20258 H1ERL (B1AR) RThADAF HARERRSEES
B sERG SOAYIRRSqvOvY 871139
. SIY=FrSvOy710% B
B Lacosamide Dry Syrup 10% “NISSIN”

AERES | 30700AMX00165000
F) FE-EMEOLSTBICIVERT S & ARz

. BB (ROFJBEICFHHZFS LBV L)
FAID RIS UIBBIE DBHEE D & % BEH
E:

2
2
2 EOFHEREDH 2 E#H [9.3.1. 16.6.3F5]

1
2

f7e 4 FaAYIRRIAay 7F10% [HE]

N lg

FHR 539 3 F100mg

TJUARE Ry, BEEAKT A, & mHba
Jzd—)l, AZI0—RX, D-¥v>=hr—=J)L, &K
oFyFuiLtiru—RA, S7YILEEBEF N Y
A

3.2 SFI DMK
f7e 4 FAYIRFTAay F10% [HF]
%R B ~MEa a0k

4. WMEEX ISR
ThHIAEBBEDOEAREE (CREERERIEZST)

6. FIENUHE

B\ EE. RAICIET I 2 FELTIHIOmE (FJ4
vuy FELTlg) K0H\BEEFKBL. ZOKREBABLY Lo
MEZH T THEEL, MEAEZ1H200mg (FF7 10y
TELT2) ETHH. I NBIH2ENIS T THBEEL
TROBET 5, B, FERICKVIHI0Mg (K51 >ay
TELT4g) 2R WVHFCTHEEERT 575, HRIXHE
MU EoMEz & CIHAEE LTI00mg (FF1>ay
FELTlg) MTRE275 2 &,

N EE, 48BN EO/NRIZIZS I 3 RELTIH2mg/
kg (K510 FELT0mgke) &OREEBGL,.
OBLGARM EoME®H I CIHAZE L 2mg/kg (K3
A >uy e LT20mgkg) TOHEEL. HEHEL2MAE
30kgs i /MBI 1Z1H6mg/kg (K54 vy F& LT
60mg/kg). 1& E30kghl E50kgK i @ /N W2 12 1&1 H4mg/kg
(K542 ayFELTOmg/ke) £ 5. WIhs1H2E
T CARE L CTRORSE T 2. 2B, FERICKDGE
30kgAR i D /NEICIXIHI2mg/kg (RS 14vmay FELT
120mg/kg) . & E30kgbl ES0kg7 1 @ /N R 12 131 H8mg/kg
(K54 >my & LT80mg/kg) %A 7% WEIFH CHEEEE
B Ay, HEBEILEMM EoMEZH I CIHAEELT
2mg/kg (R4 >y 7&LT20mg/kg) IRTDITHT &,
7272 U, (RESOkgl Eo/NR TR, BRAEE A - g%
Awsz &,

7. ERUREICEET 3E8

71 2V 7F=2 27075 ZAHMP30mL/minBl FOEEKUR
HERERED D 2 BHICIE. A HRSHE%300mg.
NRZIHEEHEZ25%EE ST 2R EEEICKRET 52
Lo Tz, MBEBENZZ I CWAHBEETIE. IHRARIIMA T,
MABEH R ICHRARTIEABOFBOENES 2 EET 5T
Eo [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2%#]

7.2 EEXZHEEOHEEREDDH 2 HEE (Child-Pughsy
¥ARUB) i, BAZIHESHE%300mg. /NEIE1H
EEHEEZ2L%HEE TR EEHEICRET S &, [9.3.2,
16.6.3%: ]

7.3 AHIO| B SR8 AE0kg A0 /N Tla1 B 12mg/kg.
14 E#30kg Bl E50kg AR O /NR TIEIH3ME/kgTH %0 AEAl
%1 H8mg/kg# B2 TH5 L T\ B{RE30kgRIFD/NEAS,
BRI WREMIAENkg EE &> 2B, B

_l_

DREZ+ICBEL, MRRCEWERORERZEEB LD
AT, BUYZHAEEZMET S L. 8. SBUEEE IR
5T L,

. EEREANER

g EAFICBIARE5EOABABE L W LERSHIEICKD,
TAPARIEOEEN I TAPAERRE N bODN BT &
MBHHDOT, HE5E2FIETEHHBEHICIE. L &b LA
EPTHRAICBET A EEERIITH .

8.2 FFMv T\, BH. BR. FEN - £ - KEhHESEE
NEDETRHPRI A ENHLHDT, REHRESEFOBEEICIZ
HEEOEGRSE, L2 O BMOBRMEICRESEZVED
FEETH &,

8.3 PREIBOEENH S5 ONEHT ENHHDT. KEIOHZRE
FRIZE_EN FOEE T 0y 7EICEET 2R GER. IR
R, IR, A 55/, L, BiE, BEfih
%) ORBICFERT A Lo KFOHF/EFRICZED KD ZIER
BHobNIEEICIE. BHOZEE2ZF5EH>BENRVE
DREZICIEET B &, DMEEBRESPEEDLEE (DA
BEIIDALE) OBFEOHBEE, FrUTLF v 2L
BY (TIVHYIERES) ObsEE. PREBOLEEZIEC
THEFNOHAEHZHAL TWAEESETIE, AFHREH
RN OARFREFIILERBEEZ{TO L, BEORER
CREOEZEBELBEET A &, [9.1.1, 10.2,
11.1. 18]

8.4 SR, EE, WBESOBWERYSH S5 b, BRE
MICEHZ &b HBHDOT, AEEREFITEREDORERORE
OB EZTEFELBET 5 &, (8.5, 15.12E]

8.5 BERUVZTOFREFICNEE., BREREORBHEREIE
DORFEEICDWTHFRHBAZ TV, FEHf & BB IEE 2D
A5 &H1ET 5L, (8.4, 15. 1]

8.6 M. BHEDIREENSEUCAHREENSHHD T, LER

12, IREBEZEICOVWTRHRZZTO>EFRE L. BEEFPRO N

BEICEY LB ZITO 2 &, [15.2.128]

9. BENEREHFIHEEICAHTIER

9.1 SHIE - IETEEDH D EE

9.1.1 MEEBEEPEEDNMEE (DEEENFDALE) D
BiEDHDIEE. FTRUIDLFvRIVEE (DIVHIEIREE
%) NDH3EE

AAIOPREBEEERICEVEE 0y VEPHET B
Fnabd b, [8.3. 10.2, 11.1.1=08]

9.2 BHrEEEERE

9.2.1 EEEBREESDHZIEE
[7.1. 16.6.1%08]

9.2.2 MFENZEZ I TVB RSB KEEESES

[7.1. 16.6.2%08]

3 FFiggeEEEE

3.1 EEDKEEEEDNSH 3 EE

BELEZWZ L, ARIOIMFREN ERETHBZNDNDH 5.
(2.2, 16.6.3%2M]

9.3.2 BENIhEEDHFEEREEDH 3 EFEE (Child-Pugh
PHEARUB)
[7.2. 16.6.3%8]

9.5 1Ti®

R SUIFR L C W AR O H Btz iz, BB LOARE
a2 EE 2 Ml SN ABAICOARRET B &,
Ty MIBOLWTREBITEIZO SN TS,

9.6 1ZFLIR

WELEOERERUBIARBEOEREZER L. BZILOME
kAT 5 &,
b FHITHRABITT A EPRESN TV S,

oo ©o

9.
9.



9.7 I\NE

9.7.1 EHEAEMAER. #iAER, LRI RBOL I
5 B RERBR IS L T Lz b,

9.7.2 /NEBEOISFEITNT 2 HAEEICE T 2 FE R
FERN - B EBHITfThN T WL,

9.8 S
—RICEEE TIIEEMENET LTS, [16.6.420]
10. 1BE{EH
10.2 HHAEE HAICERITZ L)
A% R ARIEIR - BT IE WP - fElRET

PREBOEREZRLIT | FET 0 v 7EPFR | fAICK OPRERIERE

BEND D B HHA| TEBINNDH B, FAEIAICHERT 25
[8.3v 9.1.1. 11.1.1 TNDH 5,

ZIH]

1. Bl¥eR
WROBWERMH 5bNBIENHBHDT, BEETHITT,
BENPRDOOSNIIGEICIIREE2FRIET 27 @) 2 A0LE %
o2&,

1.1 EXZEHEA

N.1.1 BEJOv T, @R K (WFnd %K)
PREBOIEEZREITHBZNNH 5, [8.3. 9.1.1. 10.2&
iy

11.1.2 chE4RRTIESERIARAE (Toxic Epidermal Necrolysis :
TEN). FHEHIRIRIEIREE (Stevens-JohnsonfE{REf) (\»
TNHEEEAR)

FE KB, KIE - OB AL TR, WIER. BAEm. OW
REODBRENRD 5NBEICZEEZRIE L, @Y 0E
2ITH T &,

11.1.3 ZZIEBEIEEREE GEER)

FHEER E L THRE. BANA LN, BICHHEERE, Vo
JNERREAR. HIMERIEND. FERERIEZ. B DOSERHEBE S
P BEEOEELBEERS D S5DONE ENFD 5. 2B,
ERALRZT A IA6 (HHV-6) D71 L ADEEE
EHESENZL, BERIR LIS, FHE FRERES
DIERDPERD 2 VWIEBEAT A ENDLOTHEET S
&,

11.1.4 \BEERIERAE (SEEEREH)

11.2 ZOiDEI{ER

TEE/ S 3%l E 1 ~ 3% 1% A1 BE R ANBH

FEEOE O | RERE. R | 5OR. IR | BEEERE
(17.8%) . | ¥k, EEILH | Bl BE, BE | & 2K

BENE. (EER SR, SEEVE. BR | 0

HPEE, BEITH.
2 HE LER==1N

HER RIRFE, BRI, M

FEREE. FEER.

FEEEY. 34

7a—XAMTA

A

AR HE BR
liiki¢3 H I EREIE A
=D, Mg Nl

HIERE. O

ey 1. B, (R
BEE N N
FF R FRERE
RaRo AR
Y
5. BRD. 7 | METE

PR > ere
GhR EYIBEE
R R
RS EEEDE L | HB

e FAEE. 5 | G, . 6. R
2ot i BARES, 33,

HIIRE. BAETE

13. BEKRS

13.1 fEIR
WEHS (FRA12000mg) 12X VERD SN ERERIZ. #F
FEOEV. B, BE (RERERREE. CAPAE
BIREE), MEEBE, Yav I KOEETH -2 T,
Z 3% 3 F7000mgx —EICiRA LBl TRTAHRESNT
W,

13.2 L&
AFNIMPEBNTIC K VBRETETH D, HHL TWAIERD
RIS CCIMEETOEREZE"T 52 &, [16.6.2%08]

15. ZOtDFR

15.1 BRIRERICE D < B3R
BN TEBSNIERORTAPARIIBITS, TADA,
FEHEBEZ MR E L2190 75+ Rt R R i B 0 15t
BRICBVWT, BRGERVEREROFKADOY A7, #il
TAPAEDORAB TS RBEERE LTRSS < (1]
TADASEIRREE : 0.43%. 7 AREE:0.24%). ITAD
AREOIRHBETIE. 7T RBEEHARI00AH7Z0D1.9NE
WEETEEI N (BSWEEXR :0.6-3.9). £72. TANA
BEOV TV —TTlE. 7T REEEHANI000AH 2D
2ANZVWEETESNT WA, [8.4. 8.52E]

15.2 FEERAREXBRICE D < 183k

15.2.1 JEEEREMBRRABRICB VT, IV INEIY LD
IKERICRE®ZISHEE THH Lz, Ty bO2WEBED
104ER R ERGHEEHB CIRICEEIZDONT, £ X0
SHARIRERSEMRBICH VL TKREOELIZRD 5N
Polc. R BREOIRICET 2EIEHORBRRIIT I
ABELVEL, I6AMES O HRRFESNHERED 7 2R
BETIEL.6%IC0 L AHFI200mg/H# T4.9%. 400mg/H ##
T12.2%. EHIFHETII5.5%TH . B ENHERE (e
BAE) 75 REETIE4.4%ICx0f Ly AKHI200mg/H & T
8.9%. 400mg/HEET18.0%. 600mg/H & T30.5%TdH - 720
[8.62H]

15.2.2 R#EFEEET L TH H5WAG/RjT v b (3. 10KV
30mg/kg % EHENHRS) BRUA kT AT — LEEERETA
ATy b (15.6%031.2mg/kgx N S) 12BN T,
RABFAEDIEEPSRD 517z,

16. FEMEE
16.1 MRE
16.1.1 BA
(1) Bmigs
R A BIELSAIICZ 29 X F100. 200, 400mg 7z 22k IC B ORE % 5
Liz& &, $540.5~4R M TCnaxlT 3 L. 1123 M4 T & - 720
AUCK UCraxl 32 S BICHAI L T L 727

HEHREGROENEE/ ST A -5

58 100mg 200mg 400mg

[E 12 11 12

AUGCo~ (pg-h/mL) 57.0 [20.4] | 116.4 [18.2] |219.1 [16.1]

AUGCo (pg-h/mL) 55.0 [18.7] |112.1 [17.1] |212.5 [15.0]

Crmax (ug/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]

o (1) 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 [l16.1]
Vd/F (L) 35.5 [13.4] | 36.3 [13.0] | 36.2 [12.8]

EAFIE [CV (%)), tnaddHRIE (HEE)

(2 RiErs

TRFERALA B HESHIC T 24 3 F200mg/[E] % 1 H2[E7H M REFE OS5 L7z

L& MEEFT Y I NRERRSHEY S3HRICERRBICHZEL 7,

AUCrn® REFENT2.4TH - 72 (HEANT—%4),

16.1.2 MR

FEMSHB RO EERIABRICB W Ton A »51TRETONRT

A ABEAM (HRNOGI 2 ET) PoBdon-imiEhT ad I Fig

EzRwTBEFAEMERBMET 2TV, DNRICBIT 5734 I NOEDH

RN T A=Y ZWE Lo KBTICBIT 27393 FoREREIE2~

12mg/kg/H % 1H2[E# 5 ({FES50kgEL LD /NR T o & H & 1:600mg/

H#)) Tholz. RPFORHEER (VA/F) 1320.71L/kg. B H025

707 T YA (CL/F) ZMBEERCERICKRE L. (KEISkgD4iE R ¢

0.88L/h (0.058L/h/kg). {£E25kgD8r% 2 T1.18L/h (0.047L/h/kg) .

{AEA0kg D 12/% 2 C1.60L/h (0.040L/h/kg) . {RES50kgD 167% 2 T1.83L/

h (0.037L/h/kg) EiEEsN7zY. [7.1508]

1) AENIAFELL EO/NRICH L THEAEA LTV,

F2) ARIORRS NI HEEAEIE. RAKROEES kg Eo/NRI
13400mg. {4=E30kghl E50kgRiD/NRIC138meg/kg. 1A E30kgHh
HO/NRIZIZI2mg/kgTdHh 5o

16.1.3 EMFNEF4

TR A BH24601C 5 34 3 F100mg (R4 >y F10%%1gXix

100mgse % 18%) % ZEMEFBEEES LzE &, a9 3 NOENHR/S

A=FIELUTROEBYTHoTze FTA 1y F10% & 100mgsE DLEY %

RIS EATER S N7,



HEHRGROENFE ST A -5

B FS( > av710% 100mgh | MFHoLk
ST A—F (fflE=24) (BI%=24) | (90%(EHERH)
Cunss (11g/mL) 446 351|424 1951 (0 957 10)
AUCs: (pg-h/mL) | 6.2 1471 |56.0 1571 | o6 )
e (1) 0.25 0.50 -

- (0.25-0.75) | (0.25-3.00)

Crnax L U AUC 33019 [CV (%)]
tmaxl 3 RAE ()
a) Ko7 a7/

16.1.4 £MRHRE AR
FaAVIRRIAYayF10% [BHF] L8y F RS vay 7F10%
Z. Z7OAF—N—HEIckDERZNIg (a4 I FELTIO0mg) &
FERA S T IS AR B ERE RS L CmsEh R (LABELREL. 55
N7 EYFHEINT X —% (AUC, Cmax) 122D\ T0W%EFEXBEEICT
WRETERIT 21T > 7253, log (0.80) ~log (1.25) DEEFENTH D, MW
R OEMFHRSEDERS N,

FE S5 A —% BB A— ¥
AUCo7n Cmax Tmax T
(pg-hr/mL) (pg/mL) (hr) (hr)
JaH% IR
K543 0 710%)| 55.507+6.165 | 4.1959+0.7612 Oﬁf 151'776;
[H#] : :
Fa‘jé’u“;;lo% 57.376£6.026 | 4.3574%0.9650 Oﬂf 151'982;

(Mean®S.D., n=20)

(e g/mL)
6 -
—— JYIRRT ATy 7 10% H )
-0 BN RRTAT YT 10%
4 Mean=+S.D., n=20
1fi
i
0
]
B

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

MEEFBELCICAUC, CmaxFn /8T X — 13, #EE OBIR, (KK
OPREEEYL - BEEORBEMIC L > TREDWREEDPH S,

16.2 DRIX

16.2.1 BEOE
TERERL A B 246112 5 34 3 R300mg 2 ZeRE R I3 &% I B DR 5 L
ol & BEIET IV I FOAUCH R UPCranll HEZ RIES 25 727
HEAT—%),

16.2.2 NAFFRASEUF ¢
fRERAA 240112 7 29 3 F200mg % 30/% U'60473 [ ¢ B [B] s AR AR P 1% 5 L
BHERORE Lz EE, 539 3 FOAUCH KR UChdIRAREETH D .
5349 3 REEOMINA F T RA FE Y F 1 13131F100% TdH > 728,

16.3 9310
TRERRR 246112 25 3 R200mg % 3053 il CHO i ER RN S Lz & &,
AEFAER (V) E31ILTH Y. T34 3 R200mg# BEFEOHS Lk
L& RPTONMER (VA/F) 1d32.8LTH o7z
invitro (3% I F1.5~60ug/mL) KUex vivo (T34 3 F0.7~5.5
pg/ml) REBOBE, 7349 I NOMFEEA/EERIIISUKRETH -
7:8),9)D

16.4 X3
T3 3 RIEBHR R OREHT & 0 IERD» SIEE Lz,
n vitroiBEORER, FIBZHYICAER 2 ERBW TH 5 O-Mi A F AL
FRICEICHES T HCYPHFREIL. CYP3A4, CYP2CORU'CYP2CIOT#H -
7:10)0

16.5 Httt

16.5.1 {REMABEESFIC [“C] -5 34 3 F100mg (40Ci) % B@EEE
O 5 R Ol R C B S E BRI 5 L7z & & 5% 168 R £ I,
PREICTE 58 D% O97%M Bt S 41, A D #1320, 5%k i ¢
Hotro REANEITIT IR (§930~40%) . O-Fi A F L1k ($930%)
BHEES (920%) ROMOMEZ KRB (0.5~2%) & LTHiltsh
720 (SLEAT—5)0

16.5.2 A BIEICT 29 3 F100~400mg 2 BEFE RS Lz L &, %
S70R R4 F TORPHMRIZ, T34 I R29~33%. O-Fi A F 110
~15%TdH o 720 MEAFO-fi A FLIEDAUCHIEMEEF T TH I ROk

_3_

10%TdH > 722,

16.5.3 K AICT 34 3 R200mg % 305 ¢ B E M s IRNER S Lz &
& 2527075 X (CL) E1.78L/hTH D, T 34 I F200mg#% B
EROKS L&, Rr0nagd s )75 A (CL/F) 11.84L/hT
Ho7,

16.6 HEDERZFIDEE

16.6.1 BiEEEESEE
BWREDTEE DR % B AHERE ST 39 2 F100mgZ BERO®ZS L7z
L&, AUCHIBHREIER#H (CLler @ >80mL/min) & H#EL T, BEK
K& (CLcr : 50~<80mL/min) TIlE27%. FEHEEME THE (CLer: 30~
<50mL/min) T22%. BHEMK T#E (CLek : <30mL/min) T59%f <\
Conxl SBED S EEOBTHRAENE TIO~14%E D 27z, BENPLEED
B RN FICB T H0-BHA FINAEDAUCHIEBHEELEFEEDL.5~4.6
BTh-7212 EAT—4). [7.1. 9.2. 1]

BRI GROEYERE/ (T X -4

B TH | BEGT [THEET| SEET
i 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 | 110.00 | [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)
) 3.2 18.2 15.4 18.3
v [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/F (L/h) 20.8] | 07.5 | 119.00 | 126.9]
0.5 | 0.35 | 02779 | 0.143
Clx (L/h) (37.9] | (5131 | [24.4] | [3.8]

BAAFIE [CV (%)]. AUCHI3Z0~6RFEIE. tmaxldHHRME (HF)
Clr: EZ7UT IV A
a) 74

16.6.2 MRERZZITTVDRPBKEEESTEES
MEEBEHT 2 Z 1T T2 REBRAEREE OB ABERE 12, IEENR R OB
G2 SEFRIATIC 7 29 X F100mg# BERE RS Lz & &, FEBRIC
HARARERE O BT EMEFTIE T 29 I FOAUCHIF46%ED L. ETIC K
BHEREZRIZT TP I F57%. O-HA F VARSI TH D, BEFZUT T
Y Z1&Z 39 3 Fl40mL/min (8.40L/h). O-fit X F )L {£149mL/min
(8.94L/h) TH 712 (HEAT—%). [7.1. 9.2.2, 13.2Z%H]

B SR O FRE/ST X —5

MBENT FEFAT ARFREEHTE
B 8 8
a4y 3N

AUCo: (pg-h/mL) 43.2 [20.2] 23.2 [15.1]
Cuax (1g/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tiz (h) 19.6 [19.4] 19.2 [26.8]
O-fiii X F L1k

AUCo (pg-h/mL) 6.63 [74.3] 3.43 [68.5]
Crnax (pg/mL) 0.48 [69.5] 0.22 [69.1]

BEFEE [CV (%)]. AUCE0~ 24 RIE, tmax S HPORE (HEFH)

16.6.3 FHikEEREERE
e REEICET LKA (Child-Pugh% %B) 73+ I F
100mg/[El% 1 H2EBIS HERER R G Lic & & ERIRAICHNTT a5
2 FOEEREDAUCH 10K O Craxld TN ZN61% K O50%m 2 2 720 F
7o. FETEENLL EFEREBDOAUCHK UCadd Z N2 N47% K% O
7%= o 1z, BEFKEREEHE (Child-PughsEC) ToOEMEE
R LT (AEAT—%). [2.2, 7.2, 9.3.1. 9.3.22M]

EHIREOIENERE/ ST X —5

H i RE EH Child-Pugh%3EB
B 8 8
AUCo12n (pg-h/mL) 53.3 [17.3] 85.9 [21.7]
Crnax_(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]
HMAFEE [CV (%)), tradIFRIE (HEEH)

16.6.4 FEE
65 UL E D il BHELHIR OE i 126112 7 39 3 N100mg/El#1H2
ESHMRERORSG Lz & & 4R TOMRABRIAEHEL T &
BBEEROLZEICBEVWTT Y I FOEFREDAUCHnZZNEN33%
BKUB0%E <\ Cracdd TN ZEN29%KUSI%E D 2 1zo Fio, FETHE
B L7z AUCo il 3 & BHER O ZEEICB WL TENZN26% K V23%E 75 >
7910 (SAEAT— %) [9.82]

16.6.5 CYP2C19&IEFZE
HAANRK OHENERBABEX186] 2. CYP2CINEMEFRICE DR
HEESBICL D, BEAHES (UM) 16, SR#E6ESE (EM) 1761, $
MABEREE (IM) 1061, ROEARHEE (PM) 8FlicyF. Co&HIC
Z 3% I F100~400mgz BEREOKREG L& &, 739 I FORESERK



AR THEE(L L2 AUCld EMIZHARTPM T24%. IMT10%E 2> >
722,
16.7 F4EEER
16.7.1 ZEYMEE/EFRRER
Z a4 3 FiE, IREMEFEER TCYPIA2, 2B6, 2C9. 2C19% O°
A4t L THEEMER 2R &9, CYPIAL, 1A2. 2A6. 2B6, 2C8.
2C9. 2D6. 2El. 3A4K% OBASIZx UL CHHEFER 2R S 5> o 725,
CYP2C19Izxt9 B REEAARE E Nz,
Z 3% 3 N, P-REEAEOMBINAEE Clan <, P-EEAEICH
LCHREEAZ RS o7 (in vitro)?,
16.7.2 ERARZEYMBE(ERHER
1) ALNIEEY
R ABEINNIC, 739 I F (200mg/El. 1H2[E]) OEFIKE
IZBWT, BWCYPIAFEE N OHEE OCYP2COFELTH 5 4
N EE Y (200mg/[El. 1H2[E]) %FARERORS L& &,
HUNTEE U ET TY I FOEFEREOAUCH K U Crax B %

Tl S 727> 120 RERAMABIELSHFIC. ALY (200mg/[E].

1H2[E) OEFREICB LT, 343 F (200mg/E. 1H2E) %
HRAREROREG L&, T34 I FRAMLNNTEE Y DOEFEIRE
@AUCO*IZh&U‘CmaXch‘zgéﬁlfé Aiie] 7&—:18) (91»}\7_:‘—9)0

(2) AXTFSY—=)b

BRI BEMAGNIC. T35 I F (300mg) OBEREOKRSICHENT,

FBWCYP2CIOMHEETH 54 A 75V —)L (40mg/[El. 1HIE) %
PRARERORS LEE, A XTFY—LIET I I FOAUCH
B Craxl % N TS 2D 572, CYP2CIORE THH A A T 5V —
)L (40mg) OHERFOHREICBWT, I35 3R (300mg/E. 1H2
) 2pAREROKRSELEEE, SV I FRAATITV—LD
AUC)H KU Craxl S BETRITS 22721 (HEAT—%),

3) =E9VYSLA
TR A B3N, CYPIARETH S I¥ VT4 (7.5mg) DB
EfEOHSICHEWTC, T39I F (200mg/lEl 1H2E) % MHAKE
BOBELZEE, AT IREIYYTLDCraZ0%EM S E 72
BAUCHICEEBZ TS B> 7220 (HEAT—%).

@) 9ILo77UY
ERERABELIOHNC, ST 7 7Y U HBCYP2CORE THAHTILT 7
> (25mg) OEEREOFSICBNT, 343 F (200mg/E. 1H2
m|) ZHAREROKSLZEE, 5393 FESKEUOR-TL7 7Y
Y DAUCH R UChal A RKITE T, Fubur b v BEERYS
O hoy e EREOEBEZEER (INR) ORARMERFAUCH I
BERIEES BP0 HEATFT—%).

16.7.3 BEEEYBIRERRIT
AAARUCHEADEAR O NRD TAPABRED /NSRS

IV INRET-F2AVT. BEFEMBBETZIT- . ZOMRR.

CYPHFENEHZ BT AMTAPAETH LWL NTEEY, 7=+
AVRIET7 2 )NV EY—LOHEICED. T3 3 ROEFKED
AUCIE. AR OVNET, %% 25% % O17%RD L7292,

17. ERPREZHE
17.1 BMERURESICET R
17.1.1 EFHFASIAEEER (BAEE. MA)
RIS UIBE TAD A E RIS NI B FE (ZIRERREHREE2 &
&) NERSFEOLMMERERRREEH T 216U LOBEEZHERE
LT, 7 3% 3 F§E200~600mg/HE) Xidk A LN v ¥ ¥ 2 1R isE
(CBZ-CR) 400~1200mg/H™ #HAICCHRO/E Lz &, EH
FHiIE E T & % Kaplan-Meieri£ | & D #E L - ik HMAEICB T %
6n ABRIEERRIITROLBOTHY ., BHEAZEDBBEEXEOT
PRIEIZFTORE S NIIELMERAME (-12%) = EE -7 &, CBZ-
CREF D67 AEFIEHA RIS 2 B HZEDISWEEXHE O TIRMED H
(HHR22) 13, FPORGE LIEBIERAME (-20%) = EE->722&h
5. CBZ-CRIZHxT 2T a4 I FEEOIEL MR S N/zP,

FOEHAR | Bz
f AT FHIEMTHR
g | wsme | pm| Lemen | %) ) g |
“ KR 0 | KR 00
STFIE| | 3 89.8
o (73.6) |186.8,92.81] -1.3 | _
FAS cBz-CREt 4 | 38 o1 | [-5.5.2.8 | 0
(69.7) |[88.2,94.0]
SAFIF| oo | 307 9.5
oL s (75.2)  |188.6,94.31] 1.3 |
PPS cpz-cra| 307 |2 w8 | 15327 >7
(71.8)  |190.0,95.5]

a) Kaplan-Meieri£IZ K S #EEME (BZE3» AMOFIEEE QEET. 3
EBE) #f8& L TMantel-HaenszeliEIZ & 0 §7%)

b) a4 I FEEFDIHAE - CBZ-CREDIHAR

c) HEROBEMZEDIS%(EHEX MO RIRE/CBZ-CREEDIHKE X 100

d) Full Analysis Set

e) Per Protocol Set

f) BRNERITH % &L

g) HARNRERF361% &L

nB. BREBITERICKS T3V 3 FERTI0mg/ HEBADHEED
BE 5 1 BERNREATIHIE LT - 2BEDFASICB I 5%
TEDSER U BEE (BlE (%)) 13308 /4446 (69.4%) Td V.

Kaplan-Meieri# 2 & D #E7E U 7- FEHAE [95%EEXHE] 1384.1%

[80.5,87.6] TH o7,

BIMEFFISE L. 739 3 FEERET37.2% (165/444f51) Td -7z,
ELRWERIE. FEED £117.9% (35/44401) . FEH55.6% (25/44443)
EARS.5% (20/444f1) TH-7zo
F) AR OEAR SNz HRERAEIZI00mgTH %,
12) WIANT LU RIGEIABCIIAR SN TV AL,
#3) 200~400mg/ B 5 THRIENHEE LI BEHK.

17.1.2 ERNSEMAEEER (HEIEE. BEA)
1B OBEEDOR TADPAREZEZEES L TVAHIRI EOHRIRIEEZET 5
TADPABREEMNRE LT, T39I N§E200~600mg/HE EOHS
WK HDHEBEEANT DB A2 &, 67 ABMEEHEEBREOEH &
46.2% (6/13f1) TH -7,
BIVEFRIFSE L. 84.2% (16/19(1) Tdh o7z EREWERZ. FE)
O FN42.1% (8/1941). {EHAR31.6% (6/19f]). [EEEHED £, EiD
7%10.5% (2/1961) TH -7z,
H4) AROER SN HESHARIZI00mgTH %,

17.1.3 EFHESEIEEER (HEBE. BRA)
BEEDOT CA D AR THR 2 RIEIFIRI R B SN2 WA RIEEET
B16mLL LD AAAROFEADTA DA BESATH (HARANBRE 14205
&) ZRHELT. 53V 3 FEE00. 400mg/HXIE 75+ R%16
AREORS (BFEOMTAPAZELI~3FEOMHE) Lzl FEF
IEE T b 2 BEMAMICN T 2R O28H & 72 D OE S FEREIEZE
LRI TROEBDTHY., I EREE T I I FEE200mg/B R
400mg/HEf & O THREHERICER L ZPRD SNz aB. BRI
BUIFB50%L AR —L—k (28HH 72 0D OEDFIERE DS BEIAM
EHART0%L L& L BEOEIE) &, 7T REL9.7% (36/183
). Z 34 3 NEE200mg/HE38.5% (70/18261) KU’ 34 3 N§E
400mg/ HE$49.2% (88/179) Td-72%,

5 T RBICNT
P | BEBEOOHS |y | 7 s
FFERO R [95%{E ]
75 AR | 183 .22
20mg/BR | 162 o 00 57587
400mg/EI8E | 179 -4.50 <0001 g Ea

a) Full Analysis Set

b) HIR{E

C) MBI LI AERHAR 028 H & 72 0 O FARRIE = RIGEH. #5
BN OEZ BT MR L - SR O28H & 72 0 OIS R
LB T HHSEDT

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

BIERRBSEE L. 39 I FEERETA7.7% (173/363f1) TH > 7z.
ELBWERIE. FEMED £1022.9% (83/363%1) . 1HARS.8% (32/363fl).
H1H4.4% (16/3636) TH -7z,
17.1.4 EHEIR#ERSHER (RA)
EEAFES IAERE (GFREE) 25%7T L BARRUOFEBEI735]
(HAANBEZI2M %2 &) 20RELT. 73H 3 NEEI00~400mg/
HZIA2ENC T TROKS Lz & & (PSS, RE767H®RS). &
TREBEOBEEHR A 5 028H H 72 0 O FIEEEE D RO PR E I
55.23%. 50% L AR & —L — NE56.3% (265/47161) Td > 722,
BIMEFRISE L. 739 3 FEERET42.9% (203/473f) Td -7z,
EREIERE. FEMED EW17.8% (84/473f) . IEARS.7% (27/473(1)
BEIE3.8% (18/473M) TH 70
17.1.5 /B EMAEHER (VR
FEEOI AN ABETHS e RIEGRIZI R E S N2 WA RIEEZ BT
HAFLL EITHABO/NETADPABEIBFZRNRELT, FAFIK
(AE30kgR D EH 128~ 12mg/kg/H. (FE30~50kgK D BEH 126
~8mg/kg/H. (AE50kgbl kDB #F13300~400mg/H) XiE7 IR
Z16AMEORS (BMEOMTAPAREI~3FIEOHH) Lz, £
TEHTIE B T d 2 BRI T 2 MR 028 H & 72 0 O FAEE
BENMBITROEBOTHD., 7T ARBET IV I NEEORTHR
FHEEMICERAENRD SN,

TR REICHT S

| sEBE0 OB | .. A
75w AKE | 170 T
7IVSE - 31.72
inkiakiad W - 0-0003 | [16.342.44.277]

a) Full Analysis Set
77 KRB, MR ORIERIE T — & 1RHE (EHFEDOE
HD10%H8) ndb->7-7-0. BITIcEDR» -7z

b) HR{E

c) In (X+1) (XIZEBFFIEEEL) TREA L 7233 FIEEEZ AV,
BERE, A L EREREBE R T & U, AR L - BEHE O
28Hd 70 OB FAEEE Z HAR & U 38T

d) 7T RBCHT B2EADE (%) =100x {l-exp (B/N_FFHDOF
IV I REETTEAROE))



BIfEFARHBERE L. 39 3 FEET33.9% (58/17141) THo7e Eix
BIERIE. 1EAR14.0% (24/17161) . ZEED £18.8% (15/171f) T
Holzo

17.1.6 EFFHESE IERAMEIRSHR (MR
4FD S ITROEEBFRINI/NETAD»ABEL36H] (HARA6H], 4+
EA0M) ZxHRE LT, T34 3 Fl2mg/kg/H ((RESOkghl Lo &
#H12600mg/H™) £TEIH2ENCT TROKE Lz & &, BEHM
26 ORBFEHAMICB T ST FHERKE RO FRIEIX-52.73% (H
ARNT-27.63%. SHEIAT-60.56%) Td 7%,
RIEFRBEE . 56.2% (77/13761) TH o7z, ELBEIERIE. F8)
T F1120.4% (28/13741)  {EEE19.7% (27/137611) .« #RHKE8.0% (11/137
) TH-7z.
#5) AAIOER SN IHEREHER, AR OEESKg EO/NR

213400mg. {14 #E30kghl L50kgo i > /N B 1 138mg/kg. 1A E
30kgRIED/INRIZIZ12me/kg TdH B0

17.3 ZDfth

17.3.1 DERICHT B HE
R A214611C 5 34 2 F400mg/H. 800mg/H™ Xi& 7R %
1H2ENC 3 CORMREROHS, FEF > 70F4 2 400mg/H
ZIHIEBHEREROHS Lz &, 5393 REQTCRIR 2 EER
L otze 739 3 FEEOPREIBOFHELEIIEOHE 0K S
BBICRARERD, T RBEE DL, 400mg/HT7.3ms, 800mg/
HE T11.9msTH > 72?2 (HEAT—4).
F6) AAIOERES NIzl BHEFARIZ400mgTH 5.
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FaY I NRBARERE T b U 7L F v JILOBRERER(L 2 BIRE
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19. BMRSCET BIBEFHAR
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J =)L (99.5) IZRRBEIF LT, KITRRBE T AT
T UIIEEAEB T 0,

21. KRR
@3; 27 EHERE A RO b EYICERT 5 &,

22. @
100g 35, ERAIAD]

23. EEXk

1) EA7EE  EEEWERERAINIG Y = 2 7))L FHE B BREEER

2) FEEIRD h %ﬂﬁ_t‘?‘ﬁ% 2015 ;5 43 1 1307-1316

3) HNEABERAICBT ST 39 I NREKSREOEYEHE (KL
I8y MEE D 20165F7 HAHARR. HFEERMEE2.7.6.3.3)

4) BRAKRUHAENNEEEZ IS T 2 BEFAEMIEHET (EL8y
MRIAvay T - 5E D 2019 H8HARE. HEERMTE2.7.2.2.2,
2.7.2.2.3. 2.7.2.3)

5) REIRth fih @ 3 EIH#E 2018 5 46 ¢ 1331-1338

6) HAERL : MRS

7) SHEANERRAICB 2539 I ROEYESHEICKITTAREOE

(EL%y bE : 20166E7 A4H AR, HEERIE2.7.6.1.1)

FHFEA fih © BERBHEEE 2018 ; 21 : 1223-1234

A (EL%y ME 201657 A4 &R, BHEERMEE2.6.4.4)

Rt (B8 Mg : 2016$7FI4E|?<§?§\ HREERMTE2.7.2.3.3)

Cawello W,et al. : Eur ] Drug Metab Pharmacokinet.2012 ;

37 :241-248

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

13) BHEEOK AT 24 I FREFOZSROEYEERICKITTHED
E (E42%y ME : 2016FE7HAR AR, HiE ERMIE2.7.6.4.4)

14) HEAFBERTEICB T 2739 I FOEYHE (ELy b

$E : 20165E7 HAH AR, HEEERHRE2.7.6.4.5)

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

_
<z

,_
3

-
L

)
5

N
=

oo
>

29
30
31

32)

FMERMEZED T a9 I PRERORERZOHRSROEYEREIC
KT HEOME (EL/8y ME : 2016FE7THAH AR, HEE ERMT
¥2.7.6.4.1)

HEYMHEEARE (EL/0y ME L 20165F7H4H &R,
¥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
IYVITLEORYMEENER (CL80y ME : 20165E7H4H &R,
HFEERINEE2.7.6.5.9)

Stockis A, et al. : Epilepsia.2013 ; 54 : 1161-1166

FH R BB

) T3 I PICHEY 5 REFEMBIBENT (KL% ME: 201657H

AHARD. HFEERINE2.7.2.2.5.2)

o FIERAIEE O E R FERETERHE (€40 ME @ 201748

H25HAR. EEREE)

A FAEGTREED & BAREAOT D B2 3B (K40 ME:

2017ﬂ58ﬂ25Ei§<§?£\\ EEMEE)

HAKOHEIC B 2 B3 FIEHRBRIED 7 & R I B B
(EL2%y bgE: 2016E7H4El7¥<um HEEERIE2.7.6.7.1)
HAROHEICB T 2 8By REFRABREO REMRERSHE (KA

sy hEE D 20165E7THAH KRR, HIREERIESE2.7.6.8.1)

NEEEENRE LI %%1‘50?}%#?(%@7“7*&&»?‘]‘531:@&%5%
(CL8y PRI A vay 7 - 8 20191 H8H AR, FIZERERHT

¥2.7.3.2, 2.7.6.3.1)

NREE 2 NRE LIy SEFRBEORIMGRSHE (€4

Ny b RT A vay 7 5E2019FE1AH AR, HFERME

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

M EBMT 2 (EL/%y ME  20165F7H4H KR, HFEER

W2E2.6.2.2)

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

24, WEERERTEVWEDEE
HirlEERatt ReEHEE
T994-0069 LWERREMRF MR _T H3F1=
TEL 023-655-2131 FAX 023-655-3419
E-mail : d-info@yg-nissin.co.jp

26. SHEARTHRES

26.1

SHERRZETT

S anREsten

IWERREREHMR_TH3IHF 1S

04601A



