2025E8 AERL (BE1hR) RTADAE B EEERIEES
S5 = REE 871139
B SRR _ _7Iu= Fie
RS - 3% S = 250mg B4,
= —1 r
B LSRR ::ﬂ—kﬁ1oomg EﬁJ
Lacosamide Tablets 50mg - 100mg “NISSIN” 50mg 100mg
AEREES[30700AMX00163|30700AMX00164
I) FE-EMEOLFEICLVERT S L ARSERHE

2.
2.
2.

B2 (ROFBEICFESLBWVT L)
1 BFIDRGT IS UIBEIEDBVERED H 5 BE
2 EEOHKEREDH HEE [9.3.1, 16.6.32E]

3. #8m% -
3.1 48

PR

f7e 4

Z a4 3 FEES0mg
[H#]

Z a4 3 N§EI00mg
[H#)

BRI

152
Z 3% 3 F50mg

1§
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
$8E : 3.1lmm $EE : 4.lmm
HE ' 125mg HE 248mg

AKFE TFIHFIF 50 NS a4 3K 100 NS

FNEE S3I%3IF 50 NS | SI¥3IF 100 NS

4. FHEENIFFNR
ThHIAEBBEDOEZREIE (CREERERIEZST)

6. AERURE

BN D EE. BRAICIET 38 I FELTIHIOMgL D5
2B L. 2OBABM FOMEE H CEE L. HERA
Ex1H200mgE 9 22 W NBIH2ENIS T TROKS
T2, B, ERICKDIHA0mg% #8 2 7x WEIFE ¢l EHE
B9 Ay, HEBIELAMM EoMEZH I CIHHAEELT
100mgBl N9 2175 Z &o

NEEE RN Eo/NRIZIET 3 2 RELTIH2Mg/
kgL VIG5 EHA L. TOBLEMM LoMEEH T CIEA
B& L COmg/kgd D#EE L, MR % AHE3kgRBD /N
1812 121 Hémg/kg. 1A E30kgll E50kgsk i o/ R 12 131 H
dmg/kgE T B VTNBIA2EICH T TROKET 5. &
B, ERIC K 0 REOkgRFO/NRICIZIHI2mg/kg, (AE
30kgll _E50kg A i D /NRACIE1 H8mg/kgx 2 72 W #iE T
HEERT 24, ERIEDEMY LoMEE S CIHARE L
LC2mg/kgBl R 2175 2 &, 7272 L. {RESOkgbl B/
RT3, RAERUAE - AEzAV2 I &,

7.
7.

o ©o

9.
9.
9.

9.
9.

9.

BiERUASICEEYT 333

1 7L 7F=02797 52 AA30mML/minkl ROEE KR OFK
HSHREEED H 5 BF 11T, A H &S HE %300mg.
NRIZIHREHEZ25%EEET 2% SEEICKRSET 52
Lo Fio, MBI ZZ I TWAEETIX. IHHAEICMA T,
MEERBICEATIAHEDO EDENRE2EET S
Eo [9.2.1. 9.2.2, 16.1.2, 16.6.1. 16.6.2%#]

2 BEXRIHEZONKEREDDH 5 EE (Child-Pughsy

FARUB) 121d. BARIH&RSAE2300mg. /NEIZ1H
REEABZ25%HEE I 54 CHEEIIREGT S &, [9.3.2,
16.6.35H]

3 AFI | B Rk E 30kgRili oo /MR 121 H 12mg ke,

1k B30kg bl _ES0kgaR 18 0 /1 R ¢ X1 H8mg/kg T % %o AR
# 1 H8mg/kg & % T 5 LT\ 3 (kE30kg R0 N A5,
BRI VR AEA0kgLLE & 75 5 7 B A1 IT, B
DRIER+FITBEL. DEROBERORRLZEL 7>
2T, BYLRBERHT A0 L, 5. ARCHEET
BC

. BEEREFAWIR
A EARICBY A REEOSMAREE LV LREHIEICKD,

TADPAREIEOEER I TAPAERBRESNHODNDZ &
BHHOT, HE52FIETEHBHEICE. D &b LA
ERPTTHBRAYICEET AR EEEIITY T &,

2 FHEoFV. FH RK EES - B - REHEHE

NEDBRTIPRI A ENHHDT. AREETOEEIZIZ
HEEOEERSE, Gz BMOBREICRESEZVED
EEIT A&,

S PREBOEENH S5 DLNBHTENHHDT. KElDOHE

FIZE_EN FOBEE 70y 75 ICHET AR GER. IR
R, RIOAZE, HES S 56, LM, BiE. BEYh
%) OFKRFIEEIT S L. KFOFREFRIZZD XD LER
BHobLNIBEICIE. BMOZEEZZTFAEIBERVE
DRBEEHEICIEET 52 &, MoERESLEEOLNEER (D
BEXIIDALE) OBFOHH8HE. T FUTLF v 2RI
BY (TIUVHYERES) ObsEE. PREBOLEEZIEC
THEFNOHAEH ZHAL TWAEESTIR, AFIHREH
BN OARAREFIIODERBREZITO B L, BEORER
DCREOENZERFELBET 52 &, [9.1.1. 10.2,
11.1. 18]

A ZHEE. BE, WREEORMIERYS D 5bh, BRE

MICESHZ EbHHDT, FANREGHIZERE OREBROHRE
DECEZERRSBET ST L, [8.5. 15.15]

S5 BERUVTOFBEEICEME, BRENEORBHERFER

DRI OVWTHaFHBAZITV. RAl & BRI EE 2 HD
HGIEOEETHI &, (8.4, 15.12E]

b6 B, BREORBEENLECLDARETPH LD T, BER

12 REFICOVWTHRZZIT>OEERL, BEEVRED SN
BEICITEYZLEZ{TO 2 & [15.2.12F]

BENDERZHIDEBEICAHTIER

1 GIHE - BEESFDHZEE

1.1 MCEBEEPEED KRR (DHEENIFDTAEE) O
BEOHZEE. FhNUILFvRIVEE (TIVAIERE
% DHIEE
FAIOPREBLERIERICEVFEE7 0y VENRRT 55
ZTNDH 5. [8.3, 10.2, 11.1.15H]

2 BHREEERE

2.1 EEEHKERSDHZEE

[7.1. 16.6.1%H]

2.2 MRERZZITTVNSRASHKERSES

[7.1. 16.6.25H]



9.
9.

3 FriSeEEEEE

3.1 EEDEKEEEZENH3EE

BELEWZE, RRIOMPEENF LRI H2BZNNDH 5.
[2.2. 16.6.3%]

9.3.2 BENRIEEDIFHEEREEDH S EHE (Child-Pugh
S¥EARUB)

(7.2, 16.6.3%8]

9.5 1%
R ITERE L C WA RE D & 2tk i3, BB EDARE
WA a2 B2 SRS NBIBEICOARET BT &,
Ty MIBOLWTHREBTEIEDONT NS,

9.6 ZAIR
WEEOBERMERUOBARBOAEREZEZR L. BRI OME
XidHkE e 52 &,
t FAHFABIT TSI EPRESNT NS,

9.7 INR

9.7.1 EHEAMKER., #HiER, A RIGRRBOL RIS
B EPRERER X FEME L TV 72,

9.7.2 /NEBEOIDFEMEITNT 2 BAEEICE T 2 R

BEA - B EBITIThN TV,

9.8 SlE
—iRICERE TIEEREMET LTV 5. [16.6.42/]
10. #EE{FA
10.2 HAER HAICERTS L)
EAILE HRPRIERR - R BF - ERET

PREBOEEX] T | FET 0 v 7EAFE | fHHICK VPRERIERE

BENDODH HEHA TEBTNNDH B, FADHEINACHEE T 25
(8.3, 9.1.1, 11.1.1 TNDH %

ZIH]

1. 8ER
WOBWERDH 5bNBENDHBHDT, BEZ+5IT/TWV,
HEPROONTIGEI3EEE2FRIET 572 EHEY 2 0E %
752 &,

1.1 EXREHEA

N.1.1 BEEJOvT. @k K (WFnd %K)
PREEOIEE*R T HBZNIFH 5, [8.3. 9.1.1. 10.2=
i)

11.1.2 chERRZIFSERIARAE (Toxic Epidermal Necrolysis :
TEN). FE#HIRIRIEIREE (Stevens-JohnsonfE{REf) (\»
TNLSEEAE)

FE, KB KE - U5 A THOFE, HERE. BREM. OAN
REQRENED 5N-BEGICIEHRE2HRIE L, B 2uE
BITHT &,

11.1.3 ZFIEBSUEEREE GEE AR
MHER & LTS, BB A SN, FICHFHEERE, U
JNERERR. HMERIENN, IFEEERIE . BAY VONBRHEHE A
S ERMEOEELBBIERSHSONEENDH 5, BB,
ERALRZAT AL A6 (HHV-6) D7 1 L ADFEE
S ENZL, BERIMEL DB, FHE THREERES
DIERDPERD 2 VILBEAT EZEPHIDOTHERT S
&,

1.1.4 \EEREREE (BHEREA)

1.2 ZDfthDEHER

WERE|  3%DE | 1~3%Em 1% B
EWHEDE - | REEE. | 5om. 0. K | R
(17.8%). | ¥ mBKHE | BiE, W, B3 | &, 2%k
. IEIR SO, SEROM, B | 7
sl BT
. TR, RS
i B, k.
R REERE. FRIR. M
HEE. ISR,
AR, A
7a—XAMTA
h
i . B
L3 A EREGED
gz | B0 WL | A BICRE. OME
N N
EEE N N
35 FRERE
RERO AR
¥x
%5, SRS, 7 | IEEE
P > ¥ere

MR 3%DE 1~ 3%k 1963 N
RS SR BUE
HiEtE% I E
R EEEHE WV | HIE
55 BITIRE, 5 | BEL WE. G| HIEK
g2l I BIRBEZ ., FE#
HIIRE. BT R

13. BEKRS

13.1 fEIR
BRZE (BA12000mg) 1<k DR 5N -ELERIE, T
O FEW. BD. BE (RERERRFEE. CTAPAE
FEREE), DMBEREE, Ya v I RUSETH-T-. F7-.
ZaH% I F7000mgx —EICARA LB TCRTAHRESNT
W5,

13.2 W&
AANZMPEENTIC K VOBRERRETH D RE L TWAIERD
BEICSC TIEBTOE*EZET 52 & [16.6.22]

14. BALOZER

14.1 FRIRMFOER
PTPEEDEANIPTPY — b oMU L TIRAT 2 L 545
Byol &, PTPY— FORRRKICK D BEOLHAIRAY REHR
JEAFIA L, BICIEAZEC L THRREZEOEE L a0
TEEHHETHENDH 5.

15. ZDfDEER

15.1 ERAREEAICE D < 1B
BN CEBESNEROIRTAPARIIBIT S, TAPA.
FHEBEZ MR E L2190 75t Rt R R Bk 0 15t
RRICBWT, BRSERVERENDOHEOY X7, i
TAPAEDORAB TS RBERB LTRSS < (1
TADPAZERFARE 1 0.43%. 75Xt AREE10.24%). i TAD
ABOIRHBETIE. 7T RBEHANI00AH70D1.9AZ
WEETE SN (SBEEXR :0.6-3.9). £72. TADA
BEOH TN —TTd. 7T REEEHARI0ADH 2D
2ANZWERTE SN TS, (8.4, 8.550R]

15.2 FEERFREABRICE D < 158k

15.2.1 JEEEREMBRRABRICB VT, IV INESY IO
IKBARICHGHISHEE THA LN, Ty FO2MKED
104BMRERSESEHBCRICEFIROONT. 12D
SHARIRERSEMABICB VL TKREOELIZRD 5N
Motz B BREOIRICET REIEHORBARII ST
ABELVEL, I6AMES O HRREFRSENHERED 7 2R
BETI31.6%I20 L. AFI200mg/HBET4.9%. 400mg/H &
T12.2%. EHHRESTII5.5%TH 0. wHVENHERE (e
BAE) 75 REETIE4.4%ICx0f Ly KFI200mg/ H & T
8.9%. 400mg/HEET18.0%. 600mg/HEE T30.5%TdH > 720

[8.65H]

15.2.2 R#EFEEET L TH HWAG/RjF v b (3. 10K
30mg/kg ZBERENIRLE) RUA NS5 AT — LBEERMTA
MPATw b (15.65%031.2mg/kgZ ERENIRS) I2BWT,
RABFEDIEENTRD 51Tz,

16. FEMEE
16.1 MARE
16.1.1 BA
(1) Bomigs
fERRRR A SBIELSAIICZ 25 X F100, 200, 400mg 7z 228 IC OO 5
L& &, 8 5%0.5~4K [ TCmaxlZ3E Ly 1123 KI14B R T B > 7o
AUCHK U Craxl 31 58I HAFI U THIN L 722

HEHRGROEEL/ST A -5

®B58 100mg 200mg 400mg

[k 12 11 12

AUCop (pmg-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]

Cuax (pg/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
toee (h) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
tiz (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]

HAFEE [CV (%)), traddFRE ()

(2 RiERS

RSB ESHNICZ 34 3 F200mg/E % 1 H2E7H B RERZOHS L7z
L& MEEFS Y I NREIRRSHEY S3HRICERRBICHZEL /.
AUCe D RREFH2.4TH > 7Y BHEAT—%).

_2_



16.1.2 MR
FEMIRB RO _EERIABICB VO HE 5ITHE TONRT
A A BEAME (BARNGGIZ &) 2 oBonizMmiEhs a4 3 N
& W CREFEMERERT 21TV, NRICB TS5 39 3 ROENEH)
ENRT A=Y ZWE L. KBITICBU 2T 3V I FOREGREIT2~
12mg/kg/H % 1H2[E# 5 ({AES50kghl L /NR T o & & &13600mg/
H®) TH-olze RPTOSHEMRE (VA/F) 120.71L/kg. BT 025
707 A (CL/F) 3 BEROERICKE L. (AEHISkgD45% R T
0.88L/h (0.058L/h/kg). {&E25kgD8m% 2 T1.18L/h (0.047L/h/kg) .
{AEA0kg D 12i% 2 C1.60L/h (0.040L/h/kg) . 1KES50kgD167% 2 T1.83L/
h (0.037L/h/kg) &HEES NV, [7.15H]
ED AANZAFL Eo/NRISH L CERZE LT\ 5,
¥2) ARIOEARENIHREESHAEIL. BRAR AR kg Eo/NRIC

13400mg. 142 30kg bl ESOkgAR i /N IC138mg/kg. {AE30kgHR
WO/NRICIE12mg/kg T B o

16.1.3 £MEHIEIF MR

(339 = RE100mg [BF])
5343 REEI00mg [HH] LB L8y MEIOmEgE. 70 A —/N—i%
& EnZENIEE (T39I FELTI00mg) EEMRARTFICHEERE
ERFO#EG LSRR EMABEZEE L. 8o EY g/ T X —
% (AUC., Cmax) 122 T90%(E XML CTREMRIT 24T - 725 R,
log (0.80) ~log (1.25) O&EBHENTH V. WA OEYENFE SN THE
manhizd,

HEINTA—H HEISTGTA—%
AUCon Cmax Tmax T
(pg-hr/mL) (pg/mL) (hr) (hr)
7 a4 3 N§E
100mg [H%) 55.909+£8.242| 4.1010+0.9870 | 0.54+0.38 |15.51£2.25
ELI8 ME |0y 773107 633] 4.1113+1.1693 | 0.67+0.61 |15.5142.13
100mg
(Mean=£S.D., n=67)
(ug/mL)
6 -
—— T INEEL00mg [ H T
—o— B A3y MEL00mE
4 Mean®S.D., n=67
1fiL
#E
B
¥
B
2
0

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

MEEFEELICAUC, CmaxZ 0 /85 X — 413, HEEOBR, (5K
OFREEE - BESEORBEMFICL > TREATEEDH 5,

16.2 ORIN
16.2.1 BEORE
TERRER A S E24011C Z 29 X F300mg & Z2MER I3 B ICHEREORS L
el &, BRIET Y I FOAUCHK UCaxl I B T E 70 70 5 720
HEAT—%),
16.2.2 NAFATFRALSEUT «
TEFRER 246112 Z 39 X F200mg % 30 % 06047 ¢ B E s AR 1 5 X

BHEEZEORGL-EE, 739 I FOAUCH KR U CraxldFREETH D

Z3Y I FEEOHERNA F T RA T T 1 1 ZZIF100%TH > 727,
16.3 5310

ERRER 246112 Z 25 I F200mg & 3077 il T BB MR IR R G L7z & &

FHERE (Vd) 1331.ILTH V. T34 I F200mgz BEFO#S L7
L& RPTOSHER (VA/F) 1332.8LChH o7z,
invitro (3% 3 F1.5~60ug/mL) K&Uex vivo (T 3% 3 F0.7~5.5
pg/mL) HREOMRE, 739 I FOMBEOBERIZISARE CTH -
7‘:7),8)0

16.4 X3
7Y% I NIBEHREROREIC K D ERD» SEE L.
in vitroR B DFER, EHEWITNEE R ERBN TH 20X FILEE
BICEICFEST HCYPHTFHEIE. CYP3A4, CYP2COKU'CYP2CI9T# -
7%

16.5 HEtt

16.5.1 BEREABEESFNIC [“C] -F 34 2 F100mg (40 Ci) % HERFE
ARG T O 1R CHE REEIRNR S Lo & &, BERI168RME TIC,
PRAIC 5 8 D% V7% HEilt & 41, B A D FRMt 1%0.5%FK 6 T
Holze RHENETIH IR (1930~40%) . O-Fi X F L1k ($930%) .
MEE S (£920%) R OMtoME 2 R#Y (0.5~2%) & L CHitsh
7010 (SEANT =% )

16.5.2 @R ABIEICT 35 I F100~400mg#x BERFEOHG Lz & &, &
SR EI% £ TORPPRMEIZ, T3 3 F29~33%. O-fi X FI)LIRI0
~15%TdH o7z MEEFRO-IEXFIMAKDAUCIIMEEF T T4 3 FOK
10%TdH > 722,

16.5.3 EEERAIC T I Y I F200mg % 3043 il ¢ Bl s IR 5 L7z &
&, 2527977 X (CL) E1.78L/hTH O, 734 I F200mgx B
EREOKES L& BRArU00o2527 075X (CL/F) 1X1.84L/hT
Ho7",

16.6 [HEDEREEI2EE

16.6.1 EBEEEEEE
BHREEDIEE DR AR AMERE 1T 39 3 F100mg % BEHE %5 Lz
L&, AUCHIIBHEEIE® % (CLor @ >80mL/min) & H#L T, BEE
T# (CLcr : 50~<80mL/min) TI327%. FEHEEKTE (CLcr: 30~
<50mL/min) T22%. BEE T#E (CLcr @ <30mL/min) T59% <«
Coal JBEE D 5 BEDO BB TE TIO~ 14%E P > 72 BEDPSEED
BREEE RN FICB T H0-BHA FNAEDAUCHIEBHEELEFHEDL.5~4.6
BThoz0 BHEAT—%). (7.1, 9.2.12E]

HEHRGROENEE/ ST A —5

AL EH BEHRT |PEEET EEET
ik 8 8 8 8
CLex (mL/min) >80 | 50~<80 | 30~<50 | <30
47.0 59.6 57.6 74.8
AUCo+ (pg-h/mL) 20.8] | 07.5] | 1[19.01 | [26.9]
2.69 2.95 3.06 3.02
Conax (1g/mL) [35.00 | [20.71 | [10.00 | [23.3]
) 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)
. 13.2 18.2 15.4 18.3
v [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 134
CL/F (L/h) 20.8] | 07.5 | 119.00 | 126.9]
0.50 | 0.354 | 02779 | 0.143
Clz (L/h) (3790 | [51.3] | [24.41 | [31.8]

HAFHE [CV (%)]. AUCoUZ0~96HERIE. tmalEHRME (HiF)
Clr: EZUT IV A
a) 71

16.6.2 MRENZZ(F TV S RASHEERESEE
M BT % % T 02 R ERRERE O RAEERE 1. JEENTR L OB
FAAA2. SEFRARTIC T 28 X N100mg & BEE G L7z & & FRBEMTRFIC
HA4BE R O BTERER TR T 39 3 FOAUCHIZ46%HD L BT I &
BRREMRIET TV I N57%. O-BiX FUAES3%TH Y. BT 7Y T 7
¥ A&7 3 Y 3 Fl40mL/min (8.40L/h). O-fi 2 & L {£149mL/min
(8.94L/h) TH -7 BLEAT—%). [7.1. 9.2.2. 13.224]

HERGROHENEEL/ ST A -5

MLBENT FEFAT ARG BT RS
B 8 8
a4 IR

AUCp (pg-h/mL) 43.2 [20.2] 23.2 [15.1]
Crmax (pg/mL) 3.18 [22.4] 2.79 [22.1]
tmax () 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tiz (h) 19.6 [19.4] 19.2 [26.8]
O-fi X F L%

AUCo+ (pg-h/mL) 6.63 [74.3] 3.43 [68.5]
Cumax (s g/mL) 0.48 [69.5] 0.22 [69.1]

BEFEE [CV (%)]. AUCoIE0~ 24 RIE, tmaxlEHPORE (HEFE)

16.6.3 FFHEERREERE
JEHBE 2 R EICME T U p A (Child-Pugh%3#8B) 127 a4 I F
100mg/[El% 1 H2EBISHERER R G Lz & & ERIRACHNTTad
I FOEEREDAUCH 20X VO Craxld TN EN61% R VS0%E 2> > 720 &
7oy FETEENL EFHREBOAUCHK UCraxld Z N2 N47% K% O
7%= o 1z, BEFKERERHE (Child-Pugh/EC) ToOEMEE
R LTl (AEAT—%). (2.2, 7.2, 9.3.1. 9.3.22H]

EFREOENEL/ST A -5

JFHRE EH Child-Pugh%¥iB
Bil% 8 8
AUCp1n (pg-h/mL) 53.3 [17.3] 85.9 [21.7]
Crax (pg/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]
HATFE [CV (%)) tmaxldHRAE (FEH)

16.6.4 SHE
65E DL OB BENFIR S EI2E1C 5 34 2 F100mg/El % 1H2
EISHERERZORS L& &, A5 TORABEREIEKEL T &
BEEROLEICBNTT Y I FOEFREDAUCmldZ N2 N33%
FO50%E <+ Coaxld T NZN29% K O53% @D 5 720 F o (RETHYE
L7z AUCoinl 3 Bl B R OIS B W TENEN26% K U23%E >
7209 (NEAT—%). [9.8%08]



16.6.5 CYP2C19&(zF%EY
HAEAROHE AERERABER1861%. CYP2CINEEFRICE DL
REEESEIC LD, 2HRBFESE (UM) 1F. SR#EH#EE (EM) 1741,
FRREEEE (IM) 106, ROMER#EEE (PM) 8Flicar. Z0%E
FICZ 29 3 F100~400mg% HEFEORE Lz L&, T34 3 PO
S8R OMAETHEE(N L ZAUC«IE. EMICHARTPMT24%, IMT
10% =72 > 722,

16.7 FAEEER

16.7.1 ZEYMEE{EFRFER
Z a4 3 Fid, IREMEFEER TCYPIA2, 2B6. 2C9. 2CI9% O°
3AdICHt L CHEMER 2R &9, CYPIAL, 1A2. 2A6. 2B6, 2C8.
2C9, 2D6. 2El. 3A4K% OBASIZx UL CHHEFER 2R S 5> o 725,
CYP2C19IZxt9 B REEAARE S Nz,

3% 3 N, P-REEAEOMBINAEE Cldn <, P-EEAEICH

LCHREEHZ RS o7 (in vitro)®,

16.7.2 BRARZEYMBEE(ERHER
1) AlLNIEEY

R ABELFIC, 5343 I F (200mg/[El, 1H2[E]) OE#KE
IZBWT, BOLCYPIAFERE L UHEEOCYP2COFEETH 54
WRTEE Y (200mg/lEl. 1H2E) Z2HARERORS L&,
HUNTEE U ET TY I FOEFEREOAUCH K U Crax B %
F\FE e odz. BERABEISFIC. #LNATEE Y (200mg/[E],
1H2[E) OEFREICB LT, 343 F (200mg/E. 1H2E) %
FRREROZELZEE, T39I REIAULNTELE Y OEFRE
@AUC(HZh&Z}\\CmaXL:%ﬁg%&!fé &7{7") fCN) (91»}\7_"‘\'—&)0

2) AXTFSY—=IL
BFERABE3AFIC, T353R (300mg) OHERFOKSIIBNT,
FBWCYP2CIVMHEEETH 54 A 75V —)L (40mg/[El. 1HIE) %
MRAREROBRS L&, A XTS5V —LIdT 34 I ROAUCH
B Crax % N \F S 2D 572, CYP2CIORE THHF A T 5V —
)L (40mg) DHERFEOHREICBWT, 393 R (300mg/E. 1H2
) ZHAREROKSLZEE. STV IREARATITVY—LD
AUCH KU Crax S EBA RIT S B 2729 (HEAT—% ),

3) =E9VYSLA
R A BHE33FIC, CYPIAERE THHIF VT L (7.5mg) OB
EfREOHSICHEWT, T39I F (200mg/lEl 1H2E) %MHARE
BO/ELZEE, 93 INEIYYTLADCraZ30%IEMES /2
BAUC B TS o729 HEAT—%).

@) 177U
ERERABELIOHNC, ST 7 7V U HBCYP2CORE THAHTILT 7
> (25mg) OHEREOFSICBNT, 343K (200mg/E. 1H2
m) ZHARKEROKRS LzEE, 5393 FESEUR-TL7 7Y
Y DAUCH KRV ChnaxlC B EZ RIFE T, PO ba v EVERERDS
O horbErEEOEBEER (INR) ORKRMERCAUCHesn
BERIEES GNP 5720 HEATFT—%).

16.7.3 BEEEMEIRERRIT
AAARUHEADEAR O NED TAPABRED /L NIMERS
IV I NBET—YEHAWT, BEFAEYERERTZT 72, TORBER.
CYPHEERAEZBE T AMTCAPAETHZ2 ALY, 7=}
AYXET7 2 )NV EY —LOHRICED, T3 I FOEFKRED
AUCIE. BAROVNET, &% 25% % O17%HD L7220,

16.8 ZDfth

(5 IY= rEEs0mg [B%])

734 3 FEESOmg [HE 3. [EEF R 2R 0 ERYA OEMZER

FSEERBEH A R4 > (HH2E3A19H  HAZRHK03195E15) ] 1<

EOE, 7Y I FEEI00mg [H#] ZRERUANE L& &, BHES

ICEDEEYHNICAF E AL SNL?,

17. BRPRRHE
17.1 BEUERURLEICET 255R
17.1.1 EFRHES MARER (BEEE. MA)
HRICUIEE CADP A EBIT S NS RIE (CIRIERRILRELE
&) NIARDFEOLMMBRERARSELHT 2168 EOBE 2R L
L ¢, 7 3% 3 F§E200~600mg/HE= XIE A VN~ ¥ Y VR EE
(CBZ-CR) 400~1200mg/H®*? #HAN CTROKEG Lz &, £H
FHfiIEE T & S Kaplan-MeienE I &K O #E U - EA&FHAFAREICS T 3
67 ABFIEHARITROLEBO TH Y., HHEZEDOBBEEXHOT
IRIEIZTORESNIIELERAME (-12%) 2 LE->7/Z &, CBZ-
CREFD6 7 A FEIEEARICN 9 5 BHHZ DISWEREXH O TIRMEDH
() 13, FORELLIELERAE (-20%) & EE 722 &
5. CBZ-CRIZNT 2T a4 I FEEOIEZHENTER S N 7z?)

o | REEEE | BEE
Tl msm | Cmes | ) ()  |HRE
e B loskiam | (o5l | (%)
# &Rl 0 | Xp) v
TAFIN g | 37 89.8
Fagol BERE (73.6) |[8.8,92.81 -13 |
CBz-CREE| a0 |38 o1 | [-5.5.2.8 |
(69.7) [88.2,94.0]
FaY IR 408 307 91.5
opgo BB 1.2 |ss.6943 13 | .
CBZ-CREt| 397 285 92.8 [-5.3,2.7] :
(71.8)  190.0,95.5]

a) Kaplan-Meier# 12 X 5 #7EE (BE3» ABOFERE QEILT, 3
[\ k) #8& L TMantel-Haenszeli% iz & 0 #%)

b) 7 3% I FEEREDIHAR — CBZ-CREDIHAR

) THEROBERZE DISUEEX E O T IRE/CBZ-CREEDIHER X 100

) Full Analysis Set

) Per Protocol Set

) BARNEFI7HI% &t

) HARAREFI1361% &

mB. BRBITERICES I3V 3 FERT400mg/ HBAOHEEN
B E T2 5 1 BEENERTDHE L TH- 725 ADFASIC BT 5 %
TEMIER L BEE (EE (%) 13308%) /44405 (69.4%) TH .
Kaplan-Meieri£1Z & D H#EE L 72 FAEHAR [95%FEHXHE] 1384.1%

[80.5,87.6] T#H -7z,

BIVEFA RIS IL. 39 3 FEERET37.2% (165/444(1) TdH -7z,
ELRWERIE. FEED E117.9% (35/44401) . FEH5.6% (25/444431)
EERS.5% (20/444%) TH o7z,

F) AAOER SN2 HREHAEIZI00mgTH %,

¥2) WIANT P U RIGEIARBCIIAB SN TV,

13) 200~400mg/ B 5 THENHE LI BEL.
17.1.2 ERE MAEEER (HEEE. BHA)

1B OBEEDORTADPAEZEZEES L TWVAHIRI EORIREEZET 5
TADPABEEMRE LT, T39I N§E200~600mg/HE EOHS
K DHEBEEANT DB R &, 67 ABEEHEBREOEH &
46.2% (6/136) TdH -7z,

BIVEFRBUAE X, 84.2% (16/19(1) TH o7z ELBIERIL. F8
HOFN42.1% (8/1941). {EHAR31.6% (6/194]). [EEEHED £, BEiD
A%10.5% (2/1961) TH -7,

F4) AFOER SNz HEEHAEIZ400mgTH 5,
17.1.3 EFHESEIEEER (HEABE. BRA)

O AN AT G RIENFIZIRES B O N WA RELET
5168 EDOBRARUHEADTAD»ABESATH (HAEANEE 14206
&) ZXFE LT, 3% 3 FEE00. 400mg/HXIE 7Tt R%16
ERREORS (BEOITAPARELI~3FEDOHE) L&, TEF
iEE T b 2 BN T 2R O28H & 72 D O FIERIRZE
LRBETROEBVTHY., I REE T IH I FEE200mg/H R
400mg/ B E OB THFHHICEBRENRBD 6Nz, BB, FRIC
BIFBH50%L AR T —L— b (28HH 720 OIS FEIEEE A BHEHAM
EHART50%LL LEE L BHEOEE) &, 7T REE19.7% (36/183
). Z 34 3 NEE200mg/ HE¥38.5% (70/182f) R O'F 34 I N§E
400mg/ H#$49.2% (88/179%) TH - 722,

c
d
e
f
)

y TS5 ARBEICHT B
piage| BEBEOOBS | o | 77 KB
RO [959% E AR
7IR AR | 183 -1.22
20my/ B | 182 BB |00 7%
400mg/EIBE | 179 -4.50 <0001 g Ea

a) Full Analysis Set

b) HR{E

C) MBI U AR 028 H & 72 0 O FAERIE = RIGEH. #5
BN OEZ BT MR L - SR O8H 72 D O FIERE
EHEE LT SO

d) EAESIT & DT SN/ N/ FIED S5 5TE Lo HIERIE
AR (%)

BIERFEBSEEIR, 734 I NEEREC47.7% (173/363() T -7z,
FEaREERIE. FEED 1222.9% (83/36301). {EARS.8% (32/363).
HHA.4% (16/3631) TH -7z,
17.1.4 ERRHERIRMMEIRSHR (WA)

ERHRSENERE (GFRRE) 2587 Lt BRRUHEO BEHA73H4]
(BERANBEIZMzET) 20 RELT, T I9 I FHEI00~400mg/
HZEIH2ENCH T CROKRS L& & (Rl#RE. BRI67THIRS). %
TRHEOBEMM A 5 D28H & 72 D O3 FAEREIRD ROHREX
55.23%. 50% L AR Y& —L — F356.3% (265/471fl) Td -7z,
BIFEFAFEBUEE IS, T30 I FEERFC42.9% (203/473f1) T -7z,
FEREIWERIE. ZBED E117.8% (84/4730%1) MEARS.7% (27/473(1).
FEJA3.8% (18/47301) Tdh -7z,



17.1.5 ;BSSEMARER (R
BEOTC AN AT LRI RPBON L VEIRIEEHT
BARLL EITHRARMEO/NRTAPABEIBFIZNRE LT, IV IR
(IR E30kgHRiE D HBE 128~ 12mg/kg/H. HEI0~50kg KD BE 126
~8mg/kg/H. 1FE50kgbl b E#EI13300~400mg/H) Xz 77K
Z6ERROHRS (BEOHTAPAZEI~FEOHMH) Lizex, E
FERHEIE E T d 5 BIEHARICN T 5 MR 0 28 H 5 72 D O ER FlE
HEMNMBEITROLEBOTHY ., TIARBET Y I FEEOBTHR
FPENICER L ESRD N,

B T REIINT B
piggo| BEBIOOHR | o 7 ?ﬁfﬁgd)ﬂj
RIFEHOZILR" [95% SHEIX )
Z5REE | 170 -1.55
. - 31.72
Sa4 3 REE| 170 3.05 0.0003 | {16 5 44 277]

a) Full Analysis Set
TI R RBOE. AR ORIEEE T — 7 IR (FEHEDE
HD10%#8) dH-7-7-0. BITICEDRP -7

b) HRE

c) In (X+1) (XIZEOFIEEE) TS Lo FEREZ AL,

BEBE, PP L EREEREEZRT & U, AR L BHEHE O
28H®H 720 O FAERIEE AR & U5 # T

d) 7T RBEICRT 2R (%) =100x {l-exp (B/NZFFHD T
a3 NEETSTERBDE))

BIEFRBSEE L. 739 3 FEET33.9% (58/17141) Th -7z, Fix
BIEAIE, EHR14.0% (24/17161) . Z8ED £18.8% (15/171f) T
Holze

17.1.6 EFFHFELE IERAMEIRSHER (IR
4ZD S ITROEHESF I NINETAD»ABEL36H] (HARA6H], 4+
EA9fl) #xtRE LT, 343 Fl2mg/kg/H (RESOkgl Lo &
#F13600mg/H™) FTEIH2ENCH T TROKE Lz & &, BEHM
25 OEBRHAMIC B 2 MO RIERIKE(LROFREIZ-52.73% (H
ANT-27.63%. FHEIANT-60.56%) TdH 7%,
RIfEFIRBMARE X, 56.2% (77/1376) THo7-. FEIERIE. F8
T8 £1120.4% (28/137f1) « {EAR19.7% (27/137H1) . 1R#ES.0% (11/137
Bl) THo7z.
E5) RAOERS NI HEEHRIE. AR OEESkgM Eo/NE

213400mg. & #E30kgLl £50kgk il D /N B 12 138mg/kg. (A E
30kgFRIGD/NRIC 12 12mg/kg TH B o

17.3 ZDfth

17.3.1 DEEIC T B RE
[EEER A2146112 5 T4 3 F400mg/H. 800mg/H# ik 7 £+ %
1H2[EIC3 1 COHMRERORE, dEF > 7uF4 2 400mg/H
ZIHIEBHBREROBRS Lz & 739 I FEQTCHE2ER
Lishro7ze 734 I FEEOPREROFHE(LRIZIFEHE OR SR
BRICRRERD. I RBEEDZEIZ, 400mg/H T7.3ms. 800mg/
H# T11.9msTH ->72% (HEAT—%).
¥6) AROAZ SN HEEARIZI00METH %,

18. ZERHEFIF

18.1 {ERF
F 3 I NIRBAREET N U 7L F v JILOBREREE(L 2 BIRE
ICEE L, BEEREICH SRR ELENSES T LTk > T
FWNAERZRT EEZ SN TWVAY,

18.2 ThHARIEICHT B1ER
Z3Y I NIIEREREYY A, REE > R U TREYT X, 85
FURYUITREETY b CHzCAPAFEY I ARUBRARBELR Y 2 v
UEE (XTAL T ) ORFREROLMFEEL KM L I-EBYET
T BWTHEEZIE L7230,

18.3 iTADAREIER
RIEESHIF > R 75y MBWT, ¥ 8 VA2
L7232,

19. BT ICRT BELFHAR

— MR © 39 I K (Lacosamide)
{b%#4 : (2R)-2-Acetamido-N-benzyl-3-methoxypropanamide
7373 CisHisN20s
7F&E :250.29
B
H:C
(0}

ch/OQYN

[0}

% R BE~REBEEORRTH D, X ) —VLICETPTL, ¥
J =l (99.5) IZRRBETRT L. KIZPRBEFIZLL, AF
ZUNIFEA LTI 0,

21. GRS
R Y A BIEEE HEO L EICEET 5 &,

22. @&

(a9 = REES0mg (B
1008 (108 (PTP) x10]
1008 [NF. BZ/EAIAD]

(Y= RE100mg [BF])
1008 (108 (PTP) x10]
1008 (YT, BZ/EAIAD]

23. EEk
1) EA7EE  EEEWERREBINIG Y = 2 7))L FEHIHE B BOEE R
REEEKh fth © 33 & 598 2015 5 43 1 1307-1316
HNEANBREBEANICB 5738 I FREESHOEYEHE (L4
I8y MEE D 20165F7 HAH KRR, HFEERMTE2.7.6.3.3)
HARAROHNBENNREEICB) 2 BEFEMEEHET (KL%
MRIAvay T - 8E D 2019 H8H AR, HEERMRE2.7.2.2.2,
2.7.2.2.3. 2.7.2.3)
HNER  EENFREERE (3E100mg)
NENBERAICBIT 2T 3Y I NOEYBEICKITTAREOXE
(EL%y M 20160F7 AAHA&GE. HFEERMEEE2.7.6.1.1)
SFHNEA fih - BEPRRE HZETE 2018 5 21 & 1223-1234
I (EL%y M 201657 H4HKRD. HREERMTEE2.6.4.4)
R (€% ME 20167 A4H AR, HFEERMEE2.7.2.3.3)
Cawello W, et al. : Eur ] Drug Metab Pharmacokinet.2012 ;
37 1 241-248
) Cawello W, et al. : Clin Pharmacokinet.2013 ; 52 : 897-906
BHEEDETA T T4 I FREROBRS OB EEICKITTHED
ET (C L%y NE 201657 H4H&RD. HREERMTE2.7.6.4.4)
13) HAEAFEEETEICBI2T7 39 I FOEDHE (EL0y b
$E 1 20165F7 HAH AR, HFHEERMEEE2.7.6.4.5)
14) Schaefer C,et al. : Clin Drug Investig.2015 ; 35 : 255-265
15) FEROHEEN T 2V I FEERCRERZ O SROEY B REIC
I EHEOME (EL/8y ME: 2016F7THAEARE. b ERT
52.7.6.4.1)
16) EYEEIERARE (€40 ME L 201657 HAHKRR. HEEERME
¥2.6.4.5. 2.6.4.7)
17) Cawello W, et al. : J Clin Pharmacol.2010 ; 50 : 459-471
18) Cawello W et al. : Clin Drug Investig.2014 ; 34 : 317-325
19) 34V I LEOEMEEER (EL/0y ME : 20165F7H4H &R
R ERMEE2.7.6.5.9)
20) Stockis A, et al. : Epilepsia.2013 ; 54 : 1161-1166
21) T39I FICEIT 2 RHEERIEM BT (E 2%y ME : 20165E7A
AHZARR. HFEERMIZE2.7.2.2.5.2)
22) HNERL : EENFEEEREE (5E50mg)
23) EAFERAEEOE R R ERE SR (Y L%y ME @ 201748
A H&AR, BEEHES)
24) BAFEIREED O HAREAOY D B2 3B (EL4/%y ME:
2017%8)5]255%.“\ FEERES)
25) HARKRUHEICB T 255 REMFABIED 7 1 AR R
(EL0%y ME : 20160E7THAHARR. HRERME2.7.6.7.1)
260) HAKUHEICH T 2 85 FEMREEO RAMEERSHE (B4
J8y M © 20164E7 A4H &R, HEEERMEE2.7.6.8.1)
27) NRBHEEZRRE LIoBARBEMRBRED 7 F & A8 HE a5
(E28y b RIAvay 7 §E: 2019F1 H8H &R, HIFEERMT
$2.7.3.2, 2.7.6.3.1)
NREBE Z MR E Lo REMRAEEORIAMERSHE (B4
Ny MRS A vay 7§ 2019F1A8H &R, HEERME
2.7.6.4.1)
Kropeit D, et al. : Acta Neurol Scand.2015 ; 132 : 346-354
Errington AC, et al. : Mol Pharmacol.2008 ; 73 : 157-169
WA EBMTBHEEE (EL0y ME D 20165F7HAHKRE. HFER
WE2.6.2.2)
32) Brandt C,et al. : Epilepsia.2006 ; 47 : 1803-1809

24. THREERERUEVEDESE
HirsE kot REEHEE
T994-0069 UTERREMFME_T H3&1S
TEL 023-655-2131 FAX 023-655-3419
E-mail : d-info@yg-nissin.co.jp

26. BHEARERES
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