6C04NC

#% 20264 3 AifE] (553 mR)
*2025%F 128085 (55 2 hR. FREEE)

fr

& ERRAF

BIHARE : 35

PLCADAE
BISE, WMSBEZSY
SOAY= REE

SAY = R&50mgio=o7)
SAY = R&100mgir=77

Lacosamide Tablets 50mg * 100mg “Chemiphar”
) EER—EMEOMSZICLVERT LI L

B RO EES
871139
$250mg #£100mg
AERES | 30700AMX00172000 | 30700AMX00173000
AR5ERAYE 20254121 2025%12H

2. 22 (ROEBEICFHESELBEVNCE)
2.1 BRI ORI LIBBOEDOBMERED H 5 BE
2.2 EEOFEEEEDH 5EE [9.3.1. 16.6.3 18]

3. #8Rk - 1K
3.1 2/

- Z 39 3 F§E50mg Z 3% 3 F§E100mg
i [7r377) (377
BRI - R - <
(155h) Z a9 3 F50.0mg Z 3% 3 F100.0mg

famtlo—A, KE#REREE LoD -2, KEH
ErroFy ot B faxFyuilt
la—A, b RaxyFra—2, e kxS
o¥iltiuo—2, ZJulg¥ltiua—2x, 74
ARE Ry, BEENKS|ARE NV, BEEKT
I InAl 1. AT TV VBT AB. AT7Y) vk~
XYL, eFOX0— (XTI L, SO0 —
A, ¥27uad—)L6000,| A, ¥ZaIT—)L6000.
ZL7., BEbik. =¥ Ly, EE=E Bt
bk, AT Ty |#k. BEEb#k. =1t
. ANFT Ty
3.2 SFIDMIR
Bz 4 Z a4 3 F§E50mg Z 3% 3 F§E100mg
ik [r3177] (377
i S 2=10) BEAOERRAD O
TANLT—FT 4 VT3 | TANLT—FT 4 VT8E
NE | B (
B
, % 10.4mm E£ 13.lmm
X

EfE EE 4.9mm EE 6.1lmm

Ex 3.3mm 4.2mm

E-h o 124.0mg 246.0mg

oo e FaAYIR FaFIF
A=~k 50 73177 100 7377

*4. FHEEIFZNR
O TADAEBDBAREE (TRESRIEEEZSD)
O DM TADAETTL BRI RH SNIEVTADA
BEDEERRREEICHT M TADAEEDHABEE

6. BiENUHE
BN B, BRAICIET % 2 RELTIH100mg & D #
ExpmL. 2o AR LoMEEH T CHEEL.
BHE%1H200mgsd 255, WInd 1 H2ENIIST TR
59 3, 25, FERICE D 1 HA00mg# 82 7 VW i
THEEERET 22, HBEF AR LoREEZHITTIHH
B&LTI00mg R 2475 2 &o

ANECEE. AR Eo/NRICIETa I FELTLHE
2mg/kg X VRS EFHB L. ZOB AR Lo H
TIHAEE L 2mg/kgd DEEL. HEFAE%KE
30kgR D/ NRIZIE] Homg/kg. AE30kgbl F50kg i
O/PNRICIETIHAmEg/kgeE T 5. WIS 1TH2ENIHT T
BROKET 2, B, ERICK DIAE30kgRmED/NRIZIX
1H12mg/kg. AE30kgbl 50kgskiGD/NRIZIZ1H
8mg/kg##BA 7 VI CEERET 540, 18I ERLL
LOREEH I CIEARE LT 2mg/kgbl FETS C &
7272 U {RES0kgl Eo/NRTIE, A LR U - FHE
THWAZ &,

7. BIERUBEICEET %32
(GheEHE)

71 2V7F=0 27075 AA30mL/min l ROEER O
KHBHEEEDH 2BHICIT. RARIAESHE?
300mg. /NEXIHEEHEZ225%BE ST 5% SEE
153528, /2. MEBEMZZIFTVWEEETIE,
IHARICIA T, MEEMRICEAKTIEHEOFYED
BMES2EET A&, [9.2.1. 9.2.2. 16.1.2,
16.6.1. 16.6.2 ]

7.2 FENIHEEOFKERED H S EHE (Child-Pugh
SHEARUB) 1Kk, AL BESHE%300mg. /)
RIZIHRSHEZ25%BEE T 22 EEICRST 5
Z &, [9.3.2, 16.6.3 2]

73 KAl HESHAEIXMAFEIOkgREO/NETIELH
12mg/kg. 1A£E30kgll E50kgHKiHD/NETId1 H8mg/
kgTH 5. AFlZ1H8mg/kgZBATHRE LT WAL
EI0kgRIHO/NEA . BRICHEVEENIEEN30kg
BlEEzo8A/1013. BEOREZ+DICHEL, 2
BROCEERORREZEZR LIS 2T, B 2HEZ B
HTAHIE, B, BELBEEILETFSZ L,

GEEBEE)

*7.4 KA ZRERARFEEICN L TERT 255121, thof

TANAEEHRAT S L, [BRHEBICBVWT, BE
FEMREEIEITN 9 5 KA B 5 T ORI 2 o)

8. EELEFNIR

8.1 EAFICB I 2R EBOMGEES VW LRSHIEICK
D, TAPAREOEEITAPAEEREFH 5D
NeZEMHHOT, BHEZHIET HHHICE. Di<
EB AR LA TR~ ICBR T 2 7% SEEICITD 2 &

*£8.2 FEMtw T, TR, BX. TR - £ - REHES

ROEOERTPEC L2 EPH D, BEHEHDOELEER
ZHESBIBREOMEIE, MELEOEBHED 2+59
RO L. EAIEEIHRT L. ke 4D EiREz
TOBRICBTDEERPLETH S I E2BEYIRE
KT 2 &, £z MRENH S DNTZHAEITE,
BEHEOEREGRZ D MHMOBREICHELZV LD,
BEIEEI S L,



8.3 PREIRDIEENHS5HONEZ ENH LD T, RAIOHRE

FUIEZEL FoORFEE 7y 7%ICE#ET SRR (IR,

FRAEEAD . IR, IS S 5O R, KM, BiE,

BUnE) oXBRICERT S &, KEIOBREFIZEFD

EOBRERD D S bNIZIGEICIZ. BFOZEZT5

EOBERVFOFBEZIIRET A &, MEEEES

FEONEE (DHFEEXIILOALE) OBF0H 58

B, T MNITLF Y RVEE (TUVHYERES) Ob

5HEFE. PREBOEEZIE I BFN0H 5K % A

LTWAEBEETIE. RERS AL ORFESHIE

DEMBEZTORE, BEOREBROREOE(LZ1E

BELBETHZ &, [9.1.1. 10.2. 11.1.1 HE]

SHlEE. BE, REEZOBMERYNH 5 b, B

BRICEZZEEHEHD T, KEHRSHIZEEDORER

REOE(L 2 FERIESBET S &, [8.5. 15.1 &

f&]

8.5 BERUZFOFREHFICREYE., ARENEOBHERS
BOMEREICOWTHaiHB 2TV, ERT & BRI ERE
EFWMOES LHEET S &, [8.4. 15.1 ]

8.6 M. BREDIEBENEUATEESH LD T, BE
o, BREZICOVWTHREZTHOEEREL. EEPR
5N ICILEY) 72 B % [15.2.1 BH&]

8.4

4= -

T52 &,

9. BEDERZEEIZEBICAHT IR
9.1 SIHIE - BEEEDHZIEE
9.1.1 DMGEBEEZEPEEDVEE (DEIEENFLFEE)
DEFEDHZEE. FRNUILFvRIVEE (TILAH
SIEREE) DHDEE
AAOPREBEEERICE VEE 70 vy 7E73HE T
5BEFNAH B, (8.3, 10.2. 11.1.1 ]
9.2 BikreE=EE
9.2.1 EEBKEEEEDH S EE
[7.1. 16.6.1 ]

9.2.2 MiKEMEZ(F T\ D REFSHEEEEEE
[7.1. 16.6.2 2]

9.3 fFikeEESRE

9.3.1 EEDIFHEEEEEDH D EE
BELEWT &, RAOMAEELS ERT2B8FN1D
H5, (2.2, 16.6.3 ]

932 BRENRBFIEEDHKEREEZEDHSEE (Child-
Pugh74#8AK: UB)
[7.2. 16.6.3 ZHE]

9.5 %

IR SER L T WA B0 H Bt icid, 1B LD
AP EREE ER 2 EHETS NG5 ICORKET
AT Es

Fv MIBLWTREBTESRO SN TV S,

9.6 ZA.IR
WELOERERVBIREOEREEZER L. FALOD
MR ISR IR 2R A 2 &

b FAHFARBITT A EARESN TV S,

9.7 INR

9.7.1 EHEAEMAKER. HER., ILRIAERBOI I
I AHERRERIIEM L T,

9.7.2 /NREE OIS FARITN T 5 AR ICE T 5 R
EIEN - A E B ITThbN TV,

9.8 S
—fRICERE CIIEEBENMET LTV, [16.6.4 =
]
10. tHE{FHA

10.2 HAER (HAICERIBI L)
A% HARIER - BT

PREROEEZEZ |FE7 0y 7&E)

TBLTNDOHLEE | RRTHBLNN

[8.3. 9.1.1, 11.1.1|» %,
£08]

i

T - fElEET
HAIC & U PRIEFRIE R
(e ARG IS HE 3R
2BENNDH B,

11. BHERA
ROBWERNH 65bh B ENH2DT, BEE+IIT
W, BESROSNIBEIEREE2FIET 2% MR
WEZ1TH T &o

11.1 EXIBENEA

11.1.1 BEJOv T, ik, K (LI hd 1%R)
PREBOEEZE I BZNDVH 5. [8.3, 9.1.1,
10.2 1]

MN2PSHRRTIFFEMABEE (Toxic Epidermal
Necrolysis : TEN) . BZEHERRIRIEIREF (Stevens-
JohnsonfElRE) (9" h & SEEAH)

FE I, K - OB A, Z O, WNTERE. IRFM,
OAREFOERENPRO ONTHHICEHREZHIEL,
WYL NEZITH &,

11.1.3 EFIEEBEAEEREE GHEAH)
PR & L CHRE ., HED A SN, EICFHREEREE.,
D VoSEIRERR. BMERE. FERERIE S, BAlY VX
RS R D BEREOEELBERERSH 5 b N 3
ZENBB, BB, B EALRZAT AL R6 (HHV-
6) EFOVANAOHERLZHES ZEeNEL BE
ik O HE. HE. FRERESOERPBERD 5
WIRBIELT 22 ENHHDOTERT HT L2,

11.1.4 SEFERIREE (B AHH)

11.2 ZDithDEIER

BHE/AEE 3%k 1 ~ 3% 1% K3 $HEANER
FEEO W EEBRE. RO 2R, IR, | BHRE
(17.8%). 58 |Hk. EBPLF (B, B, BE, £
Ji . JEER EMR., EER ERD

. RAEE.
EEITH. &l
TERAE REE, FEEAE
N £, FHEEE.
NERAE. ERIE.
BEREE. B
AR, L EHE
E. 34 7u—
XAMTADA

iR HHR. BHR

Mg M ImEREE >
=D, EH | RF HEAE. OA

HIbEs gﬂfé\ 3 Nl

74

TEER AR IDEAED DEAEE)

FF Bk AFRERER

R RO BAEEE

FKE

R REZ. BRE . |MEFE

Z S FERE

EER F5 8 Aia

R EERED & W | BE
W5 ;gﬁi% i g@ﬂéﬁ{%\j\% MHEE ¢

Ib=¢ EN UGFEEAN

Zoth SE. K.

FGET %

13. BEKRS

13.1 fEIR
BEHRE (&A12000mg) 12X DED 5 N7z ELER
. FEEO E L, BD. BE (SRMERERARE.
TANAERKE) . MZERE, Y3 v IV RUEET
Holze iy TV I F7000mgz—EICARA L 724l
THREPHESN TV S,

13.2 30L&
ARNTMEBETIC K DERERRETH O, HIL TV SHIE
ROBEIWISCTMKEROEREZZERT 2 o
[16.6.2 ZHE]



14. BRALOZFE

14.1 FRIZRFOER
PTPEAEDEAFIPTPY — h 2 SBD H L TRAT 5 &
g B &, PTPY— bOBEAKICE D, HOLHALE
DEEREATIA L, FICIZRILEZE S U CHEFRIR A
DEERGHELMHET LI ENDH S,

15. ZD{DEER

15.1 BRIRERICE D 153k
BN CEBESNZERORTAPAREIIBIT S, TAYD
A FEMEBEZNRE L1990 75 & AR IR R
BOMEHERICBWVL T, BERSERVERERIOFERD
YRATD, MTADPAEOIRAB TS IR & L
TH2EE L TAPAEIRAR : 0.43%. 771 R
B 0.24%). MCADPAEORRABTIZ. 77 R
EHARI000AH =D 19NV EETHEES N (95%EHE
X[ :0.6-3.9)0 £72. TAPABEDY T 7L —FT
&, I ARBEEHANI000AH 720242V EFES
NTWn3, [84. 8.5 ]

15.2 JEERREERICE D < 1BHR

15.2.1 JEEREMBRERBICBVLT, SIFIFETY b
KEARICREGRISABE THAMULD, T D26
EERO104EEREHR S ESERE CIRICERE IR D
5NT. A XOS2EMRERSEERERIC BV TKE
w@Emiamgﬂ&@oto@ﬁ BREORICHE

HEMERORARII ISt RBELOEL . 16ERH%
5@H$%E%mmﬁ$®73tﬁﬁﬁmuﬁmﬂ
L. AHI200mg/HET4.9%. 400mg/HEET12.2%.
B G TIE5.5%TH D . W@/ EIERE (HFamk
) 07T REETIZA4%II0 Ly AFI200mg/ H B
78.9%. 400mg/HET18.0%. 600mg/HET
30.5%TdH > 72. [8.6 BE]

15.2.2 RFEEETLTHAHWAG/RIjS v b (3. 10K
30mg/kgZ IEENIRS) KRUA N T AT —LEIEHER
HMTAPATY b (15.6%031. ng/kgéﬂﬁﬂﬁﬁ\]&
5) 2BV T, REEEOHEBENRD 5Nz,

16. EMERE

16.1 MARE

16.1.1 KA

(1) EEigs

BRRABELISHNICT a9 I F100. 200, 400mg % 2
PERHICHEIREOREG Lz & &, 850.5~ 4K T Cmax
Lcl‘l% L. tl/Zliff\/‘Jl4E§FBﬂ'(‘\%’)fCo AUC&UCmaxLi?&EF
BICHAFILTEmML 7Y,

B SROENHL/ ST X -5

#E58 100mg 200mg 400mg
B 12 11 12
AUCo-» (pg-h/mL) | 57.0 [20.4] | 116.4 [18.2] | 219.1 [16.1]
AUCo-+t (pug-h/mL) 55.0 [18.7] | 112.1 [17.1] | 212.5 [15.0]
Cmax (pg/mL) 2.96 [15.2] | 5.84 [25.0] 11.8 [15.4]
trmax (D) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
tiz2 (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]
HAFHE [CV (%)) tmaxi3FRME (HiFE)
2) RERS
R A B HESHIICZ 29 3 F200mg/[El% 1 H2[E7 HE

REZOHREG L&, MFEFT a9 I NBEIZREGH
67 H3HRICERIREICEZE L7z. AUCo- 1200 RFEREL
1324 CTH-o72Y HEAT—%),
16.1.2 INR
FFERBMBE O _EEMRIREICB W Ton AT 517
RETONRTANAERELLAF (HAEANL60 % &T)
o/ NMEEFT Y I NEE AW TBEREY
BRI 21T\, NRICBI 2739 I FOEYFEN
TRA—FEWEE LIz, RFFICEFZ2T739 I Foks
2132~12mg/kg/H#% 1 H2[E#%S5 (AES50kgll Ed/h
BCOREARIZ600mg/ BE) Thoto RATOH
%R (VA/F) 120.71L/kgs RAOLE2 07T 2
(CL/F) 3 MAERUERICKTEL. (KE15kgD4iERT
0.88L/h (0.058L/h/kg). AE25kgD 82 T1.18L/h
(0.047L/h/kg). A EA40kgd 128 R C1.60L/h

(0.040L/h/kg). £E50kgD 168 T1.83L/h

(0.037L/h/kg) &H#EFES NI, [7.1 1]

F1) AFNZARY Eo/NRICH U CGERZBE LTV A,

*2) ARlOERS N1 HESHAEIR, RAKCHESOkgE Lo
/NRIZIZ400mg. RE30kgll E50kg AR D/NRIZIE8mg/kg.
(AE30kgRmD/NRICIZ12mg/kgTH %o

16.1.3 EMEHERIE

Za% 3 N§E100mg [# 27 7] L ¥4 8y 1E100mg

. JUORF—=N—IRICXDZNZENIEE (T3 INE

LC100mg) f@#ERABHICHEROZEORS L Tl

oI INEBEZHEEL. BoNEYERE/ST X —

% (AUC. Cmax) 2D\ TO0%EHMEXMEIC THETHEMNT

21T o 7245%. log (0.80) ~log (1. 25) DEHNTDH
0. WH O ERE SN SRR S N0,
(ug/mL) (ug/mL) —e— 5% 3 FEEIOOmg (7 27 7]
or m ° o E4%y 14£100mg
2 FI9ME + e, HIH=59
>
I a
EPE S SN (A58 2 o == S PSS
Z N
a b3
o [
]:\
w2
3
0 10 20 30 40 50 60 70 (h)
|
T A% BEING A—F
AUCo-72n Crmax tmax t1/2
(pug-h/mL)| (pg/mL) (h) (h)
Z 3% I F#E100mg | 49.7136 3.7985 0.81 12.79
[7r277] +6.9317 +0.9852 +0.81 +1.43
S e 48.5807 3.8704 0.52 12.86
EL/Ty MRELOOME | o101 | +1.0004 | +032 | +1.37

FiofE L RERE, flE=59
Eﬂﬂﬁ*(}%@fjﬁ?fﬁAUC\ Cmax%@/{)i} *—9 Li\ *&%ﬁ%
DER, FRORHEE - REFORBREMFICL > TE

72 AR RN D B o
16.2 RYY
16.2.1 REDXE
ﬁ%)%ﬁi)\% 2460125 a9 3 F300mg% EER I A%

ICHEREOREG L&, BFIZTIY I FOAUCHK
UCmaxl:gég;%&Lié 7275)0 737) (ﬂ)\i‘_\'—‘y)o
16.22 NAATPRASEUT «
TR A 2406112 F 3% I F200mg %30 V06057 M TH
B REERIRA RS UIBEER O G L8 &, a9 3
FOAUCo KU CnaxlFFABETH D . 735 I FEEDHE
TINAFTRAFTEY) T 1 13121F100% TdH - 729,

16.3 910
R 246112 F 29 3 F200mg % 3053 8 ¢ B [m] s AR
NigG Lz & &, DMAARE (Vd) E3LILTH D, Fay

I F200mgE BEREORE Lz &, B2 TOSHEER
(VA/F) 1332.8LTdH > 7o
invitro (3% 3 F1.5~60ug/mL) KUex vivo (T3
# 3 FO.7~5.5ug/mL) HEOFER., 7343 FOIMEEE
HEARIZIS% R TH 0728 9,

16.4 {{#
T 39 3 MIEEHR R OREHIC X D IRAD» 5IEK LT,
in vitroiBEOFER. EEEZMIIAEER L2 ERHDTH 2
O-Fi A FIARERICEICHF ST H5CYPHTHEIL. CYP3A4,
CYP2CORU'CYP2C19TH - 7210,

16.5 HEtt

16.5.1 R ABEESHIC [“C] - 34 32 F100mg (40 1 Ci)
% B[RO G K O ] BEfl CHRE SRR S Lz & &,
B 5% 168K/ E TIZ. RIS ED94% % 97 % HHE
Han, EBEhAOPEII05%RETH > 720 RBANIET O

IR (#930~40%). O-fiAFIUE (K930%). MRiEE D
(£920%) ROtomEZRH#Y (0.5~2%) & L THhfts
N7z (HEAT—4),

16.5.2 R ABEICT 29 I F100~400mg % BEfEO# 5
Lize &, BE728H%E CORFHMRIZ. T35 3
K29~33%. O-fi X FIWALIO~15%TdH > 7z, MMEEH
O-i XA F WAEDAUCo I MEEF T T4 I FOKH10% T
Ho1z3,



16.5.3

16.6 4%
16.6.1

ERERLAIC T 35 3 R200mg 2 304 [ ¢ B m] s iR AR A
BELIzEE, 2527075 A (CL) 1X1.78L/hTdh
D, 7343 F200mgx BEREOKREG L&, Bl
D25 271) 75 A (CL/F) X1.84L/hTH-729,
EDEREHIIESE

BeEESEE
BEHREEDTEE DR 5 AWERE 2T 34 2 F100mg# B
EREOBES L& &, AUCHIIBHEEEEE (CLcr:
>80mL/min) &H#EL T, BEETEH (CLcr: 50~
<80mL/min) TI327%. HEEMKTHE (Clcr: 30~
<50mL/min) T22%. EEETE (CLcr @ <30mL/min)
T59%%< N Cmaxtiﬁrgzp6%%@%%@2‘&?%?10"’
14%ED > 7. BED» SEEDOBHAERTEICB T A0
AFWARDAUCo I BEEEEEEZED1.5~4.6(ETH o712
HNEAT—%). [7.1. 9.2.1 2]

HERSROENFL/ ST A -5

B TE | BEET |TSEET| BEET
i 8 8 8 8
CLor (mL/min) >80 | 50~<80 | 30~<50 | <30
470 506 576 748
AUCo: (ug-h/mb) | hne) | [17.5] | 11901 | [269]
2.69 2.95 3.06 3.02
Cmax (11g/mL) (3501 | 12071 | 11001 | [23.3]
o 1.0 05 05 1.0
mex (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
o 132 18.2 15.4 183
[17.6] | [(187] | [189] | [27.8]
213 168 1.74 134
CL/F (L/h) [208] | 11751 | 11901 | [26.9]
0590 | 0354 | 02779 | 0.143
CLr (L/h) (3701 | [51.3] | [244] | [318]
MEEEME [CV (%)) AUCO0-tiZ0~96KFRHE. tmax|EFRRIE (#FH)
CLlR:BI7UT7T A
a) 7l

16.6.2

MEERZZF TV DR E RS EE

ME BN 2 Z T T2 KA EHAERE ORAWERE I,
FEFEATIRE K ENTRAAA2. SRERIATIC 7 24 3 F100mg e B
[EFEOHREG L7z & & FERENTIRIC 4R O BT E MR
TEZ3Y% I FOAUC346%ED L. BITIC K 2R
WMEIZT 3Y I F57%. O-fiX FILES3%TH D\ BT
Z7U7 7Y AET 3% I F140mL/min (8.40L/h). O-
i 2 FU4E149mL/min (8.94L/h) T -7212 19 (S4E
AT—=%)0 [7.1. 9.2.2, 13.2 ]

B ESREOEYERE/NT X — 5

BT FEBEMTIE AR IE
BiIEL 8 8
EECERN

AUCo-+ (ug - h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (¢ g/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
ti2 (h) 19.6 [19.4] 19.2 [26.8]
O-fiE A F L1k

AUCo-+ (ug - h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (g g/mL) 0.48 [69.5] 0.22 [69.1]
HAFHEME [CV (%)), AUC0-t1Z0~ 24RRHE. tmaxld o E (HEF)

16.6.3

frigpeEsEEE

FFREE R EEIE T LKA (Child-Pugh#%EB) i
Z 3% 3 F100mg/El%= 1 H2E5HMEREZORS Lz &
. BERAICHERTTIY I FOEFKREDAUCo121n
KOCnald FNZN61BKVS0%EN 27z, Fiz (KE
‘(“E@'ﬂ:L/f:%ﬁ%%@AUCO—IZh&(ijaxLi%n%\\ﬂ
47% K O37%&E» > 72, BEEFEEREEE (Child-
Pugh#8C) TOEMERIIHET L Tznld (AEA
T—4%). [2.2. 7.2, 9.3.1. 9.3.2 ]

EFHREBOENHRE ST A -5

iR E¥ Child-Pugh%48B
% 8 8
AUCo-12n (p g+ h/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (ptg/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]
HBAEEE [CV (%)) tmaxldFFRE (HiF)

16.6.4 S
65 Lok BRI R CERELI2GICT Iy I R
100mg/[E1% 1 H2[EISHERERZOHRS Lz & &, 455% DL
TOBRABHI2ZFEHE LT, SRBEEROLEICBEN
TI7aY I ROEFEREDAUCo1201EFNZEN33% R
50%E< v Craxld FNZFN29% R O53%E D 2720 Tz
RECTEENL7ZAUChndER BN OLHICBNT
FNEN26% K V23%E D - 7219 16 (AAEATFT—4),
(9.8 &H#]
16.6.5 CYP2C19;:&(cF%E!
HARANROHE ANEFEBEABES18%1%. CYP2C19&
FEFENCEOSSRBEESEICK D, 2FEARHEEE (UM)
16, &R#EE (EM) 1761, REKREEGESE (IM) 10
B, ROERHEGEE (PM) 8flicair. COERICT I
3 F100~400mg#x BHEREOHREG L& &, T34 3
RFOEBEE N OMAE TEE(L L72AUCo«ld. EMIZHAR
TPMT24%. IMT10%ED > 723,
16.7 EYHEEER
16.7.1 EYEE{FRER
Z3aY 3 N, IREMBTEFEES TCCYPIA2, 2B6.
2C9. 2C19K UBA4ICR L CHEEERHAZ RS T,
CYPIAIL. 1A2. 2A6. 2B6. 2C8. 2C9. 2D6. 2EIl.
3AARUV3ASICH L CHEMER A2 RS R o205,
CYP2CI19Iz /9 A IHEERASRB S Nz,
3% 3 Nk, P-EEAEOHBINLZEETIE R, P-
FEEAEICN U THEER 2R E 2D -7217 (in vitro).
16.7.2 IRREYEEERAHER
(1) ALNTEBEY
BERABMEIOMIC, 539 3R (200mg/[El. 1H2[E)
DEFEREIZBVWT, BMWCYP3AFEEN OHEED
CYP2COFEEETH B M NTEE Y (200mg/[E. 1H
2m) #HAREROKS LIEE, AANTEE VTS
I I ROEFEREDAUC-120% U Crax T EZ KT S
ool BMERABHISHIC, ALYV
(200mg/[E, 1H2[E]) OEFEREICBVWT, IIH I
(200mg/[E, 1H2ME) ZHARERZOKRSG L&, 7
IV I REHAINTEEOEFEREDAUC 120 T
CroaxlCHER RIS 7218 GHEAT—%)
(2) AATSY—=I
A B 34601, 343 F (300mg) OHEFED
BEICBWT, HWCYP2CIOMHERETHZ A XTS5 —
)V (40mg/[El 1H1ME) ZHAREZO®RS L,
j)( ‘7’6 ‘f—)bté(? :]'b" 3 P@AUCO—t&UCmaXﬂZSj%%
MlEs o7z, CYP2CIOBETHAHARXTSFI—)L
(40mg) oHEEKEORSIIBWVWT, Ja4% I F
(300mg/[E, 1H2[E]) #HARKEROKSLELEE. T
I IREAATTV = ILDAUC K VP CmaxiCHE R
S o719 (HEAT—%),
3) =E9VYIL
BEREMANBE3I3MIC, CYPIARETHA IV T LA
(7.5mg) OHEBEEOHFRSIIBNWT, 3% 3IF
(200mg/[E, 1H2[E]) #HARKERFOZKSLLEE. T
IY I NIEIF YT LDCraxZ30%EIN S H 7225 AUCo
ICEEBLZRTS LD ->7220 HEATF—%),
4) DIL77UY
BERABEELI6OH I, S-TILT7 7)) »ASCYP2CORE T
HHTNLT 7V (25mg) OEERREOFSICBVWT., T
I3 F (200mg/El. 1H2ME) #/HAKRKEROKRS L
Jol&, A I FESKUR-7IL7 7Y YDAUCH K&
UCnaxlCEE 2 KIZTST, o by rBfEY o
forErEEOEBEEEL (INR) ORKERED
AUCo16snlC B R TS o 7220 (SMEAT—% ),
16.7.3 BEEIREYIERERENR
HARARONEANDHEARTNEDTANPAEBRE,»SE
SN-MiEh T a9 I NEET—Y2HWT, BEMHE
MBI 21T o720 ZTOMRER. CYPHFEEHZET S
MTAPAETHAHIUNNTEEY Y, 721 U XiT
Tz )NLVEY = LOGRHICED. T39I ROEFER
ROAUCHE. BARUNET, &425% K% 17%HEAD L
7‘:5) ,22)0
16.8 ZDfth
Z 3% I REES0mg (737 7] & [EEVELZLZZEOE
R OEZOESERBE T A R4 ] &I, 5
I9 3 FEELIOOmg [ 37 7| #iZEBIHIE Lz &, 15
HZEE A EE SIS, EYENICRSE & AR SN0,



17. BRIRRLHE
17.1 BNERURLECEET B5H5R
ERDFE (CTRIESMRILREIEZSD))

17.1.1 ERHESENERER (EREE. BA)
PFIC I RE TANA ERISNIE A FE (TS
AEFER &) ERMEO LM RERRRIEEZET
Sloml EoBEEANFE LT, T39I N§E200~
600mg/HED g H WYL E UV iREE (CBZ-CR)
400~1200mg/HE?) ZBANTROKEG LIz L&, FH
1B H T & % Kaplan-Meieri# 2 & 0 #EE U 72 A& 5
HEIIBIT26 7 ABREEHEHARITROLEBOTHO .
BEZDISHEEXEO NRMEIE FORESNHEHE
IREME (-12%) % EEl->7-2 &, CBZ-CREED6» AR
FARHRRICH T A BERZEOISUEBEX O FRMEO H
(MExt2) 13, FORELIELHERAE (-20%) %= L
[lo7-Z &M 5. CBZ-CRIZXTT 5T a4 I REEDIEL M
MHERR S N7z23),

fEAT FEOEDTHR |FEHER (%) | BiEzZE (%) it
AR | RSB | P | LABEN | (95%(EMEK | [95%MEMEK| o0
EH (#E (%) ] @ fé] 2) o
T 0| 327 89.8
L (73.6) | [86.892.8) | -13 |
CBZ-CR| .| 308 911 [-5.5.2.8]
B (69.7) | [88.2,94.0]
7353 40e | 307 915
ppse | HEEE (752) | 18869431 | 13 | ..
CBZ-CR| 5o, | 285 92.8 (53271 | ™
B (71.8) | [90.0.95.5]

a) Kaplan-Meien#ic & 2¥EE (BE3» AMORIEEH 2ELT., 3
EB_E) %8 & L TMantel-Haenszeli I & 0 #72)

b) T34 3 FEEBEDIHAR — CBZ-CREEDIHAR

C) THERORRZEDISWIEEX O RIRE/CBZ-CREEDHKER X 100

d) Full Analysis Set

e) Per Protocol Set

f

g) HANEG1361% &t
B, BRMBITERICK 2T 3% 3 FEE#T400mg/HiE
NOEENPBEL s > T-BEEZWRATHH & LT
1B E DFASICB I ARIEMHR LIZBEH (EE (%))
1330853 /444%1 (69.4%) TdH V. Kaplan-Meieri£ic
FOMELULFEEERE [95%EEEXE] 1384.1%
[80.5,87.6] TH -7z,

BIERFIRSEE L. 739 I NEERET37.2% (165/444
Bl) Thotoo ERBIERIZ. FEHEDFNT7.9%
(35/444%1). HE%5.6% (25/444%]). IHE4L.5%
(20/444%1) TdH -7z,

*1) RAOEZ SN2 HEREHARIZ400mgTH %,

H2) HUNTEEUBRBEEIEAR TIIER SN TV,

1#3) 200~400mg/H#%5 THIEPHE L - BE K.

17.1.2 BRSEINMEHER (EFREE. BA)
LAIOBFDOIMTADAELZEE LTS 16 EDERSY
HIERZBETATCANPABREEZNRELT, 7393 FiE
200~600mg/HE) FOHEIT & 2 BAIREATIDEZ
& &, 61 AMBRIEHAREOEIE1346.2% (6/1361)
TH-o7z2,

RBIERFBBEE L, 84.2% (16/1961) TH o7z, EizHl
ERIZ. FEMHEO E0142.1% (8/194]). HER31.6%
(6/1961) . [EERED E W, BOPFE10.5% (2/19%1) T
Holzo

#4) KAIOARS N7 HEEARIZ400mgTH %,

17.1.3 EEHERESEIEEER (HBEBE. RA)
BEOITADPATET I 2RIENFIRSE SNV
Ha¥lExET 216U EOHAARTFHEADTAD
ABESATH] (HRANBEZE1426]% &) 2#0REL T,
Z a4 3 F§E200. 400mg/BXIE 7R % 16 ARMZED
BE (BEOTHTADPARE]L ~3REOMH) Lz &,
FEFHHEIEE Td 5 BRI T 2R O28H &
720 OEAFEERBECEIREOEBOTHD., 7T
T ARBEE T 3V 3 F§E200mg/ H & U400mg/ HEEE DR
TR ZNICERREZVPROONT, BB, FEICBT
550% VAR Y —L— 1 (28HH 720 O FAEEE
PEREHB & AN TS50%LL LiiE L-BEOEIE) 13,
7o REEL9.7% (36/183%). T a4 3 F§E200mg/H
B£38.5% (70/182f) KXU'Z a4 3 F§E400mg/ H B
49.2% (88/179%) Td -7=%),

28E B 0 DS TIREET S
P | ez o | PES | BOE
% [95% B HEIR)
7o AREE | 183 -1.22
294
200mg/EE | 182 333 <0001 | 157387
396
400mg/HEE | 179 -4.50 <0001} 305 47.6]

a) Full Analysis Set

b) HR{E

C) WAL MR 028 H b 72 0 OW EAEEE 2 KIGER. %5
BN OEZRET AR L -BEABO28H 72 D O 7 FIEEE
e HEE E I HEGEOT

d) OB & D HEE SN BN FFHEDY 5 FE Lo H 0 FERIE
AR (%)

17.1.4

17.1.5

BEFFBSEE L. 7349 3 NEEBET47.7% (173/363
Bl) TH-otzo EuBMERIZ, FHHEDEN22.9%
(83/363#l) . 1HAR8.8% (32/363%1). HH4.4%
(16/363fl) TdH -7z,

EfHtFARARERSHR (WA)

EFEHFRSIMEREE (FEBE) 2% T LZHEKUH
EoBHEA736 (BRABEF12361%2 &) 2xRE LT,
Z 3% 3 F§E100~400mg/H % 1 H2ENC 71 TROKS
Li-e & (hE#E. BRE7O7THIRSE), BITRBOBRER
WA 5 028H & 72 D DS FIEEER A RO HRMEIL
55.23%. 50% L AR > ¥ —L — ~iE56.3% (265/471
) TdH 7220,

BEFZESEE L. 7349 3 NEEEET42.9% (2037473
Bl) TH-otzo EuBMERIZ, FHHEDEN17.8%
(84/473f1) . 1HIRS5.7% (27/473%1). HEE3.8%
(18/473f) TdH -7z,

BASINEGER (MR

BEEOTC AP AT R FHEMNFEIHRYPE S Mk
WAREE2ET AL EITERBO/NRTAP AEF
34361 MR E LT, a4 I F (FE30kgRDEH
128~ 12mg/kg/H. {kE30~50kgk D BH 26~
8mg/kg/H. RE50kgbl EDEHIX300~400mg/H)
XE 77 R & 16GEEREORS (BFEOHTADASE]L~
BFNEDHH) Lize &, FEFHEEE T db 5 BRI
Xt MR D28 H & 72 D OE A FEIEEBELEIE T
KOEBOTHY., 77 RBEETIH I FHEOMT
METZMICER LR ENRD b2,

| 28A 50 oW | |TTEABIT S
P | e temmoz(cmy | PE [
= [95%(Z X ]
TS REE | 170 -1.55
_ < 31.72
Z a4 3 REE| 170 -3.05 0.0003 [16.342.44.277]

a) Full Analysis Set
TI R RBO200E. MR ORIEEBT — 5 ICRE] (FEEHFEOE
HD10%H) 77720, fRiTicEDRr -7

b) HR{E

o) In (X+1) (XIZEIFIEEE) THEEBRL 5 HERKE R,
BRER. HELLEREREEZEFE U, 8RR L -BEH/”MO
28H B 7= 0 O FELIE 2 HER & LG8

d) 77 RBCHT HEADE (%) =100x {l-exp (B/N_FTFHDTF
IV I RBEE T TR AREOE))

BIfEFSEIRSEE X, T39I FEFT33.9% (58/17141)
THolzo EaFWEAIE. BHR14.0% (24/17161). %
D F18.8% (15/17141) TH -7z,

17.1.6 EEHESIMERBHEIRSHER (VT

A S 1 TROEBRSHRINI/NETAD»ABE 136/
(BARAN46H1, SLEAQOHI) ZXHRELT, FaY IR
12mg/kg/H (1AE50kgll Eo B#EI1E600mg/HE)) %
TzIH2EIC I TRAORG L&, BEik» 5D
2WREBEHBICB T 28R ERNKEMRD FRER
-52.73% (HANT-27.63%. HHEANT-60.56%) Td>7-9,
BIfERRISEE X, 56.2% (77/13761) ToH -7z, i
BIER . ZEHED £ 120.4% (28/13741) . {HEK
19.7% (27/137f). #4#8.0% (11/137l) Td -7z,
E5) AElOER SN HESARIL. FAKOEESOkg Lo
/NRIZI3400mg. (AE30kgbL E50kgAKi D/ N ICIZ8mg/kg.
{AE30kgRHD/NRIZIZ12mg/kgTH 5,



CCRERFEE)

*17.1.7 EFHESENMEEER (RARUINE
BFEOIHTADPAZET D LRENFHRIRPE SN2V
HWEBRFEEELET 24BN EOTAPABE2420] (H
ANBEIOfI=EL) 2xRELT, A IN (FE
30kgR i D/NREBE X8~ 12mg/kg/H. kE30~50kg
Kio/NREEIZ6~8mg/kg/H. AES0kgM Eo/NE
KO ANEBEIZ300~400mg/H) XE 7Tt R2/ET
2EERORE (MEFEOMTAPAE]L ~3FE D)
Liz & &, FEFMIEE Td 5 24BMOBEHRIC BT
Z2EEOBREMAFEENFEET 52X TORBBIITED L
BOTHY., o RETIY I NEEOMTHREEN
ICEBREFRD LN,

AR N ERETO e
NP — R o)
"5 fl%52) H% (H) b - pfE®)
[os5% x| [P HRMH]
. 77.0
7R | 121 [49.0,128.0] 0.540 0,001
91 FEE| 118 - [0.377,0.774] :
7S [144.0,-]

a) Full Analysis Set
Z 39 I FEOLFNI125F DA N2 b PRI U 72 &ICEER(LEIF

ENTzic. 2B 24 B ORI ORIEFERPF O NGB - 72720,

RITICED o7z
Kaplan-Meieri£ 12 & % 24 O aE AR I 5 1 2 20 H O RER AT
TEDFB £ TORBOWEME (HRE)
[-1: 5343 FEECE24EMOBEREARIC2E B ORERRHEES
50%LL EDRERFNICFRD & N7z h o 72 7z OHEEARE
BEHBICB T 228H H 72 0 OMERAFEC BN 2E LI D/NE,
2RO 2EIEO/NEXIIRAZE L LzCoxfiiNne— K E
FIVCEDL . WaldiBic kD EHs
BIERRBEEE L. 739 3 FEET46.3% (56/12141)
Tholo ERIERAIE. FEMHEDEN17.4% (21/121
B). HEE13.2% (16/12161). BD7.4% (9/12141) T
Holo
*17.1.8 EfEEIRBMGEIRSHR (RARUTING
EEEEBIHERE (RARONE) 27T LEERK
UNERBTOMEBERERED > b RERARERKOE
DR E I SR> 72 BE2396] (HARANBEI7HIZ
Etr) AXRELT. T3H IR ((KESOkgRmD/NE
BEIZ4~12mg/kg/H. AES0kgl Eo/NREZE X200
~600mg/H. BAEEIZ200~800mg/HE)) % 1H2
BN TROKE L- & & (FRERES. RE1416HE
5). ZfrRBoBREZHE D 5> OREHEICB T 528Hb
720 ORMEMAREDNKERDHFRIEIZ-88.52%T
Zli)')f—CBO)o
BIfERFIESEE L. 34.7% (83/239f) TH -7z, Fix
BITERZ. EEED F 1 10.9% (26/23941) . {EIE5.9%
(14/23961) EIEMED FWROEID3.8% (9/23941) T
Holo
H6) ARlIOERR SN HEESHEIL, RAKOIEESOkg Lo

g

c)

NRIZIZ400mg. {AE30kghl_E50kgH D NRIC IZ8mg/kg.

{AE30kgARTHD/NRIZIZ]12mg/kgTH %o

17.3 ZDith

17.3.1 DEEICKT BHE
EERLA 21461125 24 3 F400mg/H. 800mg/HE
XE 7T AR%E1H2ENCA T COHMRERO®RS.. X
EFT70FY T 400mg/H% 1 H1E3H B REROR
Blls, a9 IVEQTCHBEZER LA -7,
739 I FEOPREREOFHELRIZEOHHOHRE 1R
MBIcRAkERD, I RBELEOZEIZ. 400mg/HT
7.3ms. 800mg/H%" T11.9msTad - 7230 (HEAT—

7)o

W7) AAOEES N7z ] HEEARI400mgTH 5.
18. ERHEIE
18.1 {EFAE

S 3% I RIREMREET b7 LF v R ILOBREZARE
ML ZBIRMICEE L. BEEREICH 2 i MREE &
FEERLZEICE>THRITLUNAERAZRT EEZZ 6N
T332,
ThHARIEICKT Z1ER
a3 RIZBEREREYT A, RS> Y > 75(E
T TA BEFRYIHIET Y b 6HZCADPARES
TARUBRKER Y a v VEE (I Ty ) Oy
HIEROSBFEEE KB LB ETLICB W THELZN
L7239,
18.3 iCTAD WEMEIER
R ESHEF Y R 7Ty MicBWT, FY R ¥
TR A ] L7239,

18.2

19. BN ICRT DB LFHAR
—ffEFR 0 7 3% 3 K (Lacosamide)
{bZ4 : (2R)-2-Acetamido-N-benzyl-3-

methoxypropanamide
{EEMEER
HsC
o
HN H H

B

O

O
HsC~

372 0 CisHisN203

SFE : 250.29

B R EEBE~REBEEBOMEKTH D, X¥ ) —ILIZBETPT
<y IH =) (99.5) IZRRBETFPT <, KIZ®
RBFICL L AT T UIFEAEB T R0,

21. EEBRT
EFm) 2 7 EEEFE 2 RED L EICERT S &

22. @

(SIY= REESOMg 527 7))
1008 [108% (PTP) x10]
1008% [#UIFL2EY, NT]

(53U REEI00mg [T 7))
1008% (108 (PTP) x10]
1008% [#UIFL2EY, NT]

*i 23. FENHR
1) BRTAPAZE (M TAPAREREZIBRALTWATAD
ADBHBNIBNWT, HEJEIEEL LR Z 0O SR 21T
SBEOEEEIE (20265£3H17H)
2) EAEEE  EERERBERIEY = 27 )L AR
TENERARE
3) FEEM fh : FEEIHE 2015;43:1307-1316
4) NEINBERAICB 5T 2 I NEREHKRSEOEY G
(B8 MEE 2016 7HAH AR, HEERME
2.7.6.3.3)
5) BARAROYWEAN/NBEEICB T 2 BEFREY N REMET (2
L%y R RS ay 7 - 5E 20191 ASH&ARR. HFE
B 2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)
6) HARZ 27 7 A&t - EYENESEICET 288 (N
=g
7) HEABERAICBT 2539 I ROEYHEICKITTARE
DOEE (L% MNE: 2016FE7HAH AR, HiERTEE
2.7.6.1.1)
8) FHIEA fth - FEREMEIE 2018;21:1223-1234
9) 3t (EL/Sy b 2016FE7HAH K., HEERMEE
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10) K& (€% MEE 20167 H4H AR,
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2012;37:241-248
12) Cawello W, et al. : Clin Pharmacokinet. 2013;52:897-
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13) BHEDETNA T 34 I NEEFOKRSHROEYEEICKIT
HEOMET (EL%y ME 2016F7H4H&RR. HiE
RHRE 2.7.6.4.4)
14) HEAFHEEETEICBIA2 739 I NOEYFHE (YL
I8y MEE D 2016FE7HAHAGE, HEEEEIE 2.7.6.4.5)
15) Schaefer C, et al. : Clin Drug Investig. 2015;35:255-265
16) FEpEROHENT 35 I NEEKRORERZORSROZEY
BREICRITTRHEORKS (B8 ME: 2016FE7H4H &
. HEERE 2.7.6.4.1)
EYMHAEEARE (Y48 ME D 2016F7H4HER. H
BERMEE 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
IYYVITLEOEYMHENER (EA28y Mg 20165E7H4
HA&GR. HFEERMIE 2.7.6.5.9)
Stockis A, et al. : Epilepsia. 2013;54:1161-1166
739 3 FICHET 2 BEMAEMERENT (Y L0y ME:
201657 HAH KGR, HFEERIE 2.7.2.2.5.2)
B FAEBAPEE O E AL EER R (Y48 ME:
20178 H25HARE. BEHES)

B BRI
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25) BARKUHREIC BT 23 FHEFABED 7T & AR
HE (L% MNE 201647 A4H &R, HEERMTE
2.7.6.7.1)

26) BARKUHEIC BT 2 E5 FlE 0 S O BRI % 558

(BEL/8y MEE:2016FE7H4H %R, B ERE=

2.7.6.8.1)

NEBEENRE LA EEFRABED 75 2 AR g

HEg (VLS NRIA2ay 7 - 88 201941 ASH KR,

GRS 2.7.3.2, 2.7.6.3.1)

28) NREBEZRR & U ERS FlE O EE O BRI 5B
(B8 RS vay 7 - 48 20194E1 A8H AR, HFE
BREE 2.7.6.4.1)

29) A OVNREE MR E Uz mE R R FEIENT RS O EE

24

=

27

—

HET T ABRE (Y8 ME- RS>y 7 - 5
AT © 202012 H25H &R, HEERME 2.5.4.1,
2.76.1.1)

30) BRAROV/NREE 2R E L mBERREEFAEEO R
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