20254 8 AERL (85 1 BR) AAEEmE Y EES
871139
B RIRRT ) R
BXHAR - 3 $E50mg | 30700AMX00160000 —
#£100mg | 30700AMX00161000 —
RThAD A
SOY = RiE

I AY I F550meruc,
I AY I F5100msrya;

Lacosamide Tablets

BIEE, T EEERY
E)FE-EMEOLFZICLVERTS L

2. B (ROFBEICEFRS LBV &)
2.1 KREIDRGT I LBBREDEEE D & 2 BE
2

2 HEOHEREDH 2EE [9.3.1. 16.6.3 2]

3. #ERK - MK
3.1 8%
[T ﬁ%ﬁgﬁ VA
FEBLETLIZTLAL—F, HLFoNOY,
ANAu—R, BELE 7uxRE Ry BE
= S9HIF 50.00m WA LB, fERELO—R, BLFyy, ==
50mg [1G) s Mgtk 277 ) VBT SR T AL S, A

VEZLTLI— (BATANRY), v 7aT—
JL4000, D-v > = h—)L

BHEZTE(LE. LN T T AL Aa—R,
JOARE R, BEEKT B SRtLro—

Zojmﬁ E(JE% STHIR 100.00mg| Rs BALF 5> RFT U VBT IR T L, F
& Lo, BUEZ LTI = (8503 AL,
~ 27 0d—)L4000, D-v>=}F—)
3.2 BAIOMR
WR7Es & - FlfE SUE - KES - HE FIEFRTR
) H|H RIE
WIREERE ~
7393 FEE|FEDOT 4L @ @ — L
50mg [JG) |sa—5 1> - 50 JG
78 EE EE Es B
9.8mm 4.6mm 3.lmm 104mg
BT WE I
- < s | BEEDT 1 - <
AL NS — LA
100mg 1G] |1 e 100 JG
7 EE @& Es EE
12.4mm 5.7mm 4.lmm 208mg

4. HMEEXIFHR
ThAWEBEDRDRE (CXRESRIEREZSD)

6. AERURAE

BN EE. RAIEZTaI FEL T HIOOmgXL Vx5 %
Fita L. 0k AR EoMEZH T CEE L., AR~
1 H200mg& 94 24, Wind 1 H2EICH CROKST 5,
B, FERICK D 1 H400mg % 8 2 72 W EIFE CHEEHERT 5 %,
BRI 1HERM BB 5T 1 HRAES LTI00mglRg
2fTH T &,

AN EE. 4RI Eo/NRICIES I I RELT ] H 2mg/kg
FOBEERKBL. Tk 1AL EoMKEzH 7Tl HASE
ELT 2mg/kgd DR L. MERAEZAE30kgRIFO/NRITIE
1 H 6 mg/kg. {AE30kgll E50kgRiiED/NREICIE 1 H 4mg/kg
ET5, WINE 1 H2EICOTTROKET 5, %8, ER
12 & 0 RE30kgR O /NRIZIE 1 HI2mg/kg, AE30kghl E
S0kgARTHO/NRITIE | H 8 mg/kg#% #8 A 75 W #Hi A ¢ M B T
20, #BEIE AR LoMEEZH I C 1 HAEE LT 2mg/
kgl R 247> 2 &, 7272 L. {AES0kgDl EO/NRETIE. BA
ERCHE - HEZHWS 2 &

7. BERUHEICEET 3ER

71 7V 7F=2 279075 2 AHM30mL/minBl N OEE RO KR
BHEEREOH 2 BEITIE AL ] HRESHAEZ300mg. /)
BRI HREHAEZOUBEE T AR EEBEICHRET S L,
F7o, MEENZZFTC0S2BETIE, | HARICMWAT, @
WENMZRICRAT I OAEOXEOBNBEEE2EET 5T &,
[9.2.1. 9.2.2, 16.1.2. 16.6.1. 16.6.2 ZH&]

7.2 BENIHEEOMKEREDDH S EE (Child-Pughs3HA
KOB) 1ZiE. A 1 HESHE%£300mg. /MNEIE 1 HES
HEZ25%REE LT 22 EEEICKET 5T &, [9.3.2
16.6.3 1]

7.3 REl o | HEEH R I$RE3OkgR B O/NETId 1 HI2mg/
kg, RE30kgbl E50kgARi@D/NRTIE 1 H8mg/kgTh b, K
Al% 1 H8mg/kgZ B A THE LTV 2{KE30kgRiHD/NE
B BRICHEVWRENIAENkgM L& 2> -EEICIE. B
EOREz+DICBEL, HREVBIFRAOHRRZER LS
2T, BYLHEBEBHTAC L, 4B, BMLERITET S
Z&,

8. EEREAXIER
8.1 HAHPFIC BT 2R EBORBZEEL WV LRGHIEICED,

TADPAREOHEEN I TANPAERBRESOSDONSZ &N
HBOT, BEAFIETHEEICIE, D e VAR ER
FCHRZICBET 2 EEEIITY &,

8.2 EEtkw T, BH. RK. BN - &9 - RaHEHRE

FEOETPRI DI ENFHZDT, KEARGHFOEFIZIZEDY
HOEERE, G2 E BMOBEICRESE 2V LI ERT
5T &,

8.3 PREIBOEENHSHONZ I ENH LD T, KAOHSHIL

HEN EOEETuy 7EICEET SER (BEIR. ARIEEE
DL IREAR, IS S A6RL LM, BiE. BYIn%g) o
RICERT A2 L. AROHFBRSFIZEDO LD BEREH SbN
AR, BMOBREY S5 LD BERVZTORESICIE
I B &, DMEEBECEEDOMEER (DAFEILLAL
%) OBEOHHBEE, FRUTLT ¥ RIVEE (FTIVHYE
REESE) Ob5HEE,. PRERBOEE K T BZNDH %A
EHALTWABEE T, AEESHIBR L OARFIR S FIX
DEXBEZTORE. BEORERVERREOZ(L 2 EEEL
BT HT &, [9.1.1, 10.2, 11.1.1 M)

8.4 ZlgE. HE, HBEEOBMERYH S, BREN

KELZELHBHDT, KAMREHIZEE DRER HEEDE
L EBRBETH & [8.5. 15.1 ZH]

8.5 BEMUZ ORGFICHENE, BRENFOBHERFERD

AREMEIC D W THORHZITL, [EAEBRRICERE 2D 55
LOEETH L. (8.4, 15.1 ]

8.6 B, BHEDIREENEUCLFRBENH 2D T, BERIC,

REZFICOVTHZZITOEERL. EEPRDOSNLHEI
LB RLEZITD 2 o [15.2.1 2]



9. BENERZEIIEEICHTIEE

9.1 SHHE - FREEZDHIES

9.1.1 iMCEEEVPEEDNMRE (DEIEEXFDTEE) DO
FOHBDEE., TMIUIDLFvRIVEE (DIVHIEIREES)
DHZDEE
AEIOPREIEREERICEVEE 70y VESFHRT BN
BH5, (8.3, 10.2, 11.1.1 5]

9.2 BikaEEEE

9.2.1 EEBRIEEENHIEE
[7.1. 16.6.1 Z&]

9.2.2 MRBRZZIF TV B REIBHEEEEE
[7.1. 16.6.2 2]

9.3 FFigaeEEEE

9.3.1 EEDITHAEEEZEDHDEE
BELEVWI L, RKEIOMFABES ERTH2BZNHNH 5.
[2.2. 16.6.3 3]

9.3.2 BEXRBDIEEDFHEREENDHSEE (Child-Pughy
$8ANUB)
[7.2. 16.6.3 3]

9.5 iFi®
R SUIIEIR L T W A EREME O & A I iZ. iGE EoEREHE
PfElEtz EES SHM SN AEAICORRET BT &,
Fv MZBWTIREBTENRDO SN TWA,

9.6 =ILIF
BELOBEHREROBARBEOAEEZZE L. ZALOMEY
WEHIEERET 52 &,
b NTHRARITT A EARESN TV S,

9.7 INR

9.7.1 (RHEAEMAKER. HiER., AT 4BRARBOSRIZHT S
B R ERBRIT TR L T L7z L,

9.7.2 NEBE DI HME T 2 BAEEICR T 2 BRI
EA - @ EBITfThbRTWizn,

9.8 SnE

—fgICEERE CIIEEEEPET LTV S, [16.6.4 2]
10. 18E{EA
10.2 HHAES (HAICERTSI L)

HAIHS BRIENR - RE S T - ERET
PRETROER 2= 3 5| B2 7 0 v 7 FH565 | GiA11C & O PRERE R 7
TN B TeBINADHE, |HNNIHERT 5BTNHHE.
[8.3. 9.1.1, 11.1.1 BH]

11. ElfEA

WROBIERPH6bNBEZENHHD T, BELZTHTITTV,
BEEPRDONIEEICIHRE 2 RIET 5% EHE) 2 A8 %17
AT &,

1.1 EXGEHER

N1 EEJOvT. Rk, k8 (WIhd 1 %RiE)
PREBOIEREZEITBZNTH 5. [8.3. 9.1.1. 10.2 Z&]

11.1.2 hEEREIBSERIARAE (Toxic Epidermal Necrolysis :
TEN). REFIRIRAEIREF (Stevens-JohnsonfE(®EY) (W3
NHHEREA)
FE, K. KE - O A O, WEERE. BREM. ORRE
EOREPED SNBAICZHRSEhIE L, B RLEBEZT
AT &,

11.1.3 EZIMEBSIEEIREE (SHERH)
MEER & LTHS. BES A SN, BICHTHERE, Vo3
HifEAR. BMBRIEHN, FEAERIE S, ALY D OVIRHEIEZ S
EFRMOEERBBUIERSHGO DN ENDH S, 2B, b
ANIURATA VA6 (HHV-6) FEDO7A NV ZADEEELEZMES
ZENEL, BERIER O RS, FE. FEERESOERY
FRH 5 VIIBENT EZESHHOTEETH &Y,

11.1.4 SEFERIRE (BEERER)

1.2 Z0ithDEIER

W | 3%0E | 1~ 3%FH %% A
FBEED | RREE. RE. |5 O, 0. R, |,
(17.8%) . 5| MBETR B, BMSUR. HE| SRR
o B, AR, BT
B, EERE. TES
R W%, PHME, AR
7. BRI, HiEEREEE.
W, WEEnE.
IF 7 —XAMETA
nh
R . B
i B MRS
ED. W | T EERR. O
it S5, [FH
s R SRR
R FRERE
RO EAHE
%
o W, €0
e
RER EMREE
AR W
EOE T
T g, SRR, . 2. B ERE
20 e WEE e SR, WA,
RAAT

13. BEKRS

13.1 fEIK
WERES (FK12000mg) 12Xk DERD 5N ERMERIE. FH
HEHF WV, B, FE(ERERERRIEE TADAERIRE).
DMEEEE, Yav I/ RUOBEETH /2. £7/20 AV IF
7000mg = —FEICIRA L7z BITREPRE SN TV S,

13.2 A&
ARNZIMBGENTIC K VRERBETH D HEHL TWAERDRE
BEICG U CIMEBEITOERiEERT 52 & [16.6.2 ZH8]

14. BREDER

14.1 EFRAEOER
PTPEEDHEANIPTPY — F 2 5W D H L TRAT 2 & 5 5E
T2 L, PTPY— FORKICE D, BOSAITAS REREA
FAL, BB U THRIRAEOEE & & HHE & 6
HITDHIEND B

15. ZDDEE

15.1 ERIREARICE D 1B
BN CTEBENT-EROMTANPAEIIBITS, TADA.
MEBE LR E L721990 75 & Kt iR B PR 3K B 0 it g 5
IZBWT, BRSBERVEREROFEEOY 275, i TAD
AHDOIRAB TSt RBEHEL TR 2EEL HTADPA
HARFEE © 0.43%. T AREE 1 0.24%) . L TADPAZEDRA
BTlR. T RBEHRIN0OAH =D IANZVEEESH
72 (O5S%EHEXME : 0.6-3.9)s /2. TADPABREDY 77 )L —
TTIE. T RBEHARI0AH /- 02.4NB W EETE SN
TWw3, [8.4. 8.5%H]

15.2 FEBREREERICE DK B

15.2.1 JEFEREYHRERERICB VT, STV IFIET Y oK
RIS ®%I[SHEE TOM LA, T v b D26 K% U104
B ERSHEERBRCRICEF IR HNT . 1 XD52E/H
REZSHEERBICBLTOKEAROELIZED 65 NED 5T,
R, BEEORICET 2EIERORERII S IR RBHLOE
<\ 16AMES o R ESIHERED 75 REETIEL.6%IC
% Ly AEI200mg/ BEET4.9%. 400mg/BEET12.2%. EH#%
5T135.5%TH 0. wHEIHERE (HFEE) 075 e
TI134.4%I2 % L. A #1200mg/H B ©8.9%. 400mg/H B T
18.0%. 600mg/HEET30.5%TH > 7. [8.6 BME]

15.2.2 R#EFEETTILTHHWAG/RjFTv b (3. 10%030mg/ke
EIEEAES) RO T AT —VBEERBTADPAT Y b
(15.6% U31.2mg/kg % EEN & S) I2BWT. REFEEOH
HEATO SNz,



16. E4EHEE

16.1 MouEE

16.1.1 BEA

(1) BEgs
fERERE A S E1861ICZ 24 2 F100. 200, 400mg % 228 R B[]
BO\S Lz &, H5%0.5~ 4 BB TCnaxlHE L. Ti2ldf
4R CTH o720 AUCK U Crnaxtd I S5-2ITELFI L THEIIL 727

HERESROENERE T A -5

BkE5& 100mg 200mg 400mg
B 12 11 12
AUCo (ug-hr/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo+ (pg-hr/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Cinax (ug/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
Toe (hr) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
T, (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]

AATME [CV (%)), TrmaddhRAE (HEE)

(2) RigS
TR A B S i 7 24 2 F200mg/[El% 1 H 2 [\ 7 HERE
ROKEG L&, MERT a9 I NREIRSHEB» S 3 H
BICEEIRBICERE L7 AUCH 20 RREMAENI2.4TH - 722
HEAT—%),

16.1.2 INR
FEMIABLO_EERIABRICBVWTOo 7 A 25175
FTONRTANABELNM (HRNOBZET) POEDS
N7zM#EFR T 29 I FBEZ W CBERRY BRI ZT
W NRIZBIT AT 39 I FOEMER/ ST A —F 2H#EE L7z,
AEENTICBT 5739 I FORERIZ2 ~12mg/kg/B % 1 B
2E#% 5 (f£5E50kghbl Lo /NRE < o & & E13600mg/H*)
Tholee RPTODHER (VA/F) 130.71L/kg. BT D
®H 2775 A (CL/F) ZMEEROFEMR KA L. AE]15kg
@ 4782 0.88L/hr (0.058L/hr/kg)s {KE25kg 8 7% )2 T1.18L/hr
(0.047L/hr/kg) {AE40kgD 125 2C1.60L/hr (0.040L/hr/kg).
1A8E50kgD165% 2 T1.83L/hr (0.037L/hr/kg) &H#EES N7,
[7.1 28]
*) AANE 4R EO/NRICH L CHEAEZE L TWA,
¥2) AAlOAR SN ] HEREARIE, AKX OFES0kg

Eo/NRIZIZ400mg. (R E30kg L E50kg A o /NRIZ X
8 mg/kg. AE3OkgRIHD/NRICIZ12meg/kgTH o

16.1.3 &EAFHIEEFHHER
3% 3 FEE100mg [JGJ & ¥ 208y MEIOmMg#E . 7 0 A% —
N=EICKDZENZN18E (343 FELTI00mg) AR
ABHICHEAHEERO®ZS LCmiEFS a9 3 NEEZHIE
L. Boni-EW#EHEE/ST XA —% (AUC. Cna) 12DV TI0%
BRI TREHENT 21T > 7458, log (0.80) ~log (1.25)
OHFENTH D, WAIDENFNREESHER S N7,

(pg/mL)

—O—7 3% I F§E 100mg ]Gl
—e—t 4,y ME 100mg
Mean#S.D., n=32

g7/ UNERRE

B 58 OKR/H (hr)

EMBRIST A=

HE T A=Y BERTA—Y
AUCon Crnax Tmax T
(pg-hr/mL) (pg/mL) (hr) (hr)
Sav1
+ + 4+ +
o i) | 4181 4204111 | 0.63+0.38 | 14.18+1.83
AL I 4395113 | 0.5940.50 | 14.261.65
100mg

(Mean+S.D., n=32)
MEEFREN FICAUC, CoalED /8T X —F 13, #EE DR,
RYE OFREL ALY - BREEFEORBEGFIC L > TR S 8HENH
5o

16.2 ORUN

16.2.1 BEDRE
TRERRR A B 246112 5 34 3 N300mg % Z2RR R L B4 1 B[]
BOK/E LS, BFHIETIY I FOAUCH L U CraxlIE
ERIFS P57z (HNEAT—%),

16.2.2 NAATFPRASEUF«

TEFRAC 246112 F a3 2 R200mg % 30% 16057 [ ¢ B A s &
BRAR S SOTBEEROZS L& 939 2 ROAUC KD
CraxlIFEEETHY., T3 I REDHE[/NAFTRALFEY
T4 1X1FIF100%TH - 727,

16.3 fa
TR 245112 Z 34 3 R200mg % 3043l ¢ B [m] s R B AR PR 4%
L&, omARE (Vd) 331.1LTcH D, a4 I K
200mgx HEREO#KEG Lz &, BrTormERE (VAd/F)
1332.8LTH > 7o
in vitro (3% 3 F1.5~60ug/mL) KOex vivo (734 3
R0.7~5.5ug/mL) HEBEOER. 734 I FOIMBEEAZSE
IX15% KW TH 07279,

16.4 {35
Z a4 3 FIEBHR R OREIC X DIEAD» SHEE L,

n vitroREB OSSR, HEHEZNICRNEE 2 ERE TH 200
RFIRERICEICHF ST HCYPHTFEIZ. CYP3A4, CYP2C9
KOCYP2CI9OTH - 727,

16.5 HEitt

16.5.1 R A B 5 Flic [“Cl-Z 24 3 F100mg (40uCi)
ZHOEFEORES R | BECHESERRARS L L&, &
5% 168B M £ TIZ. RHPICHREE D% K U97% P HEt S .
BRAOHEZI0.5% KT TH o720 IRAANIEZT IV IR (K30~
40%) . O-fi X F U1k (F930%). fEtEE S ($920%) KOO
WEZMRHEY (0.5~2%) & LTHRta N 19 (SAEANT—
7)o

16.5.2 EFERABIEICT 29 2 F100~400mg % HEFRFEOKS L
o & BEDEMBE TORFBHMEILZ 739 3 F29~
33%. O-Hi X FIAKIO~15% T d - 7zo MEEFO-fii X F LIk
DOAUC I MEEF T 249 2 ROI0%TH - 727,

16.5.3 fEFEAAICT T4 3 F200mg# 3057 [ T B [a] S i & AR N
BELIEE, 257075 A (CL) X1.78L/hrT¢dH 0|
Z 3% 3 R200mgx BEROKE L&, AP Toe57Y
7 A (CL/F) 1Z1.84L/hrcdh - 727,

16.6 HEDEHRZEITSESE

16.6.1 BiEEEESEE
EHREDOEE DR L 2 AHEE ICT 39 I F100mg % BEEFE
A5 L& & AUCHIEBEREEEEEE (CLer @ 280mL/min)
EHEL T, BEETE (CLcr : 50~<80mL/min) TiZ27%-
FEEETE (CLleck: 30~<50mL/min) T22%. EEEKTH
(CLcr : <30mL/min) T59%& <« CradlJEEE D & EE D BH
BEETETIO~14%Em D 5Tz BENPSHEOBERERKTEIC
BIFB0-i X F NAERDAUC I BHELEHEE D1.5~4.665T
Ho7lW (HEAT—%). [7.1, 9.2.1 Z&]



HE SR OENERE/ T A —5

B % EEET | TSEET | BEET
1% 8 8 8 8

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

AUCs (ug-hr/mL) 08 o o0 6o
Crax (1g/mL) o) o 0.0 Daa
T (B0) 0520 | 0510 | 0510 | 0515
T (o) e e oo o
CL/F (L/hn) oo e 5o i
Cli (/) oo | G | bew | Gie

FETTME [CV (%)] AUC K 0 ~ 6B, Trudd THRIE (FOHE)

Clr: EZUT TV A

a) 74

16.6.2 MRENZRZ T TV SKRABSHKEREEE
MFEFEHT & T T2 K BHERE O BRARERE I, FEENT
B X OB AT B AR SBERTRTIC Z 24 X F100mg % BERZE O S
Lice &, FREITHFICHA 4 B OBHTEmIETIE T 3y I K
DAUCH1Z46%EA L BHTIC K DBRERIRIZ T 5 3 F57%.
O X F VAESI%TH D B 7 VT T AETaH N
140mL/min (8.40L/hr). O-fii X 7 L {£149mL/min (8.94L/
hr) TH-o70 12 HEAT—%), (7.1, 9.2.2, 13.2 ]

HERSROENHE/ T X -5

MBENT FEBEHTRE 4 BT
B 8 8
EEERNY

AUCo+ (pg-hr/mL) 43.2 [20.2] 23.2 [15.1]
Crax (p1g/mL) 3.18 [22.4] 2.79 [22.1]
Tuax (hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
Tis (hr) 19.6 [19.4] 19.2 [26.8]
O-Fi X F Lk

AUCo+ (ug-hr/mL) \ 6.63 [74.3] \ 3.43 [68.5]
Crnax (p1g/mL) 0.48 [69.5] \ 0.22 [69.1]

FPHME [CV (%)) AUCIE0~ 24 RHE TrmaddFPRE (HEFH)

16.6.3 FFigEEEE RS
eSS R EE IR L7z (Child-Pugh%3%8B) (5 3%
I F100mg/[El % 1 H 2 [\ 5 HEREZO®RES Lz & &, #BFR
AT T 34 I FOEFEREDAUCH2X U Chadd 11
ZNO1% K OS0%Em o 7z. £z (RETEEBELLZEFIRE
DAUCH 2% FCraxlE ZNZFNAT% R O 3T% =D > 720 EERFHE
HEfRERE (Child-Pugh/3EC) TOEMERBIIMFTIL T2
W (HEAT—%). [2.2. 7.2, 9.3.1. 9.3.2 %]
EEREOEMERE ST X —F

iR ER Child-Pugh%##B
BB 8 8
AUCo12 (ug-hr/mL) 53.3 [17.3] 85.9 [21.7]
Cunax (pg/mL) 5.83 [13.3] 8.75 [18.7]
Tumax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
T (hr) 14.8 [19.7] 24.1 [23.5]

HAEPafE [CV (%)].

Traxld FFRAE (HEFH)

16.6.4 St
65% B & o & e 5B LG B N i LI T a3 R
100mg/E % 1 H 28] 5 HERERZO®RSG Lz & &, 45N
DRABELHE B LT, EhBERTREIIBVWTTaY
I FOEFHREBDAUC 213 ZNEN33% M V50%E <+ Craxld
ENEN29%KOS3% =720 Fioy (FETEENLIZAUCH:
EEER AR ZEICB N TENZTN26% K U23%=H > 7219 19
BHEAT—%). [9.8 2]

16.6.5 CYP2C19&InFZEY
HARARUOHEAERRABEA186% . CYP2CI9EMETRIC
EOARBREASEICE D, BRERHEEE (UM) 1L &R
#eeE (EM) 176, HREAHEREE (M) 1061, K OEAHEE
& (PM) 8z, ZOHEBICT a4 3 F100~400mg 7z B
EfREOHREG LS, T39I FORSERTFETEELL
7zAUCowld. EMICHATPMT24%. IMTL0%E 2 > 722

16.7 E4EEIER

16.7.1 EYBE{ERER
739 3 N, JRREMEFEER TCYPLA2, 2B6. 2C9. 2C19
ROBA4IZH L CHEERAZ/RS T CYPIAL 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2E1. 3A4FK OUBASICH L CHEHEEAZ RS
o7z, CYP2CICHd 2EEERASRB S Nz,

Z 393 Ni&, P-REREAEOHRIINZAB CIELZ L. P-HEEH
Bt U CHEEERZRS G -7 (in vitro)',

16.7.2 ERAREMMBEERAER

(1) AL EEY
EEER A BRI, 534 3 K (200mg/E. 1H2E) o
EFEREICBWT, BMOLCYP3AFREREN OHIEE D CYP2CIH
HETHAHNNNTEE Y (200mg/El. 1 H2[E) 2HHK
FEROBE Lz X, AUNTEEIET IV I ROEEREE
DAUCH% PCiaxlCEEZ RIT S 2D - 72, BEBRAEMELS
Bz, AN EEY (200mg/El. 1 H2[E) OFEFEKRREIC
BWT. 343K (200mg/El. 1 H2[E) %#4HKERO
BELZEE, ST INEAIULNTEEYDOEEIRED
AUCo 2B U Cnax I E A R S 5 1217 (EAT—% ).

Q) AXTFSY—=IL
R A BE3AFNIC. T35 3 R (300mg) OHEREOKRSIC
BWT, FWCYP2CIEHEE TH S A4 XTSIV —)L (40mg/
|, 1H1E) 2HAKEZORSLIEE. T XTF—L
3539 I FOAUCHK UCnmaxlC B E %2 RIT S e o 72,
CYP2CIOEETH A H XTS5V — )L (40mg) OHEEREORS
IZBWT. 3% 3 F (300mg/El. 1 H2ME) %ptHRER
O#%E5LA-EE, ST I REFATSTYV—=ILDOAUC KT
CoxlCHEBZ RTS8 (HEAT—%),

3) =E9VYIL
fRERER A B 33001, CYPARETH S I¥V T4 (7.5mg)
OHEFOZKSICB VT, 343 F (200mg/El. 1 H 2[E)
PHAREROZRS LEEEZ, SV INIZIYY T LDCra
%300I S & 7o AUCH I EE Z KT S - 729 (SHEA
T—%)s

@) 277UV
BERABELIONFIC, S-TILT7 7 1) U HBCYP2CORRE TH ST
L7 7y (25mg) OBEREOHRSICENT, 3% IF
(200mg/[El, 1 H2[E) 2HARERORG L&, T3
I NIESHRUR-TL T 7 Y DAUCH K P Craxl CHEZ RIFS
9, FuturErEBEEC SO Oy VR O E R
(INR) OBAEREVCAUCHsllHE 2 MIZS 2 h > 71229 (41E
AT —=%).

16.7.3 BEEZEYISREERT
HRAROHNEANDBEAZ N NEOTAPABRE» B/ ENT:
miEFs a4 I NBEF—¥ Z2H0WT. BENEY SRR Z
To720 ZOfER., CYPREERZET A2 TANPAETH S
ANWNTEEY, T2 b U RET 2 ) NLEY — LD
&V, a3 FOEFEREDOAUCIE. BRAKRU/NET, &4
25% K O 17%A L7920,

16.8 ZDfth
Z a4 2 FEES0mg [JGl 13, TEENVEL 2ROBEREA 04
MRS T R T4 > (S 2E3 HI9H HAIESR
031955 1 & RBl#K2)] IcHED &, a4 3 FEEI00mg [JG] #
EERAE U AHHBOBR. BHEHIIRSE S HES M.
ety ST R i Vg g A

17. ERPRRHE

17.1 BERURESEICET B8R

17.1.1 ERERESEIBEHER (BEFREE. BA)
FHRICIRIETAPA LIS NI HE (ZRE2RAL
FEEZET) VISR FHEOLBREBREMARREEZET 5 16 K%
DEoBEZEZNRELT, 739 3 F§E200~600mg/H™Y X1k
NN EE U REE (CBZ-CR) 400~ 1200mg/HE % BA
ICTROKE L& &, EEFHEIEE T & 2 Kaplan-Meieri%
ICE DT LI mEEHEARICHE T % 6 » HRFREHEARIZT
KOEBOTHD, BEEZEDOBREEXMEO NREIX T ORE
SNTFIELIEBRAE (-12%) % £l 572 2 & .CBZ-CREED 6 #
ABFEEERITN T 5B Z D 95%EFEX E O RRMED H (17
W) 13, PORELIELERAME (-20%) = EE-722&



75, CBZ-CRIZNY 57 a4 I FEEDIEHENSHER S N 7z?)

B om0 | mmE o0 |
e (=S al (=S a)b) o4)c)
P (e | ISSHEEH | [95%ER] | (%)
. 37 .8
TATIFEE A 30) | 186.8, 92.8] 1.3
FASY 308 91.1 [-5.5,2.8] | 0
CBZ-CREF | 42 | (6o.7) | I88.2, 94.00
N 307 915
pps TATIIGER) A8 | 55) | 1886, 94.3) 13 .
%5 2.8 [5.3,2.71 | >
CBZ-CREF | 397 | (718) | 190.0, 95.5]

a) Kaplan-Meieri% I & 2 #EEE (8% 3 » ABOFEEERE (2@LUT. 3EEE)
%8 & L CMantel-Haenszeli% 12 & 0 #1%8)

Z 2% 3 FEERFDIHAE —CBZ-CREFDIHAHR
THRROBERZE D95%(E X M O NIR{E/CBZ-CREEDIHAE X 100

Full Analysis Set

Per Protocol Set

BARNRER 7 6% &t

HANRERFI1361% &t

BB, BREBITERICES T 39 3 NERTI00mg/ HEBAD
HEPLBEELG STEBEEZNRATSOE L TR 2HED
FASIZBIF 2 FEMHA LI BER (E1E (%)) 123087 /444
Bl (69.4%) Td V. Kaplan-Meieri% Z & O #7E L 72 F/EH
KR [95%EFEXME] 1384.1% [80.5, 87.6] TH -7z,
BIVEFARBSEE L, 7 24 I NEERET37.2% (165/44461) T -
Too ERBUWERIEZ. FEIMED FW7.9% (35/444%1) . K 575.6%
(25/4440) . EERS.5% (20/444451) Td -7z,

*1) AR OAR SN | HRESHEIZA0mgTH 5,

F2) AUNTEEURBEEEIAR TIIER SN TV,
#3) 200~400mg/ B 5 THIEMNHE LI BEH.

17.1.2 ERSEMAEEHER (BEAEE. HA)
1BIOBRFEOTTADPAFEERS LT 516 LD FE
EHTHTCAPABREZNRE LT, T34 3 F§E200~600mg/
H® EO/REICLDBABEAIOEZ &, 6 7 AMF
PEHREEDEIE1346.2% (6/1361) TH-72,

B FFESEE 1. 84.2% (16/1961) TdH > 7z. FaBIERIZ.
FEIED $1042.1% (8/1961). {HER31.6% (6 /1941). [
HEDE . BLAE10.5% (2/196]) TH-o7z.

F4) REIOEZRS N | HEEHAEIZ4A00mgTH 2.

17.1.3 ERHERSEIERR HAEE. BA)

BEFE DI CTA D AT L RIEMEINRAIE S Nk WERT 5
2 HT 510U EOHRAKRTHEAD TAD A BEESATH
(HARANEF1L261%ET) ZRELT, T39I FEE200. 400mg/
HX 377t R zl6EREOHRS BIFEOMTANPARE]L ~ 3
RlEDfFA) Li-& &, ZEFHMEEE CH2HEHMITNT 2
MERFAM O28H &7 0 O FRIEEHE(LBIITROEB DT
HO. ST ARBEET IV I FHE200mg/ H KX U400mg/ HEf &
ORI THEMENICER G ENRD 6N, BB, FHICBI S
50% L AR T —L— bk (28HH 720 O FAERIABIEH
BlEHARTOBL EHEL-BEOES) 3. 75 AR
19.7% (36/183f) . 7 24 I F§E200mg/HE£38.5% (70/1823)
KO'T a4 3 FEE400mg/ HE$49.2% (88/179f) Td - 7%,

b)
c)
d)
e)
f)
g)

g | BEBZOOEARME] L [ TT KB T 2HSHD
ExoztE | P [95%{FHEI ]
7w AE | 183 -1.22
9.4
200mg/EEE | 182 -3.33 <0.001 [18.7, 38.7]
39.6
400mg/HEE | 179 ~4.50 <0.001 [30.5, 47.6]

a) Full Analysis Set

b) R

C) MR L AR 028 H & 72 D O REEIECE RIGER SRR OE 2 E T
TR L - BRI D28H & 72 O OE I FERBUE AR & 9 5 H T

d) FSEOH & DIEE SN B N FFfED 55 H LB ARIEEHED R (%)
BITEFRIBEE L. T 3V 3 FEERFT47.7% (173/363f1) Td -
Joo ERBEWERIX. FEIED F1122.9% (83/36341) . {EHAES.8%
(32/363f5l) . #E84.4% (16/36361) Tdh -7z,

17.1.4 EFHtEARARERSHR (WA)
EFEAESE AR (MBS 2% 7T LEEARRUHEOE
FAT0 (HAANBEZFIBGIZET) 20RELT FaYIF
$£100~400mg/H% | H2 I TROKE Lz & & (i
W RR76THRE) . RITHEBROBRER 2> 5 D28HH 720
D E A FAE B A RO R REIX55.23%. 50% L AR & —
L — ME56.3% (265/47141) TdH - 72%),

BWEFFIRSEE L. 7 O34 3 NEERET42.9% (203/473f) TdH -
Too ERBWERIZ. FEIED F117.8% (84/473f1) . IEHARS.7%
(27/473f51) « FEJE3.8% (18/473f) TdH -7z,
17.1.5 ;BHEMEEER (MR

B DI T AP AE TS 2 RBIETHIIREAE & N WIS F
fe%2 BT % 4RI LITRAKTEO/NR T A D A BE3M 2R
ELT, 7aY IR (RE3OkgRmOEE L 8 ~12mg/kg/H.
{AE30~50kg AT D B#F 1% 6 ~ 8 mg/kg/H. RES0kgl Lo
BEHIF300~400mg/H) Y& 77t Rz 16AREORS (BETF
DODMTADPAE] ~3FEOHH) L&, FEFHAEE T
& 5 BEIARICH T 2 HERAR O28H & 72 O3 FIERIE
(LB FREOEBYTHY., I RBEETaY I NEEDORM
THREHHNICER G EZPRD 5N,

g |BEBEOOHATE] | 7T BT B D
B OZ{ LR P 195%(EHAX i)
FowxE | 170 1.5
Sa%3FE| 170 -3.05 0.0003 3172
[16.342, 44.277]

a) Full Analysis Set
TR REEO 2 H1IE, MR OFEEE T — 5 1o RE] (FEHFEDEED10%#E)
BHportd, B GDRP -7

b) Rl

o) In (X+1) (XIFEFAFIEER) THRERLLEAREEREA . BS5H, fia
U7- EERERE 2 H 7 & U, o8 U - BE MR 028H & 72 D O FEFEEEL
EHEEE LS

d) TIERBICHT BEDE (%)=100x {l-exp (B/N_FFHDF ¥ I FEEE T
7Y REDE)}
BIVEFSEIRSERE X, T35 I FEETC33.9% (58/17161) Th - 7z
T EIEA . HERLI4.0% (24/17161) . FH 1D £ 18.8%
(15/17161) TH -7z,

17.1.6 EFHELE I ERIBHEIZSHER (VR)
41 SITROBEEBEFRSINIZ/NRTA»ABEZELH (HAR
N46%I, HHEIAN0fI) x5 & LT, T34 3 Fl2mg/kg/H (1
#E50kgll EDEEIZ600mg/H™) £T% 1 H2ENIH 1 TR
O%E5 Uz & &, BEARY 6 OB HREIC B 1 289 R
[E A LRDOFREIZ-52.73% (HAANT-27.63%. HEAT
-60.56%) TH -7,
BIMEFFISEE L. 56.2% (77/137f) TH -7z FaEIERIZ.
FFEITE® F1020.4% (28/13761) . 1HER19.7% (27/137H1). #
88.0% (11/1376) T -7z,
E5) AFlOAR SNl HEEARR, AR TIEES kg

Eo/NRICIZ400mg. (R E30kgll E50kg AR D /NI 1
8 mg/kg. ARE3OkgHRMD/NRICIZI2mg/kgTH 3.

17.3 Z0fth

17.3.1 DERICH T DHE
RFERALA214611C 5 34 3 F400mg/H. 800mg/H™ X7
tARZ 1 H2EICHT T 6 HEREROHKRS, Xi3EF> 70
FH ¥ 400mg/Hx lHIE3IHBREZO®RES L L &,
ZaY I FIQTCHBEZEE L >7. T3Y I FEEDOPR
MEOFSELRIZE 6 HEOHRS | BfRICRAERD, 7
T ARBEEDZEIL, 400mg/H T7.3ms. 800mg/H™* T11.9ms
TH-72 HHEANT—%).
H6) AFOAR SN | HEEARIZ400mgTH %,

18. EEFNEIE
18.1 {ERER
T a9 I RIZEBMEREET MU 7 LA F v 2V OBHRENERL
ZRINAICIEE L. BEEIREIC D 2 MMk 2 ZElbs &
5L THTVNAERZRT EEZ SN TWVSY,
18.2 TAHARIEICXT B1EH
T a9 I RIZBEREEREY Y A, RS> RV I7H#E< Y
A, BEFURYVITRIET Y N 6HZTADPAFRIEY T AL
VBRKBRYav7#IE (WY A, v ) ORIEEROE
MBFME % R L 7= 8 T ILIC B W TRIEEINE L 730,
18.3 i ThAHAEMEIER
REESHMF Y RU Y 7Sy MzBWT, FYRU VIR
X 24 L 7232



19. B ICET 2BLFHAR
—fi%% 1 5349 3 F (Lacosamide)
k24 © (2R)-2-Acetamido-/V-benzyl-3-
methoxypropanamide
CisHisN2Os
250.29
HE~REBOMNRTDH 5.
XY ) —=VIZEITRT L, TF =)L (99.5) 120%
BT T, KIZPRBEIFIT W,

HF
HTE

GRS

OCH;3
o /
LR
2N
HsC N
H
0

21. SRR
EHEm) 2 7 EHEFE 2 HRED L BUICERT 5 &

22. @&

(39 = REE50mg [JGD
1008 [108% (PTP) x10]
5008 [108 (PTP) X50]
2008 [T RAF v IREE, NT]

(59 = REE100mg [JG))
1008 [1082 (PTP) %10]
5008 [1088 (PTP) x50]
2008 [T AF v VB, NT]

23. EEEK

1) EEEE  EERIEAEEINIEY = 27 )L M@
FERE (ERE
FMERt  fh @ 3B EI59 2015 ; 43 1307-1316
WENBEHRAICB T ST a9 3 RREHRSEOEYB)RE
(B8 ME : 20165 7 H 4 HAGR FFEERMEE 2.7.6.3.3)
HARANEROHEANNREEICB T 5 BERERY) 8 BRI
(EL%y b RI A >ay 78820198 1 A 8 HARE.
EHREERMIE 2.7.2.2.2, 2.7.2.2.3. 2.7.2.3)
R} A ENESEEHEE ($8100mg)
HEANEERAICB TS5 39 I ROEYEIREICKITTAE
EORE (L)%Y MNE:2016E7 B 4 HA&AZE. HEER
W 2.7.6.1.1)
FHIBA fth R IR 2018 5 21 1 1223-1234
S (EL0%y ME 201657 H 4 HAGRE. HEERMTE
2.6.4.4)
Rt (€% NEE:20165E 7 H 4 HARE., HEERE
2.7.2.3.3)
Cawello, W. et al.: Eur. J. Drug Metab. Pharmacokinet.
2012 ; 37 = 241-248
Cawello, W. et al. : Clin. Pharmacokinet. 2013 ; 52 : 897-
906
EHEDOKTA T a9 I FEEEORGROEEREIC K
T HEOME (EL/8y ME: 20167 H 4 H&ZE, H
BERMIE 2.7.6.4.4)
NAEAFBERTEICB T 2EMEE (CL0y ME:
20165 7 A 4 HA&ZR. HFERMIE 2.7.64.5)
Schaefer, C. et al. : Clin. Drug Investig. 2015 ; 35 : 255-
265
FERELOEED T 39 I FREIRUOCRERORSREOE
MR T T EOME (EL/%y ME:20165E7 A 4
HA&GE. HFEERBE 2.7.6.4.1)
BYMEEERARE (EA8y ME: 201647 A 4 HA&ER.
HREERHIE 2.6.4.5, 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
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17
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19) IV T LEOEYMEEER (EL%y ME :20164£7 A

4 HAGR. HFEERE 2.7.6.5.9)

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

) Ty 3 RICET 5 BEAEMEREET (KLA%y ME:
20165 7 H 4 HAGR. HFEERMIE 2.7.2.25.2)

) HPNER AW FRESEERE ($E50mg)

) BRI FEAERAIENE O E R R EFOM IR (E L%y ME :

20174 8 H25H AR, BEWMEE)

B FEEHRBRIE D & AR EA DY D B2 HE (L4

sy MEE 120174 8 A2SHAR. BEHRES)

HAKROHEIC BT 2B FEMFAEED 77 LR

BB (VL% y ME:20160E7 A 4 HA&AR, HHiEERM

2 2.7.6.7.1)

HAROHEICE T % 8 FIEHFEE ORI 5H

B (B %y ME:20160E7 H4 HARR, HEEREE

2.7.6.8.1)

NREHEENRE LB REMREED YT AL

BB (Eay P RIA a7 /881201941 A8H

KRR, HERERMNE 2.7.3.2, 2.7.63.1)

27)

28) NREBEENRE LI FHEHRBREORBIRGHR SR
B (B8 FFIAuy /88 20194 1 A 8 HA&RR.
ERFEERHER 2.7.6.4.1)

29) Kropeit, D. et al. : Acta Neurol. Scand. 2015 ; 132 : 346~
354

30) Errington, A.C. et al. : Mol. Pharmacol. 2008 ; 73 : 157~
169

31) #HEBEMTFHEE (CL%y ME:20166E 7 A 4 HARR.
FHER ERMIEER 2.6.2.2)

32) Brandt, C. et al. : Epilepsia. 2006 ; 47 : 1803-1809

24, XEERERUTEVEDEE
BAY ) v 7S BESTHHKE
T108-0014 FREEEBXZAT H33EILS
TEL 0120-893-170 FAX 0120-893-172

2. BUERTRES
26.1 SRR
@ BARYIUvORASH

RRPEXZHATBEIIE11S



