202644 A BT (F54RD) AR i 41 5B
% 20264E3 H LZET 871139
Bk SRR mThRHAE
A : 34 et s
SOY = REiE
— — L, K
F AP =IS:50n' 7 X
I E— [ 1] '_,1100 |'
F A =1E1000'77 X000
Lacosamide Tablets [AMEL] o i
S 5£50mg $£100mg
i;%@%ﬁ: GRS [30700AMX00185 [ 30700AMX00186
HEE - RSO E X Y 1T % 2 Wk | 2025128 | 2025%12]

2.
2.
2.

=2

FI= G

1R
2 &

(ROBEICIIHBELEWIE)

A OGS LS BEUE DREERE D & 2 B
JEDIFHEREREE D H 5 E#[9.3.1, 16.6.3 ZH]

3. #
3.

- MR

1 #8R

et

7 34 3 F§E 50mg[ 7 A
Nl

Z 3% 3 F§E100mg [ 7
AV

EEg)
D%y

1$g%. 939 3 F50mg
EHT 5o

1$EHm. 2% 3 F
100mg & BT 5o

RN

FeH LT — A, (R B
ErFoxdsavit
Jya—A, e Fagxy 7/
oYl bla— A, BYg
MR A, 70 ZARE
Ky ATTY VEENT
AT L, RYE=Z LT
Va— v (E45F AL
W), Witrv o, wrnu
T—)V 4000, V7., FH
B 5 TIVI=T AL —
¥ ZIER bk, EER b
P, HIVFoNary

GEH LT — A, R E R
e rofxyrait
ra—A, e raxy s
oYtk a— A, BY
KT AW, 70 ARE
Koy AFT7Y VR~
AT A, RYE=Z VT
VI — v (5 At
). BitFrs . vrua
T—)V 4000, # N, #
=TSR, v
VAN=Ry

3.2 SHAEN DMK

il |
Wtk | A e | sbgokxsm | W
B HIE®
533 K —
570:!47?;%’7‘ﬁ S F
ng Fff % 104mm 50 7 AV
E N 7% E?% : 7?"3 49mm
JE& % 31mm
B 9 130.6mg
AR N A) .
SMICIEIEED
723 FEE T T A —/— S
100mg [ 7 |~ 78 1007;)1/
vl F&£ 813 1mm
; A ) 6.1mm
s
BHE g 4 1mm
B 259.6mg

4. HEERIIHHR
OTAPARBREOERDFME (CRMSR{ERIEZED)

OO TAPAETTHREHRPRBOSNBEVTADA

BEOBEBAREICHTIMTAPAELOGAEE

6. AERUVA=E

WA alE, AT I FELTL H 100mg £ 0%
HEBBL., 2ok 1AM EOMEZ & s L., M
H#E% 1 H200mg & 35425, Wind 1 H2BENIHT TR
%545, 2B, ERICEY 1 H 400mg % #8 2 2\ i
THEINT 225 #Eid 1AM LoMELHIC1 HH
& LT100mg LFE2979 2 &,

AN EFE, 4 Eo/RNBICiETarI FELTLH
2mg/kg L WIKGEBMG L. ZO% 1AM EOREE H 1)
T1HH®E LT 2mg/kg 9 2o8m L, MFHELAE
30kg KimD/NEI2IE 1 H 6mg/kg. A 30kg LLE 50kg &
WO/NBIZIE T H dmg/kg £ 945, Wity 1 H 2B
RS- % B, IERIC X D RE 30kg A /R
1213 1 B 12mg/kg. A 30kg LI_E 50kg Ao /MR 121E 1
H 8mg/kg %2 7 WEEPH CHM B3 4 A%, HE i 1 AW
UloMEsd i<l HEEE LT 2mg/kg LT 2179
Z ko 272U ARE 50kg Pl /RNE TR A &R U
HAEzHwsZ L,

7. BERUVAZICEET2EE

(hEELLE)

74 7LV 7F=0 2752 AH 30mL/min PLT O E K O
KSR EEEOHLBEZIZIE. KA1 HESHE
300mg. /NEIE 1 HiREHE % 25%E & § 5 7% SHE %
5952k, T, MEENMEZITTCOL2BETIE, 1HA
AN A CL MENT R ICER AT 1 R RO a0 8IS
PERTHIL,[9.2.1. 9.2.2, 16.1.2, 16.6.1. 16.6.2
ZIH]

7.2 BRI PEEE ORFRREREE O H 5 8E  (Child-Pugh 43
A KUB) 1213, BAIZ 1 HEmH®% 300me. /MR
I HimHEx 5% & § 52 LEEICKS T2 8,
[9.3.2, 16.6.3 =]

7.3 RF DO 1 HigmHEI3AE 30kg RiGO/NITIE1H
12mg/kg. K E 30kg LI I 50kg K D/NETIE 1 H 8mg/kg
Thbo A¥ % 1HS8mgkg #lB2 THELTVWAEE
30kg A O/NEHS RIPE WL ERIZARE S 30kg DL k&
o AT, BEOIREL T I10Blg L. RN ORI
HOFRBEEE L) 2T EYRHEERG T2, &
B, BRI TS Z

(RE R EE)

7.4 AH) EBREFCIEVE IS L TS 2861213, ot T
AMASEEBHT L 2 &, [EERHABRICB VT, SR tsE
PEVZRE S % ARH) HARBE 5T OB HFEERIL 7 o]

8. EELEAXNEE

8.1 BIHICBI 2% GEOEM GFE LV LESPIRICX
N, CTADPARIEOMIE I TANPARRIKEDSS S b b
CENBHLDOT, TG EPIETHEAICIE A b 1H
VL E2 T TR A R T 5 7% SEEIZIT) 2 &,

*8.2 FENED T\, B, MRS EED - S - S E R

TEORT IR L ZEHNDH L. BEHOMEERE G Z
) ARV E O 1L B AR 2 O HIHY & 0 ER O b
R AT AME I HI T L fEb e bF O R E 2 470 HE 13+
DREEPLETH D Lo EYICEEIRET 2 L,



F 720 IREED D S b a2k, HEREOEIREGMRZ
PED B OBIEICHERE L 2L ). BEICIRET L L,
B PREBOEEDH S bLNDEZ LD HDLDOT, AR OHES
PR ED EOREE Ty 7523 AR R, IR
WHGEA . RIOAE, BHEA D 5 5%, M, 3%, Bn
) OFBUEET L2 Lo AFNOFGHIZZD L) BiEIR
WS bNIHEIIR, EfMioZ8E2Z )5 &) BEROZ
DREZFETRET 5 2 Lo WMREREESRLEEO.LEE (OF)
FIZE 3 OARES) OBEDSH L HBE, F ) 7 AT v+
W (TNVAYREERS) 0 b HEE. PR HBOEE %k
CTBENDOD LR EHT L TV L EHEETIE, RAERS
FAGIE B ORFN P G- L DB IR 2179 7 & B OIREE
B OREOBAL A ERERCBIZE T L2 £, [9.1.1, 10.2,
11.1.1 ]

8.4 S, WA, BRSO MIERD D 5 b, A
BUZED Z &b d2DOT, RKE G- IE B OIREE I U RE
DOEAL T EECBET L2 L, [8.5, 15.1 K]

8.5 BB N T ORI\ ENE, B EXEOFHEIRIEH
DO REVEIZ D W T3l B 2 A7\ BT & 5 1 EAE 2 HLD
G koigET L E, (8.4, 15.1 B

8.6 #WH. BHEDOIREENE U 2 RN D 5 DT, BRI
12, IREEEICOWCRIZ 21T ) SERE L. #EDSEO SN

Y @) R iE 2479 2 ko [15.2.1 ]

9. FENHEREZHJ 2BEICHT IR

9.1 AHHE - IEEED 5 5 BF

9.1.1 MEBREEPEED VRS (OHEEX I OFLE) O
BEOH2EBE. F I TLF v RIVEE (FIVHSIERE
%) OhdEE

AH|o PR MBERERICE W EET Ty 7 EP5EH T2
BENWNDH 5, [8.3, 10.2, 11.1.1 ZH]

9.2 BREEEERE

9.2.1 EEBHEREEDH 2EE
[7.1. 16.6.1 =]

9.2.2 MZBENE T TV EKREBMEEEEE
[7.1. 16.6.2 Z/&E]

9.3 FTieEmE=ERE

9.3.1 EEDH#EEES0OH 528E
B Lz &y AFOMPEEN EATLBEFNDDH 5,
[2.2, 16.6.3 28]

9.3.2 BEXIIFEEDIFHEEEED & 5 E%E (Child-Pugh
248 A RU'B)
[7.2, 16.6.3 =]

9.5 1T4®
TR SR ITIR L T B REMED & 5 2T, B OB R
M fakttE Bl s LMW SN LG AICORKE T &,
T MIBWTRRBITUA B LN TW D,

9.6 RILIE
HBE ORISR EOEZIEE ZE L. ROk
DA EG S o e
v MR AT A Z S HE SN TV S,

9.7 ‘hNR%ZE

9.7.1 AR, FrER, FLIB U 4 @R sh e icx§
DGR E G L TV,

Gk
L

9.7.2 /NRBE OIS FEAEIHRT 2 HAEE I 3 2 BiRR
BRI - k& DITATh LTy,
9.8 EE
— M CIEAMBRE MK T LT 5, [16.6.4 2]
10. HE/EH

10.2 HAEE BRICERTS L)

FH 445 FRARAEIR - f5lH3E Wy - [T
PR MEOIEE 4 |[FE=E 70 v 7 %23 gEHIC X ) PR MIE
CTBENDOD LB T DB NDN|ERAER AN
FEH) H5bo ICHRRT A B EN
[8.3. 9.1.1 Wb
11.1.1 =mR’]
11. ElfEH

ROBWEMBHEbNDZ LD HOT, %% 551247
W BE SRR O N AII3H S R IR T B 4 L) 2
BET) &

1.1 EXEEIEA

A1 BE7Oy 7., Bk, k8 (9 d 19%450)
PREROIEE R TEBZNNH 5, [8.3. 9.1.1, 10.2
Z:HR]

11.1.2 hEMRFIBILFMEAE (Toxic Epidermal Necrolysis:
TEN). BREHERIERE (Stevens-Johnson fFEZEE) (\»
I BHEANEH)

FEEG KB, KIE - B AL 9. WEEFR. BRFSm. A
REEQ B DT SN GA KRG 2 Ak L, @) 2 L&
o i N

11.1.3 EFMEBEEREE (FHEARH)

MEEIRE L CTHE . BED A S, FIFREREREE, 1)~
JNERIENE, FIMERENN, GFERERIE L, SN LOoERINIIS &
PO BIEEVEDEE 2 BBIEREH 5PN EDH D, 7
B, B FANLRAT A VA6 (HHV-6) ZED 7 £V A DR
PALZPED 2 &AL L G dibB b 3895, . ITkaER:
FEEDFEIRDFIRD 5 VIBEALT S 2 L0355 D TIESE
THZ LD,

11.1.4 EFERIREE (BHEARE)

1.2 ZOMOEIER

3%LLE | 1~3%Ad | 1%Ad0 | SEAH
FEIMEO F R E D O, X |RE R R
W PR, EIy| R BB | £
(17.8% ) |9 Wbk, EE| S
URR. fEHR SRR, 5 %
. R
£, BET
B, SEELIR
TR fEs, S-f
2 AR
JE . R
s B
MEHR. TR
B L H
IFru—
X AHETA
A
53 Bt B
- H o Bk %%
JIfIRY 3 W
L, MErE | T WALA B,
HAbE 1N BZ 8
Sl fEfD
TEBR LEED OBk
Ji-Fik R
a0 JEOel IS
KA
FB . EOR A E
FZiE I )
RLTA HW W EE
EE R [iRER
o s n] i P o | B
K TLAT F 0
P57 A AT B ), RS, (THTE g
Sl |25, S
Z D FERANE €N
MESIHE. B
T I
13. BEHRE
13.1 fEIR

WEG (K 12000mg) (2 & 0D SNz E LRI, &
itk T, O, B8 (SRMERERAIE. TADAE
FEIREE) . (MEEEE, Y av s RUEETH 72, F77.
Z a4 3 F 7000mg % —FE IR L 72 B1 CHEE A s S
TWwh,



13.2 E
RFANFMAHENTIZ & ) BRET R TH D FEH L T 25RO
FEEEIG U CIEENT O K2 BT 52 Lo [16.6.2 &
]

14. BHEDEE
14.1 EFZFEOXE

PTP @D #EFNIE PTP > — b5 ML CRAT 2 &
IEST L&, PTP v — ORI E ), WO MAEDS
SR L, I3l a2 S U CHEFR &S0 EE
BEPHEERRET A LD D,

15. ZODEE

15.1 ERERERICE D 158
WV CTE-ENT- RO TADAIIZBIT S, TAD AL
B R L L7z 199 O T T & ABxl R EGR s ER 0 #
FHERICBWT, HRSE R VPABRER OO ) A 753,
FCTADPAEDIRHEET T b RBE L LT 2 58 <
FLCTADPAZERRTEE 1 0.43%. 77 R 0.24%). LT
ADAEOIRHEETIZ, 77 v REEL 1000 AdH72 0
1.9 AL W EEIHE SN (BW%ETEXE  0.6-3.9), 7.
TADPABZEDOY 77V —7Tld, 77 E#H L <1000
AN&H720) 2.4 NS W EFTEINTWAS, [8.4, 8.5 2]

15.2 FEERIREAERICE D < 153k

15.2.1 FEFRSEM BRI BWT, a3 Fizg v b
RIS % 3B HE FTHAi L7225 7 v b 26 B %
8 104 B AR G- R B CIRICRF IZFR0 5 1Y, 1 X
@ 52 B AR G- RER I B W TOREEDZLIZEED 5
Niiro iz, M, FHEOIRICET 2R ORHEIL S
T RS D E <L 16 B8RS0 B LR S T AHRER O 7
T ARFETIE1.6%2x L, AH 200mg/ H T 4.9%.,
400mg/ A#ET 12.2%. EMFHG TIE5.5%TH ) HEIFE
T AHERER (BEAHUE) © 7T £ REETIE 4. 4% L. AFH)
200mg/ H #: T 8.9%. 400mg/H#: T 18.0%. 600mg/H#:T
30.5%CTd o7, [8.6 S:HE]

15.2.2 RAFEVEE TNV THH WAG/Rj 7 v b (3. 10 R O*
30mg/kg #IEHEARFE) RO A N T AT — V#EIEMER T
AdrAiT o b (15.6 KO8 31.2mg/kg & IEHEPNHS-) 1I2B W
T KMFEEOBIED LD S 7z,

16. EYENE

16.1 IMFiEE

16.1.1 A

(1) BEES
R A 18 1127 29 3 F 100, 200, 400mg % 2 Ry
WCHPREOHS L7z & &, 85 0.5~4 I C Cmax |25E
L.Tyz 138 14 BEETH > 720 AUC U Cmax (3#% 5812
LT L 729,

H Al 5 O Y B RE/ ST X — &

b 100mg 200mg 400mg
e 12 1 12
AUCo-
(g ne/mpy | O7-0 (2041 | 1164 18.2] | 219.1 [16.1]
AUCo-+
(g he/mpy | 9-0 01871 | 1121 07.1] | 212.5 [15.0]
Cmax (ug/mL)| 2.96 [15.2] | 5.84 [25.0] | 11.8 [15.4]
1.00 1.00 1.00
Tmax (hr) (0.50-4.00) (0.25-1.50) (0.50-4.00)
Tz (hr) 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F (L/hr) 1.75 [20.4] | 1.72 [18.2] | 1.83 [16.1]
VA/F (L) 35.5 [13.4] | 36.3 [13.0] | 36.2 [12.8]
HATFIGME [CV (%)]. Tmax (drPyefii (EipH)
(2) REE#HRS

TR AN 5 61129 2 3 N 200mg/M% 1 H 28 7 HH
FARREP G- L7z & & e 7 a4 3 NI &R5-BE»
53 HEICEFREICEE L 2o AUCr12n O BIEREIZ
24 THo72Y FHEATFT—%),

16.1.2 /N2
FEEMIRBBE O ETR L ABRICB VT 6 » AEDRS
17i% T TONBTANABRE 414 61 (HARA 46 6% &)

MNHES NP T a4 3 FIEEE %2 v C RS )

REMRAT 247\ ANBICBIT 2 T a9 3 FOEYBIRE/ N5 £ —

S RHEE Lo RIBATICBIT ST 3% 3 NG R 2~

12mg/kg/H % 1 H 2 %5 ({RIE 50kg LLEO/NETORE

FE1L 600mg/ HE?) Tho7zo AT osfizsts (VA/F)

13 0.71L/kg. U005 27075 v A (CL/F) (3KE K

O AE W 12K fE L. MK 15kg @ 4 7% W T 0.88L/hr

(0.058L/hr/kg ) . & # 25kg @ 8 % J 1.18L/hr

(0.047L/hr/kg ) « & H 40kg & 12 % Y 1.60L/hr

(0.040L/hr/kg )« 14 & 50kg ® 16 % & T 1.83L/hr

(0.037L/hr/kg) &HEE S N/9, [7.1 BIR]

TED) AFNL AR LN L CGEIEA LTV b,

TE2) AFOKF S 1 B EE, B AR 0K 50kg B Lo
NS 1T 400mg . 1A T 30kg B L 50kg i o /N RIS 1%
8mg/kg. AE 30kg Kl d/NEIZIX 12mg/kg Tdh 5o

16.1.3 £ EFHHER

Fa% 3 F§E100mg [ 7 ANV] ¥ 428y bEE 100mg % .

JUAF—=N=FIZX ) ZFENZEFNLEE (FaH3IFELT

100mg) faEERL AT 712 A B AR 4% 5 L C il b R 22 4k

g HEL, #on-8EWEE T A —% (AUC,

Cmax) 22T 90% 18 #H X W 12 TR % 1T - 724

H. log (0.80) ~log (1.25) DHFEPHNTH V., FHI DALY

MRS TERE S 70,

MBS 8T A — 5 (LS

)
2
2
H

—/C\\
VC‘
VC\\

HENT A =% BHEINT A= 5
AUC-72) Cmax Tmax T
(ug-hr/mL)| (ug/mL) (hr) (hr)
7 a3 NiE
100mg [7 A V| 49.20+6.41 |4.44+1.11|0.556+0.41|11.84+1.28
BA/SY MSE | g 314675 |4.42+1.57(0.47+0.18/12.04+1.31
100mg
(Mean*S.D.. n = 19)
(reg/mL)
6 -
—e— 59 3 REEL00mg 7 AL |
i ---0--- EAJS Y B EE100mG
.\ Mean=+S.D., n=19
i
o4
*
/2‘12
{t
LS 2
b
;:3
0 o1 ®
0 24 48 72 (IRF )
1 5

MmAE R LRIERE (AW SEE)

MR EE NG N2 AUC, Cmax Z50/85 A — %13, Wk
OER, RO L - BRSO RBRSGIFIC L > TR R S
RN D B o
16.2 DRI
16.2.1 BEDOHE

TERER AN VE 24 1125 a4 3 F 300mg % ZefF i T Atk
WCHERRI S Lz &, BFHIE7 3% 3 Fo AUCH KT
Cmax |[ZHEZ RIZE hh o720 HEANT—%),
16.2.2 N FATXNASEU T«

TEEERL N 24 B2 5 29 3 F 200mg % 30 J% OF 60 45 T H
o] S E RN G X BB 1 S L2 s &L 9 a3 3 Fo
AUCo K U Cmax IZ[AFEETH Y . T 3% 3 FEEOMIIN
AFTRAFEYF 4 1EIFT100%TH o729,
16.3 9%

TERE N 24 B2 T 2% 3 F 200mg % 30 45 CH[a] S
RN G- L7z 8 &, At (Vd) & 31.1LCThh., 73
3 R 200mg & HAKR OG- Lz & & BT oamask
(VA/F) 1£32.8L ThH o7

invitro (9 3% 3 F1.5~60xg/mL) & ex vivo (5 3%
2 F0.7~5.5ug/mL) REOHE, 2% 3 FOIEEN
EHIT 1% K TH - 72899,

ETE

N
4



16.4 {3
T a3 FIEEHEM L M & DR S gLz in
vitro SREROFE R, SEHFA ARG 7 B TH 5 O-I
AFOVARE RN EIZH 534 CYP 4 FH13. CYP3A4,
CYP2C9 % 1F CYP2C19 T - 721010

16.5 Httt

16.5.1 fEEFER A B VL 561 [“4C] -9 24 3 F 100mg
(40 u Ci) % HLIAIRR %5 O 1 IR ¢ HA [ i R P 4 5
L7z &, #5505 168 i £ T2, RIS D 94% K% O
97%25HEE S AL, FHRAOFEINL 0.5% i Td - 720 SR
ANET a3 R ($930~40%) . O-Fii A F vtk (#9 30%) .
FREm 5 (9 20%) KOs 28 (0.5~2%) &L
THEM & 721002 (HE AT — 5 ),

16.5.2 B AT MEIZ T 29 2 F 100~400mg % H[AHE 1%
HL7zb &, %5 128G T coRmtRIz, Sav3
F 29~33%. O-fi 2 F U1k 10~15%Td o 720 I4EH O
AFIVAED AUC IFIMEER S 29 3 FOH 10%TH o
7:3>o

16.5.3 R AIZT 29 3 F 200mg % 30 45~ CHL[a] mijw
PBRNFRG L7-b &, &% 21) 75> A (CL) 1£1.78L/hr T
HY. Ta% 3 F200mg FHEREORG Lz &, A
D&Y TS5 A (CL/F) 1£1.84L/hr TH - 728,

16.6 HENDEHREE T HEE

16.6.1 BikpeEERE
EAERE DR DO B D AMEERE 129 2 3 F 100mg % H
FREOHES Lze &, AUCH T EMAEIEH % (Cler :
>80mL/min) & Ht#E L T, BEMKT#H (CLer @ 50~
<80mL/min) Tl 27%. HHEFEM T#H (CLer : 30~
<50mL/min) T 22%. BT (CLer : <30mL/min) T
59%75 <« Cmax [ F$EEE 7> & HEE OB T % T 10~14%
o Tz BENSEE OB TEICBITS O-Fix T
JVE®D AUCo- IZBHEAEIE R H D 1.5~4.6 f5TH - 7219
EAT—%), [7.1. 9.2.1 BH]

HL Al 5 O Y B RE/ ST X — &

TR EH | BEET | T REET
% 8 8 8 8
CLex (mL/min) >80 | 50~<80 | 30~<50 | <30
AUCo+ 7.0 59.6 57.6 748
(4g - hr/mL) 208 | 07.5] | [19.0] | [26.9]
2.69 2.95 3.06 3.02
Cmax (ug/mL) | rs5°51 | (207] | [10.0 | [23.3]
1.0 0.5 0.5 1.0
Tmax (hr) 0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5.1.5)
13.2 18.2 15.4 18.3
Tiz (br) [17.6] | [18.70 | [18.9] | [27.8]
213 168 174 1.34
CL/F (L/hr) 20.8] | 01751 | [19.0] | [26.9]
0590 | 0354 | 0217 | 0.143
CLr (L/hr) [37.9] | [51.3] | [24.4] | [31.8]

HAATPIGAE [CV (%) 1. AUCo- 1% 0~96 BeRfIE, Tmax (&9 (#E5H)
CLe: B2V T2
a) 7%l

16.6.2 MEEN %S T TV B RIS HEEEERE
MENT % 520 T A RIIE R RE R & o e A BB 12, JEE
WS fe OSENTBALG 2.5 BRRTRTIC T 24 2 F 100mg % H A&
O35 L7 & & JEBNTRRIC I 4 BRI o BT E i ClE 5
T3 R AUCo- 13 46%8A L. BHTIC & B Baahziz o
I3 F57%. O- AT WVIRG3%THY . B2V T T
Z4% 9 24 3 F 140mL/min (8.40L/hr). O-fii # 7 )V 1k
149mL/min (8.94L/hr) T& - 723 (G E AN F— % )0 [7.1.
9.2.2, 13.2 W]

H 5RO Y BRE/ ST X — ¥

MIET BT 4 TRE R B AT I
Bl% 8 8
JatI N

AUCo~ (ug - hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (ug/mL) 3.18 [22.4] 2.79 [22.1]
Tmax (hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
Tz (hr) 19.6 [19.4] 19.2 [26.8]
O-lii x F V1%

AUCo+ (ug - hr/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (ug/mL) 0.48 [69.5] 0.22 [69.1]

AN [CV (%) ], AUCo-c 1& 0~24 FER ., Tmax (Epoefii (§
i)

16.6.3 ATiRpEEEEE

JTHEREATH EE 1AL L7z (Child-Pugh 473 B) 125
a4 3 F100mg/lml% 1 H 21815 H M EROKRS L&
=, fEFERAICHERTT a4 3 FOEEIRED AUCe120r K
O Cmax 1T ZFNEN61% L 50%E o720 F/2. AET
FLEAL L 722 HWIRAEED AUCo120r & UF Cmax & Z1LZF 1
47% KO8 37% 570 - 720 TEEERFHERERE E % (Child-Pugh
SHE C) CTOEYBREIIMET L T nd JEIAT—%),
(2.2, 7.2, 9.3.1. 9.3.2 =H]

ERIREOEYTIENT XA —F

iR S EH Child-Pugh %48 B
Bi%L 8 8
AUCo-126r (ug - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (ug/mL) 5.83 [13.3] 8.75 [18.7]
Tmax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
Tiz (hr) 14.8 [19.7] 24.1 [23.5]
AT [CV (%), Tmax (EhJefi (§EpH)

16.6.4 SEAE

65 Ll L oEim a1 Bk O E ik 12 617 a3 K
100mg/l% 1 A 2 [ 5 H B AER S Lz & &, 45 2L
TOBNBE 1260 & i L <, m#EE L OTIc BT
F a3 FOEFERED AUChan 1721 33% % O
50% < « Cmax (&2 12 29% % OF 53%E o 720 E 72,
R CHHEAL L 72 AUCo-100e X E BB M eI B W T
FNEN 26% M U 23% o 7210170 (ALEINF— %), [9.8
2]
16.6.5 CYP2C19 &Iz F % &

H AR N T O [ AR e N B 4% 18 5% . CYP2C19 szt
Rz Ho eI X b . ARAEEE (UM) 161,
mEfCHEEE (EM) 17 60, fPREIHREE (IM) 1061, RO
EACHAES (PM) 8 BII240), SOEMIZT a4 32 F 100~
400mg & HAFE1#%S- Lo & &9 a9 3 Fok5E ROk
TR L7 AUC)»lZ. EM 12T PM T 24%. IM
T 10%E 2o 729,
16.7 EMHEEIER
16.7.1 EMEE(ERHER

F a3 Fid, B M T CYPIA2, 2B6. 2C9.
2C19 U BA4 VTR L CTHREMER 2R & 37, CYPLAL, 1A2,
2A6. 2B6. 2C8, 2C9. 2D6, 2E1, 3A4 JUF3A5 2% LT
FHEMEH 2 7R & 2o 7275, CYP2C19 (2% 5 5 BHEEH A
RIS N7z,

F a9 3 Nk, P-BEEAEOMIN 2 IRE TldZk { . P-4
BB L CHEEH 2R & - 7218 (in vitro) o
16.7.2 EREREYHEERAHER

(1) AL~ EE>

RN 19 6I1C, 9 2% 3 F (200mg/El. 1 H 2 &)
DEFIREIZB W T, v CYP3A FHEH J O PR O
CYP2CO FHEHETH B I NMNANTEE Y (200mg/ll, 1 H 2
m) PRS- L2 &, AN~ PE L idTay
I FOEFIKEED AUCo120r KO Cmax 1228 % RITE 72
o lze R AR I8 FIC, I N E Y (200mg/
[, 1H2M0) OFEFRECIBNT, 343 F (200mg/
Fl. 1H20) #HHREROHES L&, 343 FiZ



- HZ
-

ANNTEE Y DOEFIRED AUCH-120r N 0¥ Cmax |
ERIZTE o729 BHEANT—% )0

2) FAXTZI—=
fREEER AN B 34 B2, 5 a9 3 F (300mg) O H AR
GizBW T, §9» CYP2CI9 HESKTH L+ A T TV — )1
(40mg/[l, 1 H 1) #P:AKEROIRG- Lz &, A 27
T =L T 3% 3 FoO AUCo KU Cmax (2328 % KT
Ehmolze CYP2CIORE THALF AT TV =) (40mg)
DOHEFEHRS 2B VT, 9343 F (300mg/lHl, 1H 2
b)) 2B SRS Lz &, a3 Rt x7ro Yy
— VD AUCo+ 2 UF Cmax (ZHE % RIT S e h o 7220 (SLE
}\7—“._.&)0

(3) I4YIL
fEHER AT 33 B, CYPSARECTHLIFT T A
(7.5mg) OHEFOHKGIZBWT, 343 F (200mg/
|, 1H2M0) 2EHERORS- Lz &, a3 3 Fid
IV L0 Cmax % 30%H 1 & 47245 AUCo- 123528
RS A p o 7220 (BHEAT — %)

4) Fnz7y>
TEEER A 16 B2, S V7 7 1) A CYP2C9 B CH
2N 7 7YY (25mg) OEREFROFEGIZBNT, I3
I F (200mg/Ml, 1 H 2H) %GEHAKIERIOHRS Lz &,
FaY I FIEZSKETR-TIVT 71 »® AUCo+¢ 2 OF Cmax
WCEBERIZSE, o bnr EVERES TR Fba ey
O FEIBE R (INR) O Kl K Y AUCo-168nr 125528
FAFE Ao 722 (BHEANT— %),

16.7.3 BEFAERMEIERFT
HARAROHE DR O/NEDTA»ABE,SES
nzIAEh S a9 3 FigETF— 7 2T, FHEFSRY B
T 24T o720 ZOREFR, CYPFEEMEZAET LM TAD
AETHDLHINNIEE Y 722 b v F7 = /N E
F— VORI E Y, T3V I FOEFIKRED AUC 1&. B
AT OVNBT, K& 25% 5 O 17%84 L 72923,

16.8 Z D1t
T a3 FEES0mg [ 7 A V] 122oWC, [EEPRLRL/%0
[ EH] O AW F 1 R S BG4 B9 4~ (S 243 A
190 FEAREFELO39EL5)] 1I2ESE, T35 3 N
100mg [ 7 AV ] wfEiesliH L L7 & &, BRI EE L
HIMF S I, ARSI EEE & A E N2,

17. BRIRRIE

171 EHRUOREMICET 2558

EAFAE (CRMELBEREEZSD))

17.1.1 EEERFE MAEZRER (BEEE. RA)

FHUC USRI T AP A &SI S 723 56 (SR 2k
L3tE % &) R EO S REMAIEEHT 5
6B EOBEEEZNRE LT, T3 3 FiE 200~600mg/
HEDX 3 vAax ¥ E rfEfsE (CBZ-CR) 400 ~
1200mg/ H 2 % BANZCTRIOES Lz & &, EEFMEA
TdH 4 Kaplan-Meiler 12 & O HE%E L 72 & SHH =12 B
356 » ARSBIENERITEROEBY TH Y, HEED
OSWAEREIX T O T IR I F O R E S N7 IEL MR FE (-
12%) % Ell»7-2 &, CBZ-CR#D 6 # A MZIEE IR
W9 B HEMED BUEEX MO FHED L (%) 13, 7
ORELIELMERAE (-20%) % LR o722 8056,
CBZ-CR 12K % T a4 3 FEEOIEHMA TR SN2,

FEVEDS | FEMEIH

BT | o | gy L7 | EIECD [y
EE il FHE | [95%(E fﬁgg (%)
&) | X2
TAFI| | 32 89.8
FASY N &ETE (73.6) |[86.892.8] -1.3 6.0
CBZ-CR| 440, | 308 o1 |[-5.52.81 ) 7
e (69.7) |[88.294.0]
TAFI] e | 307 91.5
—_— 7 (75.2) |[88.694.3]1] _1.3 57
CBZ-CR| 44, 285 92.8 [-5.32.71 |
E (71.8) |[90.095.5]

_5_

a) Kaplan-Meier 512 & A58 GBZE 3 » ABOFEIERE (2 HLL
T, 3MPE) % & LT Mantel-Haenszel #:12 & 0 ii%)

b) 734 3 FHEEEOHEEE-CBZ-CR BEDTH kR

c) LB 70 95%EHEIX [ o F A /CBZ-CR B D75 45 x
100

d) Full Analysis Set

e) Per Protocol Set

f) HARNES 7 6% &

) HARJES 13 1% &

B, FREATRERICE S5 29 3 FEEEET 400mg/ HiB~
DOWEPVEL > 2 BETNEATTB & LT 723
EDFAS 2B B FENHEL L2 BE S (#EE (%) &
3083 /444 B (69.4%) TH Y . Kaplan-Meier #:12 & 1) 4
TE L7258 RT3 [95%EHEIX ] 13 84.1% [80.5, 87.6]
THo72,

BV S BIMEEE L, T a9 3 FEeBET 37.2% (165/444 1)
THolzo BREWERIZ, FEIED T\ 7.9% (35/444 1) .
JEH 5.6% (25/444 B1) . fEHRE 4.5% (20/444 f5]) T&H -7z
H1) AR OKE SN 1 HigsHEE 400mg TH 5.

E2) HMNT B SRR CIAZ S TV,

£ 3) 200~400mg/ Hi% 5 THAEAELE L BE .

17.1.2 ERFE TEHR (BEEEE KA)
1FOBFOITADPAEEES LT 5 16 L Eofks
e HTHTAPARE ZMNSRE LT, 393 FiE200
~600mg/ HEVREHR G2 & B HARED VK2 2L &
6 7 H RMIZEVEN g OEE1E 46.2% (6/13 B) T - 7220,
BIVEHIBEBHIE 12, 84.2% (16/19 1) TH o720 ERENE
HE, FEEo F v 42.1% (8/19 ). IR 31.6% (6/19
B) . EEEPED F v, L% 10.5% (2/1961) THo 72,
TEA4) AR OKF S 1 HisE R 400mg TH S

17.1.3 EREFEENAERER (AL, ’RA)

BEAF DOPLT A D AT % BRI R E A S e Wil
GEEERET S 16U EOARARLOHEADTAD»A SR
H 547 B (HANES 142 F &) 2 REL T, 539
3 F$E200. 400mg/H XiE 79 A% 16 BEERECOHxS (B
HFOMTANAFI~3F D) Lz &, HEFHE
HTd 2 BIEIMICR$ 2 R 0 28 H» 72 0 o455
ERIBZALRITEDO LB THY, 7S RMEE T a9 3
F§E 200mg/ H I O 400mg/ H #E & O TS E B 72
FENED SNz B EEICBITA 0% L AR Y — 1L —
N (28 Had 72 ) OB FEAEMEAEIZEI & T 50%L2.
g L2 BB OEE) X, 7T 2 REE19.7% (36/183 1) .
F 2% 3 F§E 200me/ HEE 38.5% (70/182 1) K UST I+ 3
R4z 400mg/ H ¥ 49.2% (88/179 ) T&d - 7220,

28HH72H) D 77 RTETKS
B | SRS pio | T auMAHD
EALRY [959% X M)
7T R 183 -1.22
. 29.4
200mg/ H 182 -3.33 <0.001 [18.738.7]
" 39.6
400mg/ H # 179 -4.50 <0.001 [30.547.6]

a) Full Analysis Set

b) HLfiE

o) X L 7R R 0 28 H & 72 ) OSSR RN A& SUSZE L
G R O EE RS- M LBl o 28 Hd 720 ouss
VER B E 27 & § 5 o imir

d) EHEGHT &0 HEE S N R/ NI S L 2 R
FE A= (%)



BIVER BB IZ. 9 a9 3 FEERET 47.7% (173/363 51)
TH o720 EREIWEMIZ., FETED F v 22.9% (83/363 1)
TEHR 8.8% (32/363 B1) . #ifi 4.4% (16/363 1) TH -7z
17.1.4 EEERRABRERSHR (RA)

EIRSIL R 5 A GBS (BEFEE:) 22T L2 HARKR O HEO
BEATIH (HANBEE 1230 % &) 2% LT, 92
3 F$E 100~400mg/H % 1 H 2 B2 TRO% 5 L7z
L& (P, RE 767 S . TR o R
5O 28 H&H 720 O FAER A= O IfE L 55.23%-.
50%L AR ¥ — L — ML 56.3% (265/471 ) Td - 722,
BIVE S B 1Z, 5 a9 3 FEERET 42.9% (203/473 #91)
TH o720 EREIWERIE. FEITED F v 17.8% (84/473 B1)
IR 5.7% (27/473 B1). BAJE 3.8% (18/473 ) TH - 72,
17.1.5 B S mHERER (M)

BEAE DPUT A D AT 22 SRR RS S I Wil
SEEEART D AL E 17T AR O/NETA D ABE 343
BlAENGE LT, 3% 3 F (FE 30kg A OB E 1L 8~
12mg/kg/H . KE 30~50kg H:iii O B H 1L 6~8mg/kg/ H .
i 50kg LLE @B F1E 300~400mg/ H) XiE 75 A% 16
BRI S (EOITADPAI 1I~3# L D) L7
L&, EEFMIEE CH L B 3 A HERRE I o 28
H& 720 QS SIERBE LRI TEDEBY THY, 75
bAREEE S Y I FHEOM THRETFEWNICEE R EDRD
5T,

2H0H72) D 7T L KRB
Bk ESSEERIE O | p il T % A Ed
ZAbED [95% 15 HH X [ ]
7T & KEE 170 -1.55
Sa¥ IR 31.72
T 170 3.5 0.0003 [16.34244.277]

a) Full Analysis Set

7T RO 2 0E, HEEIEOSERET — 7 K GEEREED

IHHOD 10%8) D3 o 72720, BITICED Loz

b) HryLfiE

¢ In (X+1) (X 1ZETZIERED) THEZESe L 725050 561 %

VL SR, DA LR R 2 T & L R L 2 s

B 28 Had 72 1) o5 Sk = & L 7= 36538t

d) 77 RBISHET 2 (%) =100x {l-exp (RN FHD
Fa% I FHEE 7T RHEOE)}
BIVEFISSBIMEE X, 9 a9 3 FEET 33.9% (58/171 #l) T
Holze TREWERIZ., IR 14.0% (24/171 1) FEED
F128.8% (15/17141) TH o 72,

17.1.6 EEERZE I HRB#HEREHRR (IR)
AR 17 MOBEFELFE S NT2/NETAD A B 136 4
(AARAN46 61, SREANO B ZRHRELT, a4 3IF
12mg/kg/H (fE# 50kg L L8 1E 600mg/HED) T
Z 1 H 2 BN CROSG Lz & Bgdfi» 5 04k
SIS BT % 5B S8R MBI AL o R L5 12-52.73% (H
RANT-27.63%. #HENT-60.56%) Td - 7230,
BIVEHIBSBAEEE 12, 56.2% (77/137 Bl) Td o720 FAEME
FIEL FEED s 20.4% (28/137 B) L EIR 19.7% (27/137
). ik 8.0% (11/137 1) Tdh -7
5 AKIOAKF S 72 1 Higmiid, B OMEE 50kg ML B0

JNIEAC1E 400mg . A 30kg Bh L 50kg i o /8 I it
8mg/kg. A 30kg A O/NEIZIE 12mg/kg TH 5o

GRE R EE)

17.1.7 EEERE THEZREE RARU/ME)
BEAF DHUT A D AT 2 SRR RS S e Wik
ERRIEER AT AU EOTA»ARE 242 6] (HAEN
BEIFEED) Z%E LT, 9343 F (KHE 30kg &
Wo/NE B E L 8~12mg/kg/ H . 1K 30~50kg Al d /NG
BHIE 6~8mg/kg/H. A& 50kg L L o/NET O N B
13 300~400mg/H) Xix 77 K% HmET 24 B HS-
(BEFEOMCTANPAIEI~3K EDPEH) Lzb &, EEFN
THHTH A 24 B OEHEAR I2B1T 5 2 [0 H oigE 5
VEDZHT 2 F TORMIZTEOEBYTHY, I KL
F a4 3 FEEE O THREMEMICEE 220500 5723,

ARy MEBE SN O
gEtE | e |cont ) v| ST EE | p o
(9592 JEIX 4] on
. 77.0
TIERE 12D g 0198 0] 0.540
< 0.001
AL NN - [0.377,0.774] :
" 118 [144.0-]

a) Full Analysis Set

T a3 FEDO 1BNL 125 D A N> N H5EH L 725 12 1AL
M EN72720, 2 B 24 B O HRIIN O BIEERDPE S N b o
T2tz BT EO R o7

b) Kaplan-Meier #:12 & % 24 BRI ORI BT % 2 B H O RE
BICEVED R TLE COMB oMM (i)

[ -1 9343 FHECIE 24 BRI OEEIRNC 2 B H o 5RE R 5 1E
AT 50% UL EDFEBNZZRD S N hr o 7272 0HEEATE

c) FEHIMICBIT 5 28 HdH 720 ORERAFIEORED 2 BT @
AL 2BIBF OB 2 [ O/NEBIIZ BN % g & L7z Cox Hfl/
P— FEFVIZED L, Wald iz L W EH S he

EIVE RSB, a9 3 FEET46.3% (56/121 ) T
olz. EREIERIX. FEITED £ 17.4% (21/121 #1) .
fER 13.2% (16/121 1), T 7.4% (9/121 1) TH o7z,
17.1.8 EREFEREBGERSHAR RARTNE)

IS R 45 AR ERER (AL OVINE) 252 T L7 L oty
RBcoBEEMEED S B IRIE A TSR O 2O A
w7 S o2 BE 239 B (AARANEE T Hl=&d) %
WL LT, a3 F (KE 50kg Kilo/NBEH X 4~
12mg/kg/H . K5 50kg Ll /N B 200~600meg/ H
BB E 200~800mg/ HES) % 1 H 2 [ 4  TRELI
H L7z & (PRHE. & 1416 H¥%Y) . Biralrofss:
I 2 & OGBHEMIC BT 5 28 Had 72 ) o5 A5 1E
B O L 13-88.52% T d - 7232,

BIVEHIZEBHIE (X, 34.7% (83/239 B) TH o720 E4RENE
FE FEED F4 10.9% (26/239 1) | R 5.9% (14/239
B) . BlEEYED F RO 3.8% (9/239 1) THh -7z,
TE6) AFIOKF S 1 HigsEHEE, B AR O 50kg LA Lo
ANIEAC 1T 400mg . 1A T 30kg B L 50kg i o /N VRIS 1%
8mg/kg. A 30kg A D/NEIZIE 12mg/kg TH %o
17.3 Z D1t
17.3.1 DERIIX§ 3852
TR N 214 B2 5 29 3 F 400mg/H. 800mg/HED i
77X R% 1 H2MBENZHFT6 HERERORS, LidEF
Y7udxHyr400me/H% 1 H 1Al 3 HERERHRS L
7ok &, 7aYv I FIZQTcHMBEILEE L o7 T O
I NEEO PR M OFIZE LR34 6 HH %L 1 Bk
WiRkRERY, 79 REEED#EIZ, 400mg/H T 7.3ms.
800mg/H™ED T 11.9ms TH - 723 FLEAT— %),
ET) AR OKFS I 1 HigsHE1E 400mg TH 5.

18. ZERhEIR
18.1 fEA#RF
Z a3 FIXEMAKGE T M) 7 A F ¥ 2 IVORRE AN
AL 2 BRI ARAE L L S EEIRTE I & 2 M & 225
ILEEBLZ Lo THITWRAER Z Rt EE2ZHNT
V53
18.2 TADPAREICKHT 21/ER
T a3 FIRRBEEEIE~ Y 2 R/ F o~ B v 75 E~
AL MEEFR R U IET v b, 6Hz TADARIEY Y
AR ORRTER Y a v 7581E (7 A, v ) OG5
&w%%%@%ﬁ%Ltﬁ%%?wuﬁwf%W%Wﬂ
L7239,
18.3 M CALPARMIER
BRSNS F Y R 75y MZBWT, ¥ F) 7
TR % ] L 7239

19. BRHEHICET 2EE2IA

—fi#

Z a4 3 F (Lacosamide)

1t%5

(2R) -2-Acetamido- N-benzyl-3-methoxypropanamide

¥R

C13H1sN203




SFE
250.29
MR
Hf~ k0K Tdh b,
AF )= VIZEIFRT L, T8 =) (99.5) IZRREITR
T, KIZRRBEIFIZL L, AT T IIFEAEEIT RV,

BER
HsC
0
H:C™
0
22. ‘@

(%I RF$E50mg [7AIL])
100 $& [10 %8 (PTP) x10]
300§ D, /vF]

(ZaY 3 KF§E100mg [7 A L))
100 $¢ [10$& (PTP) x10]
300 $8 D, /37 ]

23. FEXH

%1) HATADPAFSE I CAPARERZBRALTWAET
ADADH B NIZBWT, HEIHEE R G E ) Bhk
e T BB EHAE (202643 A 17 H)
JEASHENE - EERIVERREENINIS~ = 2 7V SEHIEE
TRUE E A T

REFEIR, M o HEHE L 959 . 2015 5 43 © 1307-1316

FHE AR BT 5 5 34 3 FRERS- RO 3 H)
RE (V2% MEE 2016 4E 7 H 4 HAKGE, HiFGEREE
2.7.6.3.3)

HA AR OHLE NN BB 12 31T B REG SR B e AT
(B89 P FIA4 vy 7F/8 20194 1 H 8 HAKER,

HESEORETE 2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

6) FEPERL A RS ER [$E 100mg]

7) HMEERER A BT B T T 3 O EHEE k13T
HEOFE (VasSy ME 2016 7 H 4 HAKZE, Hih

GRS 2.7.6.1.1)

8) SEHE A, M« BRRKTAIZEEE 2018 5 21 © 1223-1234

9) M¥E/-AFEEE (Vas8y ME 2016 47 4 HAK
. HEEERMMEE 2.7.2.2.1.1)

10) 3 (Cao8y ME 2016 4E 7 H 4 HAKER, WIE5EEE
$12.7.2.3.3)

11) BEM: (Y 2%y MEE 2016 4F 7 H 4 HAGL, HWEEERHE
312.7.2.3.4)

12) Cawello W, et al. : Eur J Drug Metab Pharmacokinet.

2012 ; 37 : 241-248

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

EHEREDINT 257 T4 3 FHERE L 5-Fr O FE W BhREE 12
T TEHEORE (a8 ME 2016 457 A 4 HK
. HIFERMEE 2.7.6.4.4)

AAEI TR T IS B 23 EEE (B a8y M
2016 47 H 4 HAGE, HETERMEZ 2.7.6.4.5)
Schaefer C, et al. :Clin Drug Investig. 2015;35:255-265
SRR L O T a4 3 FEE N OO SO
SEMENRE I R RBOME, (Ea78y ME 1 2016 45 7
F 4 HARRR, MEEERs 2.7.6.4.1)

WM EVERRER (Y A8y Mg 2016 4E 7 A 4 HK
. HFFERMEE 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
IYVT A LEOFEYHEAM (EL/8y ME 2016 47
A4 HAGR. PEEEREE 2.7.6.5.9)

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

7 a3 RIS 5 RHEFEEWEIERAT (Ea/8y b
$E 2016 47 H 4 HIKRE, HREERHMEE 2.7.2.2.5.2)
FEPVERL - AE R SRR (B LB )
TSN LA T o0 E S Sk ] FE 3850 BER (e a8y b
$E 02017 4 8 H 25 HAKRR. A ihs®)

o FEVERE B & HAREA~OY) ) 2 3 (2 4
Ny NEE 2017 4E 8 H 25 HAKRE, HAMEE)

27) HARKOHENZ B 2555580 75 & [k 18
HelakEr (Ya%y Mg 2016 £ 7 H 4 HAKGE, HiEE
B 2.7.6.7.1)

H AR OSHR ENZ BUF 2 555 F8VE B R o B ke iz 5-
B (V28w ME 2016 4E 7 H 4 HKGR. HIFSEHRHN
2.76.8.1)

INBBEE R G L L7 B RIRE O 7T 1 Rt

st (Vaiy RSy 7/8 12019481 A

28)

29)

8 HAKFR. Wk 2.7.3.2, 2.7.6.3.1)
30) /NREF xR & L7 SO R o Rk e 5

HEp (a8 P RIA Y0y /88201941 H 8 H
K. HEHERMEEL 2.7.6.4.1)

N OVNB RS 2 xf G & L 7z skl M S VEpE Rl R o
EBILE 77 2R RRER (Ca8y P FIA >y 7/
$E 1 2020 4 12 H 25 HARGE, HFTERMEZ 2.7.6.1.1)
BN OVNB S 2 xf G & L 7z shim M SV EpE R
FEkR G558k (Yo% P RS 4 vay 7/8 2020
12 A 25 HAKGE, MHERE 2.7.6.2.1)

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

31)

32)

33)

34) Errington AC, et al. : Mol Pharmacol. 2008 73:157-169
35) A w BT HHER (Y a8y ME 2016 4F 7 A 4 HIK

=H

A, HFEEEE 2.6.2.2)
36) Brandt C, et al. : Epilepsia. 2006 : 47 : 1803-1809
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