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Lacosamide Tablets [AMEL]

ES % 50mg $£ 100mg
YUWSE S8 3 KA | 30700AMX00185 | 30700AMX00186
HE-EMEORFEICLV#RTLZ L e B IA

2. BE (ROBEICEBELEVI &)
2.1 RHNDOR AT USBIE DB O H 5 HE
2.2 EEOHEREED S 5 H3(9.3.1. 16.6.3 S:Hd]
3. fERK - R
3.1 K
i, S a4 3 F§E50mgl 7 A |9 I 3 F§E 100mg [ 7
IR L AV
FHR |1$Eh. 93% 3 Fo0mg|l $Erh . 9 3% 3 F
W | EEAET A 100mg & BT 5o

FEEora — 2 RERE | S v — A fKiE R
Fr oy sao i k|Er Fayrds 7ot
Lra—A, e FgdFy S rug—A, e Faxy 7
ol iro—A, BEloiltiro— A, B
KT A, 7 OARE | KT A B, 70 ARYE
Fyy AFT7 ) VYB< 7| Ko, AFT7) VB~ T
WA (A a, KUY VT|RdwAa, KYE=Z LT
VI = (A Afepy a — v (85513 AAL
. BTy o, ~za\). BikFry v, vrn
T—)V 4000, Z Vo, FHT—L 4000, ¥,
B FT VI AL — | BE @b, AV
X ZITEM bk, BE b oNa

P, HIVFoNary

3.2 SHAEN DMK

il |
Wtk | A e | sbgokxsm | W
B HIE®
533 K —
%jﬁﬁiﬁyyﬁ S F
wjng Fff % 104mm 50 7 AV
N HAE ) 49mm
evse E & 8 31mm
B 9 130.6mg
AR N A) .
SMICIEIEED
723 FEE T T A —/— S
100mg [ 7 |~ 78 1007;)1/
vl F&£ 813 1mm
; A ) 6.1mm
s
BHE g 4 1mm
B 259.6mg

4. HEERIIHR
TADPABEDRIEE CRELBIERFELEET)

6. RERUVHE
BN EE, AIZIE T a3 I FE LT H 100mg &0 #%
SxBa L. 2otk 1 MM EOBIEZ &) Clim L, HEF
ME% 1 H200mg & 454, Wiid 1 H 2 EI5T TR

C3%5-4 5, =B, FERICE Y 1 H 400mg % 82 2\ #EF
THEEBEK T 505 B LEMD EoMBEEH T A
B LT100mg LF32979 2 &,

N, AP Eo/NBIciE g a I FELTLH
2mg/kg L VG- 2B L. 20k 1AM EORMEEZ &1
TIHA=EE LT 2mg/kg oML, MIEEHAEZAE
30kg FiMD/NEIZIZ 1 H 6mg/kg. AT 30kg VL L 50kg o
WmO/NBIZIE 1T H 4mg/kg £ 554 WInLd 1 H 2 RIS
FCREIO%S-4 5, B, FERIC L AT 30kg Kii /g
121 1 H 12mg/kg. A= 30kg LI L 50kg Al D /MR 121 1
H 8mg/kg % 8 2 7\ #iPH CEE S 5 25, i 180
UloMEsd i<l HEEE LT 2mg/kg F 2179
ko 722 L RE 50kg PLEO/NBTIE, A & F U
HeExHwsZ &,

. BERUAEICEET2EE
AL 7F=r 2707 T2 AD30mL/min LY O EE KO

KINERE RS OH 2 BE I, WAIZ L BHEEHEE
300mg. /NEIZ 1 Higm iz 25%iE &9 5 72 SHE I8
595628, 72, MEEN2Z T T EETIE 1HA
BEIINA T MEENT R IZHRKT 1 A EOFEOBNHRS
TERTHILE[9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2
ZH]

2 WA EE ONFREEREE DS 5 B (Child-Pugh 4

BAKUB) 1213, BiAid 1 AigE &% 300mg. /MR
1 HigmHEZ 25%HE & 352 EEEICRG 52 L,
[9.3.2, 16.6.3 ]

B AF O 1 H A E ISR E 30kg Rifo/NETIE 1 H

12mg/kg. A E 30kg DL I 50kg K d/MNETid 1 H 8mg/kg

Thbo KH % 1H 8mg/kg # 2 THG L TwhkE

30kg Afili O/NEDS RPN ERIRED 30kg DL b &

T o 72 ik, BEOIREEZ 1o BIZZ L. R L OBIE

MoOFEREEE L) 2T BULHEERETLZ Lo &
AR A k.

. BERRERER
A EI BT B GE O 2R EE R v LGPk &

0\ CTAPAFIEOBE I TAD» AERIREDSD S5 b
CENDHLOT, HERIETALEICE, A Ed 1
FLLEAT TR 2 \ZE 5 %% SHEIZIT) 2 &,

2 FEEO T, B RS EEDT - ) - ROEE) e

TEEDRT PRI 5 2 L 03% 5 DT, ARG PO BEICIE
HB)H OEEE, fafi % ) IR OBRIFIHER SR &)
EETLHI L,

B PREBOEENDH S DLNDLZ ENHDLDT, KA DK

BT RSOy 7 S ES AR GEIR. IR
WG, RO, B S 5 5%, Jomh, 8%, Bvin
) OFBIFEETLHZ Lo RROFKGHIZZED L9 eIk
Wd bbNIH A IE, ERiOB8EL 2T 5 L) BEROZ
OFRFHEIIFET L 2 & (IMmEREERTEE OLEE (O
FEZE L OAES) OBEDH2HBE. F M) 7 AF ¥ R
Ww (TN YREENS) 0 b HEE, PR EROEE %k
CTBENDOD LHEHEHT L T DL BEESTIE RAEKS
BRAAIE B OARFHE G- L DRI 2179 70 & BB OIRE



KOIREOZALZ EBRCBIET 52 Lo [9.1.1, 10.2,
11.1.1 2]

8.4 Bk, PR, BURIESORHERA D S b, AR
BUZESD 2 &b D DO T, KRG HITEF OIRTE K O
DEAL T EERCBIS T 52 Lo [8.5, 15.1 ]

8.5 BHE N U T ORIEEIZHEENE, AR ORAEIRIEH
DFFEVEIZ DWW TG AT\ R & 859 ik 2 Y
FIEIOIRET L L, (8.4, 15.1 &IH]

8.6 M. BHEDIEENLEL LWL H L DT, BER
(2L IREEEIZOWTHB 217 ) SFER L. REDRO 57z
B EY R AER 1T 2 o [15.2.1 2]

. BENEEEETAEREICHTIAE
A BHHE - BEEZEDH2EBE
A4 DGEEEPEED ORE (OHIEEXIIOFELE) O
BEOHBEE. FMUILFvRIVEE (TIVH SERE
%) OHHEE
ARF|D PR MBIEEERIC L WV ERE 70y 738+ 5
BENDH B, [8.3, 10.2, 11.1.1 ZH]
9.2 BREEEERE
9.2.1 EEBHEREDH 2EE
[7.1. 16.6.1 =]
9.2.2 MZENE ST TV EREBMEEEEE
[7.1. 16.6.2 =]
.3 FFieEEERE
3.1 EEO#EEES0OH 285
Bh Lz &y AFOMBPEEN EATLBENDD 5,
[2.2, 16.6.3 Z/&]
9.3.2 BEXIIPEEDHEEBEENDH 52 H8E (Child-Pugh
24 A RV B)
[7.2, 16.6.3 =]
9.5 1143
TR IR L C W AW RO & A 2L, G oA
D fElrE % RS S HBE N LA ICOREST5H 2 &,
F v MIBWTHREBITEDI RO b TWw b,
9.6 RILIE
HBRE ORI EOG R Z 8 L IOk
Wbz a4 4 2 &,
b NI ARITTA 2 EAHE SN TV A,
9.7 INR%
9.7.1 fRAEMAEE, #rER, FLURUT 4 RG0SRk
DGR E L TV,
9.7.2 /NEERFE ORI T3 B HAE T T 5 R R
BRIZEIN - kL I Th T e,

© © ©

© ©

9.8 mEnE
— B CILEERRE AT LT\ 5, [16.6.4 ]
10. HHE/EA

10.2 HAEE BFRICEETS L)

R 5 BRAEEIR - SFET:) WT - ek T
PR MFEOIER A | FEE 7 a v 7 &5 L) PR
CTBENOD L \FEBT D BT HERNEHPHMY

S Hbo ICHERRT A B EN
[8.3. 9.1.1 Wb

11.1.1 =8’]

11. ElfEH

ROEWER 2SS HbN DI LD DDT, BEEx 451247
W BLESERGD O M IR T A Rk § B 2 ) 2 L
BEIT) 2 &,

1.1 EXLHEMER

1.1 BEJOy 7. #ik. k@ (W3 1d 1%FK0m)
PRHEBOIEE 2K I TBENLEDH S, [8.3, 9.1.1. 10.2
ZH ]

11.1.2 hEMRRIBIEFMEAE (Toxic Epidermal Necrolysis:
TEN). REHEIRERE (Stevens-Johnson FEMREE) (\»
F D AN
S FIBE, KIE - S AL ), IHEER. IRFEIMm, 1IN
RKEEQ DD SN A I3RS 2 ik L ) 2 L
I 2k,

11.1.3 EFOBBUEEMRE (HEARH)
MEAREIR & U C3895 . DA S, HICFkmebEdE, v~
JNERENE . FAULEREAIN, AFEEEkIE L. HAD) LoSERESE A
P ERUORE ZBBERNS 5 bNLZ LN D, &
B. L AV RAT ANV 6 (HHAV-6) D7 A )V A DFLE
PALZPED S 0% L G HRIRBR L 385, FE, ITHRAER:
EEDREIRD IR D 5 VILBIELT 5 2 L 05H 5 O THEE
THIED,

11.1.4 EFEREREE (BHEEAEH)

1.2 ZOOEIER

3%LLE | 1~3%A0 | 1%A0 | HEAH
FEIMESO F|RLRE R E D O, KRR R
W R, EE R, B, E . £ ¥
(17.8% ) | I3 Wbk, G R
SRR, fEHR SRR, S K
. AR
=, BEAT
B, SEELIR
IRLEUE =N [ )
fEE, AR
iE . IR IE .
T 55 &
FEHR. 1o iR
TE B H
IS4 u—
X AHETA
A
iR B, B8
. B Bk %%
JiiiRia o
LG MErE | TR HALA B,
ekl & 1 N Z P
il fEfD
R DEAEY  |OBHLE)
JiHiei LiRE i
i va0 FAHE
95 EEMR| M FIE
Bz g B 9
RIS SEW) B HUE
KR F I A
R 2 Ebﬁ % o | H1E
i AT E | fEE 5. (TEEE A
SHEYE |25, S
F D UH Y%, TR
MIIIE. BE
[E1pR3

13. BERE

13.1 fER
WEES (A 12000mg) 12 &) 3D b7 R RERIE, %
Bk F o, L, B (SRUTRERARE. TAPAE
FERAE) . MEEREE, gy s ROSETH - 720 F72.
J a3 K 7000mg = —FEIZARM L 728 CRLE S S h
TWwb,

13.2 &
ARANIIMAENIC L VRETRETH D AL TV LERD
FEEEIIS U BT O ERZEE T 52 L, [16.6.2 =
&)

14. BRALEOEE

14.1 EBFIZFEDZE
PTP WO 3HFZ PTP ¥ — F 25l ) L CTIRAT 4 &
HfgiE4 5L, PTP o — FOEMKIZL Y, TENFMAEH



FUERGIEARA L B3R AL A 2 L CHERR I 955
LEPHERZ T 228D D,

15. ZO/mOEE

15.1 BERRfERICED < 158
WV TEBENT BB OMTADPARIZBIT S, TAD AL
FEARE B A R R L L 72 199 O 7 T & Rk HE R 3R o M
FHERICBVWT, HRSE K EHBREKOEID ) 27 H5,
MCTADPAREDOIRBEEET T 7 LR E I LT 2 /55
(LT AP AEIRBEE 1 0.43%. 771 KEE 1 0.24%). HLT
ADAEORBETIE, 77 2R RBEL 1000 AH720
1LINSWEFE SN (B5BEMHEXH :0.6-3.9), F72.
TADPABZEDOY 77 )V—7Tld, 77 RE L <1000
ANH7:0 2.4 NS W EFHEHEENTWDS, [8.4, 8.5 &li]

15.2 FEERIREAERICE D < 153k

15.2.1 JEMREWEIRERERICB VT, ¥ I FlZT v o
RIS % 35 HBE FTHAi L7225 7 v b o 26 HH K%
O° 104 SH P FAE % 53R B CIRIC B TR 5T, 1 X
@ 52 AR 535 RER IC BV ORI LIZ D 5
Nihhotze M, BHEOIRICET 2EMEH ORI 7
TR L) &< 16 BRGS0 H P 3EE 5 1 AR 7
T RBETIE1.6%I2xF L. AR#A 200mg/ H # T 4.9%.
400mg/ HBET 12.2%, EM#H5 T 5.5%TH Y . HILE
I AAEER (BEERE) O 7T B REETIZ 4.4%I28 L. KFH
200mg/ H#:T 8.9%. 400mg/HEET 18.0%. 600mg/HET
30.5%Tdh o7, [8.6 Z:HE]

15.2.2 RMFEVEETF NV TH D WAG/Rj 7 v b (3. 10 KO}
30mg/kg & JERENIZG) KA b T A7 — )V mME R AT
ADAT o b (15.6 0 31.2mg/kg % JEEPFS) 1B W
T KAFEDOBEENZRD SN 7z,

16. EYERE

16.1 MARE

16.1.1 A

(1) BEE%S
fERERE AT VE 18 B2 24 3 N 100, 200, 400mg % Z=fE s
WCHREO G- L2 & &L %5 0.5~4 I Cmax 123#
L.Ti2 38 14 BsfiTH - 720 AUC KO Cmax 1335512
L L 722,

H Al 5 R OB RE/ ST X — &

DOEE

Erass 100mg 200mg 400mg
[ 12 11 12
AUCp-
(g he/mL) | 570 (2041 | 116.4 [18.2] | 219.1 [16.1]
AUCo-t
(g he/mL) | 90 (1870 | 112.1 07.1] | 212.5 [15.0]
Cmax (gg/mL)| 2.96 [15.2] | 5.84 [25.0] | 11.8 [15.4]
1.00 1.00 1.00
Tmax (hr) 0.50-4.000 | (0.25-1.50) | (0.50-4.00)
Ti2 (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]

HATEIgME [CV (%), Tmax 3P Jefl (R

(2) REEHRE
TR B 5 BIIC 5 a4 3 F 200me/|% 1 H 211 7 H
RGOS Lz b & g 5 a4 3 R 5-5E s
5 3 HBRICEWIREICHEL 2. AUCo120r D BFREAREZ
24 THo729 FHEATFT—%),

16.1.2 /R
FERIABE T _EGEMR I RBRICBVWT6 » HEDRS
17 E CTONBTAPARR 414 6] (HARN 46 % &)
MPOESNMIEN T T4 3 FIREE % v C R R 3R Y B
BEFRAT 2 A7\ ANEIC BT 5 5 a9 3 PO EEE s X —
Y e LT RFWIZBIT AT a4 3 FokGald 2~
12mg/kg/H % 1 H 2 [Al$%5- (A5 50kg L Eo/NETORKE
& 1E 600mg/HE?) Tdh o720 BT osfisk (VA/F)
12 0.71L/kg. Ao do4&21) 75 » A (CL/F) 3MEE R
CHEW I L. K E 15kg @ 4 % )2 T 0.88L/hr
(0.058L/hr/kg )« 1K ® 25kg @ 8 % & T 1.18L/hr
(0.047L/hr/kg ) 1K & 40kg @ 12 % Y& T 1.60L/hr

(0.040L/hr/kg ) . f& ¥ 50kg ® 16 % & T 1.83L/hr

(0.037L/hr/kg) &HEE SN2V, [7.1 BIR]

1) AN 4 EO/NRIZH L CHEEA LT b,

1 2) AFNOKR SNz 1 HigmAEIx, AL OMEE 50kg DL Lo
/NIRIZ 1L 400mg . R T 30kg LLE 50kg i o0 /N I 1
8mg/kg. A 30kg K/ NEIZIZ 12mg/kg TH 5o

16.1.3 EZHRIFMHHER

7 3% 3 FEE100mg [ 7 X)) ¥ 43y FE 100mg & .

JUAF—=N—{EIZE)ZENEN1$E (a4 I FELT

100mg) fHER A I A IR 9% S L s R 21k

REEEAHZEL, HoNEYBENT X - (AUC,

Cmax) 12D T 90% 8 X L TRERHBT 2 17 - 724

4. log (0.80) ~log (1.25) OHFPHHNTH Y. MEHI DALY

SRR SN2,

HYEEE/ ST X — 5 (WA RS

HENT A—F BEINT A—F
AUCo-72 Cmax Tmax T
(ug-hr/mL)| (ug/mL) (hr) (hr)
J a3 N
100mg [7 A V] 49.20+6.41 |4.44+1.11]0.55+0.41|11.84+1.28
B8 b 48.31+6.75 (4.42+1.57|0.47+0.18|12.04+1.31
100mg
(Mean*S.D.. n = 19)
(ng/mL)
6 -
—e— T 15 3 REE100mgl 7 X)) )
™ ---0--- EANy B EEL0OmE
Mean=+S.D., n=19
4
i
ES
E
it
i
b3
B

72 (R§)

48
P G RERH]

MAE R R AR (YRS

MUAE P EE NG ONC AUC, Cmax /85 A — 713, Wl
OER, AR OTIA LY - BRI SR ORI L > TRZ 5
THEMEA D B o
16.2 DRI
16.2.1 BEEOEE

TERER AN VE 24 1125 a4 3 F 300mg % 22 T Atk
WCHERR G- L2 & &, AZHIZS a9 3 Fo AUCH RO
Cmax |[ZHEZ RIZTELh o729 HEANT—%),
16.2.2 N FATFXRXALSEUF«

TEEERL N 24 B2 5 29 3 F 200mg % 30 e OF 60 43 THE
] S B IR N G- S AR 1% G- L 722 &, 9333 Fo
AUCo+ KO Cmax IZFFEETH Y. T34 3 FEEOHMX; /N
AFTRAFTEY T 41F1FIT100%TH-727,
16.3 2%

TEEERC N 24 1125 249 3 F 200mg % 30 43[4 C HLa] ik i
BRI G- L7z 8 &, At (Vd) & 31.1LCThh., 73
3 K 200mg & HEREORG Lz & & B2 oamast
(VAd/F) 13 32.8L T o7z,

muvitro (3% 3 F1.5~60ug/mL) & ex vivo (T 3
I F0.7-5.5ug/mL) REEOMHE, 7343 FolifEsd
FEAHRIT 1% K TH - 7208,
16.4 38

T a3 NITEHPE R OMENC X DR SR L7z in
vitro EROFE R, IRILEA ARG 2 ERH TH 5 O-Ni
AFIVARE R EIZH S 35 CYP 45 FHEix. CYP3A4,
CYP2C9 K UF CYP2C19 T&H » 72910,
16.5 HEtt
16.5.1 fEHEKR ABMER 56012 [UC] -5 2% 3 F 100mg
(40 u Ci) % BRI He 5 K OF 1 IR C B[] S e IR P P 5
L7k &, %504 168 B £ Tlo, R G50 94% Kk O
97% MM S A, R AOPEML 0.5% Al Td > 72, SR
ANET T IR (8 30~40%) . O-Ii A F vk (# 30%) .



R 5 (89 20%) K Ot 283 (0.5~2%) & L
THEES N9 FEAT—% ),

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

16.5.3 MK AIZ T IH 3 F 200mg % 30 451 C Hi. 1] 23
MR G L7- &, &2 1) 75> A (CL) 1&1.78L/hr T
HY. 73% 3 F200mg x HEFEOHS- Lz &, By
DEH 775 A (CL/F) 121.84L/hr TH - 727,

16.6 FHENEREHI 2EBFE

16.6.1 BipeEERE
ERERE O DR B W AWERE 2T 3% 3 F 100mg = H
EFEHRG L2 &, AUCo I3 B IE % (Cler
>80mL/min) & L T, EEMK FHE (CLer : 50~
<80mL/min) Tl 27%. H HEEM T & (CLcr : 30~
<50mL/min) T 22%. T T#H (CLcr : <30mL/min) T
59%75 <« Cmax (JIREE A & B O BHEAEIL T4 T 10~14%
R0 7. BENOLEEOEREETHICBIT2 O-H AT
WAKD AUCo- X BHEREIEH & D 1.5~4.6 5 Td - 7212 (4
EAT—%), [7.1. 9.2.1 ZH]

H G- R O FEYIRE/ ST A — 5

E 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 (& fiE (FEFH)
Clr:&EZVT TV A
a) 71

16.6.2 MEFBN% 2T TV B REABSHEEREERE
MLENT % 521 T B R RE R O B AR BRE 12 IRE
IR Je ONEMTRAG 2.5 BERAET I T T4 3 F 100mg % HL[AlkE
C#%5- L7z & & JEENTIR I 4 B 0BT £ T lE 5
T4 3 KD AUCo 1 46%84 L. BATIC & B BFsah®id 5
I I F57%. O AFIWARE3%THY) . BN Z)T T
2137 2% 3 F 140mL/min (8.40L/hr). O-fii * F V1K
149mL/min (8.94L/hr) Td - 721218 (SLE N F— % ), [7.1,
9.2.2, 13.2 K]

HL Al 5 R O Y B RE/ ST X — &

BT BT 4 ST
Bk ) 8
Fa¥%IF

AUCo+ (ug - hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (uxg/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-fii * F V1K

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

BATFIGME [CV (%) ], AUCo- 1& 0~24 KFfIfill, Tmax (X Jufi (4
p)

16.6.3 FTikaeEEERE
JFERERE DS AR EE 2R L2z A (Child-Pugh 434HB) 127
T4 3 F 100mg/[M % 1 H 2 M5 H MRS L7zk

&, R AICERTT 29 2 FOEFIRED AUCH120r &
O Cmax 1ZZNZN 61% K 50%E o 7ze Ez, KET
AL L 722 & KRB D AUC120e X U Cmax &2 N2
47% R 8 37% 02 o 720 BEFENFHERERE E B (Child-Pugh
3 C) COIEWBIRE TG L T awnd WHEAT— %),
[2.2, 7.2, 9.3.1. 9.3.2 ZH]

EFHIREDIEYERE/ ST X —F
iR {ii 1B Child-Pugh 4748 B
BI%K 8 8
AUCo12nr (u g - 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)
Tz (hr) 14.8 [19.7] 24.1 [23.5]

HAPIgME [CV (%)]. Tmax (3 Jefl (FEF)

16.6.4 SipE
65 UL E oo E s Tk 11 B R O e 12 ic o a3 F
100mg/Il% 1 H 2 [ 5 HE R OHESG- Lz & &, 45 2L
TORABM 12 61 & i LT, SEE R O EIcBnT
F a3 FOEFIRFED AUCo120r (X ZF N ZF A 33% J2 OY
50%7 <« Cmax & ZF 21 29% % 8 53% o 720 £ 72,
TR CHMEAL L 72 AUCo-1o0r I3 EH B MR OB VT
FIEI 26% K Y 23% 5 A o 7219160 (ALEI AT — %), [9.8
Zd]

16.6.5 CYP2C19 &Iz F %A
H AR T O B A HE R A B3 4% 18 1% . CYP2C19 s =T
BN D R B X Y . SRR (UM) 161,

EACHEEE (EM) 17 60, shRIEEEE (IM) 10 61, R OY
EfCEAES (PM) 8 B2/, ZOERIZT a4 3 F 100~
400mg % ARG L2k &, 9 a9 3 Foik5& L0k
FTHE L7 AUCo-lZ. EM IZHAT PM T 24%. IM
T 10%mE 72 » 722,

16.7 EWHEEER

16.7.1 EEEIERHER
T a3 FiE, BHRIEE T CYPIA2, 2B6. 2C9.
2C19 J U8 3A4 R L CREEME 2 7 & 97, CYPLAL, 1A2,
2A6. 2B6. 2C8. 2C9. 2D6. 2E1. 3A4 JLUS3A5 kLT
FHEVEH 2 7R & e hro 72h5,. CYP2C19 (203 % BEMEH A
ﬁ—“uggﬂf:o
F a9 3 N, P-HEEAEO MBI 23 Tldk (. P-4
FEEREICH L CHEMRR 2R S 2 h - 7217 (in vitro) o

16.7.2 EREREYMMEERHER

(1) AIvN<TEEY
TR AR 19612, I 2% 3 F (200mg/A. 1 H 2 @)
DERIRFEIZ B VT, RV CYP3A B3 OS2 o
CYP2CY FHEHCTHh 2 H IV NYE¥ Y (200mg/ll. 1 H 2
\) ZOFHEROKS- Lz &, BN E VT ad
2 FOERIRED AUCo-120e K ¥ Cmax (2302 % RITE %
Motz HHERABME I8 HIIC. #ANYEE Y (200mg/
m., 1H2M) OFFREIZBWT, 343 F (200mg/

[\, 1H2M0) #HEROKG L&, 9343 Nk

HANNTEYE Y DOEFIRED AUCo-120r I OF Cmax (2522

ERITE o 7218 (WEAT— %),
(2) AATZJ—=I

TR ABME34 I, 2% 3 F (300mg) @A
HAZBWT, §3W CYP2C19 fHESECTH L H A T T/ — )
(40mg/Ml, 1 H 1 M) =Pt ERORG Lz &, 27
T = ViET a3 RO AUCo+ KO Cmax 128 % KT
Ehdholz, CYPCLORETH LA X 75— (40mg)
OHEEREEG 2B VT, a4 3 F (300mg/lAl, 1 H 2
m) ZOEHERIRG- Lz &, 9333 R 275
— )V ® AUCo+ K 0¥ Cmax (22 % BT E e hro 7219 (FLE
j\i“”“y>o
(3) IFIYTL

TR ANB 336, CYPARETHLIFV T A
(7.5mg) DOWEFEOHSGIZB VT, 2% 3 F (200mg/
\, 1H2M0) #HEROKG L&, 9343 Nk
285 40 Cmax % 30%HE N & 7205 AUCo 12352 %
TlZ & 2o 7220 BHEIANTF— %),



4) JIT 7Y
e AN 16 5012, S-T V7 7)) S CYP2CO K& TH
L2707 7YY (25mg) OHEEFEOHGIZBWT, T34
I K (200mg/ll, 1 H 21) =BHKERORS LzE &,
Y I FIEZSKEPTR-T VT 71 »® AUCo+ & U Cmax
7 A S AN A B N w I S =1 1R O\ w B N w I S
i o EBZE#E LY (INR) O ARMHE K Y AUCo-1680r (2252 %
T T & po 7220 (HEANT— %),

16.7.3 BEMAEMENERFT
HARANKOEANDEA L T/NEDTAPAERE PSS
nzsEh s a3 FiEET— 5 & T, BRI B
RN 21T 5720 ZOFEER, CYPFHEET 2 HTHITAD
ARTHDLHINVNTEE Y T2 b Y ET 2 /N E
F—NVOPERIZEY, TaY I FOEFIRED AUC X, W
AN OVNET, &% 25% % O 17% A L 72922)

16.8 Z D1tk
F a3 FEES0mg [ 7 AV I22oWT, [EESERL 5O
EFEH] O A Wy R SR RER 4 K94~ (FRI24E3 H
19 H 3EASESRIE 031945 1 5) | 12D %, a4 3 Mg
100mg [ 7 A V] ZfEdesig) b L7z & &, AHIZEE) FESE L
FIE &AL, EWFIIC S & AR SN2,

17. BRRRIE
171 B ROREMICET 258k
17.1.1 EEERFE TAEZER (BEEE. KA
FIRN I T AP A & BTSN3 56 (SR 4%
L3t % & t) T RDEO SRt A2 A 5
6 mU EoBEENRE LT, T3 3 FiE 200~600mg/
HED s v~ ¥ E ks (CBZ-CR) 400 ~
1200mg/ H#2 % BANZTRIOES Lz & & EEFFHEA
Td % Kaplan-Meier 12 & W HEE L 7o & MH =12 B
3% 6 2 BRHIBENEFRITEOEBY THY . HHED
95% 12 HEIX ] O F IRl 13 F oo % E S N IEL R A (-
12%) % LAl 7:2 & CBZ-CR #® 6 # A HZEIEH AR
K9 B HEMZED BUEEX MO FREOL (%) &, 7
OFRELTIESHERTE (-20%) % ERl->722 &5,
CBZ-CR 2K 5 5 24 3 FEEDIELMATEL S 7220,

SEVEDNH | 1R R
" e TERIZE9%) | qs
FRHERE | i e o |BEL72E| %) o) |
et | BT S| rosom | SRR g
o) | XM
F 33 327 89.8
pgeze | 4| (36) |186.892.8) 13
FASY -6.0
CBZ-CR 308 91.1 [-5.52.8]
’ 4429
B (69.7) |[88.294.0]
FarI| e 307 91.5
DE3 (75.2) |[88.694.31| _1 3
PPS? 5.7
CBZCR| 4o 285 92.8 | [-5.32.7]
i3 (71.8) [[90.095.5]

a) Kaplan-Meier 512 & 2 HE52ft GB% 3 » B OERE (2 [ILL
T, 3mELE) %F@E LT Mantel-Haenszel 212 & 1) ##{%%)

b) 7Y 3 FEEREOIJE-CBZ-CR HEOH K

c) THRIDOREMED 95%15 FIX[H T HAE/CBZ-CR # Dl K5 x
100

d) Full Analysis Set

e) Per Protocol Set

) HARMNER 7 % &L

g) HARNES 13 fl % &t

B, BRI L AT a9 3 FEERET 400me/ H #~
DRV L T o 72 BEEZFEART 5B E L THho725
GO FAS 2B A 8ENHE L-BEE GEHE (%) &
30813 /444 B (69.4%) T&H 1 . Kaplan-Meier #:12 & 1) ¥
E L7 SR Je . [95%EHRIX ] (X 84.1% [80.5, 87.6]
/C\})Of:o
BIVEIBSBUHEE 1Z, 5 a9 3 FEERET 37.2% (165/444 1)
Tholzo ELEIEMIE. FEIES v 7.9% (35/444 B1)
JE57 5.6% (25/444 1) fEHIR 4.5% (20/444 1) TdH - 720
1) AHOKE SN 1 BRI 400mg Th 5.

E2) AN EE RS AT TIEEE SN TV R\,

1E3) 200~400mg/ H%5-THAEDE: L7 BE 5L

17.1.2 EREIHARER (BHEE. KA)
1HIOBAFA DI TAD»ASEEZ G L TW5S 16 5L EOES
R HTHTAPARE ZNRE LT, 9393 FiE200
~600mg/ HEVRE G412 & B BARE~ D2 72k X
6 7 HRMIZEEN B E OEE1E 46.2% (6/13 B) T - 722,
BIVERISS B X, 84.2% (16/19 1) THh o7z THENE
FE. Bk F v 42.1% (8/19 ). IR 31.6% (6/19
B, mEEMES o, ELOHE 10.5% (2/1961) THh - 72,
TE4) AR OKE SN 1 HEE AL 400mg Th 5.

17.1.3 EEEFE NBEZER (fFRAEE. RA)

BEAE DPUT A AT 7 SRR R0 5 5 N Wil
SR AT S 16 U EOHAAROTHEAD TAD» AR
H 547 B (HANES 142 F &) 2 RELT, 539
3 F$E 200, 400mg/H X179 K% 16 RIS (BF
HFOMTANAFI~3F D) Lok &, HEFLE
HTdH 2 BIEHIMICR$ 2 R 0 28 H 72 ) o455
TERBZELEIEITEOEBYTHY) ., 7R EEE T a3
F$E 200mg/ H K OF 400mg/ H #E & O CHEFFFIICHE %
FENED SNz B EEICBITA 0% L AR Y — 1L —
N (28 Hd 72 ) OB FEAEMEAEIZEIR & T 50%L2L
I L BEOHEIE) X, 7T L REE19.7% (36/183 1) .
Z a4 3 FEE 200mg/ H#: 38.5% (70/182 ) KI8T 3+ 3
4% 400mg/ H#E 49.2% (88/179 #1) T - 7220,

28 H7zHh o 75 R
BES SRS e | 5 MmLHo
LALED [95% 15 HAIX [4]]
Fo e | 183 B
200me/HEE | 182 -3.33 <0.001 29.4
: : [18.7.38.7]
400mg/HE | 179 450 <0.001 39.6
: : [30.547 6]
a) Full Analysis Set
b) HofiE

©) RS L 7RI O 28 H & 72 Y O BRI B % UG ZEL
PG RER O E & W R L 7B o 28 H & 72 1) o5
PRl R % S48 i & 5 B Lo AT

d) WO &0 S S TR A & B L 22RO F A
g3 (%)

BIVE S BRI, T a9 3 FEeBET 47.7% (173/363 1)
Tholzo EREIERI. FEITED F > 22.9% (83/363 1)
{EJIR 8.8% (32/363 B) . ##H 4.4% (16/363 #) TH o7,
17.1.4 EREFERESGERSHER (RA)
FEIRS L A RER (PR 252 T L2 HARROHEO
BHEATIH (HANEE 12301258 2R LT, 92
3 F5E100~400mg/H % 1 H 2 [FIZ 401 TR S L 72
E& (PR, R 767 G . et o B o
5O 28 Hd 72 1) OERFVERIEHRA # o sl L 55.23%.
50% L AR ¥ — 1L — FE56.3% (265/471 B) Ta - 7220,
BIVE RS BERE L, T a9 3 FEERET 42.9% (203/473 #1)
THholzo EREIERI, FEED F s 17.8% (84/473 1)
B[R 5.7% (27/473 B) . W55 3.8% (18/473 K1) TH - 72,
17.1.5 B ETHEAR (MR)

AT DT A D AEE T4 SR D5 S N Wil
SEVEEET D 4L 17 A o /NS TA DA BTG 343
Blaxtge LT, a4 3 F (KE 30kg KD HEE 1L 8~
12mg/kg/H . A& 30~50kg Aiifi D EH 1L 6~8mg/kg/ H
A8 50kg LB DB F1Z 300~400mg/ H) i 75 K% 16
BRRERG (MEOHTAPARE I~3F M) L
L&, FEFHMIEH CH L BEIRISR 3  HERR o 28
H& 720 O ERIBZELEIEITEOEBYTHY) . 75
bAREEE S a3 FEEOM THREFENICEE AR
5N7-®,



B HBY O 7T & RBE
Bk |WASEERKD | plEY | T 5EH
(Rl [95% 15 HHIX [H] ]
75 b R 170 -1.55
SO R 31.72
# 170 -3.05 0.0003 1 115 34944 277]

a) Full Analysis Set

7T REEO 2 BlE. MR OFERE T — 7 1R GEEREED
THH D 10%H#8) H3d - 72720, TGO R o7z

b) i gfi

c) In (X+1) (X IZ&EB/FEMERIE) CREZEH L 728505038 Em $x H
W G, BEA Lo ERIERE A T & L iR L 2Bl
M 28 Ha 7= ) O SR A 288 & L 73855/t

d) 7T REICKT B E (%) =100x {l-exp (R/N_FEFHD
FaH 3 FEE 7T RBEDS)|

BIVEHZE B 1Z, S a4 3 R8T 33.9% (58/171 f1) T
Holze TREIWERIZ. MR 14.0% (24/171 #1) . FEED
F118.8% (15/171 #1) TH - 720

17.1.6 EEEFSE I HRABGERSHER (IR

405 17T ROEFHEESFE S NIZ/NETA D AEE 136 6

(HARN46 61, /FEIAN QO B]) ZRHE LT, a4 3IF

12mg/kg/H  ({KF 50kg Ph_F o 1% 600mg/ HED) FT

1 H 2N CROS L2 & & BIgHl 25 04

FEMIIC BT %3 5 ERIE AL O i 12-52.73% (H

RN T-27.63%. HHEINT-60.56%) T 7229,

BEIVE RSB RE 1, 56.2% (77/137 B) TdH o720 ERENE

JHIE. FEED T 20.4% (28/137 B1) | IR 19.7% (27/137

B, IRk 8.0% (11/137 Bl) T -7,

TE5) AF 0K SN 1 BB, B KO 50kg Lo
AN 1L 400mg . 1K TE 30kg BL b 50kg i o AN W2 1
8mg/kg. A 30kg KiD/NEIZIZ 12mg/kg TH 5o

17.3 Z Ot
17.3.1 DERICKH T 2 HE

fEHERE N 214 #1125 249 3 F 400mg/H . 800mg/ H 6 i

75 R%E 1 H2EIHT6 HMERERIHERS, dEF

Y70 FEY L 400mg/H%E 1 H 113 H B EROHS L

72l E, 7 I FEQTcHMBA IR L 2 o7ze 73

I FEEO PR MEOTIHELRIZE 6 HH oKL 1 Bk

IR ERY, 79 REELE DL, 400mg/H T 7.3ms.

800mg/H ™0 T 11.9ms TH - 7230 FrEAT— %),

TE6) AF DA SN 1 HikE S 400mg TH 5.

18. EhZEIg
18.1 fER#RF

F a3 FIREMKEMET B 7 AF ¥ 1)V OREE AR
PEAL % 3R B AEHE L L A IRAE (2 & B MM % 252
Mé%é:kuiofﬁﬁwhhﬁﬁ%%Tk%i%ﬂf
U)Z)fﬂ o
18.2 TAPARIMEICHT B1EH

F a9 3 FIRBEREERIE~ Y 2 /S v Py v 73k~
A MEEE S R S v M, 6Hz TANASE~ Y
AR KER Y 3 v 7581 (7 A, T v b)) OEGIME
B O FEAE & SO L 728 € 7V 12 B\ T IEAE % B
Lf:32>o
18.3 M CADPAEMIER

WM EZRME Y R Y 7Ty MZBW T, F U FY) v 7
TR % $) L 7239

19. B3I (BT 2 B{LZAHER
—fi§ &
Z 3% 3 F (Lacosamide)
124
(2R) -2-Acetamido- N-benzyl-3-methoxypropanamide
SFR
Ci3HisN203
SFE
250.29
LR 7N
Ho~ RS mOM K TH 5,
AZ )= VIZHEITRT L, 7 7 —)b (99.5) IZRREITR
T, KIZRRBEITIZL L AT T VT EAEE TRV,

21. EEISM
BRI A 7 EHEIH 2 2D b, BYICEMET 52 Lo

22, A%

(a4 3 KF§E50mg [7XJL])
100 & [10 8 (PTP) x10]
300 $& [, /N5 ]

(ZaH%3IKF§E100mg [7 XIL])
100 $2 [10 88 (PTP) x10]
300 §2 UK. /]

23. EEXW

1) EAGEE  EEREHEEIIE Y = 2 7V FEHI1HE
HEURERE M T

2) FIETRAL, A 0 I L 9. 2015 5 43 1 13071316

3) AAEINEEERAIZBIT 2 T 34 3 FRERS RO &)
RE (Ea/%y MEE 2016 47 H 4 HAKRE, HEEEEHEE
2.7.6.3.3)

4) HARNKOHEINNREE BT 5 B P By REfFAT
(s b RIA vy 7/88 20194 1 H 8 HAGE.
HAEREE 2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

5) FEPVERL - AWM R SR [$E 100mg]

6) HHEINEHERANC BT BT 3 3 FOEYEIEELZ K I1TT
HHOFE (A8 ME 2016 47 H 4 HARGL, WG
BRE 2.7.6.1.1)

7) SEHNEEA, M BRASKSHREEEL 2018 5 21 ¢ 1223-1234

8) IMEE7- AFKEEZ (Eas8y M 201647 H 4 HIK
AL HEEEME 2.7.2.2.1.1D)

9) i (Ca,%y ME 2016 4F 7 H 4 HAGE. WREERST
92.7.2.3.3)

10) HEM (Yo% ME 2016 45 7 H 4 HAKEE, HIEEERHE
$2.7.2.3.4)

11) Cawello W, et al. : Eur J Drug Metab Pharmacokinet.
2012 ; 37 : 241-248

12) Cawello W, et al. : Clin Pharmacokinet. 2013 ; 52 :
897-906

13) BAREEDAL T 23T a9 3 FHLEFEE % G-FE 0 SE BhfE 12
RIS HEOMET (E4238y Mg 2016 47 H 4 HAK
2. HIFEERREE 2.7.6.4.4)

14) SFEJFREEEIR T 2o B 1) 2 3B (Y 2%y e -
2016 4F- 7 A 4 HAKGE, HFERIRE 2.7.6.4.5)

15) Schaefer C, et al. : Clin Drug Investig. 2015:35:255-265

16) F#nzs K OME#EAST 24 3 FEREKE OREZ % 5-E o
SEWFHRE I T THEOMET (K a8y Mg 2016 45 7
H 4 HIAKGE, HiEER% 2.7.6.4.1)

17) SEWAEAERRER (€28 bE 2016 47 H 4 HIK
P HEEERE 2.6.4.5, 2.6.4.7)

18) Cawello W, et al. : J Clin Pharmacol. 2010 : 50 : 459-471

19) Cawello W, et al. :Clin Drug Investig. 2014:34:317-325

20) IV T LEOFEWHMEER (Eas%y ME 2016 4 7
H 4 BARG. HEFakHe 2.7.6.5.9)

21) Stockis A, et al. : Epilepsia. 2013 ; 54 : 1161-1166

22) 733 FICBT 2 BEMSEWEIREMRIT (Y23 b
$E 12016 4F 7 H 4 HARGE, HFERMRE 2.7.2.2.5.2)

23) FLPVEE © RS RER (BB )

24) IR FEVERFNFR GO EE L IR IR (E a8y b
$E 2017 4 8 A 25 HAKRE, HwAWMAE)

25) O FEVEPE AR & AR EAOY) ) B 2 5Bk (C A
Xy NEE 2017 4E 8 A 25 HAAGR. o)

26) HARKOWENZ BT 555 3EMHE LD 77 2 Rk
HemabE (B a8y Mg 2016 4E 7 A 4 HAKGE, HFEE
BT 2.7.6.7.1)

27) HARJOHENZ BT 2 55556 VEBE ek o Rk 5-
AR (EaoXy MEE 2016 427 H 4 HAKRE, HEEEHT
72.7.6.8.1)

N



28)

29)

33)
24,

INREBE ARG E L0 BEIREEO 77 2 AR R
WHEGAER (V280 M RIA42uay 7/ 201941 A
8 HAKFE. HFE %#471“?}5;352 7.3.2, 2.7.6.3.1)

INREBE ARG L L0 s R o Rk e 5
RKEE (B8 b F‘i% Yoy 7/EE 201941 H 8 H
ARG, WREEAMREE 2.7.6.4.1)

Kropeit D, et al. : Acta Neurol Scand. 2015 ; 132 :
346-354

Errington AC, et al. : Mol Pharmacol. 2008;73:157-169
WA EAT A EE (Y ASy ME:20164E7 H 4 HA
A HIFEEEMRE 2.6.2.2)
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