20265F4HHET (BE5HR) FTADAH B EERRSEES
* 2026FAHIET (B54hR) B AL SR ) 871139
T3 3 FEE
o B fr— — [ 1]

p kR I =F250mew)
— _— -
SIY= |-§E100mgFYDJ

LACOSAMIDE TABLETS F50mg | $E100mz

) FR-EEoMSEICLD
FHITZ &

A3 RE S| 30700AMX00188 | 30700AMX00189
HRoehin| 20254E12H |20254E12H

2. B2 (ROEBEICFBESULENCE)

2.1 AHIOBS T UBERED RO 5 5 B

2.2 BEORMEREDH 5HE [9.3.1. 16.6.3%
iR

3. fHRE - IR

3.1 #8m%

B4

534 3 F§E50mg [YD)

Z 3% 3 F§E100mg [YD]

BRIy

1889, 539 3 F50mg

1§, 3% 3 F100mg

NN

AFonay, BLFy . SR ATV VB
Mg, tru—2z, #)L7, e RaFrroitio—
A, RKYVEZLTILVI—L (BFTALS)., v7ad—

V. BKr A B

3.2 BF DR

WR7E%

534 3 F§£50mg [YD)

Z 3% 3 F§E100mg [YD]

IR - FIE

Cyr@an7 4 Lha—
T4 VT

BEGOT A ILLI—T 4
> T

SHiE

@D @D =

SaYsK S3YSK @
100 YD 100 YD

(BEf%) #910.4mm

(Ff%) #913.1mm

R ! <A

B (JEf%) $94.9mm (Jf%) %96.1mm
Ex #93.1mm #94.1mm
HE 125mg 248mg

4. FEEX TR
OTANLAEBEDEDHE (CTREERILRIEZSO)
OttDHTADAETTHBHRIBH SNBVTADA
BEOBERNREICHT A TANAREEDHAREE

6. AENUHAE

(A

. RAICIET 33 e LTIH100mg& 0 15 % B
Bl ZOBAMM LoME2H T CTHEL., #iFHES
1H200mg& 954, WEhs 1H2EICH TROKEE T
%, 2B, FERICK D 1H400mg % #8 2 72\ #i [ T B
BT 50, HRIZGARM EoMEBEELH I TIHARE LT
100mgBl R 2475 Z &

UNR

ML A EO/NRICIES 3% 3 Fe LTI H2mg/kg &
DEREEFKBL. TOBLERD LoMRE2H 3 CIHAR
ELT2mg/kgd DB L., MAREAE3IOkgREO/N
WRIcIZ1 Homg/kg. (AE30kgll E50kgiED/MRIC 131 H
Amg/kgE 5. LFNG1H2EICA Y TREORET 5.
Tk, BRI K D RE30kgRIFHEO/NEITIZIHI2mg/ kg,
A8 30kgL E50kg R D/NRICIZ1 H8mg/kgZ#8 X 7\
HEACTHEHEERET A5, #HEILABMN LOBEBEZH T TI
HHA®ELT2mg/kgll R 2752 &, 7272 L. AE
50kgbl Eo/NRTIE. BRA LRI CHE - AREAV S L.

7. ERUHEICHET 2R
(FhBESLE)

710 ZVFF=r )7V AH30mL/min A FOEE KT
KREEREREDH HBEICE. RAXIHRESHEZ

300mg. MNEZIHESHAEZ25%HEE T 2745 EHEHE
KRBT 5L, 7z, MEBHZZTTVHEETIE,
IHHEIZMA T, MEERRICERTIEHHEOFED
EMEE2ERT S5 L, [9.2.1. 9.2.2, 16.1.2,
16.6.1. 16.6.2%H]

7.2 BENIHEEORHEEREDH 5 EE (Child-Pughyy
BAKUB) 123, AR IHEREAR%300mg. /N
IHEEHE225%HEE T 54 SEHBEICRET 52 &,

[9.3.2. 16.6.3%E]

7.3 AHl0 1 HEEAEIAE3IOkgARMO/NETIE1H12mg/
kg. 1A8E30kgll ES50kg RN/ NETIZ1H8mEg/kgTH
%, AA%E1H8ME/kg% B2 THE LT\ 5{4AE30kgA
WOPNEN, BERICHEVRENITEEN30kg LE %>
THEICIE, BEOREEZHFICBEL. RKUBIE
HORR2EEB LIS AT, HUZHABZEET S &
BB, REAERIIETSZ L,

CRERFEIE)

7.4 RENZMERRBEICELTERT 25AICE. o
TAPAREEMAT S &, [BRRBRICBWT, BERM
REMEITT T B AFI B 5 T ORI 2 10, ]

8. EEREXRNEE

8.1 EAFICBY2HREBOAMZEER W LEEFIEICK
D, TAPAFRIEOBEXIITAPAERRESD 5D
NBZ2EHBDOT, BHE5E2HILTHHHICE. DL
EHIABY EAFTHRAICEET 2R EEBICTS S
Eo

8.2 mEEH . BH. KK, BB - 471 - RohES
BAHSEDORTIEIAIEN DS, HEHEDEERS GG
RS BNEREOBET IS, BEEEOREFED 2 +0H
RO, EEIAEEICHE U, G2 LS MMIERIE 2T
AR T OLEEENIDBETH S L2 HETICEEIC
BEISHE, £/ BRENDSDNLBEICIE. B
BEHOEREBREEZ O BHOBRMEICRELZVE S,
BEICEET L,

8.3 PREIBOIEENH S5 LN B ENHHDT. KElDKZE
FIRETEN EOERE 70y 7EICE#ET SRR (SR,
IR IR, HHS S 508K, KM, #iE,
Bhe) oXRRFICEET S L, AHloORESEHIZZD
KO BERDPH 5 bNZHEITIE. BHIOZEZZ TS
EOBERVZOREZICIEET S &, MEERER
BEOOMEE (DHFEEXILOALE) OBRF0H 58
H. T MITLF Y INVEE (TUVHTERESE) Ob
5HEE. PREBOEEZEZITBZhD D %A 20 H
LTWAEBESE T, ARSI R ORI ST
DERBREZTORE. BEOREBEMREOE(LZE
BELHET S E, [9.1.1. 10.2. 11.1.12HE]

8.4 Sk, HE. XBEZOBMERSH S b, B
TBRICEZZEHHEDT. FETRSHIIBEDRER
WREBOELZEREELBET S L, [8.5. 15.1%
H]

8.5 BERUZORKEFICHRYE. BRERZEORBHERRE
BROREERIC OV THAHRIAZIT V. EAi & BEICEE
EWMOES EO5EETHI &, [8.4. 15.1B0H]

[493Aj007



8.6 B, BHFDOIRBEENECLREENH L DT, BE
RS, IREFICOVWTHRZZITIOEERL. BEEVRD
SNBEITEY L NEZITS 2 &, [15.2.15H]

9. HENERZFITIEEICAAT I IR
9.1 GHIE - MEEEDH D EHE
9.1.1 McEEEPEEDNMERE (DBHEEXFDTEE)
DEIEDHZDEE. T NUILFvRIVEE (TILAH
S IEREEE) DHBHEE
AFIOPREBEEERICEDEET Oy VEFRAT
BENFDH S, (8.3, 10.2. 11.1.12H]

9.2 BigEEEEERE

9.2.1 EEBHKEEEENGHIEE
[7.1. 16.6.123H8]

9.2.2 MFEBENEZF TVS RS EEEEES
[7.1. 16.6.228]

9.3 HFikrElEEEE

9.3.1 EEDIFHEEEZEDH 2 EE
BELzWZE, KAlOMPBEEN ERTHBZEZLD
H5. (2.2, 16.6.3581E]

9.3.2 BENIIPEEDITHEEEEZEDNH SEE (Child-Pugh
DFEARUB)
[7.2. 16.6.32H8]

9.5 1Fi%

R XATER L TV AR O » 2 ticiE, iBELD
Bt EREE LR 2 SN SBHICOAEET
BT &,

T MZBOLTHREBTESRD STV,

9.6 1F7LIR
HWELOERERVBARBOAREEZZEL. BALO
MR SR IE 2 RETT A 2 &

t MIHHRABITT A 2 EPHESh TV S,

9.7 INR

9.7.1 BHAEEER., LR, AR UI4ABRBOS RIZHT g
B B PRABR X FEHE LTV e,

9.7.2 NEEZEOH T FHMEIIH T 5 BAEEICHET 5 EKRR
BZEN - e b IiTbh Tz,

9.8 ElnE
—BICHIRE TIIERKENMET LTS, [16.6.4%
fE]

10. #8E{EA

10.2 HAER (HRICEETSI L)

HEHIHE HERAAER - 1EE T K - fERET
PREROEREZET |FE 70y 7 E4% | HHIC K Y PRERE
TEThOH2EA |HI2BThNd5s. | RIFAPHEMAICHE

[8.3.9.1.1. BILBENDDH S,
11.1.12H]

11. BIWERA
ROBHERAH6bNBZEHFHHDT, BEZ I
TV, BEPROONHRICEREEZHPIET 574 &5
URRERITS &,

11.1 EXBEIER

M1 BEIOvT. @ik, K (LIRs 1%kKTE)

PREBOER 2RI BENNH S, [8.3. 9.1.1,
10.22H#]

11.1.2 hHBHREIFFERIERIE (Toxic Epidermal Necrolysis:

TEN) . BZEHEIRARAEIREY (Stevens-JohnsonfiE(RES)
(WTh & HEERE)

FEG AIH. KA - OB A TOE. HERE. BRE
. ORRFOREIRD SNHBAICIIREEZHIE
L. BYULLEEITS 2 &,

11.1.3 ZRIBESEEIREE GHEARH)

MERERE UTRE, BES A LN, BEICHERER
. U Lo HilER. AMmBREN. iFEakiES. BAD)
VOSBRI & M40 BRI O BB LBEERSH 5 b
NBZENDHB. BB, E PALRATA I A6

(HHV-6) D74 LV AOBEIEHELZES &A%
<, HBEHFILZROFHE. HE. HHERESEOERD
FRH VBT A EFHLOTEET S LY,
11.1.4 BFERIERIE (BHEERHR)
11.2 Z0fthDEI{EA

3% E | 1~3%KH 1% SHEEANBH

g | FEto X | EREE.| SO, DR, | HHmkE
=3 W TR, B | OB, B, | EF 2ER
(17.8%) . | kiR BHESRR, 5| 5

PR, AR =, RAMEE.
RETH. #Hl
REE ERRE
RN
AHEAE . ARIR.

WERE. B
R, HIEs R
. IAr0—
XAETADA
AR HH. BR
iiibi/3 F I BRI
/}\
HIkER =D, IEH | T HERE, OW
AR, BG.
i
TEERER DEAHE) DA HHE)
liid ] JFkRERE
R# R BAHE
RE
b RE, ERE. | MERE
Z D FERE
HBEHER A
B HE D F | BB
v
Z DAt itz BATRE. | EE B, | RER

ZREE |18, BEE%.

BEAT I

13. BERS

13.1 fEHR
HWERES (FA12000mg) X VED 5 EER
. FEED TV, ED. FBE (RRERERRFEE,
TADPABERRE), MEEESE, Y av /7 RUBET
Hoizo Eizw TAH I R7000mg%E —EE IR L7z 6l
TRLPRESN TS,

13.2 &
AFNFMABGENIC L OREFBETH D FHEHL TV SE
ROBEICIE U THRENOEEZERT 52 Lo
[16.6.2218]

14. BRALOER

14.1 RARMBOER
PTPRZDHEAFIIPTPY — M 6B L TRAIT 5
EOEETHI L, PTPY— bOBKICEYD ., LS
AR REREARIA L, BITIXEFAL2E S U THERR
REDEELAMELZMHAET LI LN H 5.

15. ZOfthDER

15.1 BRAERICE I 1ER
N TEMSNIEROFITAPAZEIIBIT S, TAD
A BHREBELWNR E L1990 7T 1 AN HEER PR
BOBEHERICBV T, BREERVBRENDOHERD
VRIH, LCAPAEDORAB TS 7t RBEL L
TH2EEL HTAP AR : 043%. It XK
B :10.24%) FiTAPARDIRAB TR, 77 RE
EHARIO00AB 72D 1INB W EEHE SN (95%fF
XM :0.6-3.9), 7. TAPABBEOY T IN—F
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TlE. I RBEEERI000AH D 24ANZ VW EEE
ENTVa, [8.4. 8.55H]

15.2 FERRAREHERICE D < &5k

15.2.1 JEfREMBERBRICBV T, AV IFRET Y b
KBRS EHISHEETHAMLEDS, T D26
A KA O104E MR ER G BEERBR CRICETE IR
S5NT. A XDS2LEMKERSBEHBICB VTR
HOBLIRO SN o7z, HH. BREORICH
THEWERHORBRRII T I AL VEL . 16AMH
50 HpERASMHERBREDO 77 RBETIEL.6%I2%f
L. AFI200mg/HET4.9%. 400mg/HET
12.2%. BH#E5TIZ5.5%TH 0. WL EE MHFER

(HERE) OFT TR RETIEL.4%I1Ct L. KA
200mg/HEET8.9%. 400mg/H#ET18.0%-
600mg/HET30.5%TH -7z, [8.65H]

15.2.2 RHFEEETT IV THHWAG/RijZT v b (3. 10K
30mg/kgx ERENKSE) KUA bT AT — LELHE
RBTADPATY & (15.6%T31.2mg/kg % IEFEN
#5) IZBWT, RMFEEOHEENIRD 5N,

16. ZEE)RE

16.1 MAGEE

16.1.1 A

(1) BOES

R A BHE18HICZ 24 2 F100. 200, 400mg%
ZERERFICHEROKRS L & &, 85%0.5~ 41T
Cmax!ZE L., t12EW14BEBTH -7z AUCKT
Crax| 35 EICHAI LML /23,

B SR OEMBLINT X —5

58 100mg 200mg 400mg
1% 12 11 12
AUCo-w(pg - 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]
Crmax( st g/mL) 2.96 [15.2] |5.84 [25.0] |11.8 [15.4]
1.00 1.00 1.00
Tmax(hr) (0.50-4.00) | (0.25-1.50) | (0.50-4.00)
t1/2(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) 355 [13.4] |36.3 [13.0] |36.2 [12.8]

ARAFIME [CV(%)] Tmaxld AR AE ()

(2) RiE®RS

fRRRR A B HESHIC T 29 3 F200mg/El% 1 H2[E7H
RIKERO®RSG L&, M3Eh S a9 3 NEEIZ#R
GRita» 6 3HRICEFREICEZE L7z, AUCo-120
SRAEI2.4TH o729 FHEAT—%).

16.1.2 MR
FEERIABROEERIRBICBVLTEox AL S
17RETO/NRTADAEBREALAF (HRNL66% &
) poEon-MmiEhSay I VEEL2HWTRE
HISEM BT 21TV DNRICBUY 57393 FOHE
MEREINT X — ¥ BT L. RETICBY 5534
I FOBR5RIE2~12mg/kg/H %1 H2ERS (FF
S50kgll Eo/MNRToREARIZ600mg/HED) T
Holee APFOSHER (VA/F) 120.71L/kg. R
PFOEE )75 X (CL/F) 3EERCERIC
&7 L. (AE15kgD 4% 0.88L/hr (0.058L/hr/
kg). AE25kgm 8% R <1.18L/hr (0.047L/hr/
kg). AE40kgd 124 R T1.60L/hr (0.040L/hr/
kg). fAE50kgm 162 T1.83L/hr (0.037L/hr/
kg) LEINLD, [7.12H]

1) AFNIABLL Eo/NRICH L CGERAZE LTV,

¥2) AAlOER SN HEESHEIL. BRAKRUKRESOkgE Eo/NE

I213400mg. fAE30kgbl E50kgHRiED/NRICIZ8me/ kg, (AE
30kgHKiHD/NRICIZ12mg/kg TH B

16.1.3 EMFHIEF R

(GaY=RrEE100mg [YD])

Z 3% 3 F§E100mg YD) &L %8y FELOOmE %
JURAF—N—HICLDZhZTIIEE (FTaHIFEL
T100mg). EEBRABTFO7HICHERERREORS L
TIMFEPREMFREZRAE L7z 1§56 NI-RYEHE
NFA—=% (AUC. Cmax) IZDWTI0%EHERMEIEIC
THEEHENT 21T - 72 /ER. log (0.80) ~log (1.25)
DOHEENTDH O A OEWERREE IR S 1720,

HENTA—F BENT A=Y
AUCo-72 Cmax Tmax t12
(pg+hr/mL) | (pg/mL) (hr) (hr)
T a3 FEE 55.909 4.1010 0.54 15.51
100mg [YD] +8.242 +0.9870 +0.38 +2.25
B LRy ME 54.773 41113 0.67 15.51
100mg +7.633 +1.1693 +0.61 +2.13
(FHfE £ REERZE. n=67)
(pg/mL)
S —e— 5 7% 3 F4E100mg [YD]
4 ! A— Y L%y MELOOmE
i (T + B, n=67)
® 3
th
" 2
I3 L e

@ : :
01234 6 8 12 24 36 48 72

Fe5&EH (hr)
MBFEFBEETIZAUC, CradE0/$7 A= 1, HEREDRIR, HHOR
TUES - WS ORBRLFIC & > C R 5 TR 5.

16.2 IRIY
16.2.1 BEDXE
R A B 2440125 39 2 R300mg % Z2E K X i
BRICHEREOREL-EE, BAFERIITIFD
AUCo-t B UCmaxICEZ RITS o720 (SEAN
T—%)o
16.22 N4 AT7RASEUFT «
R A 246112 T 29 X F200mg % 30K% 6053 T
A SEERAR G O BEERROZS L& &, 53
B3I FOAUCO- KU ChnaxldFAEETHY.,. T4 3
REEDHEXNA T T RATEY F 10 1X121X100% T
H-729,
16.3 9%
ERRRR A 2441125 34 I F200mg % 3047 8 ¢ Hi[m] 251
BIRN G Lz &, 7AAHE (Vd) E31.1LTH D,
Z 3% 3 F200mgz BEREAOKS Lz L&, BRAT0
DA (VA/F) 1332.8LTH - 729,
in vitro (3% 3 F1.5~60ug/mL) kex vivo
(7343 F0.7~5.5ug/mL) RHEOHKR, 7393
FOMBEABERIZIS%ARTETH - 729,
16.4 {3
Z 39 I FIIBHEMRCRHEIC X D END» SHEK L.
in vitro FERDOFER . FEIHENITNEE 2 EREWTH
H0-i X FIVAAEERICEICHEET ACYPHFREIX.
CYP3A4. CYP2COKU'CYP2C19TH - 710,
16.5 HEtt
16.5.1 EFER A BEESFIC [14C] -F 34 3 F100mg (40
pCi) ZBEEEEOHRE RN O] B B S ER IR &%
Bl &, #5%168KME TIZ. RPICBREED
94% K% U'97% Mk S . EHADOPRMIZ0.5% K
THolzo RENIZT IV IR (F30~40%). O-Hi
A FIUE ($930%) . MBEEST (F920%) KOO
242MREY (0.5~2%) &L THhtsn10.10 (4

BEAT—%),
[493Aj007



16.5.2 ER A BHEICT 29 I F100~400mg 2 Bi[al#E
Lz, BE2RERE TORPHRERIE, S0
B3I F29~33%. O-Pi A FIL{E10~15%TdH -7z,
MEEHFO-FEX FNEDAUC I MEFEFZ 34 I KD
$10%TH - 723,

16.5.3 R AICT 34 I F200mg % 3047 i T B0l i &
IRABE L&, 287U 77 A (CL) 1&1.78L
/Arc® D, T39I F200mgx BEREORE Lz &
%, Rr0doeH5279Y 75> A (CL/F) 1&1.84L/hr
TH-7:9,

16.6 BEDERZHIDEE

16.6.1 BikEEREERE
BEAEO R B 5B ABBE 5 T 3 F100mg
EHEEORG L&, AUCo I BHEEES

(CLcr : 280mL/min) &HBL T, BERKTH
(CLcr : 50~<80mL/min) TI&27%. FEEKT
# (CLcr : 30~<50mL/min) T22%. BEEEKRE
(CLcr : <30mL/min) T59%& <\ Cmax|IBEH»
SEHEDBEREKTE TLO~14%Rmh o7z, BENPS
HEOBHKEEKTEHICBIT30-HAF LIEDAUCH
IERBEEED]LS5~4.68ThH o712 HEANT—
%) [7.1. 9.2.1%1]

HOREROFEMBRE/ T X —5

BHHE E¥ BEMKT |PEEEKT| EEKT
% 8 8 8 8
CLcr(mL/min) >80 | 50~<80 | 30~<50 | <30
47.0 50.6 576 748
AUCou(ug -b/mb)| r5 1 | 1751 | 119.01 | [26.9]
2.69 2.95 3.06 3.02
Cmax(1g/mL) (3501 | [207] | [100] | [233]
1.0 05 05 1.0
Tmax(hr) (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
(b 13.2 18.2 15.4 183
2 [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/F(L/hr) [20.8] [17.5] [19.0] [26.9]
0590 | 0354 | 02779 | 0.143
CLr(L/hr) (3791 | [51.3] | [244] | [31.8)

HMEEME [CV(%)]. AUCo1d0~96RFRIE Tmaxid H 9L fiE (i)
ClR:B27V7T R
a) 76l

16.6.2 MREREZ T TV SRS HEEREEEE
MBENT %2 2TV 2R ABEERE ORABBRE
12y JEBENTRE R O EATBRIA2. 5B MATIC S a3 K
100mg % BEFRORE L7z & &, JEBENTRHIC L R4RF
B OBERMEMEETIZT 29 I FOAUC)-11346% A
L. BITICKABREMNRIZT Y I F57%. O-fii A
FUAKRSI%TH D BT 7V T I ARIETaAH IR
140mL/min (8.40L/hr). O-Bi X F L {k149mL/
min (8.94L/hr) TH»-712:13 HEAT—%),
[7.1. 9.2.2. 13.2&]

B SROEMHLINT X -5

MR FEBATIE AR RS BT
% 8 8
2=

AUCo-t(1 g - hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax(ptg/mL) 3.18 [22.4] 2.79 [22.1]
Tmax(hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
t1/2(hr) 19.6 [19.4] 19.2 [26.8]
O-fii X F L1k

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

BATEE [CV(%)]. AUCo-ti&0~ 24RFEIME, Trmax & - o {E (HiFH)

16.6.3 [FHkEEEEEE
JFBSREAT RS EICE TR L7z A (Child-Pugh%3%EB)
12734 3 F100mg/[E% 1 H2[E5HEREZORS
Liz& &, BERACHRTT IV I FOEERED
AUC0- 12K U Craxld ZNZEN61% KX T'50%E D - 7z,
7z, FRETEELIZEFREDAUC)- 125 FCmax
WX ZNZNAT%RO3T%ED > 720
BEEFHEERERE (Child-Pugh®%EC) ToEY
FRIEMH LTV BEAT—¥) . [2.2, 7.2,
9.3.1. 9.3.2%0#]

ERRBOENFRL/ NS X -5

JFtnE EH Child-Pugh4#JEB
% 8 8
AUCo-12(¢ g - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cmax(pt g/mL) 5.83 [13.3] 8.75 [18.7]
Tmax(hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
ti/2(hr) 14.8 [19.7] 24.1 [23.5]

FAFIIME [CV(%)]\ Tmaxld R AE (HH)

16.6.4 Sifn&

65l Lo BEL IFIROEHRLELI260ICT 345
2 F100mg/[M% 1 H2RISHEREZOHREG Lz & &,
A5 TORABEI2F E B L T, BHRBERS
ZHIZBWTT a4 I FOEFREDAUCo 1213 F N
FN33%KV50%E < v CnaxlEZFNEFN29% KX
53% @ olze Fioy (RETEENLAAUC1213E
HBEEROREICBVTENRETN26% X TV23%ED -
7219010 (HEANT—%). [9.851R]

16.6.5 CYP2C19: & F2H!
HARAKROHEANEFREABES1861%. CYP2C19
BEFHICESIARHESFHICKD., 2ERHRE

(UM) 14, SR#aEE (EM) 1761, FREIRH RS
(IM) 10f1. ROMEMRHEEE (PM) 8flIcmF. 2
OEMIZT IY I F100~400mg% BEEO#KS L7
LE, JAYINOBREBERVAETEENL L
AUCo.wld. EMIZHARTPMT24%. IMT10% 5
Proizd,

16.7 EHEBEER

16.7.1 EYMEEERASER
a9 3 N, IREMEFRES TCYPLA2, 2B6.
2C9. 2C19KUBA4ICH L THEBMEHAZEZRS T,
CYP1Al. 1A2. 2A6. 2B6. 2C8. 2C9. 2D6.
2E1. 3A4%UBASIZH UCTHERREZ RS RD o7z
. CYP2C19IZxt 9 AHEERANRB SNz,
Z3% I NiE, P-HEEREORBMNLEE TIE L.
P-HEEBEICH L THEERAZRS 2P 57217 (in
VItro ) o

16.7.2 EEAREYBE{FRER

(1) AILNIBEY
R ABELIfIC. 343 K (200mg/ll. 1H2
m|) OEFREBIZBWT, BOCYP3AFEERKUH
BEDOCYP2COFEETH 5 NN~ EE >V (200mg/
|, 1H2ME) 2AREROKS L&, AVLNT
T IET a4 I FOEEIRBDAUCH12% U Craxi
HEBERITSHDPoTz. BERABELISHFNIZ. KN
<¥EY (200mg/[E., 1H2MH) OEFKEIZEWL
Tv 3% 3IF (200mg/lEl. 1H2[E]) ZHHKER
085 L-EE, AT IRRAIMNTELEVOER
REDAUC- 12KV ChnaxiCHE R RIS o718
NEAT—%)o

(2) ARXTFSY—=I
R A B34, T39I F (300mg) O BiH
BOFSITBWT, HFWCYP2CIOBHEETH 54 R
7ZV—)v (40mg/ml. 1H1ME) %OHtHKEROR
BELE&E, XTS5V = IE5T4 I ROAUCo-t
&UCmaxL:%ﬁ%%&‘fétﬂﬁ”)fCo
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CYP2CIORETH B4+ XS5V —)L (40mg) DB
EREOHESICBWT, 343 F (300mg/El. 1H2
[\) ZHAREROKS L& ST I NI
75V = VDAUCH K P Cmax i E 2 RITS -
7219 (HEAT—%).

3) =TIVYSL
R ABM33MIC. CYPIARETHEIYITAL
(7.5mg) OBEROHRGIIBVWT, FIYIF
(200mg/El. 1H2MHE) =HHARKEROKS LizE
F. FAYIRIZIFVYVITLDCraxZ30%EMS &
72 BAUCo B A2 RIFS 2 - 712200 (LEAT—
7)o

4 D9ILI77uUur
BERABMELI6HMIC. S-TLT7 7)) YHCYP2COE
BTHhA5TL7 7YY (25mg) OHEREOKREICH
WT, 3% 3IF (200mg/lEl, 1H2ME) %HHRE
BOLESLEE, 39 I FIESKUR-TLVLT7 7Y
YDOAUCH KU CraxiZ %2 KITST, Fuboy
YUBBED T b v Y U RO ERBERER (INR)
DERMERTAUCo- 1681 ERZ RITS HH > 22D
HEAT—%),

16.7.3 BEEIEYEHERR
AARAROCHAEADBRARNERDTADPABREDS
‘BonmfERs oy I FEET -y 2HWVWT. BE
SR BIREMRNT 21T o 720 T DORER. CYPFHFEIERMZ
BIA2MTAPAETHLHUNTEE Y, 7=}
AYRET 2 I NV —LOBHRICED, Sa43
FOEEREDOAUCIE. RAKRT/NET, £%25%
KO17%wA L7522,

16.8 ZDfth
(539 = R§g50mg [YD])
S a4 3 N§E50mg YD) & [&ENRE% 2B OFEEEH
DEYZNRSERBR AL RS54 > (SH2HE3A19H H4:
HEH0319515) IcEDE. 5 34 3 F§ELOOmg[YD] %
A E Lo & &, BHBHICE D EEMZENICHE L
Rl ENT23),

17. BRERRAE

17.1 EMUERUTRESEICET B5HER

ERRRIE (CRIESMRILFEIEZZSDO))

17.1.1 EFFHEREE MHEHER (EREE. RA)
FRICNEEETADA L BB S NI HME (2R
et EL2 &) NERFEOLMIERE R
EEET BB LoBEENRELT, FIVIF
$8200~600mg/HEL X A VN< ¥ R EE

(CBZ-CR) 400~ 1200mg/H%2 % BHIZ THEO#H
B L7 & &, FEFHliEE T % %Kaplan-Meieri%Ic
K D HEE Lz A RIS B 56 4 ARIFIEHEE
RITFROEBYTH Y, BEZEDISKHEEREOT
REXFORESNFELERAME (-12%) 2Lk
H>7:Z &, CBZ-CREFD6 1 ARIRMEHERRICNT
HEEZEDOSUEFEXREO RRMEOE (=) &,
TOBRELIIELERAME (-20%) & EE-7z2&
756, CBZ-CRIZWNT 5T a4 I FEEDIEL M HERR
SNz,

- s | R | B
g | mow | g | Lrmgn| RO OB AR
s ) | S | DS | ()0
XD | XD
FIHIR 327 89.8
gr || 730) |68 928 13
FAS) -6.0
CBZ-CRE | 4420 | 202 oLl 155, 28]
(69.7) | [88.2, 94.0]
FELANS 307 915
g | 1| (752 [1886, 9431 13
PPS®) 5.7
chzcRE | 307 | 295 928 |23, 271
(71.8) |[90.0, 95.5]

a) Kaplan-Meiert&ic X2 #EHE (GBX3» AMOFEERE (2L
N, 3EBE) #f8& L TMantel-Haenszelif iz & 0 §7%)

b) ZaY I NEEBDIHAER - CBZ-CREDHELR

C) HRROBMZEDISKEFEXMO TRE/CBZ-CREEDHIR X
100

d) Full Analysis Set

e) Per Protocol Set

f) BARNEGI7HI% &t

g) HANEG136% &

7B BREMERICKST 39 I FEEHT400mg/
HEAOHEESNE L 2> 2 BEZWRER+IHI & L
T 2B EDFASICB I B RENHERL-BER
(&1& (%)) 1X308%3)/444%] (69.4%) TH V.
Kaplan-Meieri£ic & D H#EE L 7= F/EHEER [95%(F
FEX ] 1£84.1% [80.5, 87.6] TH -7z,
BIEFRBUSEE . 39 3 FEERT37.2% (165/
4440)) TH -7, ELBEWERIZ. FEED £117.9%
(35/444%1) . ¥%%5.6% (25/44441). {HIR4.5%
(20/444%1) TH 7229,

*1) REAOARZES N1 HREHARIZ400mgTH 5,

H2) WU EE U REEEEAT TIIAR S TR,

1#3) 200~400mg/H#% 5 TRIEMHE L1 BEH.

17.1.2 ERSE MAEEER (BEIEE. RA)
1A OO TAPAZEZEEGE LTS 16 LD
HAR(EE AT HTAPABEEZNRELT, T
3 F$E200~600mg/ HEDRE R G & 5 BiFlEHEA
PogEZALEE, 6 AMRIEHLABRZEOH G
46.2% (6/13f1) TH -7,
BIfEFRRSEE X, 84.2% (16/196l) TH -7z E
SEWERIZ. FEED £1142.1% (8/1961). K
31.6% (6/1961), EiEED £, BLAE10.5%
(2/1961) TdH 7229,

F4) RElOEBES N1 HESHARIZ400mgTH %,

17.1.3 ERHRE MAEEER (HAFE. MA)

BFEORTA D AT RIENFIZIRI RO NG
WD RIEZE T 516U EOBARANROHEADT
ADABESATH (HARANBE142Bl 2 &) 2R
ELT. 7393 F§E200, 400mg/HXIF S TR
zZ16EBREORE (BEFEORTAPAZEL~3AED
BHH) L7z& &, EEFHMIEE TH 2 BIEMIcd
BAERR D28 H B 72D OFRIFFRIBELEIT TH
DEBVTHY, TTEARBEETIY I FHE200mg/
HXU400mg/ HEF & O TREHARICER 2 Z=2 R
OoNTz. 7B, FEITBIF250% L AR F—1L—
~ (28H &7 0 O FIERBMABEHM & AT
50% EiE L BEOEIE) & T REEL19.7%
(36/183f1). Z 3% I F§E200mg/HE#38.5% (70
/18261) KT a4 I FEE400mg/ HEF49.2% (88/
17961) TH -7z,
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28H®H -0 D 75w REIC
g | EARIERHD | pfE9 | W 2EDRD
Z{L&b [95%(E#EX ]
75t REf 183 -1.22
29.4
200mg/HE | 182 -3.33 <0.001 [18.7. 38.7]
39.6
400mg/HE | 179 -4.50 <0.001 [30.5. 47.6]
a) Full Analysis Set
b) HRfE

C) WA LI MR 028 H & 72 D ORI RAIEEIE E RISER. &
SRROEZRET. SEERL-BEABO28HH7:0 075
TEmIE & AR L 2 1SS

d) ORI & O HE S NI R/ NZSRFEED SRR U0 R EE
BEADHR (%)

17.1.4

17.1.5

BIERFBSEE X, a9 3 NEERET47.7% (173/
363f1) ThH-7. EFRBEMERAIZ. FHEED E WL
22.9% (83/363f1). 1HIE8.8% (32/363%l). HEHK
4.4% (16/363%1) TdH - 7220,

B ERA#EIZSHR (BA)

EREEFEIE MAERE (FREE) 227 LIZBARD
FEOBEZE4736 (HAANBEL12362 &) 2R
ELT. 393 FEEL00~400mg/H % 1 H2[EIZ 5
FTROBREG L (hHEHE. RER767H®RE).
FATREEOBZEIAM A 5 D28H B 72 D O3 FAFEEL
BAROFREIZ55.23%. 50% L AR ¥ —L— b
1356.3% (265/47141) TH -7z,
BIVEFRFBSERE X, a9 3 N§EEET42.9% (203/
4736%1) THolz. EREIERAIE. FEHED TV
17.8% (84/473M1). 1HARS.7% (27/473f1). JEF
3.8% (18/473#l) TH - 7227,

BNEmmEEE (M
BFEOIRTADPAZET T RHIENFIRIRIB SN
WS RIEEE T 248U L17BRBO/NETAD»A
BE343FENRE LT, T34 3 F ((AE30kgRH
DEHIX8~12mg/kg/H. {KE30~50kgRikDEE
i26~8mg/kg/H. {kE50kghl Lo BEIE300~
400mg/H) XiZ 77 A% 16 ARRORS (BFED
MTADPAEL~3REDOMR) Liz& &, FEFMHIE
BT 5 BEHAMICNT 2HERAR O28HH 72 D OFB
FHEERNBELCBIETEROEBDTHD ., IR
LT3 I FHEOB TR ZENICERREDSRD S
iz,

28HH7=0 D 77 RERHC
Bl | EROFEEED | pEo | KT HEDRD
L&D [95%fEHHIX [H]]

T REE | 170 -1.55

73y 3

31.72

FEE| 170 -3.05 000031 116 349 44277)

a) Full

Analysis Set

TI e RBEO2I. HERHABORIEEHT — & ICRH GEfEHEE
DEED10%E) Wdh o770, BITICEDLEP o7

oo

R
In (X+1) (XIZERTFEAEEE) TSR Lo RIEEKE R

W, BER, SFA L EREEEEEZETE L. SR L -BE
B D28 H & 72 D D&y FAERIEUE AR & U733 80T

d) I ARBIIRTHEMPE (%) =100x {l-exp (B/N_FF
DAY I FRETSTERBEDE))

17.1.6

BIEFARBIBEE L. 39 I FEET33.9% (58/171
Bl) TH-oiz. EEIERIE. HER14.0% (24/171
B). FEMED EN18.8% (15/171) TH -7228),
EFFHESE IERBGIRSHER (VR

AP S1TROBEBERINNETADPABREL36
Bl (BARAN46H1. FHEA0HI) ZXWHELT, T3
¥ 3 Fl12mg/kg/H ({AES50kgbl ko & 13600mg/
HES)) FT21IH2EICAT TROKE Lz =, #
KD 5 OBEARIC B T 2 FEIE OB ER

OHIEIX-52.73% (HAANT-27.63%. FHEAT
-60.56%) TH -7

BIfEFHFRIFSEE X, 56.2% (77/137H1) TH -7,
ELBERIE. FEMED F20.4% (28/13741). &
AR19.7% (27/137f1). #E#8.0% (11/137%1) T
H-7229,

#E5) ARloARSN 1 HEEHARE. BRAKREESOkgM Eo/hE
1213400mg. {AE30kgbl L50kgAHD/NRIZIZ8mg/kg. (AE
30kgAKiHGD/NRIZIZ12mg/kgTH 5

CEERRREE
17.1.7 EISHEE MRS RARUIVE

BEEDOH TA D ARETHI uRIEMEIIRIE S N
WIREBREEEZ BT 248U LOTADPABE242
Bl (HARANBEIOfZEL) 2HHRELT. TIH
B (FE30kgRKmD/NEEEZIZ8~12mg/kg/H. &
#30~50kgRiD/NRAEE X6 ~8mg/kg/H. (K&
50kgBl ED/NRKR OB A EE1Z300~400mg/H) X
77 RERETC24EBBZORS (BEORTAD
AEI~3FEOPMA) Lize &, FEFMEATHS
24EROWBEHARIC B 3 201 H O R E M RFE/ESF
HIBETOHHMITROLEBYTHY, FILARE
ZaY I FHEOBTHREHENICERELZPRDO 6N
7o

ARVRRRET] L
EitdsRicd fFi%a | oH%K (H) D = pfE®
sy | [OSTRHEH)
e 77.0
7IERR | 121 490, 12801 0.540
<0.001
I - 0377, 0.774] | ™
7AFITH| 118 [144.0, -]

a) Full Analysis Set
5393 FEOLIFNE1I25MED A XY M ASFEBL L 2851 Bk A sl
ffranizrz. 261324 EM OBEHM O RIEERAE Sz
DPolzle®, BITICED RN o7z

b) Kaplan-Meier#ic & % 2438 e REIREIC B 1) % 2[E B ORER]

RFEEOFHFE TORMOHEEME (hRIE)

[-1 739 I FECIR24EH OBRIMIC2E B omERRFEE

H50%LL_EDER

RO SN o T T DHEEARE

c) BIZHIRICH T 528H B 7 ¥ ORERARIEEDOEEA2EL T D/
R 2EDTFORA 2EEO/NREIIIERAZ & & U7 Cox N
Y= FETFIICEDL, Waldkick W EH S hz

BIVERRBSEE X, 539 3 FEET46.3% (56/121
Bl) THotz. ERBIERIZ. FEHEDEWVW17.4%
(21/12141), 16EER13.2% (16/12141). BE.07.4%
(9/12141) T& - 7230,

17.1.8 EIfHERPBMFIZSHER (HARDNE

EEERE MRS (RAKONE) 25T LEE
KRUOEHEABR TOBEREEED S 5 IRERAFRERE
DHEED H AT S5 h - 12 BH2390] (ARARE
37l EET) ZXRELT. 393 F ({FE50kg
KD/ E#H 34~ 12mg/kg/H. AE50kgll LD
NREEI3200~600mg/H. RABHEIZ200~
800mg/HES) %1H2MEICHF TROKSG Lz & &
(FHE#HE. RRI416HES). KT O BRI
5 OWBEHRIC B 528H B 72 D ORERARFEER
HELROFIEIZ-88.52%TdH > 7z,
BIERIFEBUBRE IX. 34.7% (83/2396l) TH 7.
EREIERI. FEMED F1110.9% (26/23941). 1E
M85.9% (14/239f1). EEEED & LK OED3.8%
(9/23901) T& 73D,

H6) RAOERS NIz HEEHRIE, BRARCERESOkgE Eo/NE
1213400mg. {AE30kgbl L50kgARTHD/NRICIZ8mg/kg. (AE
30kgAKiGD/NRICIFI2mg/kgTH S0

17.3 Z0ftt
17.3.1 DERICH T BHE

R A21440125 24 3 F400mg/H. 800mg/
HENXIE T I A% 1 H2EN 5 CoHBIRERO#
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5, X@EEFT7uFH400mg/HZ1H1E3H
FIRERO®RS Lz &, a9 3 NIZQTcHRE%IE
Elahoi. a4 3 FEOPRERBOEHE(LE
BEOHBORGIREZICERERD, I RBE
D13, 400mg/HT7.3ms. 800mg/HENT11.9ms
TH»7:32 BHEAT—%),

*7) AFlOEKRESh 1 HEEARIZ400mgTH %,

18. FEREIR

18.1 {EFAR
Z 39 3 NIZBMIREET MU 7 LF v XIVOBRER
TEMEIL 2RI IR U BB IC & 2 Wil R iR
BRERSEBZEICE > THITONAERZ RS &&
A56NTN3B33,

18.2 TAHAREEICT S/ER
SaY I NIHEREEREY Y A, REF 2 RY 7%
fEw A, BEXFV RV IRHES Y . 6HZTADA
HETIARVCBERBLR Y a v 7R E (TR, Ty
b)) OMAFEROCEBFEEZ XML ZEMETIVICE
WTFMERIMEH L7239,

18.3 iCTAD AERIEIER
RZESHMF > RU Y5y MZBWLWT, FURY
> TR & I U 7235,

19. B ICBT BIELEHXIR
—fRE9EFR : a9 3 F (Lacosamide)
{t % 4% :(2R)-2-Acetamido-N -benzyl-3-
methoxypropanamide
: C13H18N203
& 1 250.29
R AE~RBCOMRTH S,
AY )= NVIZBEFRTL, =¥ -
(99.5) IZRRBE IR T L. KIZTPRBT
IZ R, ANTFUITIEEAEB T W,
{LErEE

22. g
(G3Y=R{E50mg [YD])
100%% [10%E (PTP) x10]
(53Y= REE100mg YD)
100%¢ [10%& (PTP) x10]

23. FEH

1) HRTADPA¥E  HITAPAREZEZRALTWAT
ADADSBNZBWT, HEIEIEE LR 2 S HE
BEZITOBROEESEIE (2026E3A17H)

2) BAZEE  EERERBERINIE =27V ZEHIMHE
BBRERE R

3) FRERt i : HEE &K, 2015 ;5 43(9) 1 1307-1316

4) HEANBEBRAICBIT 2T 39 I FREBSHOEYE)
B (EL%y bE: 2016E7THAHAR. HFEMIE
2.7.6.3.3)

5) HARARUHENNREE BT 2 LRy B RN

(28 v RS54 vay 7788 201941 ASHASE.
R ERITE2.7.2.2.2, 2.7.2.2.3. 2.7.2.3)

6) B : EWERESERBE (58100mg)

7) AEABERAICBITSS 39 I ROEYEHEICKIFT
BHEOEE (YL/%y ME: 20165FE7A4A KR, BHiE
BRHgEE2.7.6.1.1)

8) FHIBA fth : EEREMEERE. 2018;21(9) : 1223-1234

9) i (B L%y MNE: 20165FE7HAH KR, HEBEERY
52.6.4.4)

10) R#t (EA/8y ME: 2016E7HAH AR, HEERHE

%2.7.2.3)

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

12) Cawello, W. et al.:
52 : 897-906

13) BREDETA T I I FREEORGROFEYEREIC
RIZTEEOMRE (EL/%y ME : 20167 HA4H &
HEE BRI EE2.7.6.4)

14) HEAFEEETFICB 2739 I FOEYHHE (L
LSy hE 1 201657 HAH AR REFERIEIEE2.7.6.4.5)

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

16) FEWME/ROEENT I3Y I FEREEROCRERZORSEED
EMBRICKITTHEOMET (EL%y ME : 201647
HABZ&RE. EF" BERIELEE2.7.6.4)

17) EYHEEEHERE (E22%y ME : 201657 H4H &R,
BRI E2.6.4.5. 2.6.4.7)

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

19) Cawello, W. et al.:
34:317-325

20) IF VI LEOEYMEENER (EL0y ME : 201657
A4HAGR. HHEERE2.7.6.5.9)

21) Stockis, A. et al. : Epilepsia. 2013 ; 54(7) :
1166

22) ZaY¥ I FNICEY 2 BEREMHRMENT (ELH7%y b
$E 1 20164E7HAH KGR, HFEERIEIE2.7.2.2.5.2)

23) HANER : EMENEFEERER ($850mg)

24) EoyFEERAEEO BRI FEEENEEE (YA b

#iE 1 201 7E8H25HARR ., BEWMES)

RO RIEGHRBEY & BABREAOT D B AR (YA

I8y MEE : 20174E8H25HAR ., BEMES)

26) HAKUOHEICE T 2 RIEFRBRED T 7 £ AR
HEEEE (BA8y ME : 20165E7HAHAER, HER
BHE2.7.6.7.1)

27) BARKROHEICE T 283 #IEFAREORPMRERS
HEE (EL%y ME : 201657 HAH AR, BRI
$2.7.6.8.1)

28) NREEERNRE LIS RIEHAEED 7 £ A
HEEEE (EL%y PRI A 2uy /8 20191 A8
HA&G. HEERMIE2.7.3.2, 2.7.6.3.1)

29) NREBEZNR E LIEaREFRBREO B R S
REE (B8 RS>0y 7/88: 201951 H8HA
=B HFEERE2.7.6.4.1)

30) BRAKRO/NREE ZNRE LI RERAFEEHBEED
EFEHE 7T AR IERE (EL%y Mg/ R 2ay
7/ RMEE C 2020 12A25H&RE . HEERBIE
2.7.6.1.1, BEERES)

31) MAKRO/NREE ZNRE URERASESREED
Eftsnsiig (CaX8y ME/ RS0y F/HE
B 1 202012 H25H ARG, HEFERMIE2.7.6.2.1)

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

33) Errington, A. C. et al.:
73 :157-169

34) hhEBMHT 2B (YA0y M8E: 2016F7H4H&K
B HFEERE2.6.2.2)

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

*24. XEAERERUEVEDEE
BEEAR—LT 1+ > 7 ARKEH BEFEHRE
EILREILTRFHRES3697EMDS

B8, 0120-647-734

26. @ﬁﬂﬁ%%%%

> I T A
// Bz At
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Clin Pharmacokinet. 2013 ;

Clin Drug Investig. 2014 ;

1161-

25

g

Mol Pharmacol. 2008 ;



