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Lacosamide Tablets
ABDEE 30700101\711500143 } 307001‘2(13/1;1)?()0144

DIVFEIZ L WS A2k Bk 5% B 4R 20254E12H

2. BB (ROBEICEHRS LAV L)
2.1 R OBIR LBBHEOBALEE D & % B
2.2 EEOFHEEREDSH 5 BH [9.3.1, 16.6.3%]

3. HR - MK

3.1 f8m%
544 J 34 3 F§E50mg [VTRS] a9 3 F§E100mg [VTRS]
AR 15 734 3 F 50.00mg 1§ 7343 F 100.00mg

LT — A, 2O AKE P,
EfEfEe Foxy 7o vt
U—A, b Fa¥s 7ot
u— 2, BEWKT AR, AT77T

RO — R, ZUARYE R,
KEHRE Fods 7adrel
U—A, b FaFs7uoitn
u— A, BEEKT A ATT

RN VUM T A YA BV EZV | ) U SR YT A, B EZ )L
T a= Ghori AL . AL | 7y —v G5 AL) . BRL
FH s UT=NA000. F VYL | FE 0T = L4000, 8V
F25 7V I AL —F, =2 HE=E WLk
FRAb sk, HERbgk
3.2 BAIOMHR
s e )
W4 — 1 ams
i T i I=F
Yo oth
50mg [VTRS] | g ke IR wE TANLT—
10.3mm  4.9mm  3.0mm  125mg TA YT

J a4 3 N
100mg [VTRS]

Ed 0 [
VTRS VTRS

W~ RiE

. i 15z
R FE E& i 74 )v‘ N -
13.0mm  6.lmm  4.0mm  250mg TA YT

4. BEERIIHHR
OTAPABEORIREIE (CRELRIEREESD)

ORI\ TANAETTREHIRPROSNBEVWTADPABREDR

BERNRREICHT 2MTAPAEEOHRAEE

8.2 FWkd £,

6. EARUVAZE

BN GEE. RAZIET a3 FELTIH100mg & ) #5 % BG
L. ZOBAMM oM@  HirChgm L, MR =E%1H200mg
LB, WIN L TH2ENZ /3T TRIOEST 5. &b, fERICE
N 1H400mg% 8 2 7 W #iH TR E RS 525, Bl LEm Lo
MkEZ & CIHMREE L T100mgl  F32179) 2 &,

N EE ., AR Eo/RNBIZE T a3 FE L TIH2mg/kg &
DHEGEBIBL. TORIABMD EOMEE S CIHHEE LT
2mg/kgd OHE L. MM E & A E30kg A O /NEIZI1E1H6mg/
kg, AHE30kgll F50kg K O /NEIZIZ1IHAmg/kgd § 5, W9
ML TH2MNZ 3 TR G T 5. 8. ERIC L D ARE3Okg A
i O/REIZIZ1H 12mg/kg. R EE30kg L F50kg A /R IZIX1H
8mg/kg % 2 7 WELH TR AT 2 A%, HEIX 1M DL RO R
FHITTIHHREE L Cmg/kgll FF2479 2k, 72720, AE
50kghl L o/NRETIE, AL R UHIEE - HEEdHws 2 &,

7. AEARVAEICBET 318
(3hBEStE)
74 V7 F =70 T T Y AH30mL/minkh T O EEE R O K IE

REFEE D& 2 BFI2IE, AR H RS & 2 300mg. /NEIE1H i
R 25% 0 & A 4 EIEEIIRG S A 2 k. E7o, MEENT
BT TCWAEETIR. IHHASEIOMA T, MEEN %12 ATl
FHEOPEOBIES 2 EET 52 L. [9.2.1, 9.2.2, 16.1.2,
16.6.1, 16.6.2Z:]

2 B EEOHERED S 2 B3 (Child-Pugh/ AR O

B) 121, BT H R A 300me. /e IE L H ds i & 25%
Wi &5 % BEEICKRS T 5T, [9.3.20 16.6.3% ]

.3 ARFOLH i H IR E30kg A O /NE TIZ1IH12mg/kg, 1K

#30kg L 50kg A i O /N TIX1 H8mg/kgTH %0 AHIZ1H
8mg/kg% i 2 TG L TV B RE30kg Al O/NEA, EIZHEN
TIREMIAREDI0kgbL b & % o 7261213, BEOREZE 5712
BEL, RN OBEHORERZER L2 AT, @z NEZR
AL, B, AMGMEII#ETL L,

CREBRREE
7.4 AH 2RI RAAGEEI 0 LTS Aaicid, ol TA» A

HEPHT B2 Lo [BRRHEBRICBW T, BERAIEMEITT 54
F A G- T OMHIESRIE 2 o]

8. ERLERNER
8.1 HHPIZBIT 2 HTGEOBH&WEZ W LIETHILIZLY, TA

PAFMEOWENL TAPABRIRESH LML LD L0
T, BG a2 d kT 25E101E, L S LAMD EAT TR IS
W 57 SEEIITH) T &,

Tl MRS DT - ) - ROHEEIRE SO
ETAMEZ 2 Z e DD, HENH OIS EH % P Wi rEo
T, A OFEEEY 2 Homo b ERiASEEICHIETL .
k% ) MR E 2 AT ) A I3 0 i ESLETH DL L %
HUNEFIIRET 22 &, T IRESED D S5 b A 12T,
HEh# O EiR S G 2 £ ) OBt S L av L), BBl
YL I,

8.3 PRMMDIEENH L LD Z LW3d DT, KE OG- HILH

ZEDEoREE Ty 7 SICBES SR CEIR. IRIOEGEA . DR
AR, BSOS, B, BE. BN oBBUEET
5Tl RENOHGHIZZD L) RIERDD S bNEIIE, E
MOBEEZITD L) BERVZOREHFIIRET 52 L, (MnE
EECELOLEER (DL OAES) OMEDD L EL.
F R AT v RVERE (TNHYERERES) Ob b HEE. PRE
ORI TBENOH LFEH %6 L T2 BEHETIE, K
HIPL G- PG X OARFI P G- DB 21T 72 & BEOIREE
B OIRREDZAL 2 ERR BT 5 2 £.09.1.1.10.2.11. 1. 1]

A GO, B, BORMESRORERA S H b, HRENIZE

2L LHDOT, RAPEGHITEEORER OIHREOEIL % Ei
EABET 52 L, (8.5, 15.1ZH]

8.5 BHN T ORWFIZHIEE, HRENFEORHMAERIEH O 5E

P2 THaBIH ATV, R & B3I 2 HLD &9 & O $5E
T5HI L, [8.4, 15.12H]



8.6 Wi, HBRFOMREED A L2 WHELGDH 5D T, BERIZ, ]
BEFEIZOWTHBZ 21T FEERE L. RERD SN2y E12 13 #EY)
HALERATH T ko [15.2. 1]

9. BENE=ZHT2BREICETIEE

9.1 AHHE - MEEZEDH 2 8E

9.1.1 DMEEEEREED VKRR (DHEEXIOFLE) OBEED
HHBE. FINITLF Y RIVEE (TIVHHERES) OH2EE
RHEOPRMBIERIEHICE VEET O v 7 ENHEBT 5 BZNH
Hb. [8.3, 10.2, 11.1.1=M]

9.2 BiEEEERE

9.2.1 EEBREREDHIEE
[7.1. 16.6.1=17]

9.2.2 MiKBEM%Z T TV BRABHEEEERE
[7.1. 16.6.2&17]

9.3 FFi%pEEERE

9.3.1 EEDIHEEEDH 2 EE
B LRI b, AFOMPRES EAT 281 0H 5, [2.2,
16.6.3%: 1]

9.3.2 BEXIZPZEEDHEEREDH 2H8E (Child-PughP AR
U'B)
[7.2. 16.6.3&1]

9.5 1Ei@
BRI IR L T B RO & 5 Wiki2 i, GE EofwEsfa
[t % EE A & HWF SN GEICORFEGTH L,
F v MZBWTHRERBITHEDSREDO N T,

9.6 I\
B EOF SR AR EOF L HERE L. ZAOHE T+
IEEHET$ 52 &,
bt MFEITHARBATT A 2 LR STV S,

9.7 NRE

9.7.1 MCHAMRER, Frall, FLIE L4 A0 o Ik 3 2 FiR
ABRILFER L T,

9.7.2 /NEEHE O HAE KT B HAE T BT 5 R AR
W - EFEE B IS ThIL T e,

9.8 EiE
— Iz T IR T L T2, [16.6.42M]
10. HE(ER
10.2 GiRER (BRICEETSH L)
e 4 Wi RAEAR - B i e - fEBET

PREBOIER 2§52 | BET Oy 7 E053§ 5 | fiHIC L) PRIEFEIERER

1O b 2 %H BEND DD, AN 3 % B2 1
[8.3. 9.1.1, 11.1.1Z%M] %o
1. EIfER

WROBWERDH HbNDLZ ENHLHDOT, 8205147, B

1.1 EXLEEA

1.1 BE7Oy 7. Rk, K& (V3 d 1%A00)
PREMBOLEZERZTBZNDH 5, [8.3. 9.1.1. 10.2&M]

11.1.2 hEMRFIEILBAEEE (Toxic Epidermal Necrolysis: TEN).
RBFEERAE(REE (Stevens-JohnsonfEREE) (V97413 HHEEAW)
EE KLBE, AGE - OIS AL 29, IEER . MRFCI, I %ZEo
BEDVRO NG 2k L, YA LEZ47) 2 L,

11.1.3 FFMBBUIEERSE CHEAH)
WHIGEIR & L3895, BBDSA S IL, FICHTHRRERE, 1) >/ HilE
MR EMEREEIN. WFmEBki L. S o NERIMBLAE 2 0 ) S
WL BEIEIRDY D 5bNDL 2 EDNDH Db, B, B AR A
VA6 (HHV-6) %D A4V ADOFGHAL 2 ) 2 L% <, %5
kD 55, R IR ESE OREIRD T 5 VI BT LT
LIENRHLOTEETLHIEY

11.1.4 \EFENERE (BEAR)

1.2 ZOMOEER

3% 1~ 3% A 1964t R
FEAE R EEIED £ | G R, | O DN, KIHL BB | RO R
(17.8%) . SH | FEEH2LH T, WO KBS, | B0
difi MBI SEIRGL, R
BUEATE), HEELIK
firfe s, AHRIE, R
2, HEREREE, WEIR,
ThdEEh R, 3
70— AMTA
A
iR W, B
ik BRSO A
L L MEH | T LR, N
TEBR 2R LS LB HLEY
iR JiF e 2L
A R O AR
*| KW s, RS, €0 | METEEIE
IR SEY) O
HEHE R figedi
LR gD £ | B
Z A 5T ATREE, Gy | Rl JEE, 25, | IHEHZ
Wk GMINER I8, 5 I:
DAL S
13. BEHRE
13.1 fER

WERG (Fk12000mg) 12X 0 ERd SN ERERIE, FEito
Fuo, B, FBE (EREREEASIE. CA»AERRE)., O
fREE, a7 KOSETH -7, F72. 3% 3 F7000mg
IR L 22 CIRTE S ST b,

13.2 &
RENFMPEENT I L Y BRETRETH ) . FEH L TR IEROME IS
5 U CHEENT OFEix EET 52 &, [16.6.220H]

14. BHEDEE

141 ZAZAEDEE
PTPEEOIEANIPTPY — b2 5D ML CTIRHT 5 L) 58352
&o PTPY — bOREFRIC LD | TGS AEEAT AR AT L, SIS
FEILA RS L CHmARSOEE R GIHEZ E5T 5 2 &0d 5,

15. ZDMOER

15.1 ERER{ERICE D &
W CE SN EEOVTANPAEIZBIT S, TADA. it
BEEEMRE L721990 7T £ Rt R R R OBEHE I BV T,
HBSE N OCHBEEHOEHO Y A 725, PiTA» AR
TT 7RI E B L CR2fEE < (BUTAD ASERRRE 1 0.43%.
77 2R 0.24%) . MUTAPAFEORAETIE, 77 RFEL
HAR1I000 A& 72 1.9 L EEHE S 17z (95%EFEIX:0.6-3.9) 6
F/2. TANABEDY 77 V—T7Tlk, 7I R REEL <1000
B2 4ANBVEEFHEIN TS, [8.4, 8.55M]

15.2 FEEREREABRICE D C 1EH

15.2.1 JEFRREWEERRICB VT, 33 FidT v bOKEEIC
Fe 512350 BT L72A% T b 02638 K 01048 i FUE 5
HFBRTIRICEE IO SNT . A X D528 I AR 5- 51 R
2BV TKBIEDZEILIZED Sk o7z, B, BHSOIRICE
FTLEIWEROFBEIL 7T R B LY &L 16AM S o 0 P3[R
AR 77 £ REETIEL.6%12xF L. AFI200mg/ HH#HET4.9%.
400mg/ H#T12.2%. EM#H:5-Ti1E5.5%TH 0, #E/EE AR
(PEEHE) D7 T REETIE4.4%I12%6F L AH]200mg/ H B T8.9%.
400mg/ H B C18.0%. 600mg/H#ET30.5%TH - 720 [8.6HH]

15.2.2 RMFEIEETIVTHAWAG/RjT v b (3. 10K 1'30mg/kgz
BEWENHEG) T ONA T AT — Vel K CTAPAT v b (15.65%
O31.2mg/ kg% JENFES:) 128\ TR MIFMEDRITEATTRD H LTz



16. EMERE

16.1 Mgk

16.1.1 BEA

(1) BEZS5
BERER A PELSBINC T a4 3 F100. 200, 400mg# 225 |2 Hilal s 14k 5 L
7ok & G120 5~ AWFE CTCmax (3 L ti2ld K9 14FFH Td o 720 AUCK T
Comaxl 335212 B L THIIN L 729

HMF - DS ERE/ ST A — 5

ERSn Ty 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]
Cumax (1 g/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)
tiz (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]
SATTIME [CV (%) ]\ tmaxlE LA (EFH)
(2) REH®RS

i e B N BB SIS Z 3 X F200mg/ Al & 1 H 2017 H B RIS #2032 5- L 72
L&, MEETR T 3 3 NIRE RSG5 3H RICERIREEICHE L 2,
AUCHnD B HUL2.4TH - 720 FHEANT—% )0

16.1.2 /R
FEMRISHER N O EERIABRICB W T62 HFV 2517 E TO/RETA D
ABFEAR (AARN6BZ &) AL NZIMEER T 39 3 FigEL v
THRHENESE B RERRAT 2 17\ ANEIZBIF A T 34 3 FOSEWEIRE/ ST 2 —
5w Lz REENTICBIT AT 3% 3 Fofk5132~12mg/kg/H % 1H2
[ 5 (RES0kgPL F /N T ol i #13600mg/ H™) THh -7z B
oA (VA/F) 120.710/kg, B0 7)) 75 » A (CL/F) X
TREE J MW I ARAF L. AR 15kgD47% )3 ©0.88L/h (0.058L/h/kg) . A
25kg D81 YA T1.18L/h(0.047L/h/kg) . R E40kg D 12/ ¥ T1.60L/h (0.040L/
h/kg) EFES0kgD 167 JT1.83L/h(0.037L/h/kg) & it L 72Y, [7.12]
D AANEAELL Eo/RNEICK L CEAZ A LT 5,
1E2) AHIOKRE NIRRT AR, MR OETESOkgbh £ 0/ 13400me, (KT

30kgbh L50kg A /NI 138mg kg A T30kg A /NEIZ1312mg/kg TH o

16.1.3 £YZHIEZFHEHER

(3% 3 K§E100mg [VTRS])
Z a4 3 F§E100mg [VTRS] & ¥ 478y F§E100mg% . 27 0 A% —/N—ik
&) EnEn1sE (7343 P& LTI00mg) faHER A 112 f £ ief HLqal
RECH G LTI 7 a9 3 FgEEZME L, 5o N8 WEaE o 2 —%
(AUC. Cmax) 122\ T0%IEHAK 2212 THERHEAT 2 17 - 724 % log (0.80)
~log (1.25) OHFPANTH V. WiH|OEY R RS R S /b,

M4 S a9 3 FOIEYBRE XS 2 — %

HTENT A= SENTA—Y

AUC: Chnax Tax Tz

(ng - hr/mL) (ng/mL) (hr) (hr)

7 24 3 FEE100mg
[VTRS/

E 478y FE100mg | 57420.51+10021.66 | 4178.98+1094.36 | 0.66+0.42 | 15.87+2.37
(P3yfl = R, n=29)

57958.01+10870.65 | 4202.98+886.50 | 0.70+0.48 | 15.96+2.72

5000

—e— 7 24 3 F§E100mg [VTRS)
——o-- ¥ 47%y F$E100mg
FIgfl + FLER A, n=29

4000

3000

(ng/mL)

LM ‘
#2000

i

I

1000

5 (hr)
Mg 7 a4 3 FOREHER
M3 HEEENE N AUC, Coad5 00787 X — & (&, HBRE OFIR, RO
BIEC - BER S OB X o TR DR D 5o

16.2 &I

16.2.1 BREORE
fe B B N B PE2445012 5 34 3 R300mg % Z2 S )T B2 I B % G- L 72 &
& HHHET Y I FOAUCH L U Conasl SR AT S 2 2r o 727 (HEIAT =)o

16.2.2 N A TNAZEY 7«
FERE B AN 2445012 5 T4 3 F200mg % 30 K% UN6043- ] “C 5 Il i ik N 4% 5 31
HEEORG Lz &, 93532 FOAUCH M U CraxlZAIFEETH Y, 73
3 FEEOHITNA F 7 NA 5 7 4 131EIE100%TH - 729

16.3 9%
fEHERL A 2461125 34 3 F200mg % 3045 [ ¢ H A s IR %5 L7z & &
SRR (VA) 1E31.1LTH Y. 7 24 3 F200mg#x HIEEHkG L2 s X
AT o54istE (VA/F) 1332.8LTH - 72,
mn vitro (3% 3 F1.5~60ug/mL) K Uex vivo (7 2% 3 K0.7~5.5
wg/mL) REROMER, T 3 I FOIMBEEEFEGRIZISN KM TH - 725,

16.4 3
Z 3t 3 FIZEPHEROREIC X W EN2 SR L7ze in vitrodlBROFRE R,
FEFE I ARTE M 7 BRI TH B O-Ti A FIRERIC EI2H 53 ACYPS
TAEIZ. CYP3A4, CYP2COK UFCYP2CI9TdH - 7210,

16.5 HEittt

16.5.1 MR A B MASFIC [“C) -9 a4 3 F100mg (40 u Ci) % H [
%5 Fe OV LR ) C M ] i AR - L7z & &L F2 5121680 £ Tlz, SR
#5520 94% K VM97% 75 HkME S A, FR A OHEINL0. 5% KM Th o 720 R
AT a9 3 F (#930~40%) . O-fii # 7Ltk (#930%). RMEE 5 (19
209%) F O > 2 A3 (0.5~2%) & L CHEME S 7z 0 (MEN T — %) .

16.5.2 fEEER ABILEIC T 39 3 F100~400mg% H %G Lz &, %5
T2 F TORBEEERIZ. T 3% 3 F29~33%. O-Bi A FILE10~15%T
& o 726 MAEHO-ii 2 T IVADAUCH-IZMAE 5 29 3 FOM10%TH - 727

16.5.3 flEERALZ T T4 3 F200mg% 3045 [ C M Al S s IRNTE G- L7z & &
G5 )7 A (CL) 131.78L/hTH Y. F 34 3 F200mg# Hi a1k
L E, RhFo4g21) 75 A (CL/F) 131.84L/hTh -7,

16.6 HENEREH T 2BE

16.6.1 Bi#AEEERE
HIREORE DR 2 MAEE 12T 24 I F100mg% H [l # O#% 5 L 72
L&, AUCH-dd B HAEIEH # (CLcr - 280mL/min) & H#E L €. BT
# (CLcr : 50~<80mL/min) TIx27%. HEEERT# (Cler © 30~<50mL/
min) T22%. FREEMET#E (Cler © <30mL/min) T59%:5 < « Conax |3 #EJE A
5 TIE DO EFHEAEAL T TL10~14% 42 o 720 BRI A S B O FHEEEIL T # 12
BT B0-Bi A FIARDAUCH L FHEREIEH B DL.5~4.665Tdh - 721Y (JHE
ANF=%)o [7.1. 9.2.18H]

G- O SEWEE T A — 5

e E# BEREET AR T BT
B 8 8 8 8
CLer (mL/min) >80 50~<80 30~<50 <30
47.0 59.6 57.6 74.8
AU (ug - b/ml) [20.8] [17.5] [19.0] [26.9]
2.69 2.95 3.06 3.02
Crax (1 g/ml) [35.0] [20.7] [10.0] [23.3]
) 1.0 0.5 0.5 1.0
" (0.5-2.0) (0.5-1.0) (0.5-1.0) (0.5-1.5)
. 13.2 18.2 15.4 18.3
v [17.6] [18.7] [18.9] [27.8)
2.13 1.68 1.74 1.34
L/ (/) (20.8] [17.5] [19.0] 26.9]
0.590 0.354 0.2779 0.143
Cla L/B) [37.9] [51.3] [24.4] [31.8]

TP [CV (%)]. AUCo-dZ0~96RFIIMH . tmaxiX LAl (FPH)

Cle : H7 VT T A

a) 761

16.6.2 MAEBEF & Z(F TV 2R BHAERERE
ML BT % 521 T 2 R B AR R S O B AR 12, IEBATIRE [ ONEAT B
462 5IEMIHILC 7 24 3 F100mg% HEE 5- L7z & & FEBEMTRFIC A~
R O EATFRERE TlE T 24 3 FOAUCH-IE46%i84 L ETIC & % BrEsh
FNX T IH I F57%. O-Bi X FVRB3% TH YN . ENf )T T AET a4
3 F140mL/min (8.40L/h). O-fii A 7 )V 1£149mL/min (8.94L/h) TH >
728 (AEAT— %), [7.1. 9.2.2, 13.2Z]



Ha G HOEYEE T A =¥

BT BT IR ARG T IS
Bil% 8 8
FaHIr

AUCo+ (ug-h/mL) 43.2 [20.2] 23.2 [15.1]
Crmax (1 g/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tiz (h) 19.6 [19.4] 19.2 [26.8]
O-Fi A F )L

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

SATFEIME [CV (%)]. AUCO-IZ0~24WRI A, tmaeld L0 (GiiBH)

16.6.3 ﬂ?ﬁ%ﬁer" B
IR ARSI SRR AR T L 72 A (Child-Pugh%3%8B) 125 24 3 F100mg/[al
*a:lEIZ[ElSEI F‘ilyi?ﬁﬁﬂ?&@ L7zl &, BERAIHRTT IS I FOER
IREED AUCo-120 2 U Crnax bl & Z ILEAL61% K USB0% 57> > 720 F 72, ARHE TILiE
L L 7258 B RAE D AUCo-120 % UComacld 2 L2 NAT% I UN3T% 1540 > 720 LT
FEREREE % (Child-Pugh/3#HC) TOIEWBEIEEIIME L T (fLE
AF—=%)o [2.2, 7.2, 9.3.1, 9.3.25M]

FERIRIEDIEYENE/ ST 2 — ¥

JiFHERE E% Child-Pugh’3%iB
Bil% 8 8
AUCozn (ug - h/mL) 53.3 [17.3] 85.9 [21.7]
Cumax (1 g/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
tiz (h) 14.8 [19.7] 24.1 [23.5]
BTG [CV (%) ]\ tmatE A efil (HEFH)

16.6.4 SipE
6555 L 0 Bl B L1600V e MR 126012 5 4 3 R100mg/[al % 1 H 2[A]5
H M BAERE S L2 & X, 458 LUF 0 o A PEL260 & Heisc L ¢, sk
FOZMIZB T T T 3 FOERIRIED AUCo1ld 2 12 133% % 0550% =
v Coaddd ZNZN29% K U53% 570> 720 F 72 RETHEIEL L 72AUCH12
R R O B T E 2 N26% K U23% 700 - 721519 (SRELN T —
5) [9.8%H]

16.6.5 CYP2C19&{zF %A
H '4\‘/\& OV ) A ERE N B PE 451861 % . CYP2C195# (=2 250 < RhE
SR XY, 2EAHEEE (UM) 160, SR#ESE EM) 1760, RRH
E%L (IM) 1061, ROMAHTESE (PM) 8614 F. CoEMIZT a3 F
100~400mg % BRI G- L2 & &, 9 a4 3 OG-8 OFE Tkl
L72AUCo«ld. EMIZHARTPMT24%., IMTL0%82 > 729

16.7 EWHEEER

16.7.1 EYHEEERARR
73%: FIE, WGBTS i CCYP1A2, 2B6. 2C9. 2C19% UN3A4IZ%)

THEMH 2R ST, CYPIAL, 1A2. 2A6, 2B6. 2C8. 2C9. 2D6. 2E1,

3A47>7403A5 2hF L CRLER 208 & e dr o 7295, CYP2CI9IZ A § 5 FH4E/E
JAATRIE S 7z,
J a3 Mk, PAEEHE QMBI 2 LE Tlds <. P-HEER
EVEH AR E o 7217 (n vitro) o

16.7.2 EREREWMEERARER

(1) AILNTEE>
fRERE R NBPEIOBNC, 5 a4 3 F (200mg/lAl. 1H20E) DEHRIREIZB VT,
SRVCYP3A TS S AR FE OCYP2COFHEI TdH % /1 )L/ < £ E ¥ (200mg/
[, TH2ME) 260 EROR G- Lz &, N EE d T a9 3 bo),f
HIREED AUCo12 M O Cunac S BT S T2 20 o 720 fREER AT MELSHIILZ.
WYY Y (200mg/[l, 1TH2M) OEFREICE T, Sa43IF (200mg/
[, 1H2[) #PERERORSG L2 &, 9% I N v~ Er o
FIREED AUCH12 L O Cnasl 2558 % RUZ E o 728 (HEIANTF— %)

() AXF7F5V -
MM AN BB, a9 3 F (300mg) OHIEFREOHEGIZHEWT, 5w
CYP2CI9BHESRTH A4 A 7T =) (40mg/IAl, 1H1M]) % PFFH SAER 1%
HL7zE&E AATT7=VET 3 3 FOAUCH & U Cmasl 5 H AT S 70
Hotze CYP2CI9EE TH A A 275 — ) (40mg) DR 1512 BV T
533 F (300mg/[|l, 1H2ME) #PEHKERLOESG L&, a3 FiR
F A7 5=V DAUCH K U Crand SFEH AT E 722 (HHEANT— %)

Q) 3I4YIL
TR A BIESSBIC, CYPSARE CTH S IV T4 (7.5mg) ORI
52w, a4 3 F (200mg/Ml. 1H2M) %A RER RS Lz &,
T3t I FIE IV T L OCmar % 30%6H1 £ 272 HSAUCH I 2% RIS 7
o7z EANT—4).

FELSH LCRE

@ 77>
TR A B LB, STV 7 7 1) Y SCYP2COMETH AL TNV T 7 1) &~
(25mg) OHEFELHEGIZBWT, a4 3 F (200mg/lAl, 1H2[E) %t
PASREOHS Lz &, 9333 FISKUR-71V7 7 1) ¥ OAUCH I UCas

AR RIS, Tu by EVBREOTE bu y ey R o ER T E

It (INR) DA R OAUCHenlZ 8% T E o722 FHEAT— %)

16.7.3 BERAEYENERET
HARNK O E A DA O/NBDO T AP AEBZE SO NI R T a4
I NIBET — 5 & VT, RHEMSEM BT 2175 720 ZOMEE. CYPH
SEERAA AT A TAPAERTHLINMNANTEE Y, 7= v 7 =
JNNVEY = VOHEHIZE Y, 3% I FOEFREOAUCIK, AR U/
T 4% % 25% K UN17%i A L 72522

16.8 Z Ot

16.8.1 £ PHRIZEMHKER

(Z2% 3 F#e50mg [VTRS])
7 24 3 FHE50mgl VIRSHIE BB ED & T 349 3 FEE100mgl VTRS
LRI RS & AT S,

17. ERPRRLIE
17.1 A RORLMICEET 255k
(EPREE (CRESRIEREEETD))
17.1.1 EREEFRS IHERER BHEE. KA)
UKL TADPA E BTSN 205 E (SR ERILREEE &)
I RGO M REMAEEE AT 216U EoBEE R E LT, T
4 3 F§E200~600mg/ H D XA # VN~ ¥ ¥ e (CBZ-CR) 400~
1200mg/ H ™ % BHNZ TR S L 72 & &, EZEFE H < & % Kaplan-
Meieri#E 2 & ) 58 L 72 Gl 21 B 560 ABISSIEHKFIE TR &
BYTHY ., BHEZEDOISWEFX MO TERAEILT O HE SN2 JELH MR A E
(-12%) # Ello722 &, CBZ-CREED6 7 A ISR JRICxT§ 2 BERI 2 D
BUEEXE O THRMEDLE GAxF22) (&, FoiksE LIS HERAE (-20%)
% ko722 &2 5, CBZ-CRIZxTT 5 T 34 3 FEEOIFH USRS N2,

% e AT L 7 (%
WIS | | | | et o) | TIDE OV e
S sty | oMY | BT ) <
gaysr| o | sz 8.8
o (713.6) | [86.8,92.8) 13
FAS? : 6.0
CBZ-CREE | 4429 208 ol o028l
(69.7) (88.2,94.0]
gasr| 307 91.5
s (15.2) | [88.6,94.3) 13
Frse 285 92.8 5327 | 7
CBZ-CREE | 397 | 71 ) [90.0,95.5]

a) Kaplan-Meieri: (2 X 2 EEMH (B%53» A M OFMER%E QRILLT, 3EPLE) #kE LT
Mantel-Haenszeli#E1Z & 1) #i%)

b) 7 343 FEEREO ) -CBZ-CREEDH )i

©) THIFEOREM 2D IS%EHEX I o T BRAE/CBZ-CREF D K5 x 100

d) Full Analysis Set

e) Per Protocol Set

) HARNEGIT % &t

g) HEMEGL36 % &
HB. BRI EICKL ST 39 3 FERT400mg/ HB~OH LT L
o T2 BB R MEART B L L CTilio 72855 DFASIZB ) 5 % 1”]‘737‘(}*19&1/71
HEE (B4 (%) 133087 /444851 (69.4%) Td . Kaplan-Meieri: |
D L 72 BRI [95%E X ] 1£84.1% [80.5,87.6] T -7z,
BITERIZSHUBE L. T a4 3 FEERET37.2% (165/4441)) Tdh - 7. F74El
TERE, FEIPED F17.9% (35/44401) . 9E575.6% (25/44451) . fEHR4.5%
(20/44481) TH o7z
FED) ARHI OGS N1 H R #13400mg Td 5 o
H2) ANV B CEREHIARIBTIIARR I N T,
3) 200~400mg/ H#%5-CHMEAT I L 72 BE L.

17.1.2 ERFEMAERER (BEHAEE. B’A)
1HIDBEFOPC AN ASER G LTV B16M U LD BIER H T 5 TAD
ABFEMGE LT, 934 3 F§E200~600mg/ H V1% 512 & 5 HAI#
YR T2l &L 60 AN B OEA1346.2% (6/1361) TH -7,
BIVERISEBUBE (X, 84.2% (16/1961) CTdh o7zo LREMNEMIZ. FEIED £
V42.1% (8/19%1) (MEHR31.6% (6/1961) | MRS F v L A10.5% (2/19
#Bl) THotzo
1:4) ARFN OGRS N1 H I 13400mg Td % o

17.1.3 ERERE THEEER (HAEE RA)
BEAF OB T A D AT T 5 R FEHIR DG S e W FE 2 B 5 516
WU EOHRNKLOFEAND TADABEATE (HARNEE14200% &)
ERGE LT 733 FEE200. 400mg/ H XU 75 & R % 1638 Bk 1% 5
(AW TADPATEL~-3F D) Lze &, EEFEEHE Th 5 Bi5E
Wb AR 028 H & 72 ) O IERMBZE LRI TED B Y T



HY., TI7EREE T3V I F§E200mg/ H K 0M400mg/ 0 # & O M CHEHF
MICHEBREDVRO BNz, BB KHIZBIT250%L AR F—1L— 1+ (28
A& 720 OSSN M ABIERIIH & X T50% L ek L 72 BE o#E &)
X, 7T L AREEL.7% (36/183%1). T ¥ 3 FHE200me/ H#38.5% (70/182
Bl) 8T a9 3 FEE400me/ HEE49.2% (88/179%1) T - 722,

e 280720 DGy . A < o AR A
” wfEmgotRy | P [95% 15 HE X [H]]
PR 183 -1.22
' 29.4
200mg/ H#E 182 3.33 <0.001 [18.7. 38.7]
' 39.6
400mg/ H#E 179 4.50 <0.001 [30.5. 47.6]

a) Full Analysis Set

b) Higufitt

o) RPEAHR L 7RI 028 H & 72 ) OFR Sy SR INI B & FUSAE#, B 5- 1 R OV E & )T
X L 7o BRI 028 H & 72 1) O SRR & AR & 5 % I HUMAT

d) O & s S NIRRT S RIHEE L 72 VR AR A (%)
BIVERIZEBUBEE L. T a4 3 FEERETA7.7% (173/36361) TH o720 EHEl
PR, 7B F1v222.9% (83/36301) . fHIRS.8% (32/363MB1). #i#l4.4%
(16/36361) TH -7

17.1.4 EEHERIMEGSHEE (RA)
IR IL A 25 IAHRER (BFFHRE) Z5ET L HAR O E O B54736) (H
RNEF1230 % &) AR E LT, 7343 FEE100~400mg/ H % 1 H2[0]
T RIS L7z b & (iR, RET6THHRS) . LATHBRO IS
2> 5 D28 H & 72 ) OFFEVE MBI 3 O th JLfii1455. 23%. 50% L AR >
Z— 1L — M56.3% (265/471%1) TH - 724,
EIWEHIZSBIUEREIX. T 34 3 FEeHET42.9% (203/47361) TH -7z, L%
TERNE. ZEITED £ 017.8% (84/473M61) . 18IS . 7% (27/473f%1) . FHHG3.8%
(18/473f51) Td -7,

17.1.5 B EMHERR (MR
BEAF O T AP ASETT a3 B BEH RSB O N WS BIEx 3 54
A EITR R O/NETAPABEMO LN G E LT, 7aH3IF (KE
30kg A D HH 1£8~12mg/kg/ H .\ A F30~50kg 4 i D B # 1£6~8mg/kg/
H. RESOkghl 1o B3 1£300~400mg/H) X137 7 1K & 16:8 i %5
(AP TAPAZEL~3F EDOBEH) Lk &, FEFHIGEE Td 2 Big)
M9 2 MERRI R D28 H @ 72 ) OB SRR LRI T RO L BY TH
0. TIERREL T a3 FEEL OB CHEHENICH B R R H e,

e | BABLVORS [ | TR 2
wremmossy | P [95%{F X ]

7T R 170 -1.55

o e B 31.72

J a4 3 N 170 3.05 0.0003 [16.342, 44.277]

a) Full Analysis Set
75 & KB AEFHII O R — £ 12 GsEH sk 0IE H D10%18) 5% -
1272, AT E D B dro 12

b) il

© In (X+1) (XIEMSRAERE) CHBER L2255 mEE v, %58, e Lz
SRR % T & L R B0 L 2 S 028 H &7 ) o8 lEnlEz 45
& LS5

d) TIERBIKT HWPE (%) =100x {l-exp FR/NZFFHDOT I3 FiELETI1
RBEOE)|
BIVER S 1Z. T a9 3 FEET33.9% (58/17161) T& - 720 EARBIEHIE.
EIR14.0% (24/17161) . FEMED F18.8% (15/17161) TH -7z,

17.1.6 ERE#£EE I ERERERSRER (IR
A BITRE O B G S N /NETA D ABEL366] (H AR A4661. 4+
EAN90BI) %% & LT, 3% 3 Fl2mg/kg/H (AE50kghl 1o %
12600mg/ H™) FCTHIHZ2MNC G TRIOES Lz e &, BEHM» S
O EERRN B 2 8 SR EE AL O gL 13-52.73% (HARANT
-27.63%. HHEIANT-60.56%) T -7,
BIVEFFEBMERE L, 56.2% (77/13761) Tdh o720 EHFEWEHIE. 781D
F1220.4% (28/13761) AEHE19. 7% (27/137851) (3RS . 0% (11/13741) Td - 7.
D) ARFI O S LB R B O TS0k b o> /N RIS 13400mg, (AT

30kgPh 50kg Al D /NEIZ138mg/kg. RE3Okg A O /MNEIZ1E12meg/kgTdh 5,

(EERRRE

17.1.7 EREEFEETHERER (RARUNE)
PEAE O PLT A D ASET 55 7 SRR R 2515 © e ViR B3 2
T 24 LD TAPAEF24260 (HARNEHEOB A2 EL) 2R L LT,
7 a4 3 F (KE30kgH i o /NNEEH 128~12mg/kg/ H. 1AF30~50kgH
GO /NE B E126~8mg/kg/ H . AES0kgbl o>/ T OS i A BR# 13300~
400mg/H) X1x 77t R & i C2HRMEI% S (BFEOTMTADAHL~
3 E P Lzk &, FEFHMIER TH 2 26HH 0GR 251 2 2[[
HOREEIEEN KT 2 E TORBIITEROLBYTHY) . 7T KL
7 a7 3 F#EE OB CRATFEIIE E 2 D780 672080,

(Y M RERETO o
. . ; A= .
wm | mae HE () o i
[955% L ] OSBIT
. - . 77.0
77 A 12l [49.0, 128.0] 0.540 )
<
s N [0.377, 0.774] 0-00
a3 F 118 [144.0, -1

a) Full Analysis Set
7 a4 3 FEEOIENEI25MH0 A N> P DSFBL L 2B ER ARSI 1 Sz 7z, 200
248 O EFH I OISR DG S N o 727280 HITICE O e r o 72

b) Kaplan-Meier{# (2 & % 2458 M 0 #3515 5 200 H 05 B SE O 5B F T oM
OIfEERE (L)
[= ]34 3 FECIZ24 M o BHFMII 200 H o & 1A 5 VEAT0% L T o 5612 52
b 5o 1212 OHEEARRE

c) BB 228H & 72 ) ORI RIEEDQ BIEA2E LT O/NE, 2T OBA, 2
OB A & L 72 Cox Uil F = B E TV 85 <o Waldil & b Sith s
nr
FITERIZEBUBER X, 7 3 3 FHET46.3% (56/12161) Td - 72, EEIEHIX.
FEIED F\117.4% (21/12161) . HIR13.2% (16/12161) . F.7.4% (9/121
) THotz,

17.1.8 EFHERRAMRGIRSHE RARVNE)
EFRILF A AR (AR OVNE) %58 T L7z BH RO 43435 C @ik
MEHAED S H R ISR R D KD Az il 72 S 7 0o 72 BH 23961 (H
ANBEIW R EL) 20t RE LT, 3% I F (FHEOkgAmO/NNEEE
134~12mg/kg/H. KES0kgll I /NEEF 1£200~600mg/ H. B EH X
200~800mg/ H™®) #1H2MNI4 1 TRIO#ES Lz e & (hHEHE. RkE
416 H#25) . FATREBROBIGHIE 2 5 OB IC B 228H H 72 ) i
B SR ZE A L= 0 i g fif13-88.52% T db - 7237,
BITEISE B L. 34.7% (83/2391) THho7zo EREUEMIL. FEIED
F110.9% (26/239%1) . {HIRS.9% (14/239%1). Wlfztted F o J OFE03.8%
(9/239%1) TH o7z,
1:6) ARHI OGRS 721 H e i iE . A K MR FES0kg DL B oo/ I213400mg, R

30kglh 1-50kg At /NI 1£8me/ kg, AEE30kgAdi D /MEIZ1312mg/kg T 5 o

17.3 ZDOfth

17.3.1 LERICH T 55
TERERL 21451125 24 3 F400mg/H. 800mg/H™ X i& 77+ K% 1H2ME 2
ST COH SRR G-, dEX v 7042 »400mg/H % 1H1RI3H H
ARG Lz &, 7303 FIIQTcHMBAER L ko7 734 3IF
FEOPRIMFEDOFIGZALRITFE6H H OB G ISR E 2 ) . 7T oREEL
D#1%, 400mg/ H T7.3ms. 800mg/ H ¥ CT11.9ms TH - 7% JHEAT—% ),
TET) AHI OGRS N7z H i A R3400mg TdH % o

18. EExhEIE

18.1 1ERA#E
T a3 FIFEMKEES M) 7 A F ¥ 2OV OREE L ANIEHL 2 #1242
AL, EEAREE I & 2 MR 2 b S8 5 2 LI X o THUT WilA
fERZRT EZEZ BN TWEY,

18.2 TADARIEICHT 21EH
F 2 3 NIRRT E~ 7 AL Rk 2 B v ZREY T AL lEEF U )
VIENET v M 6Hz CAPATEY Y AR DK ES Y a v 7581E(R T AT
N OEGFNE R O G 56 E 2 B L 7281 € 7 OVAIZ B\ CTHE 2 3 L 725

18.3 MTADAEMIERA
WEESRE Y Y Y 7Ty M2BWT, ¥ FY ¥ 7 i L 72%,

19. B2 CEET 2EEZHA R

— kR %R 0 3% 3 F (Lacosamide)

b4 © (2R)-2-Acetamido-NV-benzyl-3-methoxypropanamide

4373 CisHisN203

Sy 250.29

Ik A~ R LoOmETH S,
AZ = VIZHETR T, BRIy = VIZRREIT R L KIZRRET
WKL TR MY MIZETIZL AT VI EAEBET v,

1borrE X

Hy

0 -
* : Nv©
HC N{NW/
o)

o—0



22.

ak

(7% 3 F#e50mg [VTRS])
100%¢ [10%E (PTP) x10]
(3% 3 F§&100mg [VTRS])
1005 [105¢ (PTP) x10]

23.
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9)
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13)

14

15)
16)
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19)
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22)

23)
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fu

25

N2
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28
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29)
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32)
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24.

FEXH

HATADPAFS T CADPATIEEZIRAL T2 TAPADDH 5 NI
BT, ABYHER R b % 0L ) WMRE 217 O B EHIH (202643
H17H)

JEA G EE  ERIWERBE BRI IG~ = 2 7V SEH I B O A i
[RIEZRALT 2« S8 2359 . 2015 5 43 (9) : 1307-1316

AHEL R C BT 5 T 34 3 FRAEHR SR OREWENRE (Y 2,8 ME:
2016.7.47z%. CTD2.7.6.3.3)

HAR AR OFHE NN B 12 B 1) 2 BEE S B REfT (¥ 478y M e/
K4 ay 7 12019.1.8%:8. CTD2.7.2.2.2, 2.7.2.2.3. 2.7.2.3)
FNEH - AW FEERER (934 3 FEE100mg [VTRS))

MHEI R AC BT 2 T 24 3 FOSEMBIBICKIZTAFOLE (EA
7%y ME 1 2016.7 4G, CTD2.7.6.1.1)

SFHE A Z 2 BRARRGSERE . 2018 5 21 (9) : 1223-1234

S3Ai (€L7% Mg :2016.7 47458, CTD2.6.4.4)

R (Y as%y ME: 2016.7 47458, CTD2.7.2.3.3)

Cawello W,et al. : Eur J Drug Metab Pharmacokinet. 2012 ; 37 : 241-248
Cawello W, et al. : Clin Pharmacokinet. 2013 ; 52 : 897-906
EHEREDIR T 23T 24 3 FEER I G- O SE BN REIC R T B OMET
(E27%y MgE ©2016.7 478, CTD2.7.6.4.4)
SHEITFEFEIR T2 B 2 T 3% 3 FOSEYEIE (Ca/%y M
2016.7 4772, CTD2.7.6.4.5)

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

RS L OEZEDT 2 3 FHE R O RAER O3 G- 0SB REIC K3
WBOMES (E48y M 2016.7 4752, CTD2.7.6.4.1)
SEMAHEAERER (€48 Mg 2016.7 478, CTD2.6.4.5. 2.6.4.7)
Cawello W et al. : J Clin Pharmacol. 2010 ; 50 : 459-471

Cawello W et al. : Clin Drug Investig. 2014 ; 34 : 317-325

2T A EDOFEWHEAEN (Y A8y ME2016.7.44KEE, CTD2.7.6.5.9)
Stockis A, et al. : Epilepsia. 2013 ; 54 : 1161-1166

7 a3 FICBT 2 BHEFIEEBREMT (¥ 475y ME © 2016.7.47K72.,
CTD2.7.2.2.5.2)

AR R (939 3 FEE50mg [VTRS))

BB FEVE AR O IR SL A 280 B aER (€ 4%y 1 §E:2017.8. 257KE0.
FAWREE)

T FEVEBR R L & BAPREAOY ) B 2 3R (€ a8y Mg -
2017.8.25/K72. FHATHEE)

HARK O ENZ B 2 55556 E LD 7 7 R L EGRER (E A
7%y ME £ 2016.7 478, CTD2.7.6.7.1)

HA K O N 31F 2 505 56 VE DR R 0 Rk St 538k (B 4%y b
$E 1 2016.7 4772, CTD2.7.6.8.1)

ANREEE R E L7255 e LD 7 R IR ILEGER (€ A
Xy ME/ R T4 ay 70 2019.1.8%G8, CTD2.7.3.2. 2.7.6.3.1)
ANREE Z R E L 72ERr SO R o Bk e G5B (B a8y b
$8/F94vmy 7 12019.1.8Kik, CTD2.7.6.4.1)

BN OVNREE 25 S b L 75 BT EOE RE o EIRE 3L 7' 7
FRHERRER (Y 228y Mg/ KT 4 >0y 7/ pifiE © 2020.12. 2542,
CTD2.7.6.1.1)

AR OVNEEE 2§ & L7zsmE AT R Lo EELR 7 7 ¢
RAIERER (C 2%y Mg/ M4 2ay 7/5EE - 2020.12. 257K,
CTD2.5.4.1)

BT OV B &k G & L 7z SR RS VR TR o STk b - BR
(Carsy Mg/ RI A4 vy 7/ s - 2020.12. 25455, CTD
2.7.6.2.1)

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

Errington AC,et al. : Mol Pharmacol. 2008 ; 73 (1) : 157-169

W BT 2 RER (Y a8y ME D 2016.7. 4752, CTD2.6.2.2)
Brandt C,et al. : Epilepsia. 2006 ; 47 : 1803-1809

XHFEKRERVHEVEDESE

VAT M) ABIELSRHE AT INA T A= a v
T106-0041 HEFASHE X MATH— 1 H3%H 1S

7

V=44 Y)v 0120-419-043

2. WEHTERES

26.1 BUBHRTS
TA4T7RIR-NIVRTT7ERRH
R AL~ T 3815

26.2 BR5ET
J14 7N RBREGREH
REEDERAAA—T H3815
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