*% 20263 A AT (H3hR) TADPAA BXEERRSEES
* 202512 AUET (520K, ZHREZH) BRSBTS S ) 871139
FJAYIRRIAay S
— — - -— - o
L SIAY=FrEsru00v510%m)
* ‘ LACOSAMIDE DRY SYRUP
F) FE-EREOMSEICLD A##ES |30700AMX00190
fFHT 22 & HRzeRith 2025%12H

2. B2 (ROBHICIFBS LBV &) EBMEE£2EEIT A&, [9.2.1, 9.2.2, 16.1.2.

N 16.6.1. 16.6.2%M]
2.1 RERIO 0 UIBBHEDOBHERED & % BE N . ,

i FARUB) 1. RAIR]IHRESAR%300mg. MR
IHREEHE%225%BE L T2 YEEICKRET S L,
\ [9.3.2. 16.6.358]
3. #RK - X 7.3 A0 | BRI AE30kgRBO/NETIE1H12mg/
3.1 48X kg. {RKE30kgll L50kgA i/ NETIX1 H8mg/kgTdH
R4 Sa¥INFIA2ayF10% YD) %o, AHl%Z1H8mg/kg B A THE L T AEE30kgR
BRIRS lgi. 34 3 F100mg WO/NED, BRICHEVEENICAENI0kgM Bk -
e TN EBEICE, BEOREEHFICBEL, BREOEIE
wIEl o=, D-wY=bF—J. ERFOFITFOELEIL HoORRZEZELZS> 2T, #I2HEZHETAI &,
O—R, #AKTrAE. 57 ILHENa BB SELERIIETS L,
3.2 WAIDKER CRERH VEHE)
*7.4 KA ZEERRRBECH L TERT 25810, o
TADPAREEHHAT S L, [BRHBICEWT, REM
RFEVEITN T 5 ARHI M 5 T OEARERIT 5 V.]

8. EEREAIER

8.1 A B AR EROAM ARV LIRS HIEC X

OfttDHT A ATETHHBIRITD SNBEVTAD A D. TADAFEOMEIZTAHABRKENS 5 b
NBCENBHDT, HEERIETHHEITIX, Dh<

BEOBERNREICHT M TANAEEDHBAREE
EH AR L2 TR ICHET 25 EEHEILITS Z

6. HBiERUAZ &

(A ‘ ‘ *+8.2 BEMED E V., B, BR. BB - EhS - REHES
WE. BAKIET I I RELTIALOOME (RS54 BEHEOETIRI A2 ENDH D, HBHOEESER
Oy e LTlg) K0BEAMKBL. Z0%IERL Lo BPES BMIREO R 3. ME¥AORBHED 2158
WEdHTCTHEBL., MHAELZ1H200mg (F74>0y o b, EESEEICHE L. RS BRI £ 1T
FELT2) EF50, WIhy 1H2EIC S THEE SHBECETABEBSDETH S EREYICEEIC
LTROKST 5. B, ERICKD1H400mg (K7 A fBET L, . RESSHobN-BEICE. B

HR7EH Sa¥vIRRNIATayF10% YD)
AR - FHFE A~ & H o R

*4. FHEEX IFFNR
OTANIAEBEDEIHE (CREERILRIEZSDO)

Yay e L T4g) 2BALVHEHETHEEEET 55, #
B AR EoME2H 3 CIHAEE L TI00mg (RS
AfrayFELTlg) UTFIDTH T &,
UNR
EH. 4BLEO/NRICIET 39 3 FELTIH2mg/kg
(K54 3vay7eLT20mgky) &DBRE5EBBL. 2
O 1EMY EOMEY 5\ <1 HARE LT2mg/kg (F
I4 vy FELT20mg/kg) TOEBL. MRFHEZE
E30kgARiHD/NNRIZIZIH6mMg/kg (RS> ay7ELT
60mg/kg). 1&E30kgll E50kgRimD/NREICIZIHAmg/
kg (K54 vmy7FELT40mg/kg) &35, WIhbl
H2[ENZ 53 CHREE L TROBSET 5. 28, ERICEK
D (AE30kgRMED/NRICIZ1H12mg/kg (RS >y 7
£ LT120mg/kg) . {kE30kghl F50kgR D/ NIz
H8mg/kg (F5 4 >av &L T80mgrkg) %#Bx 7k
HEATHEEEET 52, #HEILERMN LOBBZEH T TI
HAZEE L2mg/kg (K54 2y FE&LT20mg/kg)
PRI D475 T &o 7272 L. (KES50kgEl ED/NRETIE. B

HHEOEEEFEERZMEIRMOBRIEICHEBELZVELS.,
BEICHEETS &,
PREIBOEENH5HLNBZENFHHDT. KElIOKRE
FIRIEZEN FoFE7ay 7 EICHEET SR (BEIR.
ARBBEEAD . IREAE, IS S 55K, K. B1%.
BUhE) oRRICERT 22 &, RElOBREHICED
L BEERD DB o bNZHEITIE, BMOZEZRZTS
FOBERUVZORBEEICHET S & DMEEEED
HEOLEE (DHEEXZOLALE) OBEOH 5B
T MY LF R RVERE (TLVHTERESE) 05
2B%E, PRERBOERZE B ZhDH 5 %A = HH
LTW2BEETIE, FARERBERURAREHIE
DEXBREZITI ZE, BEORBRUREBOELZ1E
BERBEIT S &, [9.1.1. 10.2, 11.1.1=H]
SR, BE, RBESFORMERYH S DN, BK
ERICELZ LB HHDT, KARSGHIZEFORER
RO ZE(LZERIRSBE IS &, [8.5. 15.1%
Hg]

AERUHS: - ARZAVNAZ E, 8.5 MRV Z DFRMEICKRIE, BRERSORMIERTE
T ¥ | | RS 2 5 FOMEERICO L THARMARTO. B & BRE I

7. RIERUHEICRET 228 EMOES EHIEHT B L, (84, 15.155)
CnBEFLE) o . ! 8.6 HHl. BRSEOWMENE U ST EMNSH 20T, BE

71 2V 7F =797 AHM30mL/minBl RO EE KO Bic. BBEEICOVWTRHZ AT SRE L. BESED

AABERERZOLLBEICE. RARIHBEHEY B NAHEIITEY AMEETS  E. [15.2.155)

300mg. /NRZIHESHAEZ25%HE LT 5% CHE

WCBRETHZE, £, MEBERTZZT W2 EETIE,

THRRICIA T, MPEEHZICRATIERROERD
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9. BENERZFITIEEICAAT I IR
9.1 &HIE - IFEEDH D EHE
9.1.1 McEEEPEEDNMERE (DBHEEXFDTEE)
DEIFEDHZDEE. T NUILFvRIVEE (TILAH
S IEIREE) DHBHEE
AEIOPREBEEERAICEVEE 70y 7S8R T
2BENFDH S, (8.3, 10.2. 11.1.12H]
9.2 BigHEEE RS
9.2.1 EEEBHRIEEDHIEE
[7.1. 16.6.12H8]
9.2.2 MFEENEZF TV SRS EEEE RS
[7.1. 16.6.2&18]
9.3 fFigkEEE RS
9.3.1 EEDIFHEEEZEDH 2 EE
BELZWZE, KElOMPEEN ERTHBEZhN
H5. [2.2. 16.6.35E]
9.3.2 BEXIPEEDOIFHEREEDNSH S EE (Child-Pugh
DEEARUB)
[7.2. 16.6.3%8]
9.5 %
ERXAZER L TV A EEE0 » 2 ticiE, BELD
BN EREE LR 2 SRS NSBHEICOAEET
AT L,
v MZBLTHEREBTEIZO SN TS,
9.6 1Z7LIF
HWELOERERVCBARBOAREEZZEL. BALO
SR IE 2 RETT A 2 &
t IHRABITT A 2 EFBESh TV S,
9.7 INR
9.7.1 BHAEMEER., HER. AR UI4BRBOS RIZHT g
% B PRARBRIZTERE L Tz,
9.7.2 NEBEDIIFMEITR T 2 BAERICE T 2 BERR
ERIZEA - M5 E B ITIThR TR,

9.8 &
—RICEIRE TIRERBESET LTS, [16.6.4%
fE]
10. 18E{ER
10.2 HAER (HRAICERTSIL)
4% BRI - SEEA | W - EIRET

PREBOEEA2EC |FE7 0 v 7 %0 % | fHHIC X D PREFRE
TBENOHLHEH |BHIHBENDH L. | RIEAPHEMIICHE
[8.3.9.1.1, BILBENDDH S,
11.1.12H8]

11. BWER
WROBEHWERBHOSDbNBEZENHBHDT, BIEE2+7IC
o, BESEDSNHBEICEREE2PILT 545 LW
YLRMBEZEITH T &.
11.1 EXBGEHER
1111 BEJOv T, @ik, K (LWIns %)
PRERBOERE 2RI BZENNH S, [8.3. 9.1.1.
10.2288]
11.1.2 hHBHREIFFERIERIE (Toxic Epidermal Necrolysis:
TEN) . B FEHERRARAE(REE (Stevens-JohnsonfiE(REY)
(WF NG SHEREA)
FE AIBE. KIE - OB AL ZFHFE. HIER. IBRE
., OAREOREIRD 5 NBHICIEERE 2RI
L. EYRNEZITH I L,
11.1.3 BRIMEBSAEEREE (SEEAH)
FHEIR & LTHIE. REN A SN, FICHHRER
E. Y VONHiER. BMBREN, FEEIRES. ERY
VOSBRI S 2 5 BREOBEE BBIERSDH 5 b
NBEZZENFDHBD. BB, EFEALRZIT A6
(HHV-6) 07 A4 WV AOHEWLZES 2 &0
<. BERIEBLHE., HH. FREREZOERY
HRH2VIIBENT A EDPHHOTERT S &,
11.1.4 |EBRIEREE (BEEAH)

11.2 ZOtDEIER

3% E | 1~3%K 1% SR

o AaE | FEE X | REEE. | S 2R. DR, | FeRkE

e W TR, EE) | BN, BUE, | F. 2ER
(17.8%) . | iR BESRR, 5| 2
BEFR. JEAR . RAESE,

BETH. #il
REE ERNE
TERAE. BRIR.

WEERE. B
MR, RS2
. I A 70—
XAMETANPA
AR B, B
ki3 3 I BR 55 5%
9\
Hibas D, EH | TR HEEARR. OA
/AN N
%
TEBR IDEE DA
JHF gk FFHRERE
R# & BELHR
S
] L. #wRE . | MEFE
& D FERE
R SEYBBE
HEER HiRE e
RH A [mlE o £ | g
W
ZDfth W HITRE. | EE. BE. H | mEK
SRl | . BRIEIERK.,
BT &
13. BERS
13.1 R

ERES (FA12000mg) 1k D@D 6 N7 EARER
& BB L, B, BE (SRERERRFEE,
ThPAEBEERE), MEERE, Y3y I ROEET
Holze i T3IY I F7000mg%E—E IR L7l
TREPHRESNT VD,
13.2 &

ARENFMBENTIC L DIREFTRETH D REL TV DIE
ROBEICIG L TMBEERDOEBEZEERT 52 L.
[16.6.228]

15. ZDDFE
15.1 BRARERICE D < &R
BN CEMSNEBORTADPAREICB TS, TAD
A FERIRBSEZNRE L1990 75 KRk R
BOMEHERICB LT, BRSERCEREROFERD
VAT, MTAPAEORABTT S RBEE L
THR2EEL ITAPAZEIRAE : 0.43%. 75ER
B 10.24%) MTAPAEORRABETIE. IR EE
EHARI000AH72D19AZVEEE SN (95%(E
X : 0.6-3.9). £/, TAPABZEOY T L—F
Tld. 7o RBEHNI000AH /2024 BN EEE
ENTWV3, [8.4. 8.58HH]
15.2 FERREREERICE D < 1B
15.2.1 JEEEREMEREHERICB VLT, FIY I RIZT Y b
KEARICRERISHEETO/RULED, Fv FD26
B EC104BMRER S B ERBE TIRICER IR
5NT. A XOS2EMKERSHEERRICE VTKE
HOELRBOSENLDP -7, B, BREOIRICE
THENERORRERII STt RBIVEL ., 1658R#
SoHpHEENHERBED 7T RBETIZL.6%IC
L. RF200mg/HET4.9%. 400mg/HE T
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12.2%. EHIBSTIZ5.5%TH 0. W/ AHRER
(AR O T RBETIIL.4%Icxt L. AH
200mg/HEET8.9%. 400mg/HETI8.0%.
600mg/HEET30.5% TH > 7z, [8.65H]

15.2.2 RFEEET LV THAHWAG/RijFTv b (3. 10K
30mg/kg 2 EENHE) KRR bT AT — VBILHE
RWTADPATY b (15.6%031.2mg/kg % IEIHER
#5) ITBWVWT, REREOEBIRD SN,

16. EYERE

16.1 MOGEE

16.1.1 A

(1) BEEgS

TR A B84 Z 24 2 F100. 200, 400mg#%
ZERERICHEBREOKRE Lz & &, B51%0.5~4KfT
CmaxiZE L. 123N 14K TH -7z AUCKT
Crax/ 3B SR ICHA L THEML 723,

B SROEMBLINT X —5

#E5&8 100mg 200mg 400mg
% 12 11 12
AUCo-w( g - hr/mL) [57.0 [20.4] |116.4 [18.2] |219.1 [16.1]
AUCo(¢g - hr/mL) [55.0 [18.7] |112.1 [17.1] |212.5 [15.0]
Cmax( 1 g/mL) 2.96 [15.2] |5.84 [25.0] |11.8 [15.4]
Tmax(hr) (0.516?200) (0.215?1().50) (0.516?200)
ti/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]

RAATFAIME [CV (%)) TmaxidHRAE ()

(2) RiE"RS

fRERRR A BHESHICZ a4 3 F200mg/El% 1 H2[E7H
BRERO®RES Lz &, MFEHT a9 I FRERE
ERitnn 53HRICEFRRBICEZE L7z, AUC0-120
RERBI24TH 729 FHEAT—%).

16.1.2 /NG
FEMBHB RO _—EEMIRABRICB W6 AED P S
17BETO/NRTAD ABEALAH] (HENA6H] % E
) PofFonmEFT a8 I FREHVTRE
FIZE B R 21TV, DRICBIT S 739 I FoE
MENREINT A —F ZWE LTz, RETICBITS7aY
I FOBRE5RIE2~12mg/kg/HZ1H2EES (RE
50kgl Eo/NRTORFEARIZ600mg/ HED) T
Holzo BPTORHEER (VA/F) 130.71L/kg. R
MoV 7 I A (CL/F) \IFERTERIC
&fF L. A58 15kgD4i% R T0.88L/hr (0.058L/hr/
kg). 1AE25kgD 8K T1.18L/hr (0.047L/hr/
kg). (&E40kgD 122 T1.60L/hr (0.040L/hr/
kg). AES50kgD 16/ T1.83L/hr (0.037L/hr/
kg) LHWESIND, [7.15H]

1) AANZARLL EO/NRISH L THEAEZE LTV 5,

H2) REOERBSN-1HEEARIE. BRAKROHESOkgE Eo/NR

I213400mg. {AE30kgbl E50kg KD /NEICIZ8mg/kg. AH
30kgAGHED/NRIZIZ12mg/kgTH 50

16.1.3 £MFHIEZE
R ABE24H1C5 39 2 F100mg (K51 ¥
0y F10%% 1gX1d100mght % 1§F) % Z2fgme B a %
BUl&&, a9 I FOEYERIST A —FIZDIR
DEBYTHoze FTA4Tv F10%E100mgsE
DEMFENREESHER S 720,

B[O SR OB N T X —5

EE Rk R4y 710%| 100mgse | A FD LD
INTA—=% (ff1%1=24) (f1%1=24) (90% EHEX )
Crnax 1.05

(g/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCo. 1.00

(g - hr/mL) 56.2 [14.7] 56.0 [15.7] (0.99-1.02)
Tmax 0.25 0.50

(hr) (0.25-0.75) (0.25-3.00) )
Cmax&UAUCO—tLi%quzi%{E [CV(%)]
Tmaxtd 5 E (iFH)

a) Foq>uay7/8

16.1.4 EYRHIRIEF S ER
SAYIRFIAay710% [YD] L8y b
RS540y F10%% 70 AL+ —N—3FEIckDZFhZ
nlg (5343 FELTI00mE). BERART20%4
ISR B EROKRS L CisEh R B LA EE ZHE L
7zo BoNI-HEYEREI/INT X —% (AUC. Cmax) I
DT I0%EHE X FIVE I THEHRMT 21T - 125 3.
log (0.80) ~log (1.25) OHHENTH V. WHIDE

YIRS PR S 2D,
HFEIST A —F BENTA—Y
AUCO—72 Cmax Tmax t1/2
(pg-hr/mL) | (png/mL) (hr) (hr)
FAFIRRIAY 55.597 4.1959 0.32 15.76
v 710% [YD] +6.165 +0.7612 +0.11 +1.75
EL8y FRIA 57.376 4.3574 0.37 15.92
vav710% +6.026 +0.9650 +0.23 +1.83
(FHfE + 1E8FZ, n=20)
(1 g/mL)
> —— 5393 FES4 20y 710% [YD)
" 4 A—E L%y FRTATuy F10%
% 5 (E9fE = fZHEfRZE. n=20)
8
" 2
=4

—

O‘I —— - * * . T

01234 6 8 12 24 36 48 72
#5%EERE (hr)

MBI TIZAUC, CrnaxB0/87 A — 5 13, BEH ORI, (570

RN, - S ORBFIF & > TRE D TR D 5.

16.2 ORIN
16.2.1 BEDEE
R A B 2440125 39 2 R300mg % Z2E R i
BRICHRROK/ELLLE, BRFERETIITIFD
AUCo-t KU Cmax ICEEE RIS o728 (SAEA
T—%)
16.22 N4 AT7RASEUF «
R A 2461125 29 I F200mg% 30K% '6057 [T
B[O IR B G IS B EEORE L& &, T
'H' i F@AUCO-(&U{\CmaxLi EJ*%TE’C% D N4 :"H' E
REEDHXNA T T RAFTEY F 4 1X1E1X100% T
Ho7129,
16.3 2
RERRRE A 2441125 34 3 F200mg 2% 3047 6 ¢ B [m] 251
BIRNE Lz &, 5AAHE (Vd) E31.1LTH D,
Z 3% I F200mgx BEREOKEG L&, Ry TD
SFEERE (VA/F) 1332.8LTH 79,
in vitro (3% 3 F1.5~60ug/mL) kex vivo
(5393 F0.7~5.5ug/mL) HBOKR, S3H3
RO MIEEABARIZIS% AR TH - 7210,
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16.4 X35
Z a4 I FIBHRIE R OREIC L D IER» SHEE LT,
in vitro iREROFER ., EHEZNICAEEZERBWTH
BO-FRXAF NAERERICFEICEFST HCYPHTREIZ.
CYP3A4. CYP2COKUCYP2CI9TH - 7z1h,

16.5 HEtt

16.5.1 ER A BHEASHFIC [14C] -F 29 3 F100mg (40
pCi) ZBEREOHRE K O] B C B E SR %
Bl &, B5%168ME TIC. RAPICHREED
94% K U'O7% M HEMt S 1. EhADHEHIX0.5% K 1
THolco REANIZT IV IF (930~40%). O-fit
AFIUE ($930%) . WBEES (89120%) KOO
EnR#EY (0.5~2%) & LTHHta 1012 (4}
BEATF—%),

16.5.2 R ABMICS 39 3 F100~400mg % B[l O
UL &, BET720E% E TORBIRERIZ, T2
B3I F29~33%. O-FEAFNAKIO~15%TH > 7z,
MMEEFO-fii X F WAKDAUCo-tidMEEHZ a4 I F
¥10%TH - 723,

16.5.3 R AICT 24 3 F200mg% 3047 i ¢ B0l s
RS L&, 2827975 X (CL) 1&1.78L
/Arta D, T39I F200mg%x BEREOKE Lz &
., R »3o0&5279 75 (CL/F) 1X1.84L/hr
THH729,

16.6 HENDERZEHITZEE

16.6.1 BHEEEEEE
BREEOEE DR 5RABEEICT 3% 3 F100mg
PHEROKRES L& &, AUCo 1T BEHEEIER &

(CLcr : 280mL/min) &HEB LT, BEEKTE
(CLcr : 50~<80mL/min) TIx27%. HFEHEEKT
# (CLcr: 30~<50mL/min) T22%. EEEKTHZ
(CLcr : <30mL/min) T59%& <\ Cnax|3BE»
SEEOBHRERTETI0O~14%Eh > 7. BEDS
BEOBREETEIIBITS0-HXF IUEDAUCo-
IEEHEEEHEDLS5~4.65TH- 713 HEAT—
7)o [7.1. 9.2.128]

B SROEMBHLINT X —5

B EH BEKT |PEEEKT| EEEKT
% 8 8 8 8
CLcr(mL/min) >80 | 50~<80 | 30~<50 | <30
47.0 50.6 57.6 74.8
AUColpg-h/ml)| oo g1 | 11751 | 11900 | 1269
2.69 295 3.06 3.02
Crmax(44g/mL) (3501 | [207] | [10.0] | [23.3)
1.0 05 05 1.0
Tmax () 05-2.0) | (0.5-1.0)| (0.5-1.0) | (0.5-1.5)
o) 13.2 18.2 15.4 18.3
2 [17.6] [18.7] [18.9] [27.8]
213 1.68 1.74 1.34
CL/F(L/hn) [20.8] | [17.5] | [190] | [26.9]
0590 | 0354 | 02779 | 0.143
ClLr(L/hr) (3791 | [51.3] | [244] | [31.8]

HAPIME [CV(%)]. AUCO-t130~Q6ERIE . Trmaxt Hro 8 (#EHH)
CLR:BZUTTVR
a) 76l

16.6.2 IIRBEMZZ 13 TV BRI EKEEREERE

M ZENT 2 % T T 05 RABHEREORABRE
1y FEBETIR R OB G 2. 5RMATIC T a9 I K
100mg = BEFREOREG Uiz & &, JEBENTRIC 4k
BOBHERRETIE T 3¥ I FOAUCo-11346%EHA
L. BITICEBRENERIZT 28 I F57%. O-Fi X
FIARS3%TH Y BV T I ARZTAF IR
140mL/min (8.40L/hr). O-f X F L {£149mL/
min (8.94L/hr) TH > 71319 (SLEAT—%),
[7.1. 9.2.2, 13.25H]

B SR OIEMBRE T X —5

T FEBATI ATRE RS EATT
B 8 8
FaHtIF

AUCo-(p g + hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax(t g/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-fi X F 4k

AUCo-(pg * hr/mlL) 6.63 [74.3] 3.43 [68.5]
Cmax( 1t g/mL) 0.48 [69.5] 0.22 [69.1]

HATEHE [CV(%)]. AUCO-tEX0~24R¢BHE. Tmax & HRSAE (HEFH)

16.6.3 FrikREE=EEE
FFHRE BT T L7 A (Child-Pugh%3#iB)
127 3% 3 F100mg/[E% 1 H2[E5H B REZORS
Lz &, BEBRAICHRTT 34 3 FOEFERED
AUC0- 12X U Craxtd ZNZN61% KX T50%E D - 7z,
iz, FRETEELLIZEFREDAUC)- 125 FCmax
WX ZNZNAT%ROBT%ED > 720
HEF#ERERE (Child-Pugh®EC) TOEY
R LT a0 EAT—%) . [2.2, 7.2,
9.3.1. 9.3.2%M]

EFIREOENBE NS X -5

iR IE® Child-Pugh43##B
Bl 8 8
AUCo-12(1 g + hr/mlL) 53.3 [17.3] 85.9 [21.7]
Cmax(u g/mL) 5.83 [13.3] 8.75 [18.7]
Trmax(hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
t1/2(hr) 14.8 [19.7] 24.1 [23.5]

HIPI9ME [CV(%)]\ TmaxldH R AE (i)

16.6.4 SifinE
65 LoERBEEL IR OSRZELI2HICZ a9
I F100mg/[E% 1 H2RISHEREZOHREG Lz & &,
ASELI T ORABEI2F E KL T, EHRBERT
ZHIZBWTT Y I FOEHEKRRBDOAUC12IZF N
FN33% KR V50%E < v CrnaxlZFNZFN29% K
53%@E P o7z. £l ARETHEELLZAUCH12EE
BEERUOLEIIBVLWTENETN26% R U23%E D >
721007 (AAEAT—%). [9.8%0R]

16.6.5 CYP2C19&{FZE!
HARAKROHENERBEABEEZ1861%. CYP2C19
BEFHICESDIAHESHICKD., 2ERHES

(UM) 141, =R#EE (EM) 1761, REAHEE
(IM) 10M1. RMERHEEER (PM) 8flicHiF. &
OEFICT 3% 2 F100~400mg% BEFOKE L7
LE, JAVIVFORSERVEETEENLL -
AUCo-wld. EMIZHNRTPMT24%. IMT10%5
o723,

16.7 E4EEER

16.7.1 EYMEE1ERASER
7 a4% 3 N, \BEMEFEER TCYPIA2, 2B6.
2C9, 2CI19KRUBA4IC L TCHEERZRET .
CYP1Al. 1A2. 2A6. 2B6. 2C8. 2C9. 2D6.
2E1. 3A4BU3ASICHR L THEERZ RS 2D o7
. CYP2C19icxtd 2 BHEEH S RE S Nz,
Fa% I N, P-EEHEO#MBINZEE TIEEL.
P-BEBEICH L THEERAZRS 2P 57219 (in
Vitro) o

16.7.2 EEAREYBE{FRER

(1) AILNIEBEY
RFRERABHELIFIC, T39I F (200mg/El, 1H2
m|) OEFREBIZBWT, BOCYP3AFEEEKUH
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EEOCYP2COFEETH 2 LN (200mg/
[\, 1H2E) 2ARKEROKRS L&, AT
TEUIET a9 I FOEFERBOAUCH 12X U Caxlc
HEERITS G o7, BERABELISHIC. AN
T ¥EY (200mg/H. 1H2E) OEBEREIZBWL
T. 3% 3K (200mg/[E. 1H2ME) %pHtHKER
O%EL-EE, AV I NEIAUNTELVOERE
REDAUC)- 12K P CraxiCHE 2 RITS - 7219
(HEAT—%),

(2) #XFSY—=IL
REERABM34%I. 533 3 K (300mg) D H[H
BO/ESIZB VT, FWCYP2CIHEETH S A A
75V =)V (40mg/ll. 1H1ME) ZHHREROR
HLizEE, XTS5V —=LIE539 I ROAUCot
B CraxiCHEE2 RITS B> Tz,
CYP2CIOEHETHHA A STV =) (40mg) DOH
ERREO#EICBWT,. 393 F (300mg/[E. 1H2
[|) ZHAREROKRSLEZEEZ, S35 3 NIZL R
7"5‘j‘—)b@AUCO-t&ZﬁCmaxl:sj%%&tfé o
7220 (AEAT—4 )0

(3) EFVYSL
R ABMI3MIC. CYPIARETHEIFYVI T AL
(7.5mg) OHEEREOFEGICBVT, FIHFIF
(200mg/MmEl, 1H2ME) =fARERZORS L&
E, AV IFIEIFYVITLDCnaxZ30%HHN S &
T AUCoICEZ KT R - 7220 BLEAT—
)

4) o7 UY
BEERABMELI6HIZ. S-TLT7 7Y Y HCYP2COE
BTHBI)LT7 7Y (25mg) OHEFO#KEGICH
WC. FIF IR (200mg/El. 1H2[E) % 4R
BOKELI-EE, 539 I FIISKUR-TLT 7Y
YOAUC) KU Cax i EERIFST, Fubuy
YUERRCTO b v oo EREREE (INR)
OBRKERVPAUCo- 168l EEE RITS I H > 1222)
(HEAT—%),

16.7.3 BEEYERERT
HAERARONEADBRART/NEDOTANPABRENPS
Bonizmifihs a9 I FRET—-YE2HVWT. B
RIS BRI 21T - -0 TOFEE. CYPFHEERHZ
BIBMTCADPAETHS NN, 7=}
AT INLVEY—LOBRICEY, a9 3
FOEFEREDAUCIK. RART/NERT. &%25%
BO17%HRAD L7523,

17. ERIRREE

17.1 BHUERUCREMEICEIT B5ER

(BRRIE (CRESRIEREZST))

17.1.1 EIFEESE IR (BEFEE. BA)
FHRICNIRETAPA LB SN -85 HE (2R
HEBLFEEZET) UIRFEO LT RE R F
E2 BT 216U EOBEENFELT, FIAYIFR
$8200~600mg/HEDIE H LN ¥ R GE

(CBZ-CR) 400~ 1200mg/H#2) % B#IZ TREOHK
5 U/ &, EEFMAEE T 5 Kaplan-Meieri%ic
L OHER L-RREMMAEICB T 56 » ARMREEESE
RETROEBVTHY, HEZDISKEEXBEOT
RIEIZTORESNHELERAME (-12%) = Lk
H>7:Z &, CBZ-CREFD6 1 ARIRMEHERRICNT
HEMZEDISBEERBOTRMEOL N2 &,
TOBRELIIELHRAME (-20%) = kE->7-2 &
5. CBZ-CRICHNT %5 a9 I FIEDIEL AR
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®H7-0 D 75 RERIC

g | EARERKO | plEO | w9 2EDERD

Z{LED [95% =X [H]

PAZA N 183 -1.22

29.4

200mg/HEE | 182 -3.33 <0.001 [18.7. 38.7]
39.6

400mg/H# | 179 -4.50 <0.001 [30.5, 47.6]

a) Full Analysis Set

b) HRfE

C) NEEWR L I-AERHAR D28 H &b 72 D ORI FIEEE %2 RICEH . #
SHRCEHZRET, SHEMRL-BEHRO28H 5720 055
PEE¥z B R &9 25585

d) HEET & DR S - R/N S FHEED 5 EHR U755 7 EE
BEADE (%)

BIEFRIUER L. 539 3 REERETA7.7% (173/
363f1) ThH-7. EFRBEMERAIZ. FHEED E WL
22.9% (83/363fl). HIRS.8% (32/363M). i
4.4% (16/363fl) T - 7220,

17.1.4 B EIRBkGIZ SR (BRA)

EREEFEIE MAERE (FREE) 227 LIZBARD
FEOBEZE4736 (HAANBEL12362 &) 2R
ELT. 5393 FEEL00~400mg/H % 1 H2[E 25
FTROBE L& (FHEERE. RE7T67THHRE).
FATRBOBEMAR » 5 D28H H 72 D I F/EREIE
WA RO RREIZ55.23%. 50%L AR & —L— b
1356.3% (265/4716) TH -7z,
BIEFIRBUERE. 59 3 FEEBET42.9% (203/
47301) TH o, EABERE. FHEDE L
17.8% (84/473fl). 16AES.7% (27/473fl). HfE
3.8% (18/473fl) T -2,

17.1.5 ;85 MAERHER (MR
BFEOIRTADPAZET T RHIENFIRIRIB SN
WD RIEEZE T 24U E17THRREO/NETANA
BE343FENRE LT, T34 3 F ((AE30kgRH
DEHIX8~12mg/kg/H. {KE30~50kgRikDEE
i26~8mg/kg/H. {kE50kghl Lo BEIE300~
400mg/H) Xz 75t A% 16ARRORS (BFEO
MTADPAEL~3REDOMR) Liz& &, FEFMHIE
HTH 2BEMBICNT 2R D28H & 7- D O
FHEERNBELCBIETEROEBDTHD ., IR
ETaY I FEHEOBTHREIENICERLEIRD S

iz,
28HH 720 D 75 REC
figea | ERFAERED | pfEo *9 B HEDRD
(&b [95% B #H X ]
VAvA N i 170 -1.55
s 3172
FaAYIREE| 170 -3.05 0.0003 [16.342, 44.277]

a) Full Analysis Set

TI e RBEO2I. HERHABORIEEHT — & ICRH GEfEHEE

DIEED10%H) BH o770, BITICEDEP T

R

In (X+1) (XIZEFFIEEE) THEEHE L -85 ERH % H

W, BRER, AU EREREBEZET & L. N8R LB

WM D28H &7 ORI FEE B 2 HER & U8

d) 77 RBICHTHHAE (%) =100x {l-exp (B/N_FFy
DT IYINEE ST REDOE)}

oo

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

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

DOHI{EIF-52.73% (HAANT-27.63%. HHEAT
-60.56%) TH o7z
BIEFRFBSEE X, 56.2% (77/137f1) TH -7z
FEHEWERE. ZEMHED E£120.4% (28/13741). 1H
B19.7% (27/137f1). #R¥8.0% (11/13741) T
H 7229,
#E5) ARloARSN 1 HEEHARE. BRAKREESOkgM Eo/hE
1213400mg. {AE30kgbl L50kgAHD/NRIZIZ8mg/kg. (AE
30kgAKiHGD/NRIZIZ12mg/kgTH 5

GGRERLFEE)
*17.1.7 EIRHES IR (BRARUINE
BEFEDOH TA D AR TS RN RIE S M
WIREBREEEZ BT 24BU LOTADPABRE242
Bl (HAABEIfI2ED) 2RRELT, T39I
R (FE30kgRmD/NEEEZ I8~ 12mg/kg/H. &
#30~50kgRiD/NRAEEIX6~8mg/kg/H. (K&
50kgbl ED/NRKR OB A EE1Z300~400mg/H) X
77 REBRETC24EBBZORS (BEORTAD
AEEL~3RNEDOPH) L7z& &, FEFHMEETH S
24EFOWBEHARIC B 3 201 H O R E B RFE/ESF
HIBETOHHMITROLEBYTHY, IR E

T39I FHEOBTREENICERREZNRDON
7zo
ARV M EHET i
AVAS Nl
EitdsRicd fl%> | oB% (H) D = pfE©
osou iy | [0 IR EE]
- 77.0
7IERR | 121 490, 12801 0540 | oo
ooy rE| 11 B [0.377, 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]
RIEEOFR E TORBOREEME (H5fE)

[-] 5393 FETE24EMOEEYRIC 20 B OB R R FE

M50%LL_EDFERICERD 5 Nz - J- - DHEEAREE

c) BEHRMICH ) 228HH 70 OBRERARFIEOREA2EE RO/
R 2EIBIFORRAL 2EBO/NESUIRAZ & & U7z Cox N
PF—RETIVICEDIL, WaldiEickDEHI W

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 EIFERIRIEGEIZRSHER (RARTING
EEARESEIHRE (RARONE) 2%T LZBE
RO MR ER T OGRS 5 RE A FER
DEEDHEWEI- S D > - BE2396] (HRAEE
7P EEL) ZRMKRELT, a9 3IF (KES50kg
R/ NREFH 34~ 12mg/kg/H. AE50kgl o
INREHEFEIZ200~600mg/H. BABRHZIE200~
800mg/HES)) Z1H2MEICA T TROKEG L-LE

(FPRAEE. BmE1416HES). KT B
A5 OIBEHRIIC BT 528H H7- D ORERIARFIER
BELROFREIZ-88.52%TdH - 7=
BIfEFASEIRBEE X, 34.7% (83/239f]) T#H - 7=
EREIERIZ. FEED E110.9% (26/23961) . 16
AE5.9% (14/239%1). MRS F W &R TEID3.8%
(9/2396) T&H - 7230,
H6) AADERSh-1AREHARE. RAKROEESOkgE o/
1213400mg. {AE30kgll F50kgKmD/NRIZIZ8mg/ kg, A
30kgRiD/NRITIZ12mg/kg TdH B

17.3 ZDith
17.3.1 DEBEICKH T BRE
R A21440125 24 3 F400mg/H. 800mg/
HENXIE T I A% 1 H2EN 5 CoHBIRERO#
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5, X@EEFT7u0FH400mg/HZEZ1H1EI3H
FIRERO®RS Lz &, a9 3 NIZQTcHRE%E
Bladof. 7343 FHOPREROFHELE
ZEOHEORS1IREBICEAEZY., S RREE
D13, 400mg/HT7.3ms. 800mg/HENT11.9ms
TH»732 BHEAT—%),

Y7) AFORR S N | HREARIZ400mg TH 5.

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,
LS

21. RS
R ) 27 EHEEE 2 RED L, EYNCERT 5 &

22, Q%
100g (75 2F v 7783, ERAAD)

*¥23. EEMR

1) HRTADPARE  HITAPAREZEZREALTWAT
APADDZBNIZBWT, HEEEE R ERZ S R
BEZITOBROHEREE (20265£3A17H)

2) BA%EE  EERERBREREINIE =27 MM
BBRERE IR R

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

4) HEANERBAICBIT 2539 I FRERSHRO LS
B (EL/%y bE: 2016E7THAHAR. HEEHEE
2.7.6.3.3)

5) BARARUCHENNEEEZ BT 5 BEMAEY B R RIT

(EL8y v RS54 2ay 7788 1 201941 ASH &SR,

HEE RN EE2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

FER fth : 33 &A%, 2018 ; 46(8) : 1331-1338

(HR) B EHNER : EY 2R SRR

8) MENBERAICBITSS IV I FOEYHREICKITT
BAHEOBE (YLA/%y ME:2016FE7A4HKEE., HiE
BRIHEEE2.7.6.1.1)

9) HEWEA M BB MEIE 20185 21(9) : 1223-1234

10) 3% (E20%y ME 201647 H4H KR, HEERT

J2

¥2.6.4.4)

11) R (€48 188 1 201647 H4HKRE., HEERT
$2.7.2.3)

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

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

14) BREOE TN T 24 I FREEREORSROZEYBREIC
FIZTEEOME (EL%y ME : 20165FE7HAH &R,
HEE RN E2.7.6.4)

15) SHEAFEERNFICB 2739 I FOEYHE (©
L%y MEE 201657 H4H KGR R ERINEE2.7.6.4.5)

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

17) FWEXROCHEZEN T 2Y I FEEIROCREZORGR DO
EMBRICKITTHEOMET (EL%y ME : 201647
HAHAR, HHEERIE2.7.6.4)

18) EWMHEMEHRE (K28 ME : 201657 H4H &,
BRI E2.6.4.5. 2.6.4.7)

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

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

21) I VITLEOEYMEERER (B8 ME : 201647
H4BAG. HFEERE2.7.6.5.9)

22) Stockis, A. et al. : Epilepsia. 2013 ; 54(7) : 1161-
1166

23) ZaY I NI L ERAEMEREMEN (ELXy b
5 1 20167 H4HARE. HFEERIE2.7.2.2.5.2)

24) oy FEEBRAEE O E R R EEFEEBE (CL8y b

$E 1 20174E8H25HARR ., FHMES)

RO RIEGHBEDY & BABREAOT D B AHER (YA

8y ME : 2017HE8H25HARE. BEEMES)

26) HAKRUHEICE T 2 RIEFABRED T 7 £ R
s (BA8y ME D 20164E7 HAH KGR, HEES
RHEE2.7.6.7.1)

27) BHAKUOHEIC BT 23 FEFRBEE OB ER S
HEE (B4 MNE: 20165 7HAH AR, R
$2.7.6.8.1)

28) MREEZEZNRE LIy RIEFRABRED T 7 £ AR
HeEaBE (EL%y PRI A 2uy 7/8 0 20191 A8
HA&F. HEEERMEE2.7.3.2, 2.7.6.3.1)

29) MNREE 2 WNR E LIy R RRE O RIS
B (CL8y b RIA vy 7/ 201941 HBH A
A, HFEERMEE2.7.6.4.1)

30) BRAKO/NREE 2R E LI RERFEEHZEED
EBEHE T 7 RERE (B8 Mg/ R4 ay
7/ RMEE C 2020 12A25H&RE . HEERBIE
2.7.6.1.1, BEHESE)

31) BRAKRO/NEEE ZNRE LI RERSEE AR ED
EHMRSSHE (CL%y ME/ FTA >0y 7/&TH
EE : 2020E12H25H&RE. HEERMNE2.7.6.2.1)

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

33) Errington, A. C. et al. : Mol Pharmacol. 2008 ;
731 157-169

34) HEEMTZREBE (CL8y ME: 2016F7H4H &
. HFEERE2.6.2.2)

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

24, YEEERERUREVWSHhEE
HWREHGEE BEEHEKE
EILRE TR ES3697HF18F

I8, 0120-647-734

25

g
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26. HSEIERES
26.1 SHERRSET

‘// ttas PR

BILRELMERITRE3697 &85
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