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Lacosamide Tablets “TAKATA”

%ﬁ%kaha

2. B3 (ROBEICEBELEVIE)
2.1 KHN ORI U BOE ORALE D & % E3%
2.2 HEOHEEREDD 5H509.3.1, 16.6.3 ZH]

3. HARL - MR
3.1 #Ark
et AR #ImA
1 e fimt o — 2, KiEHREe Fo

Sa¥ I FFTSuilkruo—A, bR
5000mg |F ¥ 7o bru— R, BHEHE
KA, 7aARE Ry, A5
TYVVEBR ATV L, R)ED
VTV a—)v (E50T AEw).
BiLF% >~ ~ 27 u =) 4000,
TNy, Hm2ETNVIZTAL
—%, =R esk. BB s A
VFoNary

S a3k
5 50mg [ %
h ]

1 gEH fEmtro— A, REREL Fo
Sa¥IFFyIerkila—A, v ko

10000mg |[F ¥ 7Lt a— A, g
g a3 F KIAM, JuAKE Ry, A5
$€ 100mg[ % T VBRI A YA, KY V=
e VTN T— )V (E5F AeW).

BiLF % >, <2 1T —) 4000,
Vs, EOEZE bR AV

7o gy
3.2 HEOHRK
A5
I5E4 PR Ffi 2 i G
[ERES X JEx
ARG AV g— _—
# g G2 | G | =
A IFRED 74
$250mg [# | o o —| Eff: [#01251g| # 34mm
h %] 5 4 v #|#101mm
b TP
# 4.7mm
[ | p— -
w%oum G |Gl =—=—
a%3IFAYDT
$E100mg[ & |4 v A 3| FfE #1025g | % 46mm
ES — 7 4 V|#126mm
7HE JHAE
% 5.9mm

*4. SHEERIIZHR
OTADPABEDRAIRE CRMLKEREZSD)
ODIMTAPAETHREMEIRDOSNEVTADLA
BEORERRREECHTIMTALPAREDHAESE
6. BERUAE
N EE, EACIES a3 FELT1 H100mg & %
HEZRBL, 2o 1EBY oM S ciE L,

FHEZ 1 H200mg £ 3425 Wity 1 H 2B T
IG5 5, B ERICE D 1 H 400mg %48 2 7 i
PHCHE LI T 545, ¥R 1 EMM EoMBEEHITT1
HH®EE LT100mg LF32179 2 &,

AN, 4D oI T arI FELTLHE
2mg/kg LG 2B L. 20k 1AM EORELE H
FTIHH®EE LT 2mg/kg 32o8m L. HMFH=%2AKE
30kg K o/MNRIZIE 1 H 6mg/kg. K 30kg P L 50kg &
WMO/RNBIZIE T H4dmg/kg £ 55, Wb 1 H 2 BN
FTROES 5. B, ERIC X D IRE 30kg i/
WIZE 1 H 12mg/kg. A 30kg DAL 50kg A o /NEIZ
131 H 8mg/kg %Mz 22 WHIPH TR 525, Wik
1HEMY EoMEZ 53 <T1 HH®EE LT 2mg/kg LT
DfFH) T ko 7272 L. RE 50kg PLEO/RETIR, AL
[F UHEE - e Hvws 2 e,

7. BERUVHAZEICEAET 3EE

GheeiE)

74 2 L7F=v 275 AH30mL/min LLF &
UCRIEREREEDOH 5 BH I, WA HREHEZ
300mg. /MEid 1 HigmHEZ 25% W m s 35 % L EEIC
BhHTHI e, T2, MEENTZZFTWAEZETIE. 1
HAREISIMA T, MEH#ICHRAT 1 HHAREOERO®E
%52 %E+52 . [9.2.1, 9.2.2, 16.1.2, 16.6.1.
16.6.2 ]

7.2 BRI EE O IR RERE E O H 5 B (Child-Pugh 45
A RUB) 121 MAIE ] HiESHE% 300mg. /MR
1 HikEHEZ 25% e & A2 EHEICHKSTHI L,
[9.3.2, 16.6.3 Z:H]

7.3 REIO 1 HixEMH=I3AE 30kg Ko/~ Tid 1 H
12mg/kg. A 30kg DL L 50kg KD /NETIE1H
8mg/kg TH b, AAI%Z 1 H8mg/kg Mz THG L Tw
BHARE 30kg R /NED, BB IV ERICKED
30kg PlE & o 2 A I3, BB OREZ HocBigg L,
SRR OCRER OB EER L7129 2T, @)% HEr R
HTAaZ &, B, AWM EITEHITALZE,

(GRE R HEE)

7.4 AH 2RI AT LRI 2 a2, ot
TADPAEEGT S Z & [ERRERICB VT, Rt
BRI B ARA A 5- T o TR 2 o]

8. EELREARNEE

8.1 FWHMICBI &G ROAIM AR W LS hikic X
D, TADPAFEORE I TA»ABRREXD Sbh
LIENHLOT, HH5EPILTLHAICE, Pt
THEBYENT TR A CRET A 2 EHEEICIT) 2 &,

*%8.2 FEITED F o, B IRE. R - £ - EHED)

BHEOKTIRI L 22D b, HEIHOERSGER %
PEO BEMARE OB G X, B O HIEY % 4 Hg
Db EMAEEHIN L. G %) B2 1T
FE T REEPLETH L L EEYNEE ICIREY
LTk, T IRREXND SbNGAICIE, HEEDE
AR A L) B OBIEICHER L vk 5. BF TG
THI L,

8.3 PR MO EEDH S b D Z L 13d 5 DT, KAl OG-
FILEE L FoREE 7O v 7 S35 R (IR,



BRICEIRA . BRI, BHEES 5 5 5 &, A, B, B
YN ORBUCEET LI L, AROEGHIZED LS
RREIRDSH B b NI IE, EMiOZREEL %5 L9 M
FZROZFOFHESEIIRET 5 2 b IMEEREREE DL
BB COHEZE T OAEE) OME0dH 585, + MY
T AF v RNV (TN TS ©0d b EBE. PR W
BOEEZRE$THEENOH X Z0H LTV EES
Tl A G- PG R L ORI G 3 DB R % 479
b BEORELOHREOEAL 2 FERIBIETL L,
[9.1.1. 10.2, 11.1.1 B®]

8.4 Hyfluatk. HfE, BUBRMSRORMERDS D Sbh, B
BHICELZ LD HDHDOT, ARG I EE OIRRETL O
THEOBL R EBRERIBIZT 52 L, [8.5. 15.1 BlH]

8.5 BH N UZ ORI ICHEYE, BRSO R EIRSE
BoOWRMEIZOWTTadil 2 17v, Bl & 88 ik 2
WH&E) XH48ETHI L, [8.4. 15.1 BK]

8.6 ., BHEDIREENEL L WHREMELRD LD T, D5
FEIC, BREEEICOWTHZ 2T ) SERE L. REH»AD S
NI 2 21T 2 & [15.2.1 Z]

. BEOEREETAREICEATIERE
A BHHE - BEEZEDH 2 8E
A1 DMCEEEPEEOODKRE (OHEEXIIOFRLEE)
DEREEFEOHZBE. TR ILF v IIVEE (FIVHEE
REE) ODhHd8E
AF O PR BB ERIERICE VD ERE 70y 7 E3 %8I 5
BENDEH 5, [8.3. 10.2, 11.1.1 &)
9.2 BiREEEEE
9.2.1 EEBREEZEDH2EE
[7.1. 16.6.1 =]
9.2.2 MKBNEZ (T TV IR FHEEEEERSE
[7.1. 16.6.2 &JE]
9.3 fFikEEEEE
9.3.1 EEDHHEEEEZEDH2EE
BHLAWZ L&, AROMPBREN AT L2BZ00H
5o (2.2, 16.6.3 =H]
9.3.2 BEXIIThEEDOTHIEREEDH 5 E#F (Child-Pugh
S A RV B)
[7.2, 16.6.3 &H]
9.5 1Ti®
TR SOIIER LTV B W etk H 5 etticid, i Eof
W EREE L5 L SN2 EICoAREE 352
&0
7 v MIBWTREBITTENZRDO SN TV,
9.6 ®ILiF
B O R O RBOLAWEEEZE L. BILOH
weoLE kA RETT A 2 &,
b ML ABITT A Z LB I TV,
9.7 MNR%E
9.7.1 KA REN, BrER., LT 4 R oot
T HRRBITER L TV,
9.7.2 /N OB FAE R T B WA T 5 R
BRIZIEIN - Ak e I T Ty,
9.8 SEE
— A\ E TR ABERESMET LTS, [16.6.4 &
i

10. HEER
10.2 HREE BHRICEET S L)

© © ©

FEH 455 FRAHEIR - 587 W7 - falRp+
PRHBOEEZE FE Ty ZER|PEAHICL D PRH
CTBLNOD 5| FEBT % BT IA| B IE AR A3 A
FEH 5o IR 5 B¢
[8.3. 9.1.1 N %o
11.1.1 ]

1. BEA

ROBWER D H S5b B EWdHLDT, BR324
WV, BEDED SN RG22 i T 5 % Y%

Wi =79 2 &
1.1 EXLEER

A1 BE7Ov Y., ®ik. K (Fhd 19%K:0)
PR BIBBOERZEZITBENNDH S, [8.3. 9.1.1, 10.2

2]

11.1.2 FEMRKIEIERAFIE (Toxic Epidermal Necrolysis:
TEN). RIEFEEREREE (Stevens-Johnson SEREE) (W
TN HEA)

FEEG KL, K - OB AL 9, INEDE. IFEm. O
RGO TR D NLA KRG 2 hik L, @)%
WEAATH T &,

11.1.3 EJFEBBIEERSE (BUEAH)
WREIR & LT85, BB A S, BIHFHEfERS, 1
VONHINERR, EIMERBGIN . AFEEEk S . B OSBRI
Sk BRMOEE 2BBUERED Sbh b Z Ehd
bo B, B bAVRZIY AV 6 (HHV-6) 2o 4 )L
AZDFIEHALZ L) 2 0% L Feh kg b 35, J8E
HFRERE R 2 OFEIRDITHIR D 5 WVIZBIELTH 2 LD 5
DTHEETHIED

11.1.4 EFEWERAE (FUEAH)

1.2 ZOOEI1ER

3%LL L | 1~3%Ad | 1%AKu | HEARY]
TR F|RLE R E | 9 Do KT R TR
& Wi, EBY| R BN | £ E
(17.8% ) |5 Wk, J&FE | 05
BIET N S SRR, SR
V1]
& REAT
B, #EER
g, R
R R Rk, P
B, AR
I LR
5 B
FENR, 17
TE ) 5
It rsua—
2 APETA
A
it wH. BH
o H oI Bk %%
itk s
L MR | R HALA R,
HiLas 11PNz e
Gl AR
DB e DpEEY | pHLE)
JFFIEE IR
i iyae HEXH SRS
KA
JE9% . FRR| S TTIE
B g 2N
HEE
R S O
5 % R 3R i
- Efﬁbﬂ%
W7 AT R | A | IR gt
L UL (S N i
Z DA JHE, FEEL,
WETTRE I
LIpR
13. BEKRE
13.1 JEK

WY (K 12000mg) 12 & VR &7z E R dERIE,
FEITED T, O, B (SRR AIRE. TAD
AERIRE) ., MuEREE, Y ay 7 RUEETH 72, F
72w 7 a3 F7000mg & —BE IR L7261 THEC A3
ENTwab,
13.2 &
AFNZMFPGENT IS X D BRETRETH D FH L T SRR
OIS U TSN OEfi% ZER T 5 2 Lo [16.6.2
2]

14. BREDZXE
141 EXRZFEOTE

PTP W3 O3#H1Z PTP ¥ — b2 5 L TIRH$ 5 X
IREFT B L, PTP ¥ — FOMEAKIZE ), TECFMEEDS
FOER AT L, Bl e s L Okl o®R
BREWEEHETL22 0D 5,



15. ZOfDEE

15.1 BERRfERA ICED < 1HHR
W TEBEN RO TADPAIKIIBIT B, TAD A,
Fg B 2 % L L7 199 © 7 F b K i BERR 3R O
FHERICBWT, RSB LU HZRER OB O ) 2 7 A5,
HTAPARDORARETT 7 LR R L TR 2 /Hm <
HLTADP AR 0.43%. 77 KEE:0.24%). T
ADAEOIRABE T, 7T KL <1000 A 72D
1.9ANZWESIE SN (5%BEMEXM : 0.6-3.9) T 72,
TADPABZEDOY T 7V —7Tld, 75t REEE 1000
ANH720 2.4 N WEFRESNTWS, [8.4, 8.5 ]

15.2 FERRERERBRICE D 154k

15.2.1 JEREYEIRERBICBVT, a3 I FEI v + o
RSPS54 35 B H FCTHMi L7245 F v b o 26
KO8 104 E A G- R CIRICEE 1ZFRO 5T,
A 2O 52 MK E G- H R BV ORI 02 I
BOLNLEDoT, B, BHEOIRICHET 2RIEH O
BRI 772 KRB &L, 16 M5 o H e R4 111
MR D 77 REETIE 1.6%I2k L. AA] 200mg/ H
T4.9%. 400mg/H# T 12.2%. EHHKE5TIZ5.5%TH
0. NS T AR (PEEEGE) O 77 L RBETIX 4.4%
WZxF Ly AH) 200mg/ HEET 8.9%. 400mg/ HEET 18.0%.
600mg/H#:T 30.5% Th > 720 [8.6 ZH]

15.2.2 RABIEET NV TH A WAG/Rij 7 v + (3. 10 R O¥
30mg/kg % BEHENTRE) R UA b 5 A7 — ViEfmtE K<
ADAT v b (15.6 KU 31.2mg/kg ZIEERRS) 128
W, RAUFEMEOBE DR S 7z,

16. ZEMENRE

16.1 MeiEE

16.1.1 A

(1) BEEE
FERERR A B 18 B 5 a4 3 K 100, 200, 400mg % 222 H
BRI G Lo &, %52 0.5~4 BT Cmax WEL. t12 1
# 14 B CTdH 5720 AUC B O Crnax 13 G- BB L CHIM
L7723,

216-1 WG REQEY B/ ST A — 5

P 100mg 200mg 400mg
B 12 11 12
AUCo (pug-

h/mL) 57.0 [20.4] | 116.4 [18.2] | 219.1 [16.1]
AUCo+ (ug-

h/mL) 55.0 [18.7] | 112.1 [17.1] | 212.5 [15.0]
Cmax (ug/mL)| 2.96 [15.2] | 5.84 [25.0] | 11.8 [15.4]
tmae (B) 1.00 1.00 1.00
e (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]
AT [CV (%) ]\ tmas (EFP I (HIPH)

(2 RiE#HRE

fEREE A PE S BT 249 3 K 200mg/[Ml% 1 H 2\ 7 HMKAE
RO Lz & e T 39 3 IR BiGH 5 3 Hi%
WZEHIRREICEE L7220 AUCo120 D RBREREL 2.4 TH o 7129
FHERAT— %),

16.1.2 /N2
FEEM 3 ABM O HER 1 ABRICBVT6 » AED 205 17 %
FTONRTADARE 41460 (HRAN46 BIEET) HHEDS
N7z S a4 3 NRIE 2 o CREE TSR BRI % 1TV
ANBIZBIT ST 3% I FOEYBENT A —5 ZiiwE Lz, R
FENTIC BT 5T 3 I FO#S-®IE 2~12mg/kg/H% 1 H 2 10]
¥e5 (KT 50kg B Eo/NE TR E I 600mg/ HE?) THh
5720 WA osfitt (VA/F) 120.71L/kg. ArFo4esg s
)75 v A (CL/F) \ZRE K OERICRL: L. RIE 15kg O 4%
W 0.88L/h (0.058L/h/kg). A3 25kg ® 8 % AT 1.18L/h
(0.047L/h/kg) . AT 40kg @ 12 & Y2 T 1.60L/h (0.040L/h/
kg). fKH#H 50kg @ 16 @ T 1.83L/h (0.037L/h/kg) : iz &
n7=9, [7.1 1]
W) AAFNT 4R Lo/ LCEIEA LTS,
1 2) AAOKE SN 1 HiRE I RIE, AR ORE 50kg L
Fo/RNEIZIE 400mg. R IE 30kg DL b 50kg Al o /AN R I IE
8mg/kg. AT 30kg K D/NEIZIE 12mg/kg TH %,

16.1.3 £Y2HRASMHR
T3 I FEE100mg [#A4 %] LAy FEE100mg &2, 7 1
AF—=nN—=FcLpEnFN1EE (243 F&LT100mg).
TR B T3 Ak L £ B Il T P 5 L C iU AE v R 2 AL AR B & 10
EL, BONTEYHRE ST X —% (AUC, Cmax) IZ2WT

90 % 15 W X B 0 CHRERTHIRAT % 47 > 7245 4. log (0.80) ~log

(1.25) OHPHTHD Y. WHIOEWFIFE SR S N0,
(ug/mL)
6 —e— FIHIFE10mg [¥ %]
—-0-- ANy M EE 100 mg
Mean=S. D., n=38
i 4]
3
th
i
BE

48 (hr)

16-1  IAEHEEE
#16-2 HEPHE T A -5

HEINT A —F BEINT A—F
(lélUgCt Cmax tmax t12
he/mL) (ug/mL) (hr) (hr)
JaH 3 N - -
O [ 5o 5 | RSLEBIB(4.4281.258]0.670.53|15.19+2.64
Eassy b 52.730+8.321|4.428+1.264|0.60 % 0.47|15.05 £ 2. 48
100mg

(Mean=S.D., n=38)

M5 N AUC, Cmax S0 /85 X — F 13, HBa o
P IO L - W55 OB G R 12 & > TR % 2 W HedE)s
Hbo

16.2 TRIR

16.2.1 BEOFE
FERER APk 24 BN 5 a4 3 F 300mg % 22 3 £k 1S B
R L2 &, A3 T7 % 3 RO AUCe MU Comax 1255
BRRINEE o720 BHEATF—%),

16.2.2 N FTRASEUF ¢
FERERC N 24 B11CF 24 3 F 200mg % 30 M OF 60 43 [ ¢ ML Il 2
RN G- SUE AR S- Lz L & 3% 3 Fo AUCo«
F O Crnax ZARETH Y. T34 3 FEOHN N FTRA 5
Y7 4 131EF 100% TH - 729,

16.3 9%

FEHER N 24 BT a9 3 F 200mg % 30 2071 T H [l 5% iR
#H L&, HA%R (Vd) Z31LILCTHH, a4 I F
200mg % HEE % G- L7z L & AT oafisi (VA/F) &
32.8L Th o720

mvitro (3% 3I F1.5~60ug/mL) LW ex vivo (5343 F
0.7~5.5ug/mL) REEOMER, T34 3 FOMEERAK AL
15% KM Td o 7289,

16.4 X3
T 34 3 FIZE R L OGNS & D kN2 B L 72,
in vitro RERORE R SIS 2 FREW TH 2 O-ix
FOVKAERAC EICHES 5 CYP 4 T-HiiZ, CYP3A4., CYP2C9
J 0 CYP2C19 Td - 7219,

16.5 Hkittt

16.5.1 MR A BV 5 62 [MC] -5 24 3 F 100mg (40 u Ci)
Z YR 5 ) O 1 BRI C AR IR M - L7k &L B
% 168 B % T2, RSRS8O 94% )2 OF 97% 0%kl S 1, 3E
AL 0.5% KM TH o720 IRIANETIH I F (830~
40%). O-Tii 2 F VAR (9 30%) . MPERI5 (%9 20%) B O
BRMHW (0.5~2%) & LCHRES 2100 BEAF—5),

16.5.2 JEHER AYPEIC S a9 3 F 100~400mg % HRFE %5 L
el &, %5 T2 W% T CoORPPERSRIZ. 5 a3 F 29~
33%. O A F VK 10~15%TdH - 7z IM4EH O-I 2 F ViR D
AUCo (TR T T% I FORK 10% T 5729,

16.5.3 fEEERAIC T 24 3 F 200mg % 30 451 C 3l 55 ik Y
WE LR, 252 ) 75 A (CL) i 1.78L/h THH. 5
a4 3 F 200mg & ARG L2 & Ardoed s )7
5 A (CL/F) 13 1.84L/h TH 7%,

16.6 BHENEREHTHEE

16.6.1 BipeE=EERE
RO DR B B ABEREICT 39 3 F 100mg % HinlE
OG- L7z & &, AUCo- I ERAEIEH # (CLer @ >80mL/min)
LR LT, BT (CLer @ 50~<80mL/min) Tl 27%.
LT % (CLer : 30~<50mL/min) T 22%. LT %
(CLcr @ <30mL/min) T 59%7 < v Cumax {ZFEE 2> & HJE O BB
BEAS N 5T 10~ 14% iAo 720 WREED & TJE DO BRI T3 12
BB O-i x F IWAED AUCo- [3BHEREIER D 1.5~4.6 5T
Ho7212 BHEANF—%), (7.1, 9.2.1 ]



#16-3 WA GO BRE NS A —

e B REEARTT SRR | BT
B 8 8 8 8
CLer (mL/ >80 | 50~<80 | 30~<50 | <30
min)
AUCo+ (ug- 47.0 59.6 57.6 74.8
h/mL) [20.8] [17.5] [19.0] [26.9]
2.69 2.95 3.06 3.02
Coax (ug/mL)| - rag” oy [20.7] [10.0] [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)
e () 13.2 18.2 15.4 18.3
1 [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/E L) oo g | n7s) | no.ol | [26.9]
a)
e (/b 0.590 0.354 0.277 0.143

[37.9] [51.3] [24.4] [31.8]

BATEIME [CV (%) ], AUCo-t 1& 0~96 BFRIfE.  tmax 1 ULl
(#ipH)

CLr: E2 VT IR

a) 761

16.6.2 MiRENE (T TV B REEHEEEERE

MEENT & 520 T 2 R WE B A R o e AR 12 FEENT I
T OSERTBAAS 2.5 BERITTC 5 24 3 N 100mg % Bk I35 L
7oL &, JEENTRFICHEANR AW O BT LG T T a3 Fo
AUCo & 46%iA L. B X ABRERRIET 34 3 F 57%.
O-Wi A F VK 53%TH Y. BN 2V T I AGEITAHSIFN
140mL/min (8.40L/h). O-J§i * F L4k 149mL/min (8.94L/h)
TH 721213 BHEAT— %), [7.1. 9.2.2, 13.2 BH]

#16-4 HNEGROEYBE T X —5

ML EAT JEFT IR 4 TRE BT I
e 8 8
Ja%3I K

AUCo- (ug+h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (1 g/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-fi * F vk

AUCo (ug+h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (1 g/mL) 0.48 [69.5] 0.22 [69.1]

BATEIGME [CV (%) ], AUCo-t 1d 0~24 BRIl tmax (& 1984l
(FipH)

16.6.3 ATikREREERE

JFARE 2SR SR EEICAC Y L7 A (Child-Pugh 7% B) (27 a4
I F100mg/l% 1 H 2[5 0 REROLRS L& &, K
NZHRTT a4 3 FOEFIRED AUCo12n K Comax 1EZF 1
ZI61% K U8 50% B Ao 7o F 72 AR THRIEIL L 22 W IREED
AUCo-120 M T Crax (& ZNZIN AT% M 37% 7o 72 HEERT
BeRERE S B % (Child-Pugh 737% C) CTOIEMBEIIMET L T
Y (SEANF—%). [2.2. 7.2, 9.3.1. 9.3.2 B&]

#16-5 EHIKEOEYHE T X —¥

iR A I Child-Pugh %3%1 B
B% 8 8
f}JmcL";Z“ (ng: 53.3 [17.3] 85.9 [21.7]
Cimax (ug/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]

AP [CV (%)) tmax (EHULAE (HEDH)

16.6.4 =k
65 Ll Lo mils B 1L B R OB i etk 12 e a3 N
100mg/I% 1 H 2 01 5 HE ARG L& & 45D To
RATE 12 61 & IR L€, BB R L EIcB T ad3
FOEFEIRED AUCo120 13 ZF N2 33% % 0 50%7 < + Crmax 1
ZFREN29% M O 53% B Ao 2. F 7o, ARETIHEEALL 2
AUCo-120 I I HS B YR O EIC B W T ENEN 26% K% O 23% 1
Mo 721900 (FLHEINT— %), [9.8 ZH]

16.6.5 CYP2C19 Bz F% &
HAR N B O B AR A 3 P45 18 Bl % . CYP2C19 st F-THIC
o ACHRESBIC L Y. SRS (UM) 1B, wfCHae

Z (EM) 17 #, P AEmeE (IM) 10 61, K O ERES (PM)
8BNHTF. ZOHEMIZT TH I F 100~400mg % Ml 1% 5-
L7z &, 9a% 3 FoFLGRELOERETRIENLL 72 AUCH-
&, EM ICHAT PM T 24%. IM T 10%55 702 729,

16.7 E4HEEIER

16.7.1 EMHEEERARR
F a9 3 Fid, BRI T CYPLA2, 2B6. 2C9. 2C19
O 3A4 K L CHEMRER 2R ST, CYPIAL, 1A2, 2A6.
2B6. 2C8. 2C9. 2D6. 2E1. 3A4 J ¥ 3A5 12x) L TREEH 2
TRE Do 72h% CYP2C19 12603 2 BHEME AR S 7z,
733 FiE, PREAEOMAN R ILETIER (. P-HEN
ot U CHEMEM 2R & 2o 7217 (in vitro)

16.7.2 EREREWMAEEERAHER

1) AILANTEE>
FERERABYE 19 BliC, 5 a4 3 F (200mg/ll, 1 H 2 1) O
FARBIZB W T iV CYP3A #5838 L O REEE O CYP2CY #53E
WTHHHNNATEYE Y (200mg/ll, 1 H 2 1) 2460 KR
B LEE, AUNAIEYEVIZTa I FOEFRED
AUCo-120 M2 U Crnax \Z5BEZ RAT S e o 7o MR A 18
B, AN EE Y (200mg/Ml, 1 H 2 0) OgEFIREICBW
T. 343 F (200mg/Ml, 1 H 2 M) 240K R8RS L2
LE, SaY I FIIAIUNATEE VOEFIRED AUCo-120 K Y
Crmax (238 % RUT S 2o 7218 (HAEAT—% ).

Q) FXxTZJ—=n
RERERANBE 3, T34 3 F (300mg) @HNFROHR 512
BT, 59\ CYP2CI9 FHESRTH 54 A 75V — ) (40mg/Ial,
1H 1R 2PFHERORG L&, A XTIFTV—NidTa
H 3 RO AUCo Jo U Crnax (238 Z RF X 0o 720 CYP2C19
WEHTHDHLF ATF =) (40mg) DOHEREIIHZG 2BV T,
Sa%3IF (300mg/ll. 10 20) 2P0 KERO#KS LE
.53 3IFEARATFIYV =N AUCot KU Comax I ZHEE
FEARho7219 BEATF—%),

3) IFYIL
TERER AT 33 BIlc, CYPSAETHSHI ¥V T4 (7.5mg)
OHFEREFRGIZBWT, a4 3 F (200mg/Al, 1 H21E) %
PERIBEREII G- L2 &, a3 I FIEIF VT LD Coax %
30%3HN X 7278 AUCo- (58 MUT S o 7220 (JLEINT
—%)s

4) JI77U>
TERE A 16 112, S=T7 V7 7 V) YA CYP2C9 BB Th 5 7
V7 71) v (25mg) OHNMFZEOHEGIZBWT, 34 3IF
(200mg/[l, 1 H 2 [|) %pBEHIBAERIIG Lz &, 393
FIZS KU R-T VT 71 ¥ D AUCo-i MU Crnax (ZIEEE 21T X
A= N = I S 3 5 Q0 = BN = IR SV o R Y o3 & 4 g
(INR) D KAl OF AUCo-1680 12558 % MAT S T dp o 7220 (S
ANF—=%),

16.7.3 BEMZEMENRERERT
HARNBOHEN DN R ONED T AP ABRE»SH SNz
MAE S a4 3 FiRET— % 2 T, BEERIEEY B REFAT 2 17
5720 ZOME, CYPHEMEME G T HICANAETH S M
WNRTEE Y, T2 MM YT T 2 7NV E S = VOBEHIZ X
D, a4 I FOEHKED AUC 1Z. BARV/NET, &4
25% M U 17%i 4> L 725122

16.8 ZOft
7 3% 3 FEES0mg [7 4 % |13, [EEAs i 2 2RI EA o
PR SRR AT A BT 4 > (245 3 19 H 3R 3%
03194 1%5) | 1ICHo&E 5 a4 3 FEE100mg [ 7 & | % fii
BWHEIE L2k &, WINBENCES X EWRICHSE LAk SR

722,

17. ERERELIR
171 BEIHRUORLMICET 25k
EBAFAE (CRMELMRIEREEED))
17.1.1 EEHFES IHERR @EAEE KA

P UIHIE T AP A L B S N5 (kb
Ex&te) TR SRR T2 AT 5 16 %Dl b
DOBEZEENRE LT, 3% 3 FHE200~600mg/ HED ix A v
N B Y UFEEE (CBZ-CR) 400~1200mg/ H 2 % HHANZ THE
05 Lz e &, EEFHIEH TH 5 Kaplan-Meier #:12 & 1) i
L7 SIS BT 5 6 » HRIEENARII TR LS
D TH Y. BFEHZED BS%EFIX O TR IZFoikE Sz
PERRFUE (-12%) % Ell-722 &, CBZ-CR D 6 » H %/
HERIHT HBEM 2O BWBEFEX MO T HRIEO I (Hx )
W FPoRkE L7z IESRAM (-20%) % Ello722 &25,
CBZ-CRIZH T % 5 a4 3 FEEDIELMEA TR X 7220,



#17-1 FEFIIH Td % Kaplan-Meier 12 & D i@ L7z
FEEEMT R BT B 6 7 B ITAER IR

FAEDT | T | e
AT g | g | PR
wg | L | B L7 (%) (059 Hl
‘ o B | [95% 15 | o | (%) ©
o e | ok |
(%)) ] o ]
737 89.8
IF 4449 (733276) (868,
HeRE : 92.8] | ~L3
s ol 1 [-5.5. | -6.0
CBZ- 308 : 2.8]
4429 (88.2,
CR#¥ ©9.7) | oo
737 91.5
IF | 408 (735072) 88,6,
FElE : 0431 | ~L.3
o 2.8 [-5.3, | -5.7
CBZ- 285 : 2.7]
397 [90.0,
CRAF 78) | o

a) Kaplan-Meier 512 X 2 (82 3 » A OFMERE (2
[P, 3mELE) 2 & LT Mantel-Haenszel #:12 & 1) #i%)
b) 7Y 3 FEEREOIHEEE - CBZ-CR O

¢) HEFEOREMZED 95%[E X O FRt/CBZ-CR Rt D J
%100

d) Full Analysis Set

e) Per Protocol Set

) HARNER 7 Bz 5

g) HARNER 13 Fl% &

B, FEMITRERIC L 55 a9 3 FEERT 400mg/ H i~
WAL L B o 72 BE R NEATHHIE LT 7236 @ FAS
BB R E L BB (A (%) 1% 308 /444 1
(69.4%) T& . Kaplan-Meier 12 & 0 #E L 72 581EN 3%
[95%EHAX F] 12 84.1% [80.5,87.6] TdH -7
RIVEFSS BN X, T a9 3 FHelEC 37.2% (165/444 B) T
o720 ERBIERIZ. B F W 7.9% (35/444 1), 9557 5.6%
(25/444 %) . 1EIR 4.5% (20/444 1) TH -7z,
1) AFOKBE SN 1 HimE R 400mg TH 5,
H2) ANV BYE ARRGEIIAITIRAE STV AR,
¥ 3) 200~400mg/ H %5 - CTHAEDN I L 72 BB

17.1.2 ENETHEHR (BHEEE. R’A)
1 K OBAF OB T A ASEZ TS LT3 16 UL L o556 1E
EHTLTAPABEZEZNREL T, 739 3 F§E 200~
600mg/ HEY OG- & 2 ARG~ W B 2 72 L &, 6 2 A
MIFEAEN B D HEI 613 46.2% (6/13 1) T o725,
RBIVERI B 13, 84.2% (16/19 ) TdH o720 FEEMEHIZ,
FENED 0 42.1% (8/19 B1) . Ml 31.6% (6/19 1), Mlfztk
DF v, LA 10.5% (2/19 1) Tho7z,
E4) AR OAKF I N1 BRI 400mg TH 5.

17.1.3 EREEEIHERR (FAEE. KA)
PEAE DI T A ASETH55 2 BRI R 2315 © N Wik o5
e 35 16 bl O HARAN R OHEA D TAD A B 547 Bl
(HARNBEF 142 00%2 &) 2% e LT, 7343 FiE 200,
400mg/ H X377 1R % 16 BEFEII3 S A0 TA»ASE
1~3#EDPEH) Lrzk &, EEFHEH T 2 BIE R
T M O 28 Hd 720 OB s IEMBE LRI TRERO L B
DTHY, 79 REEL T TV I FiE200meg/ H K O 400mg/ H
BEE O THEMEMICHBE R EZDRO bz, B, KRBT
550%L ARy F—L—1 (28 HH 720 OB FAMEMIE A BILE
WM & R T50% L Ed s L2 BEDEE) &, 79 bRk
19.7% (36/183 1), F 2% 3 F§E 200mg/ H#E 38.5% (70/182
Bl) KOS a9 3 N 400mg/ H B 49.2% (88/179 Bl) TH -
tZG)O

F17-2 FEFHGIEHE TH 2 BIERI§ 2R o 28 H
b7z Y O IENEI BAALE

28 Hap 72 77w
DN W29 % Ik
e o p fiti© ArEgd)
DTS o
ELp) [954)1ﬁﬁ|2:
1t
]
7 & RHE 183 -1.22
29.4
200mg/ H #: 182 -3.33 <0.001 [18.7,
38.7]
39.6
400mg/ H #: 179 -4.50 <0.001 [30.5,
47.6]

a) Full Analysis Set

b) HUufE

o) REE L 7RI o 28 H & 72 ) OFB5 58 AL % RS2
B BGREROE % R B LSO 28 Hdh 72 @
T FEE R % I & 3 % oAt

d) HWOIAT & D HEE S NN I A SRR L 255
PERERA=E (%)

BB IE, T a9 3 FEERET 47.7% (173/363 B1) T
5770 EREIERIZ. REITED v 22.9% (83/363 41). IR
8.8% (32/363B), #i# 4.4% (16/363 #) T -7z,

17.1.4 EEEFRARABGEREHR RA)
EIF LA AR (DR#E) 25T L HARRLOWEO S5
47381 (HARNBE 123 81% &) 2% LT T34 3 Fig
100~400mg/H % 1 H 2 N2/ TR G- L 7= & & (R
IR 767 HikE), SBATHBROBENMASD 28 HH72)
R FAE I BOR A R O il iX 55.23%. 50% L A FE Y & — L —
}i356.3% (265/471 ) T - 7220,
FIVERISEBUEIE 12, 5 a4 3 FEERET42.9% (203/473 1) Td
S 72e EEWERIZ. BEIED v 17.8% (84/473 1), IR
5.7% (27/473 B1). B 3.8% (18/473 Bl) T -7z,

17.1.5 BS S MAEERER (I\VR)
BEAF OPLT A D AT 5 2 FEVEIHIRD R 253 & L Wik 458
VER 4S5 4 b 17 BRI 0 /NR T Ad A B 343 Bl % 15
LT, 7a¥3IF (KE 30kg Ao B 1x 8~12mg/kg/ H.
R 30~50kg A D B 1% 6~8mg/kg/H . AT 50kg DL Lo M
13 300~400mg/ H) i3 7 F K% 16 AEREIRSE BEfED
MCTADAEI~3HIEOHM) Lzt &, EEFHMEEETH 2
BIERIBC X 2 MR R © 28 H & 72 ) Ok Js Ve sz it
BTFEDEBYTHY, 7KL S Y3 FEEE O TR
I I T A DR H 7B,

F17-3  FEFHIEH T 2 BIEHIH I3 2 MEFFHI O 28 H
72 DERIFEAE I FE A L

28 Hbp72D 77 e
. DL N ) W29 % Ik
Bk 80 p fiti© )
L [95%(Z #iE X
1]
77 e R 170 -1.55
5 IR 31.72
73;‘ Ml -3.05 0.0003 | [16.342,
44.277]

a) Full Analysis Set

7T RO 2 B, MR OFIERE 7 — & 1K GEfER
FEDIHH O 10%H#) 23 o727z, BTG R h o7z

b) Yt

c) In (X+1) (XAZEHFEIERE) CTREZE L 72850503 1Em %L
RV, BHRE PEE LEREREEE 2R T & U, ik L
7B o 28 Hd 72 ) oaFEmE & 28w & L7238
B

d) 77 R BT 2WMPE (%) =100% {l-exp (R/AIeF
Yo 5343 ML T TR EED)|

BIVEZEBIEEE 1Z. 7 a4 3 FEET 33.9% (58/171 ) ToH -
720 ERBIEMIZ. MR 14.0% (24/171 #1), FEITED T 4> 8.8%
(15/171 1) TH -7z
17.1.6 EEH#EE I HRBBERSRBR (MR)

4IED S 1T BOBBEEGFENINETALABE 136 1 (HAR
A 46 B, AREIA 90 BI) Z#RRE LT, 5243 F 12mg/kg/H
(R 50kg VL E o B 1E 600mg/ HED) FT% 1 H 2 B4
TR G Lk &, S S OB B 5 55%
Ve FZEAL SR D h I fl13-52.73% (H AN T-27.63%. #LEA
T-60.56%) Td 7229,

FIE S BUBE L, 56.2% (77/137 Bl) THo7zo EREIEH
E FEIED $ 0 20.4% (28/137 B1) . MEIR 19.7% (27/137 Bl) .



R 8.0% (11/137 #1) THh o720

H5) AHOKRENIz 1 HiemAEE, BAK ORE 50kg DA

L o/NRIZIE 400mg. KHE 30kg DLk 50kg A il o/~ R

8mg/kg. A 30kg KiilD/NEICIE 12mg/kg TH 5.
(ERERRHEE)
*17.1.7 ERERFETIHKER (RARUVNER)
AR OPLT A D AT 505 R FEERIHIA R A 5 eV ig i ]
RIEMEEALAT B 4R EDOTADABRE 242 6 (HANEE 30
Blagte) 5 E LT, a4 3 F ((KE 30kg Kilfo/hNE
Hld 8~12mg/kg/ H. 1K 30~50kg A il o /NEEH 1L 6~
8mg/kg/ H. RHE 50kg Lh E/NE R OV B 1% 300~400mg/
H) X379 v Rz2RET24EMBOERYS BFEORTANA
WI~3HIE D) Lzk &, FEFGEE TH 5 24 HE O
BHIENIC B % 2 M H ORERBIESFEI T 2 T TORRMIX
TEROEBYTHY, 75 RET VI ML O THREFD
WA T T AEATRRD B L7230 8D

F17-4 EHEFHMIEH TH % 24 BRI QBB BT 2 2 B H O
SR I EDTEBLS % T TORER

ARV M NS
HETO Mft; F
= Fhra) ¥ b) <)
ErasRiia B ?9?’/ 1(55%12 [95% 12 X p 1t
E,ﬁ ]
77.0
75 KB 121 [49.0, 0.540
128.0] [0.377, | <0.001
Fa¥ ¥ - 0.774]
m 8 ag.0, -1

a) Full Analysis Set

T 3% I RO 1B 125 D4 X bS58 L 22 Bl e 21k
FF T SNz, 2 B 24 B O EHIH O FMEFHATE S
Lozl BT ED R h o7z

b) Kaplan-Meier #:12 & % 24 B OHEFHENC BT % 2 B H 0
WHRTEEDOZRB F COMB OMEEM (huefH)

[-]: 9343 FEECIE 24 AR O EARIHNIC 2 8 H o iRl B
PEDY 50% DL EDFEBINZFED 5 N1 o 7272 DHEEARE

c) BIZEIMICBIT 5 28 Hd 72 ) ol [ACFE1ED Mm% A 2 2L
TR, 2BIELFORA, 2 BGEBO/NR T A % EE L7z Cox
HHINF = FEF VIS, WaldBic X YRl s h/:

EIE BB IE, 5 a4 3 FIET46.3% (56/121 #1) THo
720 EREWERNZ. BT T 17.4% (21/121 61) ., R 13.2%
(16/121 B1) . Hlr7.4% (9/121 B1) TH o720

*17.1.8 ERERRP#GERSHR (RARV/MR)
[EIBE L [ A8 MARGER O AR OVNR) 25T L7283 R OV 4 5%
Ercowig it 0 5 B imE AT VER B O JEHE ) A % G 72 S
LBho B 2396 (HARANBE T ZEL) 2xg e LT,
7 3% I F (fkE 50kg Aiifo/NEEF T 4~12mg/kg/H., KHE
50kg DL b o /N JE R 1E 200 ~600mg/ H . B A B 1E 200 ~
800mg/ HHE®) % 1 [ 2 I/ TREIELG- Lz & (hR#H
B 1416 H¥%5) . BATHEROBIEHIH 2 5 O mEiHIc B
T % 28 Ha 7= ) ot A TEVERI AL o v Y fiti 12-88.52%
f&)ﬁf:amo
BIVERIZEBBEIE X, 34.7% (83/239 Bl) Td -7z EREINEM
. FEIED 0 10.9% (26/239 1), IR 5.9% (14/239 1) .
[l FE Pk od F s B UL 3.8% (97239 B) TH o 720
H6) AFOKR SNz 1 HiemMAEE, BAK ORE 50kg A
Fo/RRIZIE 400mg. R 30kg DL 1 50kg A i o /N R IZ I
8mg/kg. A 30kg KiilD/NEICIE 12mg/kg TH 5.

17.3 ZOAth

17.3.1 LERICX T 2 &
fEREE A 214 B2 5 29 3 K 400mg/H. 800mg/H%?D Xix 75
tAR% 1 H2MIZHFT6 HMKAERORS, LEEFT 70Fx
#3400mg/HAE 1 H 1M 3 HEREROEG L&, 93
HIFEQTcMBEILE L eho7z. 7343 FEEO PR Mk
DOFEALRILE 6 HEHOHRS 1 IZICRAKERD, 71K
L oL, 400mg/H T 7.3ms. 800mg/H™E? T 11.9ms TH
5723 (HEAT—% ),
H7) ARFOAKR SN 1 HirfEiE 400mg TH %o

18. FEphEkig
18.1 fERA#F
F 2% 3 FIREBMKENEF )Y A F v 2OV ORESE  ANEEAL
2RI L BB IRAE I & 2 fSH N % 225 f b S ¢ 5
CER LTI CRAMHZRTEE 2 5T 53,
18.2 TAPAREICHT 21EH
F a3 FIZBEEMERIE~ Y A, REESR > KUY v 758k~
A, WEF YR Y ZFIET v b 6Hz TAPAFRIES 7 AR
WREBRY a v 75 (YA, Fv b)) OMSRIER LS
Y% S L 72 B € 7 VI BV TEE 2 I L 7239,

skk
*

18.3 i CADP AEMIER
RHEESHMEF Y K Y7y MZBWT, ¥ F) V7K
Z P L7230,

19. BRRAHCET 2E{EEHE
—MEFH - 3% 3 F (Lacosamide)

1t%% : (2R) -2-Acetamido- N-benzyl-3-methoxypropanamide
553X : CisHisN203
g5 : 250.29
"R AE~RERoOBRTH L, 25— VITETRTL,
IF 7= (99.5) IZRRETRT L KICRREITIC
< ll\o
e 2o HsC
(0]
Y H\V/[::]
(0] N
H3C/ Jﬁr
0
21, EEREM

BEgE ) A 2 A PR & HOED b BENCERT S L.

22. @
(ZaAYIKNEE50mg [2H%])

100 ¢ [10 $8 (PTP) x10]

3004t (7T AF v 7. NT. EHEAAD]
(a4 I KE100mg [2H %))

100 $2 [10 8 (PTP) x10]

30088 [7FAF v 7. NT, WBEHIAD]

23. FEXW

1) HATADASEE (ITADPARIEREZIALTVE TAD
ADHDNIB T, HBYHLE LB % 1 ) B E % 1T
I BB EEE (2026 4E 3 A 17 1)

2) A - EERWERR RIS = 2 7 v SEHIE B EOE
A

3) FHHBK UL © SR & 3B 2015 5 43 © 1307-1316

4) FHEINEERER A B 5 T a4 3 FIEHR SR oS8 @)
(E20%y ME 2016 4E 7 H 4 HRFR, W& RHMBE
2.7.6.3.3)

5) HARAKOFME NN BF BT 5 RHEM S B E T (¢
DXy MNE/ KT A vy 7 120194 1 H 8 HAKE, WiiEYG
FHESE 2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

6) B AR SERE (5393 FEE100mg [ 47
5 1)

7) AHE RIS 5 T a4 3 FOEWBIREIC KIET A%

D (C 208y M 2016 4£ 7 A 4 HAKZR, Wi GRS
2.7.6.1.1)

8) TFHE ML : BRARS MR 2018 ; 21 : 1223-1234

9) A (Ea7%y M 2016 45 7 F 4 HAKGE. WG & RS
2.6.4.4)

10) R (© 2%y bgE 2016 45 7 H 4 HIAKGER. W& ERHMR 2
2.7.2.3.3)

11) Cawello W, et al. : Eur ] Drug Metab Pharmacokinet.
2012 5 37 : 241-248

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

13) ERBEEOMNT 2T 29 3 FHEHR I 5RO 3 Y BHRE I K

IBTEEOBET (YA 8y Mg 2016 4E 7 A 4 HARF, H

FHERMEEE 2.7.6.4.4)

SE TR T #2312 W B (Y A %y M 2016

T4 HAKR, WaEEREEE 2.7.6.4.5)

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

16) AFfGzE M OEZEAST T4 3 F YA KR O RAER T G-REo3E
BRI T EOMET (Y A%y MNE 2016457 A 4
HIKRE, WEERRE 2.7.6.4.1)

17) YA EAFH B (C 208y e 2016 45 7 7 4 HAKZ,
HRE RS 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

200 IV T L L ORI (Ka8y ME 2016 427 H
4 HRGE, WEHERE 2.7.6.5.9)

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

22) 3% 3 NI 2 BHEERESE BN REMAT (K A%y M EE:
2016 477 1 4 HRGE, WA 2.7.2.2.5.2)

23) AR AW AR RSB S I ERE (F a3 R

50mg [ 7% ])

TR FEAE HLA L O [E B L[] S 3 BB (B a8y MgE:

2017 47 8 A 25 HIKFE, st

TR FEVEDE R 2 & HAIFREANOY) ) B 2 3Bk (¥ A8y

M gE 1 2017 4 8 A 25 HIKE, A H)
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26

=

HAROHENZ BT 2 5580 7 7 2 AR
HEERER (E %y ME: 2016 457 A 4 HAKZE. HaEERE
$2.7.6.7.1)

27) HAROHEN BV 5 55 56 VEDR L 0 Rk G-
B (Cao%y ME: 2016 4F 7 A 4 HARE, HGEGRHEE
2.7.6.8.1)

INREFE ARG E L7205 e HRLEO 7 T AR IR
BB (2% Mg/ FoA42ay 7201941 H 8 HAK
A HAEERMSE 2.7.3.2, 2.7.6.3.1)

INREEE AR R & L 72 S Ve F R I o0 R Tk e i G-
B (Ya8y ME/ PS4 vay 7 20194 1 H 8 HAKGE.
HA RS 2.7.6.4.1)

30) AR OVNBEE Z x5 & L7z A SR bR o [
AL 75 L R (Y 28y Mg/ FS A4 > ay 7708
TGHHE £ 2020 4E 12 H 25 HKFE. HIASERME 2.7.6.1.1)
[EIBS LM A MAHGRER (C 28y Mg/ F oA 2 ay 7/ ik
13 02020 4F 12 H 25 HAKZE, ARG H)

32) WA R OVNIBE /G L U 72zimis WA 0 &
WIRkBERE G- 5REk (€ a8y Mg/ NI 4 v ay 7/
2020 4 12 A 25 HIKGE, WEEER% 2.7.6.2.1)
Kropeit D, et al. : Acta Neurol Scand. 2015 ; 132 : 346-354
Errington AC, et al. : Mol Pharmacol. 2008 ; 73 : 157-169
)% BT BB (Y8 y M 2016 457 H 4 HAGR.
TR E 2.6.2.2)

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

24. XBEBERERVHVEDESR

i BRSSO R

T 336-8666 SV WHXHEH LI THILE LS
il 0120-989-813

FAX 048-838-2121

26. RERTEES
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TV FEFMAXERET203F i1
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