20D H 5 DT, BEE
12 IREEIZOWTHB Z1T) SR L. BESRO LN
Al 2 LB 24T 2 ko [15.2.1 ZRE]

. BEODEREAITHEECHTIER
A BHHE - IEEEOH 5 8F
A DMEEEEREEDCRE (DHEEXIOFEE) O

BEDHZEE. FRUILF v RIVEE (TIVH L ERE
%) OHHEE

KA PR MRBIEEEHIC LV EE T Oy 7SR EHT LB
FNHH B, [8.3, 10.2, 11.1.1 BH]

2 BHREEERE

2.1 EEBHEEEDH2EE

[7.1. 16.6.1 &H]

2.2 MEBERE ST TV B RABHEEEERE

[7.1. 16.6.2 ZH]



9.3 FTiEEEETRE

9.3.1 EEDHEEEZEDH 2BE
B LanwZ b, RAOMPBREN LA TLBZENSH 5,
[2.2, 16.6.3 Z/&]

9.3.2 BENXIZhEEDHEEREDH 2H8%E (Child-Pugh
24EA RV B)

[7.2, 16.6.3 Z/&]

9.5 1T%

TR AR LT B REED & 5 it BB L0 R
et E LD WS N EGEEICOREG T2 8,
T v MZBWTREBITEIEDO LTV,

9.6 ®R3ILIB
HELOFEER CBAEEOG T EE L. B0k
AP E R T 52 &0
v M ARITT A 2 E B STV B,

9.7 INR%

9.7. 1 MNHIAMRER, FHalg, LT 4 KM ORIk 3
B AR RBRIT I L T,

9.7.2 /NEBH ORI FENEITR 3 2 BAREICH T 2 BRRHER
WXEPT - ke DI Thb i Tn v,

9.8 mksE
— M TR AERRRE AT L T %, [16.6.4 2]
10. HHE/ERA

10.2 fFRAEE BRICEETSIL)
A 0 WARAEAR - 38 7 B - fabAT
PR MOER 2T |FE 70 v 7 5458 P £ ) PR BIER

BETNOD B #H| THBEND Db, T AN B A B RS
(8.3, 9.1.1 . 11.1.1 LBENDD B
S

1. ElfER

ROBWERD S SbND Z EDdHDT B T340,
FADTRD SN A IR G 2 il $ 5 7 L) R ALE
792 &,

1.1 EXLZEER

"MA1 BEE7Ov Y., Bk, &8 (3Fhd 1%Ei0)

PR MIEOIEE*RIITBEZNLH S, [8.3, 9.1.1. 10.2
2]

11.1.2 hEMRBIBFERAFAE (Toxic Epidermal Necrolysis :
TEN). REFLERIEREE (Stevens—Johnson fEfREE) (¢
L HHEAN)

FEEL KB, AOE - B AL Z 0, B, RS, I
REDOEGEDFRO SN S- 2k L, @Y 2 L&
o A RN

11.1.3 EFMEBAEERE (HEERH)

WREIR & LT85, REDA S, WIS E, v~
JNEIIEMR. FILEREEIN, AFEEEkIE L. A LoSERIBISE A
P BREMEORE LR BBIERYED S bNDLZ Db b, 7
B, B bALRZT AV A6 (HHV-6) D™ 4 )V 2 DR
MALZPED 2 DL L, TG hEB b5, . ITkEER:
EEOIERDFIRD 5 WILBIELT 5 2 L 03D LD THEET
LI LD,

11.1.4 |FBERIRE HEARH)

11.2 ZDMOBEER
3% 1~ 3%k 1%k SR AN

BRI T FUEREE . R oW, KIE. [ R R

(17.8%) . BH |k, SEBHCH |Hoietk, Soht. | £, $3245

Wi IR SRR £

. SRR

. REITH),

sEALIRRE, 7

HhEE, T

ik AR

. BRIR.

R, BB,

it 9 E B R

W, 340

— X APETA

A

HHI

i EEN

3% 1 1~3%Aciif 1% il HHPEAR]
LRI F R E A
ol MEr: | HALAR, 1
HALER NEERE, Bb
AL
B LA E) Lo L)
JFF i JF R RE S
AU OV FEARIGR
S5, BRE . | AS I
i i ?gﬁ;ﬁ%r JliIRERE
URESS S UE
R iR
& AR Mgz F o | HH
s AT E . B[ B, P45 || IREA 2%
oM Gk K 245, SIHEH
13. BERE
13.1 fER

#EHEG (KK 12000mg) 12 & 020 5Nz ERdEkiE, F
WD F v, B FBIE (SiRERERAREE. TAPAE
FRIREE) . MEBEE, Y a v 7 RUEETH -7z £720 T
a9 3 N 7000mg & —EEIHRA L7z TREC AT S ST v
%0
13.2 @
AANIMALENTIZ & Y BRET R TH D HEBL TV S ERD
I U CIEET OEEEZERMT 5 2 Lo [16.6.2 &
s

15. ZOMOEE

15.1 EERR{ERICED 53R
BN CTERENTEEONTADPAKIIB TS, TADA,
e B 2 0t R & L7z 199 O 7 5 b Rk IR R kB o #eid
HRIIBWT, BREENEBRERIOFEBEO ) A7 05, Bt
TANAEDIRABTT S REE LB L TR 2 /< 3t
TAD AR £ 0.43%., 7F R 0.24%) . FLTAD
AFDOIRHEETIX, 7 I BRI L <1000 AdH720 1.9 A%
W EEHEENT (5%BEEKM 1 0.6-3.9). /2. TADA
HBEOY 77 )V—TTld, 7IRBEL L1000 AdH7-D
24 NBWERHEENTWA, [8.4, 8.5 BF]

15.2 FEEREREABRICE D < 153K

15.2.1 FEEREYEERBRIC BT, 73 I Nz v hoK
ARG # BB HAETHM LD, Ty b 26 BE KD
104 BB G- HERBECRICEF IR LNT, 1 X0
52 I A% G- R BR IZ BV TRBEROZLIZRED 5
rolze B, BHEOIRCET 2EIEHOREEIL TS
LOAREEL DL 16 MBS0 0k E S AR 77 &
RHEETIL 1.6%I2kF L A 200mg/ H BT 4.9%. 400mg/H
BET 12.2%., RS- TIE5.5%TH V) . #EyhE A B (6F
BHHE) 7T REETIE 4.4%1206F L, AH) 200mg/ HEET
8.9%. 400mg/H#: T 18.0%. 600mg/H #:T 30.5%TH -
720 [8.6 BE]

15.2.2 RWZEEETFVTH S WAG/Rj 7 v b (3. 10 B O*
30mg/kg % PERENAES) LN A b 5 A 7 — Vil a1 T A
ATy b (15.6 KU 31.2me/kg ZIEENTEST) I2B VT,
RGN EDHEEATED 572

16. EHEHEE
16.1 MAREE
16.1.1 XA
(1) BEEES
BERER A BE 18 1125 T4 3 IF 100, 200, 400mg % Z2F I |2 3 [
BEOHES L7 &, #5515 0.5~4 B C Crax \E L. Tuz 1389
14 B Td 5 720 AUC T2 U Crnax 1345 5-21Z B L THEIN L 722,



H 45 5 R OSYBRE/ ST A — 4

Eracn s 100mg 200mg 400mg

I8 12 11 12

AUCow (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]
Coax (g/mL) 2.96 [15.2] | 5.84 [25.0] | 11.8 [15.4]
Tonax (hr) <04§Bfiéoo> <0.§%f¥?50> <0.§%f1?00>
Tis (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

Q) REHRS

(%) 1\ Tmax \EHYE (FEFH)

RS ATPES 1127 a4 3 F 200mg/ W% 1 H 2 1 7 HFKE
REIRG- L7 & &gk 7 a4 3 Mg G- 5G25 3 HikIC

FERIRAITHIE L 720 AUCoz O RBIRIIE 2.4 Th o729 (W1
AF=%),

16.1.2 72

M 3 BN O EER 1 HBIC BT 6 7 AFY 25 17 E

To/NRE

TAPABE 4140 (AARN46 B2 ED) OO

MEEp T a4 3 N % o CREEFEEWENEMAT 2 17 /NEIS

B L7 3% I FOEWEHEE ST A — 8 ZHEE LTz, RIFNTIZE

1359 a% 3 Fofkh5E1E 2~12mg/kg/H% 1 H 2 [5G (k&

50kg P b/

TOREMEIL 600mg/ HEY) THorze AT

DG EE (VA/F) 13 0.71L/kgy. "R»rlTosLg 7 )77 2

(CL/F) 13 MRFE ) U412

K7 L 1A 15kg @ 4 1% 8T 0.88L/hr

(0.058L/hr/kg) /A 25kg @ 8 % T 1.18L/hr (0.047L/hr/kg) «

ATE 40kg @ 12 7 2T 1.60L/hr (0.040L/hr/kg)

K # 50kg »

16 8T 1.83L/hr (0.037L/hr/kg) LifisE S 7zy, [7.1 £HH]

D) AFNL 4L /AR
T 2) AHI DK

R 30kg Al D/

Sh7z1 Hix

16.1.3 i%ﬁ"—ﬂ?lﬂ%’lﬁ
TEHER AR 24 61125 29 3 F100mg (K4 >y 7 10%%
1g X% 100mg $E % 1 §8) % ZZERHERG Lz &, a3 K
DIPBIRE/N T X —FZIZTFDEBY) THo72e FI4T 0T

10% & 100mg $E D A= WA Rl S 3 gR S 7z
HiA3 G- O BEE /ST 2 — 5

L CEHAEA L TWb,
AR, BU\&(MZKESOL{;;U\J:
D/RBIZIE 400mg. TZFEQSOkg Lk 50kg il /N
121E 12mg/kg TH %,

2% 8mg/kg.

B RE K4 2my710% 100mg % AT O )
INT A= % (Bl %i=24) (Bl %=24) (90%fETEIX H])
Conas 1.05
oo /L) 4.46 [23.5] 4.24 [29.5] (0.95-1.19)
AUCo-+ 1.00
Cig - hr/mL) 56.2 [14.7] 56.0 [15.7] (0.99-1.02)
Tonax 0.25 0.50 ~

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

Crnax L 0¥ AUCo- 1338AT P34 [CV (%) ]
Tomax (P I (FERH)
a) FoA4vay 7/§

16.1.4 EMFHIEFMHRER
FAFINFIAay710% [ F] Loy b FIA4T
Ty 7 10%%. 7 OAF—nN—iEizk)EnEN g (34N
& LT 100mg) faEEER A BRI B RS- L CiidEp 5 o
I NBEEREEL. BONEEYEEE ST A —% (AUC. Cmax)
122 T 90 % M5 A X BT 1S TRERTHIRAT 2 47 > 7245, log (0.80)
~log (1.25) OH#IFANTH O . WHIOEYFHFGEEDSHER SN
~6)

(ug/mL)

—O0—7aH¥INFTIALay710% [ F
—e—E L8y M T4 1y T10%
Mean+SD., n=26

FERE T UNEES

5t OFFH (hr)

SHMERE/ ST X =4

H5E8T A— 5 BENTA—S
AUCo-72 Crnax Tmax Tz
(ug-hr/mL)| (ug/mL) (hr) (hr)
TAVS FFIAZ] 540268 | 3.8420.79 |0.46+0.21|14.42+2.21
by 7 0%y )| 240%6. 540 46021 14.
CoNy b RI4S
SO 54.246.2 | 4.02+0.96 |0.51+0.6514.20%2.00

(Mean+S.D., n=26)

EDINTG X —F 1L, WERE ORI,
ll‘ﬁ:_%)i% Z) o

HE I N2 AUC, Crnax &

Wﬂ@%ﬂ@ﬁ B 5 D BBR SR 12 & > TR B RE
16.2 RN
16.2.1 BEOFE

R N B 24 1127 34 3 F 300mg % 22 L AR I H
OG- L &, BAFIET 3% 3 FO AUCo KO Crax 125228
ERIZE o720 EAT— %),
16.2.2 NMFT7XXALZEU T«

fERERE N 24 B2 249 3 F 200mg % 30 K OF 60 45 C Hi[a] i
RN SO H RS- L2 &, 934 3 FO AUCH &
O Coax W EFBEETH V. T 3% I FEDHMXS N, F T XA T
T A 1XIFIT100% TH - 728,
16.3 9%

fRERERE A 24 112 F 24 3 K 200mg % 30 43 C 5L [[] S iR N $%
Gl &, pAEM (Vd) 1£31.1ILTH Y., 7343 F 200mg
AHEAREIOG L2 & A2 oafiss (VA/F) 1£32.8L T
HoTzo

invitro (9 3% 3 F1.5~60ug/mL) KU ex vivo (7 2%
0.7~5.5ug/mL) REROMER. 7 3% I FOMIERAKEF
15% Al Td - 729~ 9,
16.4 1&g

T 24 3 FIXEHE L O X DR SR L7z,

in vitro R OFER . PG ERHDTH 5 O-Ii £

]\

-l-\*{- Ji

FIOVRERIZ FIZH 53 5 CYP 4 FHEiE, CYP3A4, CYP2C9 %
N CYP2C19 Tdh o721,
16.5 HEiftt

16.5.1 fEHER A B L 5 62 [MC] -9 24 3 F 100mg (40 u Ci)
A HUALRE G- R OY 1 el CHL BEE RN 5 L7z & & e G
168 FEfH & TlL2, IR G- 94% K O 97% 5kl & A1,
OHEML 0.5% KT > 720 JRENET TH 3 F (8 30~40%)
O-Fi A F vtk (%9 30%) . MPEE > (F 20%) K OMb oo f: 70 AR 3
W (0.5~2%) & L CHifSn7z10 W (E AT~ ),

16.5.2 fAEERABMEIZT 39 2 F 100~400mg % H AR5 L 72
L& G 2% T CoRPIRERIZ, T a9 3 F 29~33%.
O—J]?L)‘ F AR 10~15%Td - 7o MMEEH O-ii 2 F )Lk AUCo-«

MAEd S a4 3 O 10%TH - 722,

16 5 3 fEHEAIZT a9 3 F 200mg % 30 43 C 5Ll S R 4
HlLe&, &7V 75 A (CL) 131.78L/hr TH Y, 72
3 N 200mg & HEREES Lz & RpUGoeg 2075 2 A

(CL/F) 13 1.84L/hr TH - 728,

16.6 HENDEE2EJ28RE

16.6.1 BipEEETEE
ERREORE O R 2 ABERE 127 349 3 F 100mg % H.AH#E
Bh5 L7k &, AUCo [3BHREIEH# (CLer @ >80mL/min) & kb
LT, BEMKTHE (Cler : 50~<80mL/min) Tl 27%. HhEpEE
F#& (CLcr : 30~<50mL/min) T 22%., HEMLTHE (CLcr :
<30mL/min) T 59% <\ Cmax (ZEE DS EE OBHEAEILTH T
10~14%7E 70> 720 $RJE 0 5 FIE ORI T H 12 BT 5 O A
FVARD AUCo- (L EHAEIEE EH D 1.5~4.6 f5TH - 7212 (44
ANF—=%).[7.1. 9.2.1 ]



H Al 5 OB RE/ ST X — 4

- | BT | ST | R T
% 8 8 8 8
CLcr (mL/min) >80 50~<80 | 30~<50 <30
AUCr (ug be/ml)| ey | e | el | 6]
Crnax (ug/ml) ooy | thn | now | mea
Tozx (hr) <o.éi(2).0> <o.gi?_0> <o.gi§.0> <o.éi?.5>
Tvz (hr) w6 | se | oo | o
CL/F (L/hr) oog | nre | noo | o
CL (L/hr) Sa | om | a | o

HATEIME [CV (%) ], AUCo- (& 0~96 BFRIME. Tmax (0 (HERH)
CLr:&E27 VT TR
a) 701
16.6.2 MRS 22 (T TV BRI FHEEEETEE
MENT % 2T T b J\ﬁﬂm’fﬂé‘“
OENTEIAG 2.5 BERIATIC T 24 3 F 100mg #= HEREO% G- Lz &

&, JEENTHEIC AR 4 B O BT EREEClE T 349 3 R AUCe
1& 46%38 A L. BITIC & 2 BRERZHIET a5 3 F 57%. O-Fix F
WAKB3%CTH Y. EH 2 )75 AFT 34 3 F 140mL/min
(8.40L/hr) . O-fji X F )Lk 149mL/min (8.94L/hr) T - 7212-13)

HHEAT— %), [7.1, 9.2.2, 13.2 Z]
B 5REOEMERE ST A =5

FE DN IRETIS K

ML BT FEFHT I 4 TRE [ BT IR
BiEL 3 8
Fa 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)
Tiz (hr) 19.6 [19.4] 19.2 [26.8]
O-Ji * F Ak

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

BATFIgME [CV (%)]. AUCo-1& 0~24 BEMIME, Tomax (P oefil (FEH)

16.6.3 FTikaEmERE
JFREREAS P EFRE ICIRTT L7z (Child-Pugh 434 B)

61% K UF 50% 5 20 o 720 F 7z, AE CHREEAL L 2 EFRED

AUCO 12 MO Conax (ZENENAT% R 37%575 o 720 BEEEFFHERE
M C) COIWBREIIME L Tnpntd

fEEHEHE (Child-Pugh %
EAT—%). (2.2, 7.2, 9.3.1, 9.3.2 &H&]

e

SERIRED Y BRE/ ST 2 — &

27aHs
N 100mg/Il% 1 H 2 18] 5 H AR G- L7z & & BRI
W_TT a3 F@%ﬁ’]k%?@ AUCo-12 &U\ Chmax li%h%h

T HnE EH Child-Pugh 73# B
Bl 8 8
AUCo12 (ug - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cumas (ug/mL) 5.83 [13.3] 8.75 [18.7]
Tumax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
Tz (hr) 14.8 [19.7] 24.1 [23.5]
SATPIME [CV (9%)]. Tumax (P YLfl (GFH)

16.6.4 SiEE

65 Ll LommBE 1l L ER e 1287 a3 8
100mg/[F% 1 H 2 A1 5 H B RAERE %5 L7z & & 45 LT Ok
AP 126 gL T, mEEL O ZHIcBWTT a3 Fo
EHIRAED AUCo12 1 F N2 33% K 0 50%15 <« Cmax (& FNE
AL 29% KON 53% o 720 F 72 ARE THRIHEAL L 72 AUCo12 135
WS K OIS BT E LI 26% I UF 23% 1520 - 7219+ 16 (4
EIANT—%),[9.8 &)

16.6.5 CYP2C19 Bz F % &

H AR N OV N R A B 145 18 il & . CYP2C19 st fn 1R 12 2
O AHRESEIC L Y L BEHHEEE (UM) 160, &RHe
(EM) 17 ), HRIFEEEE (IM) 10 61, R OMRAEHEEE (PM)
8B T. TOEMIZT 34 3 F 100~400mg = B[R 1%5- L

ol &, a3 FoKGENORE CRE(LL 72 AUCH-IE.
[T PM T 24%. IM T 10%E 7505 722,

16.7 EWHEEIEA

16.7.1 EMHEEERRER
J a3 N, RN T CYP1A2, 2B6. 2C9. 2C19 K
O 3A4 A L CRFEER 2 78 €97, CYPLAL, 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2E1. 3A4 MU 3A5Zxf L CHEMEMZRE %
1o 7275, CYP2C19 \2xf 9 A EMEHIAVRIE S 1172,
F a4 3 Fid, PAEERAE MY 2 Tldk . P-HEEY
WAL CIHEER 2R S 22> 7217 (in vitro) o

16.7.2 ERRREMMEEERHER

1) AIVNNTEEY
TR AR 1961IC, 9 a4 3 F (200mg/[El, 1 H 2 ) OEF
REEIZB VT, Bl CYP3A 5538 K O AR o CYP2CY it
THbHHNNATEE Y (200mg/ll, 1 H 218) %P8 AR
HlLlbEa, 7NN IET 3% 3 FOERIRED AUCKH:2
O Conax \ OB AT E 2 h o 720 B A 18 B2, #1vN
~E¥ Yy (200mg/El. 1 H 2[\) OEFREICBWT, 7393
F (200mg/[Hl, 1 H 2 [al) %Wﬁﬁ?ﬁ%’éuaﬁu L&, Fay
I FEA VN B Y DEEIRED AUCo12 K U Coax 12 E%
FlZE %7218 (FHEANT— %),

Q) #AXATZI—=I
TREEES AR 34 BIIC, 2% 3 F (300mg) DHEKE#%5125
W, §5W» CYP2CI9 [HEH TH D+ A 75— (40mg/ll, 1
H1E) 20HKERG L&, FATT = VId T ad3
F @ AUCo-+ J2 O Cinax (IS8 % N T & B Hh o 720 CYP2CL9 FEE
THib+ 27TV =) (40mg) OHRAFEOFEGIZBWT, 734
I F (300mg/ll, 1 H2E) #frHMEREOERG L&, 93
I FIEF 2T TV =D AUCot KU Coax \FHEEE RITS
57219 (AEANT— %),

@) I4YTL
TERERC N 33 B2, CYPSA B TH 5 I 5V 5 4 (7.5mg)
OHEFREHRGIZBWT, 7333 F (200mg/Hl, 1 H2E) %
BEH BCERE 3 5- L7z & % FAYIFREIFTVTLD Coax &
30%3E NN S 7278 AUCo- (288 % TS b o 720 (FHEIN 7 —
%)

4 977U
TR A 16 6112, S-T V7 71 A3 CYP2CO HE TH B T v
771 v (25mg) OHNAFEOFEGIZBWT, 734 3 F (200mg/
m, 1H2M0) 2pHAEROHS L&, 93 I FIES KD
R-7 V77 »® AUCot KT Crmax 2B Z T ITET, 70 b
YEVER LD T O ba v ¥R o EBEEL (INR) OfAM
BN AUCo168 (258 % RIUT & 2 o 7220 (WMEIAT— %),

16.7.3 BERMEMENRERET
EIZK}\'AZLF%/\ODEXZ}\'&U‘VJ\ RO TADPABEDSES NI

B g a4 3 FIRET— 5 2T, BHERISRY B REMAT % 17 -

710 ZOKF, CYPFEMER 23 A CTANPAIETH L H N
Y PE U, T2 M Y XIE T2 NV EY = VOBHHIC LY, T

a9 3 ROEFIRED AUC X, AR OV/NE T, &4 25%K O
17%iA> L 729~ 220,

17. BEPRECIE

17.1 AR VORESMICET 258

17.1.1 EEEESEIARR (BHEE BA)
I UIESE T AL A L BTSN F6 A (SR i L 561
wEte) TRGEHOEBREREMNAEEEY AT 5 16 L&
FRRE LT, 733 FEE200~600mg/ HED ik voN< £
¥ o igiigE (CBZ-CR) 400~1200mg/ H 2 % HFNZ TREO#%S-
L7z& &, FEEHMIIEE T& 5 Kaplan-Meier 12 & 0 #E%E L 7285
WA EICBIT 5 6 7 AHIBIEEERITEOLBY TH Y B
17 @ 95% 18 FIX [ o T BRAE (L T o 3% 2 S 72 JE55 1 AL H
(-12%) % Elal»7-Z &, CBZ-CR #:D 6 » HMFSVEH LRI 0§
LM ZED BWEFX MO TRMEOI (Fx#E) X, FOBREL
TR TR UL (-20%) % ERl->722 &5 5, CBZ-CRIZx$ %
5 a4 3 FEEOIELUENTHER S N2,



i | g | | LEBER | o0 | o (o
£ e 00| ] o
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 S8 ERBEEE 1L, 84.2% (16/19 fl) TH -7z EZBEEH L.
FEIED T 42.1% (8/19 1) . MHIR 31.6% (6/19 B1). WEzPED
T, LD 10.5% (2/1961) TH o7z,

H4) AHIOKFR SN 1 Hi@Em AR 400mg TH %,

17.1.3 EFEFEFE IHEFR (fFAEE. KA)

BEAE DT A D ASE T4 2 FEVERIHI R R 55 © e W R 564 E
AT A 16U LEOHERAROHFEANDTADAEE 547 61 (H
ANEE 420 % &) 2xff s LC. 7343 F§E 200, 400mg/
HXE 77 2R % 16 ARG (EEOPTAPASE 1-3#] &
D) L7z& &, REFHIEH T 2 BIEN I 3 2 M
D28 HH7- ) OFGFHERBEAEIITROLBYTHY ., 77
YAREEE 7 3% 3 FEE 200mg/ H & O 400mg/ H #E & O CHiat~
WICHBRZEDVRBDO LNz, BB, EHICBITA50%L AR5
—L—1 (28 H&H 720 OEZFEIEREABLEWIR & T 50%L
FUGE L BEOES) X, T AREE19.7% (36/183 61), T3
3 FEE 200mg/ H #E 38.5% (70/182 %) K UT aH 3 FiE
400mg/ H# 49.2% (88/179 Bl) Td - 722,

28 Hd 720 O 7T R
% | EEROZE | pfEY % A ERD
L&Y [95% 15X ]
VAR 183 -1.22
200mg/ H # 182 -3.33 <0.001 29.4
: ) [18.7,38.7]
400mg/ H # 179 -4.50 <0.001 39.6
’ ’ [30.5, 47.6]

17.1.4 EHRRGAMERSHBR (RA)

[FEIS 3L [ 5 AR (BEHIRER) 2952 T Lz HARR O E O B
47361 (AARNEH 123615 &) 2% 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, T a4 3 FEEHET 42.9% (203/473 ) Td -
720 ELRBEIWERIZ. FEIESD v 17.8% (84/473 B1) . fEIR 5.7%
(27/473 %) . BEYG 3.8% (18/473 Bl) THh -7,

17.1.5 BHHEMARHER (IE)

BEAE OPLT A D ASE T4 2 FEVEIITIRI R A & L7 W4 561
EHT D4R 1T EEmO/NETA»ABR M43 Bl E R E L
T, 7343 F ((RE 30kg HKiilf 0 EH1E 8~12mg/kg/ H . KE
30~50kg A D B E 1L 6~8mg/kg/ H . KE 50kg ML Lo EFH L
300~400mg/H) Xix 77X R% 16 BREFEORS A0 TA

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

BREEEILE
P | SREEROZE | piEo

77 L ARRHIA
% iy

{Ld [95% 15 HEIX [ ]
FoeAEE | 170 1.55
Sa¥IRE| 170 3.0 0.0003 31.72

[16.342, 44.277]

a) Full Analysis Set

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

10%i8) 258 - 72720, FENTICEORP o7z

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 BHAE (%) =100x {l-exp (/M EFHD T a

I ML T LR 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#MGR5HE (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 P ILfiiix-52.73% (H A& N T-27.63%. 7HE A T-60.56%)
ThHo728,
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

17.3 20t

17.3.1 DERICKH T 228
TERERE A 214 B2 5 24 3 F 400mg/ H . 800mg/HE® i3 77 +
R 1 H2ENI5T T 6 HMREREIHG . EEF o 7a x4
v 400mg/H#% 1 H 1 [ 3 HMRAERZIHG Lz &, a3 F
E QTc MR IR L o720 734 3 FEEO PR MEOFIHZE
LEIE% 6 HH OGS 1 IR KE D, 77 RFL D%
13, 400mg/H T 7.3ms. 800mg/H¥® T 11.9ms TH - 7229 (¥}
EIANT—%),

a) Full Analysis Set

b) hLE

o) RPEZER L 7 MERHIN I 0 28 H 3 72 ) O# S 1ERI B R BOSZER, e 5-8
T OV E % R i B2 L 7B o 28 H &b 72 1) oo s ¥k 3628
&9 % T

dj) }%E\‘Ff)kﬁ‘ﬂ‘)f L0 HEE S T/ NI A & R L 72053 SR M0
//\'l %

RIVERZEBUIER X, 7 a4 3 FEEET 47.7% (173/363 ) TH -
Too EENWERIL. FEIMEDS F1222.9% (83/363 ) . MHIK 8.8%
(32/363 ) . #it 4.4% (16/363 %) Td> -7z

116) AHFNOKR SN2 1 Higm A& 400mg TH 5o

18. FEzhEEIE
18.1 {EA¥F

F a3 FIZEMKRELET MU 7 AF v 2 OVORGE NG LE
FRAIAEE L G EEIRRE IS & 2 il = b s ¢ 5 2 &
Lo THITWRAEHEZRT EEZ 5N TV AN,
18.2 TADPARIMEIIT 21EH

T aH I FIIEEEREYY A, BEX VM) U I RBEY T A,
WHEX Y P 738055 v F6Hz TADARNEY Y AR UHRKE



Kav 75E (TR T v ) OFGFAER O F6E % S
L 72E0 & 7 VA2 B\ THAE 2 40 L 7230

18.3 M CALPARMIER
RPEESHEF Y F) Y75y McBWT XV P ¥ 7Bk %
P L 7232,

19. BExSICREY 2IE{LEMAR
—hzEY& TR
Z a4 3 F (Lacosamide)
f[A=aE
(2R)-2-Acetamido-/N-benzyl-3-methoxypropanamide
SFR
Ci13H1sN203
SFE
250.29
E27N
A ~RE oM ETH 5,
AY 7= VIZETRT L Y =)k (99.5) IZRREITRT L.
FRIZRRBEITIT v,
eZEEX

21. EEBEMH
B3 ) A 2 B EERE & HEE D b

22. ‘@E
100g [ 79 AT v 748, NT]
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1) JEAEGE - EERERRENMIG~Y = 2 7 )V 3HIVE S EUEE
(=258

2) FEIRW o SR & JRHE 2015 5 43 © 1307-1316

3) AMEINERER A B 5 T 34 3 FREHR GRSy EE (2
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Ny M RIALTay 7 EE 201948 1 A 8 HAKER, HIEE &R
9 27.2.2.2,2.7.2.2.3, 2.7.2.3)
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