20265 4 ATAET (E54HR) mTADAE BXRERERS EES

*20265F 3 HEET (3830) SO = REE 871139

B A EERF — — B r

G S = 250mg B4,

S = 2100me "B,

BB, QUSSR Lacosamide Tablets 50mg - 100mg “NISSIN” 50mg 100mg
AEREES[30700AMX00163|30700AMX00164

F) ER-EMEOMSTEICLVERATSI L ARSERHE 2025%F12A4

2. ER (ROFJEICEFEEULEWVNI &)
2.1 RARID R0 UBBREDBHERE D & 2 B#F
2.2 EEOMKEREDOH 5EH [9.3.1. 16.6.35H]
3. #ERK - R
3.1 48
Bz Z a4 3 FEES0mg Z 3% 3 N§EI00mg
. =k [H#)
I 152 léEr
AIRSY Z 3% 3 F50mg Z 3% 3 F100mg

aINFE]

HFoNary, BREE
KA. BEtLo—
2, BibF Y. ZF
bk, 277 VB~
YL, YL, RE
WEr Fao+y 7 avl
tila—A, b RagFy
Jov¥lrtilu—2A, K
JE=Z L7 ILa—)L (8
DI AIL). v 0
=T — L4000

EEZ"(bEk. ALt
o gy, BEEKT A
., EEtlao—2x, &
tFv >, 277 &
TR TL, FILT
BKE#fEL Fufxy 7o
iltilu—Z, v Ro
FyFuov¥ilrtio—
A, RYEZ L7 a—
Vo (Ea T ALY, <
271 37— L4000

3.2 REIDOHERK

Z a4 I N§ES0mg

Z a4 3 N§EL00mg

R B #) rE#)
ﬁ)ﬁkhﬁé®74wAJ—%ﬁé@74wA:~
T4 VTR T4 v TEE

. ( ,
— o — O
£1% 1 10.4mm £4% 1 13.1lmm

Jox x AT 4.9mm A 6.lmm
$EE © 3.1lmm $8E : 4.1lmm
HE ' 125mg HE 248mg

AKFE TFIHFIF 50 NS a4 3K 100 NS

FNEE S3I%3IF 50 NS | SI¥3IF 100 NS

4. FHEENIFFNR

OTADAEBEDEDHE (TREERIEREFZSO)

OtsDIMT AP AETTHBHRIBH SNBVTANAEE
DBERMAREECHT DM TANAREDHARE

6. AERUAE

BN D EHE. AICIET I I RELTIHIOOmg & D #5
EZRM L. TOREMM EOBEL2H 0 CHEB L. HEiHH
E#%1H200mge 9525, WINBIH2ENICH T TROZKLS
5. B, ERICK D IHA0mg % 8 2 72 W EI ¢l EE
B9 A», BEELEMM EoMBEH I TIHAEELT
100mgBL R 92175 2 &,

NRCEE. AR Eo/NRIZIES 3% I FELTIH2mg/
kgl VG EFB L. ZORLBARL LoORE.LH ) CIHA
B L 2mg/kgd DHEE L. MRHE % FHEkg RO/
JRIZIE1H6mg kg, (R E30kghL E50kgK il @ /N R IZ 1&1H
Amg/kgE T Be VTN BIHAEICHT TROZET 5, %
BRI & 0 AE0kgRIE /N ICIX] HI2mg/kg. HE
30kghl_F50kgok i D /MBI 121 H8mg/ kg # 2 72 L I ©
WEERET 27, HERLEMNU LOMEZH T CTIHHAE L
LC2mg/kgBll R D175 T & 7272 Ly {RESOkgLL B/

_l_

7
€
7

RT3, MAERURAE - AEZHVAZ &,

. BENUHBEEICEET 5

FhaEE)

A2V 7F=>270 752 ZAH30mL/minbl F O EE K UR
HBHERED H 5 BFHITIE. A HRSHE%300mg.
NEZIHBEAEZ2LBREL T2 EHEEICKST A
Lo Fio. MEBHZZ I TWAEETIE. IHHEICMA T,
MEBETZICRACIEHAEOFEDOENBE2EBT 52
Lo [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2%8]

2 BENIIHEEOHKEREDH 2 EE (Child-Pugh
MAKUB) I2id. BRAXIBRERAE%2300mg. /NEIZ1H
REHEZ25%BEET AR EEEICKRST ST &, [9.3.2.
16.6.3%#]

3 KA1 HEEHEILAE3kgRiED/NETIZIHI2mg/kg.
{RE30kgbL L50kg i D /NE TIX1H8MEg/kgTdH 5. AH
%1 H8mg/kgZ A THE L T\ AEEIkgRIED/NEA,

BRIV EEMICAEN kg EE > 5B AT, BE
OREEE+FICBE L. RKOCBERORRZERBLIZS
AT, BULHEBZMAT AL, 8. SEZEEIET
5T L,

GEERUFEE)

7

8
8

*8

8.

8.

8

A FR 2 RERRREICS UTEAT 255101, foiT
AIATEERAT S Lo BRFEBRICBWT, MEMAR
PEIZNT S 2 AFI IR S T OMAREERIE 2 1]

. EEREAIER

g EAFICBARE5EOABEBE L W LERSHIEICKD,
TAPAREOEBENIITAPAERBRE N HODODNSZ &
WHHDOT, BEEZHRIETHEHICIE. D EH AR
EPFTHRAICEET AR EEERIITHYZ &Y

2 FEEHF 0, BR. RS, FEN - 970 - KhESEE
NEDERTPRI A END D, BBHEDBESGBHEZED
HWIREOES L. FEZEOEEHIE 2 +0HEMED L.,
EERAMEEICHINT U, fElEE 0E S BRIEEE T HEICE+
PREBPDETH S EEZBEICEEICEET AL, £
7o BEEAH 6 bN-HBEICIE. BEEDEESmE 2
IO BIEICHE LWL D, BEIIEET 5T &,

S PREIBOEENSH 5HLNATENHHDT. AFHOHS
FIZETEN FOEE 70y 74 ICEET AR BER. IR
HFHRA . IRIEREE, BEE5 5 568, LM, BB, BEtin
%) ORKICEERT S &, BHOH/RESHFICZFD XD HRER
BdHobniBEICIE. BMOREE2ZI2EIBENUT
DOFRBEEIIEET A2 &, MEEBESCEEOLEER (D
HEXIZDALE) OBFEOHZEE, FLUTLF v 2L
BY (TIVHYERES) 0bsEE. PREBOEEZIEC
TBENOH LA ZHAL TWAHBEEETIE. KEHREH
AR OARFIHSHIZODENBEELITO B L. BEORER
VCREOE(LZzERFELBEET 52 &, [9.1.1. 10.2,
11.1.128]

4 SHNEE. HE, RBEZSOBMERSH 5 bh. BRE
MICEALZ EHHAHDT, RFFRESHIZEE DORENRE
OBz FRFESEHET H L, [8.5. 15.12E]

5 BERUZTOFRESICINEE., BREREOBHERAEIR
DOFEMEIZ DOV T i IT V., [Ehl & 8% I E#A& % LD
&3 &51ET B &, (8.4, 15. 18]

6 HH, BREDOREBEENSEUCAFAEESHBD T, LEE
12 REZEICOVWTHZZTOZFERL. BEPRDoNT
SEIITEY 2 ME LTS & [15.2.1%R]



9. HEDERZRIIBEICHT IR
9.1 SIHE - BIEEZFDH 2 BE
9.1.1 MEEREPEEDLERE (DEEEXFOFEEF) O
BEDOHZEE. FhUILFvRIVEE (DILAIERE
H OH3EE
RAOPREBERERICEIVEE 70y VEFHKRT 25
ZNNH 5. [8.3. 10.2, 11.1.1%H]
9.2 BHREERESEE
9.2.1 EEBHERENGZEE
[7.1. 16.6.12H]
9.2.2 MRBENZZIFTTVSREBHERESES
(7.1, 16.6.2% ]

9.3 FFREAEREEE

9.3.1 EEOFEEREDHZES
#E LB o FADMABES ERT 5BZNAH5.
[

2.2, 16.6.3%H8]
9.3.2 RENRPEEDKEREEDH B EHE (Child-Pugh
PFEARUB)
(7.2, 16.6.3%M]
9.5 iFi®
HEIIER LT W AN O H 2 tic iz, 1BELOER
A a2 FES EH S NAIBEICOARET BT &,
Zv MIBOLWTREBITEIRO SN TV A,
9.6 =717
BELOERMERUBARBOAEREZZE L. A 0OMEE
DGR i - Ry
t A FABITT A EPRESN TV S,
9.7 INE
9.7.1 EHAFEER., #HiAER, L RIIERBEO LRI
5 g PREBR I ZFEME L TV 72,
9.7.2 /NEBE OO FMEIIHNT 2 BAEEICET 2 KRR
FEN - B EB TR TV,

9.8 S
—RICEEE TIEEMENET LTS, [16.6.42]
10. tHE{EH

10.2 HEER (HRAICSERIB L)

11.2 ZOHDEIER

WE/RE| %DE | 1-3%KE 1% B
EBEDOE o | REEE. B | 5o, ON. K | BEEEE
(17.8%) . | B, EBZE | ®YE. W, B3 | =, 2245
S EIR SO, SR, B | 5
I, REITH.
\ o
A i, .
R RERE, ARIE. 1
EEE . .
WEBEE. 34
7a—XAMETA
"h
R 5. BR
G B MR E
BO. B | A BCRR. DA
Rfed 18, 8. R
wEE N LR
W FRERR
RO ARE
¥
%5, 4R, 7 | METE
KR > ere
AR B
HEER R
s R T | HB
T FWE. 5 | a2l . 206, WA
20t Sl BT, .
|, BETE

EA A% ERERER - BB B - R T
PREBOERZHEC T | BET 10 v %055 | FIC L0 PREBIER(E
BENOH 2 HH THaBENIDBE. | AOANGICERT 55

8.3, 9.1.1, 11.1.1 ThEHB.
S
1. BlfEA

WROBWERDNH6bNBZENFDHHD T, BELZTHITITO.

REPROoNIBEICRKREZ2PIET 5% SHEY 2 LEE

152 &,
1.1 EXBGEER

11.1.1 BEJOv I, Rk, K (LN d %K)
PREEOEEZEITBLNNFH 5. [8.3. 9.1.1. 10.2&

]

11.1.2 thE4RIRSERIAFRE (Toxic Epidermal Necrolysis :
TEN). FEFLEIRAEIREE (Stevens-JohnsonfE(REE) (\»

ERARSE 2D

FE KIVE. KE - 5 A THFE. WHEEFE. BRyEm. OA
REOERENVROSNIHEIZH/”EE2HIEL, BULAE

2152 &,

11.1.3 EZFIMEBHMIEEREE GHEAH)
FIEPERE L T3E, B AL N, BICFHERE, V>~
JNERMEAR. BIMEREENN. AFERERIEZ. RAL) DONERHIRE R

HOBREOEELBBIERYHoDNE I END L, 7B,

B RALRZT AL A6 (HHV-6) %07 A L 2O EHE(L

EPES

wEL BERIEROIZ, BE. FHRERES

DIERDPERD 5 VITEBEILT 2 ENHLDTERT ST

&2)0

11.1.4 EFERIEREE (SHE )

13. BERS

13.1 fER
BERE (FA12000mg) <& DRD SN ELERIX, %
FHHE L, BD BE (2RERERARIE. CAPAE
BRRE) . MEEEE, a3 v I RUBETH >z, £/,
Z a9 3 F7000mgz —EICARA L7-flTRENRESNT
W,

13.2 @&
AANF MBI K OBRETTRETH D HIRL TV HERD
BEIIL U TMKENTOEREZERT 5 &o [16.6.22]

14. BRALODFEE

14.1 FAIZMRHOER
PTPREDOFEANIPTPY — F 25O H L TIRAT 5 LS4
HBYyol &, PTPY— FORRAKICK D BEWHH AR BER
JEARIA L, BICZZEAZEC L THRBRAZEOEE L a0
EEHHETHENDH 5.

15. ZOMhDFEE

15.1 BRIREEAICE D < B3R
BN TESNTZEHOTHTAPAREICBIT S, TADA.
BEEBEZ MR E L2190 7T & At I8 g Rl Bk o fat
BERICBWT, BRSBRUBRERORERD ) 27 M, it
TADPAEORABE T St RBEEHB L TRAUEEL
TADPAZEIRFEE : 0.43%. T REE:0.24%). MWTAD
AEORABTIZ, 77 RBELERI00AH720D1.9AN%
WEFTE SN (BS%EBXME 1 0.6-3.9) /2 TADA
BEOV T IV —TTld. T REEEHANI000AH 2D
2ANZVWEETHESN TS, [8.4, 8.580H]

15.2 FFERARERBRICE D < 155k

15.2.1 JERE R EMBRREICB VT, IV IFEI v b
IKEBARICHGHISHEE THMLEZN. Ty FO26EMKEV
104BRRERGEEHBCRICEFE IR OONT. /XD
SUEMRERSEERBICB VL TKREOEIIRD SNE
Mol B, BREORICET SREIEHORRARII TSI
RELVEL, 1GERBZR GO HPRRENHERED 77 2R
BETIXL.6%ICR L. AFI200mg/H B T4.9%. 400mg/H &
T12.2%. BEE TIE5.5%TH 0. \HEIERE (fté
BAE) 75 REETIZ4.4%Icx0t Ly KFI200mg/ H BT
8.9%. 400mg/H &£ T18.0%. 600mg/HEET30.5%CH - 770
[8.65H]

15.2.2 R #REETT VL TH HWAG/RjZ v b (3. 10K T
30mg/kgZBERENIRS) RUA NS5 AT — LBEERMTA
MPATw b (15.65%031.2mg/kgZ ERENIRS) 128\ T,
REFEEDIBENRD 5N,



16. FEMENRE
16.1 MARE
16.1.1 BEA
(1) BEigs
(ERRER A S IELSAIIC T 25 X F100. 200, 400mgz 228 IC B EREOH% 5
L7z & &, 85%0.5~4R [ CCmaxlT 3 L\ tinld #914R [ T o 7o
AUCK U Craxl IS BITHAFI L TN L 729

B[O SR O FHE/NF X —5

B5& 100mg 200mg 400mg
B 12 11 12
AUCo- (pg-h/mL) 57.0 [20.4] 116.4 [18.2] |219.1 [16.1]
AUCo+ (pg-h/mL) 55.0 [18.7] 112.1 [17.1] |212.5 [15.0]
Crax (pg/mL) 2.9 [15.2] 5.84 [25.0] 11.8 [15.4]
foe () 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
ti2 (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]
BAFHE [CV (%)), tmaxd$HRAE (HiF)
(2) Rigrs

TR A B ESHIIC T 3 2 R200mg/[B] %1 H2[E7H B REZO#S L7
L&, MR Y I FEREIIRERABY 53HRICERRBICEEL 2,
AUCo D BFEFEIL2.4TH > 7Y SHEAT—%),

16.1.2 INR
FEMSHB RO EERIRBICBVTon A »517THE TO/NRT
A ABEALAG (ERNA6FI 2 &) o/ oncmiEhs a4 I Fig
&% W CRHEFISE B AT 2 1TV, NRICBI AT 3T 3 RosEmEH)
BT A= R Lize KEBENICBI 2T 3% I FOBREEIX2~
12mg/kg/H %1 H2E#% 5 ((AE50kgbl Lo /NE T o & & A &13600mg/
H®) Th-olze RPTOSHERE (VA/F) 120.71L/kg. BATOL2EH
797 F A (CL/F) \$EREKRUERICKT L. REISkgD4RE T
0.88L/h (0.058L/h/kg). {£E25kgD8m% Y2 T1.18L/h (0.047L/h/kg) .
{AEA0kg D 12/% 2 C1.60L/h (0.040L/h/kg) . {AES50kgD167% 2 T1.83L/
h (0.037L/h/kg) &HEES NS, [7.15H]
E1) AENIAFLLED/NRIH L CHEZE LTV 5,
¥2) RRIOERRS NI HEEARIE. RAKROEESkg Eo/NRIC

13400mg. 142 30kgll_ESOkgR il D /NEIZ138mg/kg. {AE30kgHR
D/NRIZIZ12mg/kgTH B

16.1.3 EMFHEIZFEEHER

(Z3Y= REE100mg [BF])
539 3 R§E100mg [HH] &E L8 MEI0mgH, 70 ZF —/N—ik
Ik ENZNISE (T39I FELTI0mE) BEKARFICHEERE
[EfE %5 U CMmBERRA (AR EEZRE L, 5o N/ EWHk T X —
% (AUC. Cmax) 122 T0%(E MR EIEIC THREHRIT 217 - 7R
log (0.80) ~log (1.25) OEFHNTH V. WEHAI DL ESHE I HE
Ranszo,

HENNT A —% BEIINTRXA—F
AUCo7 Cmax Tmax Tin
(ug-hr/mL) (pg/mL) (hr) (hr)
Z 3% 3 N§E
100mg [E) 55.909+£8.2421 4.1010+0.9870 | 0.54+0.38 |15.51£2.25
ELs8y MR 54.773+£7.633| 4.1113+1.1693 | 0.67+0.61 |15.51£2.13
100mg
(Mean+S.D., n=67)
(pg/mL)
6
—— T YINEEL100mg H T
—o— B A3y MEL00mE
4 Mean=S.D., n=67
1L
i
e

0 6 12 18 24 30 36 42 48 54 60 66 72
kA (hr)

SRR FICAUC, Cmax$0 /85 A — 5 &, BEEOBR, (5
OIRBUEL, - IIFORBLELFI & > TR BRI D 5.

16.2 DRI
16.2.1 BEDXE
A B 24611 T 24 3 F300mg % ZZIEHRE IS A% ICHEREO#E L
fol &, BEIZT IV I NOAUC) K PCnal I B E RIES i 5 727
(HNEAT—%)o

_3_

16.2.2 NAATPRASEUFT «

RRRALA 240112 F 34 3 R200mg 2 30% U603 ¢ B al s i B AR 4% 5 X
EHEEREORE L&, 739 2 FOAUCHE U CrnxlIBEEETH D .
a3 REEDHENNA T T RA Y T 1 131FIF100%TH > 729,

16.3 9
FRRERL 240112 5 34 3 F200mg % 304 i TR M EIRNE S L7 & &,
FHEAERE (VA) 1E31.ILTH 0. 734 3 F200mg% BEHFEOESE L
L&, AP onmE#E (VA/F) 1$32.8LTH -7,
invitro (3% 3 F1.5~60ug/mL) KUex vivo (T34 3 R0.7~5.5
pg/mL) REOMER, 534 I FOMBEAKEARIZISBRTETH -
7'::8),9)0

16.4 X3
Z 3% I NIZBEIR R OREIC K DIERD» S5HEE L.
in vitroiRBEDFER . FEHZININEE L2 ERWY T 2 O-B A FILM44E
BICFEICEF ST 2CYPHFREIL. CYP3A4, CYP2COKU'CYP2CIOTH »
7’:]0)0

16.5 HEttt

16.5.1 BERABEESHIC [HCl -F 34 3 F100mg (404 Ci) = B[EHE
O 5 K O TR TR EEEFIRNE S L & &, BE5%168F M % TIc.
PRI 58 D4% K% U97% M it = A1, FEh A O #1320, 5%K i T
Hotze RANET IV IR ($930~40%). O-Fi X FIL{E ($930%)
I (£920%) KOt oME s REY (0.5~2%) & LTHftsn
70 (SHEAT %),

16.5.2 EFEABEEICT I8 3 F100~400mg % HEREOR G Lz & &, #&
720 R% & CORPHEIRIZ. T3 3 F29~33%. O-fi 2 FIL1K10
~15%Td 5720 MEEFO-REA FIUARDAUCHIEMEEF T T4 I DK
10%TH -7z,

16.5.3 fREERLAIC T T9 3 R200mg# 30778 CHE SHERNE S Lz &
& 2527077 A (CL) E1.78L/hTH D, T 34 I F200mg#% B
EROKS L&, BRr0nag s )75 A (CL/F) 1E1.84L/hT
Ho7%,

16.6 HEDERZFIDEE

16.6.1 BiHEEEEE
EHEDREEDEL 2R AHBREICT 3 2 F100mg# BEREO®RSE L
L&, AUCHIEBHAEEIEHE (CLer : >80mL/min) & HE LT, BEE
K& (CLcr : 50~<80mL/min) TIlE27%. FEHEEMETEH (CLer: 30~
<50mL/min) T22%. BHEMK T#E (CLcr : <30mL/min) T59%& <\
CoaldBEED SEBEOERERTETIO~14%E» 272, BEPSEED
BB RN FICBIT H0-BHA FINAEDAUCHIEBHEELEFEDL.5~4.6
ETH-7212 HNEAT—%). [7.1. 9.2.1%8]

HESROENBE ST X -5

B RE EH BEHRT |PEEET EEET
ik 8 8 8 8
Clex (mL/min) 580 | 50~<80 | 30~<50 | <30
47.0 59.6 57.6 74.8
AUCo« (pg-h/mL) 20.8] | 07.5] | [19.01 | [26.9]
2.69 2.95 3.06 3.02
Conax (11g/mL) (35.00 | [20.70 | [10.00 | [23.3]
o 1.0 0.5 0.5 1.0
e (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
o 3.2 18.2 15.4 18.3
" [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/F (L/h) 20.8] | 07.5 | 119.01 | 126.9]
0.50 | 0.35 | 0.2779 | 0.143
Clz (L/h) (37.91 | [51.3] | [24.41 | [31.8]

HAAFHEE [CV (%)) AUCo 30~ 96HERIE. tmaxlEHRME (HiFH)
Clr: EZVUT IV A
a) 74

16.6.2 MFERZZIT TV RPSKAEESTEES
MEBEHT 2 21T T2 REBRAEREE O ABERE 12, IEENTIR R OB
G2 SEFRIATIC 7 29 X F100mg# BERE RS Lz & &, FEBRIC
HARARERE O BT EMEFTIE T 29 I FOAUCHIF46%FD L. ETIC K
BHEREZRIZT TV I F57%. O-HA FVAES3%TH D, BRI VT T
Y Z1EZ 39 3 Fl40mL/min (8.40L/h). O-ft X F )L {£149mL/min
(8.94L/h) TH 712 (HEAT—%). [7.1. 9.2.2, 13.2%]

B SR O HFRE/ST X —5

BT IEBHT R ARSI
Bl 8 8
SIFIF

AUCo (pg-h/mL) 43.2 120.2] 23.2 [15.1]
Cunax (p1g/mL) 3.18 [22.4] 2.79 [22.1]
tmax_(h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
te (h) 19.6 [19.4] 19.2 [26.8]
O-ThiA T Lk

AUCo (pg-h/mL) 6.63 [74.3] 3.43 [68.5]
Crnax (p1g/mL) 0.48 [69.5] 0.22 169.1]

BEFEE [CV (%)]. AUCIE0~ 24, tmaxlEHHORME (HEFH)



16.6.3 FFiLEERRERE
JRHRED S B ICE N L 72 s A (Child-Pugh%#B) (7 a4 I F
100mg/[El% 1 H2ESH R EROHRE Lz & &, @BRRAICHRTT O
B3I FOEFEREBOAUC 0L U Craxld Z N EN61% K U50%1= 7> - 720
F/o. FETEENLEFREBOAUCHnKL UCaxld TN ZN4T% K
U37%m» > 7o EEFHEEREREE (Child-Pugh77%EC) TOEY

BRI LT 0nY EAT—4). [2.2.7.2,9.3.1.9.3.25]
EFREOENELST A —5

il 1 EH Child-Pugh#EB
E 8 8
AUCo1zn (pg-h/mL) 53.3 [17.3] 85.9 [21.7]
Crmax_(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]
BAAFIME [CV (%)), tmaxldHPRAE (HEEH)
16.6.4 SnE

65l Lo BB G R OE R ELFNC S 29 2 F100mg/E % 1H
2ESHBIRERORSEG Uiz & &, 45 T O A BHE126] & st LT,
BRBHEROLZHEICBVWTTIY I ROEEREDAUCHmIZZFNEN
33% K% O50%E < v Craxld F NZN29% K% O'53% = > 720 £z, AE
TEELLZAUCHnI SR BER T ZHEITB VT ENZEN206% KT
2% » 2 721910 (NEAT —%). [9.85H]

16.6.5 CYP2C19:&(FZH
BARAROHEABERABERI8H 2. CYP2CINEEFRICE DL
REEESHEIC KD, 2FRFESE (UM) 1F. SR#EEE (EM) 1741,
FREREEEE (IM) 1061, ROMERHEEE (PM) 8FliIcar. Z0%
T 39 3 F100~400mg % HERFEOHRS L& &, 739 3 FOo#
2R MAETEE L IZAUCH«IE. EMIZHANTPMT24%, IMT
10%E 7> 729,

16.7 E4EEER

16.7.1 EYMEE{EFRRER
7 3% 3 N, iHEMSEFEER TCYPIA2, 2B6. 2C9. 2C19K% O°
A4 L CEHEMER 2R & 9. CYPIALL 1A2. 2A6. 2B6. 2C8.
2C9. 2D6. 2El. 3A4K% OBASIZx L CIHEFR 2R S 2 o 7245
CYP2C191zxt9 B BAEEAPRE S Nz,

ZaY I NI, P-REEOEOMANLEE Clan <, PEEOEICH
L CHEEERZRS o7 (in vitro)',

16.7.2 ERARZEYMEE(ERHER

(1) ALNIEBEY
EFRABEINNIC, 5343 K (200mg/El. 1H2E) OEFHKRE
IZBWT, BOCYPIAFREER FEEDOCYP2COFAEETH LA
UNTEE Y (200mg/[E. 1H2ME) #HARKEROKS UL &,
ANNTEENET TV I ROEFREBDAUC) 100 U Craxl S E %
RIES e otz. BEBRABEIZFIC, A NvEE Y (200mg/[HE.
1H2[E]) OEFREICBVWT, 7349 I N (200mg/E, 1H2[E]) %
HRAREROHRS L-EE, a9 I FRAMLNYEY Y DERIRE
DAUCH e O Crnaxl S E R R E 25729 (HEAT—%).

Q) #XTFS5Y-IL
R BME3AGIC, 739 I F (300mg) DOHEREOHRESITBWVT,
FFWCYP2CIEERE TH A4 A STV =)L (40mg/E. 1HIE) %=
BRAREROREG L&, 2 XTS5V —LIET a4 I ROAUCH
RO Craxl I EZE RIT S 2D 272, CYP2CIORE TH HA XTS5 —
U (40mg) OHEREZESICH LT, I3 F (300mg/E. 1H2
H) Z2HEAREREORSL-EE, SAYIREIARATIV—ILO
AUCH B U CraxlCHEEZRITS A 57219 (HEAT—%),

(3) =FVYSL
TR A BHE3361Ic. CYPIAREETHAI¥ YV T4 (7.5mg) OH
ERFOFSICBVWT, T34 I F (200mg/ll, 1H2E) % HFHKRE
BO/EGLAZEE, AV INEIYY T LDCra®30%EMS H /2
BAUCHICEEBEZ TS 2 h > 720 (HEAT—%).

@) 2IL77VY
BEERABELINFNC, S-TILT7 7 U HBCYP2CORE THAHTILT 7Y
> (25mg) OBEREMZSICBVT, FI% I F (200mg/[E. 1H2
|) #HARERORSLAEE, a9 3 RIZSKUR-TLT 7Y
Y DAUCH K UChall R RKIFES T, Y bar EVBEEYT
OOy EEOEBEER (INR) ORAMER FAUC s
BERIISHP-72D HEAT—5).

16.7.3 BIEEEZEYIBIRERRIT
HAEARUONEADEARNEDTADABED HEB/SNI-IMEHS
aY I FREET—YE2HAVC, BEMAEMEIRETZTo72. TOERE.
CYPHEEAZETAMTCAPARTHAHNLNTEEY, 7= b
AXF Tz /)N EY —LOHEICED, T39I FOEFKRED
AUCIE. BARUONRT, &% 25% K% O17%5A L7292,

16.8 ZNfth

(a9 = REES0mg (B
Z a4 3 NEES0mg [H#F] 13, [EEPEZ 2ZOEEME OEMFH
FHERBEHT A R T > (FH2E3A19H  HARERH03195E1S) ] 1<
EOE, 7393 FEELI0mg [HHT] 2EHEERFIE L& &, BHES
ICED S AEYZNICEIZEE A SND,

17. ERPRRRAE
17.1 BAMERUREHEICEIY 2R
ERPRME (TRESRIERIEZZD))
17.1.1 EFHESEIERR (BAEE. RA)
PRI UIEE TADPA LB S NI HE (ZRESBRILREEZE
&) NERSFEOLMMRERRRELHT 216U EOBEEZ R E
LT 739 3 FEE200~600mg/HE) i LN~ X ¥V IRASE
(CBZ-CR) 400~1200mg/H™ ZBANCCROFLE L& &, EHE
FHi1E E T d % Kaplan-Meieri£ 1< & D H#EE L /- Bk EICHE T %
67 ABBIEERRIITROLBOTHY ., BHEEDBKEEXEOT
REFTORESNIELERAME (-12%) = EE->7-2 & CBZ-
CREF D67 HEFIEHARITNT I 2 BHEZEDIS%FEEXHE O FIRED
(HER22) 13, FPORGE LIFEBMERAE (-20%) %= kB2 &h
5. CBZ-CRIZXT 5T a4 I FEEDQIELHAHER S iz,

FOEHAR | BRHE

A
%e | mowm || e (%) (Ge)  [ERE
% (%Uﬁ(%)) [95 é{ﬁ%ﬁ [954){5%E (/)) ©
=Ml © | &) oY
a4 IR 4440 327 89.8
FASY SERE (73.6) [86.8,92.8] -1.3 6.0
CB7-CREE a0 | 308 911 | [-5.5.2.8] | ©
(69.7) [88.2,94.0]
a4 IR 408 307 91.5
PPS® SERE (75.2) [88.6,94.3] -1.3 5.7
CBZ-CRE:| 397 285 92.8 [-5.3,2.7] :
(71.8) [90.0,95.5]

a) Kaplan-Meieri£IZ K 2 H#EREME (BE3» AMOFIEEE QEETF. 3
| E) %8 & L TMantel-Haenszeli% I & 0 F%)

Z 3% 3 REEBEDIHAE — CBZ-CREEDIHEH
THRROBEMZE DIS%(EHEX M O T IRE/CBZ-CREFDIHAZE X 100
Full Analysis Set

Per Protocol Set

HARNREGI7H % & T

HANGER1 361 % & >

TB. BEREFTERICES T 3V I NEER c400mg/HBANDIEEN
MEE 5 BEEZNRAHAHE L TR 725 EDFASICB T 55
TEDTER LI BER (EIE (%)) 1X308%) /44461 (69.4%) TH V.
Kaplan-MeieriE1C & D H#EE L 72 FAEHAE [95%EEXE] 1384.1%
[80.5,87.6] TH-7zo

BIMEFRISE L. 739 3 FEERET37.2% (165/444f5]) Td o7z,
FEIERIE. FEED £ 17.9% (35/44461) . 5555.6% (25/444%1)
EAR4.5% (20/444%) T&H -7z

F) AR OER SNz HEESREIZ400mgTH %,

E2) WUNTEE U RBEEEAI TIRARSN TV,

#3) 200~400mg/H% 5 THREMHE LIz BEH.

17.1.2 EASE MRS (BREE. BA)
IHOBEORTAPAE RS L TVAIGRM LOTYFHIELZET 5
TANPABEEZRNRE LT, 739 3 F§E200~600mg/H* ZFO#KE5
KRB BABEAT OB 22L&, 60 ABMREEHERBEOH &
46.2% (6/13f) Tdo7z%),

BIEFARBUAE X, 84.2% (16/1961) T -7z EuBIERAIE. FE8
M FEN42.1% (8/1961) . 1EER3L.6% (6/1961). [ElERtED F 1, Ei
%10.5% (2/1961) TH -7z,

F4) AR OERS N7z HEEARIZ400mgTH 5,

17.1.3 EFFHERSEMERER (HABE. BA)

BIEDOT T AN AR THI LRI RSB SN R ESRIEEHT
B16E U EOBRARUHEADTADABESATH (HANEE142061
EEl) EXRE LT, T34 3 FEE00. 400mg/HXIE 7Tt R%16
BEROHRS (BFEOHRTANPAZEI~FEOHMH) Lz &, FHFT
MIEE Td 2 BEIEIT I 2 R 028 H & 72 D DR FEEEHE
LEEITROEBYTHD. I ARBEET IV I FEE200mg/H RV
400mg/HEE & OB THRETHAMICERLENRD SNz, 2B, FEIC
BUIFB0%L ARV F—L—b (28HBH 70 OIS FIEEE A BZLAR
EHART50% L LiiE L BE0EIE) 3. 7T REL9.7% (36/183
). Z 34 3 N§E200mg/HEE38.5% (70/182f) TR O'F 34 3 N§E
400mg/ H#£49.2% (88/17961) Td -7,

b

c
d
e
f
g

y T RBEECT B
pige| BEBE00ES || 7T
PRI LR [95%(E 41X ]
TSt AREE | 183 1.2
2ome/AF | 182 o <001 7
Womg/EHE |79 | 450|000 g

a) Full Analysis Set

b) HR{E

C) NEEH L 7o MERHAB O28H H7- 0 OEBFFIEEE = RISEH. #5
BN OEZRF MR L 7-SRAMO28H & 72 0 O F RIS
LR T HHLSEST

d) HOEA L DHEE SN RN FFHED S FHE L 728 FIERE
AR (%)



BIEAFBIBEZ X, T a4 I NERET47.7% (173/36361) TH -7z,
EREIERIE.
HR4.4% (16/36361) TH -7z,
17.1.4 EFRHAIRMBEIRSHR (RA)

EEHRSENERE (GFAERE) 257 Lt HRRUHEO BE4734]
(HAEANBEIBfZzE&T) 2RELT. 734 3 FEEI00~400mg/
HEIH2ENCA T CROKS L & & (FE#E. RRT67THES). &
ITRHEOBEMM D 5 D28H & 72 D O3 FEAERIEIRD RO P REX
55.23%. 50% L AR V& —L — F356.3% (265/471f) Td -7z,
BIFEF BRI, 739 3 FEERFC42.9% (203/473f1) T -7z,

FEREWERIE. ZBED E117.8% (84/47361) . MEIRS.7% (27/473(1).

TEE3.8% (18/473fl) TdH -7z,
17.1.5 BHE MBS (IR

BEEOR TADP AETHD LRIEIFIRPE S N e WD HEL R

BAFRLLEITRARMDO/NETAPABEIBBIENRE LT, TP IR
(fREE30kg R D BE 1£8~12mg/kg/H. (RE30~50kg KD B E %6

~8mg/kg/H. AES0kgll o B #13300~400mg/H) Xix 77K

Z1GEMEORSES (BFEOMTAPAREI~3FEOHA) Lice&x, £

EEMIIEE T & 2 BRI 3 BRI 028 H & 72 D OF 3 FEE

BEABEITEOEBYTHY, 7L ARABETIY I FEHEOBTH

EFEIICHER L ZIRD 5N,

FEIED F1222.9% (83/363f) . 1EHHRS.8% (32/363%1) .

s TT e RBINT B
o EIBEDOES | s | 77 G
- [95% 1= #H X ]
7oL AR | 170 -1.55
. _ 31.72
S92 REE| 170 3.05 00003 | (16.342.44.277]

a) Full Analysis Set
TR REO, MR ORIELRR T — & ICRE (REHFEOE
HD10%H#8) »d 7270, BITIcED RN 572

b) HR{E

c) In (X+1) (XIZEBAFIEEE) TREAM L 72505 FIEEEZ AL,
BERE, A L-EREREBEEET & U, SRR L -BHEHEE O
BH®H7- 0 OIS FIEEE 2 AR & U738

d) 7T RBICHT B2EAE (%) =100x {l-exp (B/N_FFHD T
Y3 FEETITEABROE))

FIfEFI BB L. 539 32 REET33.9% (58/17141) THo7z. Eix
EIfEFIE, EER14.0% (24/17161). FE1ED %128.8% (15/17161) <
Holze

17.1.6 EFFHLESE I ARG SHER (IR
B S ITROEHEEFS NI/ NETAPABEL36E (HAANLGH 7t
EA90fI) Zxt%& LT, a4 3 Nl2mg/kg/H (FESOkgl Lo &
H13600mg/H™)) TaRIH2EICHT CROKE Lz & &, BEHM
25 ORREAMICH T 5 A FIERKE LR O FRIEIX-52.73% (H
RANT-27.63% FHEANT-60.56%) TdH -7,
EIfEFISEIRMERE 13, 56.2% (77/13761) Td o7z EREIERIE. 28
M F1120.4% (28/13761) . 1EER19.7% (27/137f1) . #R¥&8.0% (11/137
Bl) THo7z,
E5) AROER Sz HREARIE. BRAKRCAESkgM Eo/NE

1213400mg. fAE30kghl _E50kgR i D /N 12 138mg/kg. A=
30kg A D/ NRIZIF12mg/kg TH %o

CGERERRFEE)

17.1.7 EFFHRESE MERER (MAKRUINE
BEE DT T AW AFETH L RIEIHIZIRAE S N s VIRERRFEL
BY 4R LD TAD»ABE220] (HARANEENFIZED) 2HRE
LT, 9343 F (KE30kgRHO/NEBEE8~12mg/kg/H, A=
30~50kg D /NREEZI6~8mg/kg/H. AESOkgll ED/NRK O
AEBFIF300~400mg/H) X 75 A% HE CLEMEORS (BF
OITANPAZEL~3FEOHH) Liz& &, EEFMMEE TH 22408
OIRRHARIC B T 520 HOMERMARFESRRT 2 CORMITTE
DEBYTHD, TILRETIY I FHELEOBTHREIENICER 22
HERD BN,

TRV IFRECD | o oo
a) b) c)
- 77.0
77eRR | 2l 149.0,128.0] 0.540 <0.001
oo FE| 118 - [0.377,0.774] :
77 [144.0,-]

a) Full Analysis Set
T3 I FEOUNZIMEO A N S HEB L 7B EREALEI T

SNJelzo. 20NR24EH OGEH OREFRPE o N a2 72720,

RITIC&ORD 57z

b) Kaplan-Meieriic & 2 248 ORI I B 1 520 B ORE R 3
TEOFRF TORMOHMEEME (FR{E)
[-1: 7393 FETIRGEMOREHEIC2EE O RERMRREES
S0%LL_EDEFNCERD 6N 72 5 1z - OEEABE

c) BEHEIC B 528H 7= D OMEMRFIEEDEHA2ELL RO/,
2BILRORA 2EEBO/NRIZEA % 8 & L 7zCox N — K&
TUNED L Waldikick W EH s

BWERFIRBE X, 734 I FEET46.3% (56/121f1) Th-o7z. Eix
BIVEFIE. 1F8EO £ 1017.4% (21/12145) . {EER13.2% (16/12141)
BDT.4% (9/12161) Tz

%

17.1.8 EFEERAMEIRSHR HARTNE
EFIERB IR (RARVNE) 2% T L BERCLHHBRTO
HEAEERERED S SRERRRBERNROBEREDO LWL S kP o 1 BHF
2390 (HARANBEIH 2 &T) ARRELT, 73Y I F (FESOkg
R D/NREE 134~12mg/kg/H. 1FES0kgbl £ /NREF 13200~
600mg/H. ALAEEIF200~800mg/H™) %1H2EII5 TROFS
Li-e & (S, RRI4I6HKRS). ETRBROBEE™ Y 5 D’
BRHARIC B 528H & 72 0 OB BRBIERFELROFREZ
-88.52% CTdH -7z,
BIVEFARISAE L. 34.7% (83/239l) TH-7z. FREIEMIL. FH
HEHFEWV10.9% (26/23941) . 1EIRS.9% (14/23941) . [EER1E S F W K%
UEID3.8% (9/2396l) TH -7z,
F6) AEIOEARTFENIHEEARIE, EAROEESkgE ED/NE

12 13400mg. {4 E30kghl E50kg i D /NI 138mg/kg. 1A E
30kg KD/ NRIC X 12mg/kg T B

17.3 ZDfth

17.3.1 DERICH T B HE
BERL 21461125 34 3 F400mg/H. 800mg/HE XiZ 7 IR %
1H2ENC3 W COHBIRERORS, EEF T 7aF4 2 400mg/H
ZIHIEBHBREROHS Lz &, 5393 REQTCRIRE % EE
L oize 739 3 FEEOPREIBOFHEEIZECHE O 51
MgIcERAEZD, I ERBEELEOZEIE, 400mg/H T7.3ms. 800mg/
HE T11.9msTH - 72% (HEAT—%).
H7) ARAOER SN HESARIZI00mgTH %,

18. ZEERHEIE

18.1 {ERKRF
Z O I NRBMRTEET b U™ AT v 2R ILOER L RNEEL 2 BN
IEEL ., BREBREICH 2 HEMRELLELSESZLICL>TH
FWNAERZRT EEZONTNEY,

18.2 T ARIEICHT B1ER
Z 3 I NIBEFEERECT A, BT RV IRIE T R, BE
FURYIITRIET Y b 6HZ CADPARET T AR URRER  a Y
URE (YTAL Ty ) OMARERVERFEEL KM LU -8ET
T B W THIERMH] L7123,

18.3 fiTADAREIER
RMEESHEE > R 7S5y MIBWT, F2 R v 7R Z I
L7®,

19. B ICET BIEBLFMFR
— MR BFE 0 3% 3 K (Lacosamide)
{b2#4 1 (2R)-2-Acetamido-N-benzyl-3-methoxypropanamide
313 1 CisHisN20s
& - 250.29
S

B R AE~REAONRTH S, A¥ ) —LICBETFRTL, ¥
J =)L (99.5) IZRRBEIFRT L KIZRRBIFITLL AT
T IIZEAEEIT RV,

22. 3

(5 IY = REEs0mg [BF])
100 [10%E (PTP) x10]
10088 [T, FEAIAD]

(59 = REE100mg B
1008 (108 (PTP) x10]
10088 [NF. EEAIAD]

23. FENk

1) BETADPAES (HTAPAREREZRAL TVLETAPADD
BZANCBVT, BEHEEZSGREE 4D BBIRIEEZITOBOBEES
18 (20265%E3H17H)
EAEFEE  EERWERERIG Y = 2 7 )L EHIHE B EEEER
FEEh fth © 33 &A% 2015 5 43 1 1307-1316
SNEANBRBRAICB 23 I FREKRSEOEYFHE (L4
I8y MEE D 20165E7 HAH KRR, HFEBERMTE2.7.6.3.3)
HARANKROSNENNRBEICB 2 BEFEYEIRRET (B0
NI Tuy T - 8E 20191 A8H AR, HFEERMEE2.7.2.2.2,
2.7.2.2.3. 2.7.2.3)
HNER  EMFENREERE (38100mg)
7) HAEANEERAICB AT 39 I ROEYBEICKITTREOXE

(B8 ME : 2016E7THAEARR. I EREE2.7.6.1.1)
) FHEA - BB EEE 2018 5 21 1 1223-1234
) A (ELo%y MEE 2016E7HAHZAGE. HFEERNEE2.6.4.4)
) R (408 ME  2016E7HAHZARE. HFEERMEE2.7.2.3.3)
) Cawello W ,et al. : Eur J] Drug Metab Pharmacokinet.2012 ;

37 1 241-248
12) Cawello W, et al. : Clin Pharmacokinet.2013 ; 52 : 897-906
13) BHEEDETA T 39 I NREERORSROEYBEICTRITTHED

ET (E L%y NE 201657 H4H KRS, HREERHMTE2.7.6.4.4)

&



14) SAEAFERERTEICHE T 2739 I FOEYHE (EL/0y ME:
201657 HAHKRR. HFAERINE2.7.6.4.5)

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

6) FEEROMEENT 3 I FEERORERORSROEYEREIC K
T HEOMKE (CL4/8y ME: 2016F7TA4H AR, HEEHHE
2.7.6.4.1)

17) EMEEERARE (YL0y ME L 20167 A4H &R, HEE R
2.6.4.5, 2.6.4.7)

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

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

20) IFVITLEORYMEEMER (Y28 ME : 20165E7H4H &R, H
HERMEE2.7.6.5.9)

21) Stockis A,et al. : Epilepsia.2013; 54 : 11611166

22) ZaY% 3 FICET 2 BREMAEMBRMEN (Y L0y ME L 20165E7H4

HA&R. HFEERN2.7.2.2.5.2)

23) R L EMERESEREE (5850mg)

24) EAFERABEDEREHFEEZOTHEGE (Y40 ME 1 201748H
25HAEGR, FEREE)

25) B REHRBRED S BAREAOT OB ZHE (BEL4/0y ME:
201758 H2SHAR. HEHEE)

20) HARUHEIZ B 2 E3REFRBIED 77 £ AalE B (¢

LSy ME 20165E7HAHKER. HFEERNE2.7.6.7.1)

27) HAKRCHEIC ST 5553 EFRBEORBMGERSHE (£ 4

s%y E D 20164E7 H4H KGR, HIFERMIEE2.7.6.8.1)

NREEZ MR E L BAREFRHRED T LR R LEGEE (B

L%y M RT A vay S 5E D 2019F1AH AR HEERME

2.7.3.2, 2.7.6.3.1)

NREEEZNRE LR REFAREORAMERSHR (C4

Ny M RT A uy S §E2019F1F8H &R, HE BRI E

2.7.6.4.1)

AR OVNEEE 25 & U RERARRIEHAREOERILE 7S

LARMHERE (EL8y ME- FIA4 0y 7 - SEERE © 2020612

A25HAGE. HFEERMTZE2.7.6.1.1, FEHRES)

31) RRARONREE 2R E L RERREEHAREORBMERS

B (BLSy ME- RI42uy 7 - ST © 20206E12825H %

. HEEREE2.7.6.2.1)

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

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

M EBMTHEEE (EL/0y ME : 20160E7A4H&RE. HEEERMEE

2.6.2.2)

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

24. YHRERERUEVEDESE
AR RREHEE
T994-0069 IERKREMRFHFMHR_T H3FIS
TEL 023-655-2131 FAX 023-655-3419
E-mail : d-info@yg-nissin.co.jp

26. BGERERES
26.1 BHERRSETT

oll-EHEL EL-F

IWERREFEMR_TH3IE 15
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