* % 20264E3 B 24ET (8534R) HAESER RS HEES
*2025F 12 H BRET (BE2hR. #hBEA ) 871139
B A EERF ThHhAE
BXEAR : 35 #ﬁ ﬁl.:.51)
BIEE, WAEEER
SOY= REE
— —_— > N\
AU I F&50mg[9 1 ]
— — ~ N
A I F100mg[9 1 M)
Lacosamide Tablets
#£50mg #£100mg
AREES | 30700AMX00169000 | 30700AMX00170000
) EE-EHEONGEICLVERT AL IR 7EF A 20254124

2
2.1
2

. BR (ROFBEICBES LBV L)
Al DB LIBBUEDORIEED & 2 BE

3. #
3.

ES
2 BEEOFKEREOH HEE9.3.1, 16.6.3 ZHE]
B - HHIR

Z 3% 3 F§E 50mg
(51 +]

Z 3% 3 N§E 100mg
(51 +]

1 $gf 734 3 F 50mg

1 48 534 3 F 100mg

TRAA

RO —Z, (EERE
S v i S R )
O—ZA.kFuFrSuor
LEba— R, BEEKYT
A, JUARKE RV, A
FTI VBT T L
ARYEZLT7ILI—) (8
AL B{IETF Y .
<z uI—)L 4000, ¥
J.BEBTETILIZT L
L—F, =Rk, 2k
b8k, AL Fo

EEELO— 2, (EERE
L RoFrFaovitil
O—Z, Ry Faov
LEa—RA, BEEKT
A, JUARLE Ry, A
FTI VBT T L
RUE=ZL7ILI—)L (¥
FTAL) . BLFY .
<7 uaI—) 4000, ¥ )L
7. BE=T8(EE. HL
FoNa

3.2 REIDMEIR

e

Z a4 3 N§E S50mg

Z 3% 3 N§E 100mg

[74 ] [74 ]
. BEEOBHAEOEFRA
. | B BoBEHED T ¢ o
& - Al R Ry e V)74JI/A§:E—7—4 NV
e
S| =
flE —
B, EF| $104mm. $49mm | £ 13.1mm. £ 6.1lmm
Ex # 3.1mm # 4.1mm
2 %9 130.6mg %9 259.6mg

4. FHHEMIFZHR

OTANAEBEDRDFE (CTREERIEREZSD)

Ot TADAETTHEMRIED SNBVTADAEBED
BERRREEICHT M TANAREEDHARE

6. AENUHE

A EE. RAICIE T AT I RELT L H100mg K05 %
BitA L. 20 1 HE EOMEZH 1 CHEE L. #EHES 1
H200mg &9 54, Wind 1 H2EICFCRAOKET 5,
B EERICE Y 1 H 400mg %8 2 72 WEIF CHEEEETY 5 55,
eI 1AM EoRE2H 13T 1 HFAEE LT 100mg LR
DfFH T &,

N EE. 4B EO/NRICIZES I I FELT ] H 2mg/kg

FOEEERBL. 0% 1B EOME2H 3T 1 HARE
L 2mg/kg 9 OERE L. HERFHE % (FE 30kg RiEo/NRICIE
1 H 6mg/kg. &% 30kg LI L 50kg Ao /NEiciE 1 H 4mg/kg
L9 B, LWIND 1 H 2B TROKET 5, 8. ERIC
& U {RE 30kg KD /NRICIZ 1 B 12mg/kg. 1A% 30kg DIk
50kg A D/NRICIE 1 H 8mg/kg % # A 70 W #iFH ¢ E R T
A7, HEd AR EoMEEH T 1 BAZE LT 2mg/kg
PRE 2175 2 &0 72720, 148 50kg PLED/NRETIE, AL
F A - HEZHWS Z &

7. FBERUREICEET 3EE

GHEEHE)

71 2Vv7F=>27V) 752 AH 30mL/min LN OEE K OKH
BHEEREDH S EEICIE. AR 1 HRSHARE% 300mg. /)
R HEEHE.Z 25%BEET AL CEEICRET A2 L,
F7o. MEBENZZTTCVWHEETIE, 1 HREZIKHA T, WK
BRBRICEACIOHEBOXEDOENBRES 2EET 5 &,
[9.2.1. 9.2.2. 16.1.2, 16.6.1, 16.6.2 Z&]

7.2 BENIIPEEOFKEREDH S HEE (Child-Pugh 778 A
KU B) 1Zid. AR 1 HEEHEZ 300mg. /MNEIZ 1 HES
8% 25%BEEET AR EEEICKET A2 &, [9.3.2, 16.6.3
Z ]

7.3 KElo 1 HESHEIZ/AE 30kg RioO/NETIX 1 H
12mg/kg. 1A= 30kg Ll L 50kg Kiid/NETIE 1 H 8mgrkg T
H5. KAI%Z 1 H8mg/kg # 2 THE L TWA{RE 30kg &
O/NRA. KEICHEWRENICAED 30kg LEE T - 7285E
IZid. BEOREZHHICEE L. BREVBVERORBE 2 EHE
L7zD 2T, BYILAREHEIT S &. 4B, SMaEE L8
JaHZ &,

(RERFEE)

*7.4 AEZRERRREECH L THEAT 25810, o TAD
AEREGIRT 52 &, [BRFBEICBV T, RMEMRRKEICNT S
AREI B 5 T OFE R 0o]

8. EERELXRNER

8.1 HAHICB 2R E5BOZEGEEL W LESHIEICED., T
ADPAFEOEENIITANPAEBRENDSDONDZENDH S
DT, BEEZFIETZEAICIE. P &b AR E» TR
RICHEBT 5% EHEEIITH Z &,

*%8.2 MO IV, BR. BRI TEESH - &N - REGEFENEF

DIETPHEC D ENH D, BEHEOBEEEMERZ S IR
OWE L, BEZESOPEBEE 2+50HEBEO L. EffiASEEIC
I Ly B A D BMIREZ T HE I TR EESKRET
HBHZEEBEUNICEZIEET S L, £2. REENHSDLN
HBEICIE. BEEOEESEERZ S BMOBIEICHES L
&5, BFICEEIT A &,

8.3 PREIBOIEENHSONBZ ENHBDT . AROHESHIZE
ZEN EOFEETuy VEICEET AR GER. IREEGED .
IRIGAEE, THERS 6 568, K. #fF. BUINSE) oK
B3 b L, KEIOHEEHFIZFD LD BIERD D &5 b HEIC
3 EBfOREEZT AL BERVCOREZFICIEET S L,
DMZEEEPEEONMER (DHFEXILOAEE) OBEDOH
HEE. TRV LF v RIVEE (TUVHYERES) O0bhdE
#.PREBOIEEZE T BZTNOH2EA 2Z2MHAL TV SEE
ETIE AR ERBRE ARSI OBREEEZITO 2 L.



BEOREROREBOE M 2 ERERSBEIT S Lo [9.1.1.
10.2, 11.1.1 ZH]

8.4 ZEk, BB, WBEFORBMIERSHS5bh. HREXIC
ELHIEbHBHDOT, FAIREHIIEEDORERREDZE(LE
FERCBIET S &, (8.5, 15.1 ]

8.5 BENMUZOFHEHEICHEN, BREREOHHEREROA
BEMEIC DO W T+ AR 2TV, EAIEREBICERZIMOED &5
fEEd 52 &, 8.4, 15.1 ]

8.6 i, BRFEDIRBEEVSE L2 ARENHHD T, BERIC,
REEICOVWTRHEZZITOFIEL. BEPRDSNLBAEICE
B ZMEZITS T &o [15.2.1 ]

9. FEDERZFITIEBEICHT R IR

9.1 BHIE - IFEEDHDEE

9.1.1 MEBEEPEEDIVEE (DIEEXFDAEE) DOBE
NHREE. TRUDLFvRIVEE (DIVHIEIRES) D
BEHE
AFIO PR MBEEEAICEVEE 70y VEPHET 28BN
Nd5. [8.3. 10.2, 11.1.1 =]

9.2 BikgEEEEE

9.2.1 EEBKEREEDGHEE
[7.1. 16.6.1 =]

9.2.2 MFENZZFTVDRPABIEEESESE
[7.1. 16.6.2 =ME]

9.3 FrikeEESEE

9.3.1 EEDITKEEEEDH D EHE
BELZWZ L, REIOMPBEEN ERTLI2BZNADH 5,
[2.2. 16.6.3 =&]

9.3.2 BEXFPEE DIFKEEEEDH S EE (Child-Pugh 7348
ARUB)
[7.2. 16.6.3 =&]

9.5 1w
R ITER L C WA RREE D » 2 et 121X, IaE Lo BAEED
fEkgtE % Em 3 &K SN AEEICDARET ST &,
Fv MZBWTIREBTEIRD SN TWVWA,

9.6 =ALIF
WELOERENRCBARBEOEREZEE L. HAOME XL
FIEEMERTT A &,
b N ABITT A ERESN TV S,

9.7 VR
9.7.1 (EHAEMAER. #HER, ARNT 4BMEBOY LI T 2
PRERERIZERE L T,

9.7.2 NEEE OIS FAMEICHT 2 BAERICET A BERREILE
A B E B ITbn TV,

9.8 &
— R ICE S TIAEEBESME T LT W5, [16.6.4 2]
10. 1BE{EH

10.2 HAEE HAICEETICL)

A% BREEIR - 1BETE | W - fElRET
PREBOERLEC | FET7 0y VEFF|MHICE D PR R
ITHEBENDHHEA (BRI 2BENDH 2. ERIERPHEIMAIC
(8.3, 9.1.1, 11.1.1 HRIL5BENDH
Z] %0
11. BfEH

WOBWERDBH 65bNBZENHHDOT, BEZ 51TV, B
EBPREOONTEGEIIBEGE2HIT 22 EHBY 2 MBEZITS
Eo

1.1 EXZEIER

M.1.1 BEEZJOvT. Rk, K8 (WInd 1%KH)
PR EEOEEZKL I T BENITDH 5, [8.3. 9.1.1. 10.2 &l&]

11.1.2 hEMREIBIEFMAEE (Toxic Epidermal Necrolysis:
TEN). RSHSIEIRAE(REE (Stevens-Johnson SE(REE) (W I'h
& 5B AN
FEG KB, K - OB A. ZHFE. WEER. BRAm. ORNRSE
DOREVPRDONIGHFITEEREE2FRIEL., BYLABZITS C
Es

11.1.3 EZIEBSAEEIREE (HERH)
MHATER & LT3E., RED A SN, BICHFHEERE, ) o F
[EAR. HMBRIE. FEEEEZS. BRI O SERBIRE 25 ER
HOEELBEIERVSHSDONE I ENDH 5. 2B, B MR
AT A IVA 6 (HHV-6) HED 7 AV AOEEE(LEZES 2 ENE

<\ BEFIROFRE, FHH. FREREEOERPERD 2V
BT ENHLDOTERT S LY
1M.1.4 SEEERIRAE (BHEZAHA)
11.2 Z0thDE1ERA

3L | 1~3%K0 | 1%k | SEEAH
FE D F | FEAE 1R 5 O )M o
0 W EERE | . R . S5
(17.8%) . B RSt
S, (R . SRR
BHEE, R
BFH. 355
K5, R
T B . T
= RARAE.
. SR
= IR, i
FEBEE .
IS4 r7ua—
X AMTA
N h
R . B
: B B
e W
=0 B | A ERE. O
(s M. 8%
. (R
rEm LEAS | OEEE
FER TR
RO B
e
%75 . | & E
KR 5. 7>
A EYIBEE
HEER TR
. H & & o EB
Rt o
e S TRE. 5. .
FEEE | 2. BIRE
Tt 4. et 4
Jy%E . BAEI R

13. BERS
13.1 fER

RS (Bk 12000mg) 12k D ER® 5 h - ERIER I

)

HEDHE W, B FBE (REERERAFREE TAPAERERE).
DZEEE, Yav I/ ROBETCH->7. T/ AT IR
7000mg % —FE IR U 7= I CE T A s S T 13,

13.2 W&

FANFMEBITIC L DIREATRETH O . FEHL TR ERDOEE
126 U CIREN O FEfE = Bl 5 2 Lo [16.6.2 ZR)

14. ERALDFER

14.1 FRIRMAEOER
PTP A DAL PTP ¥ — Mo WO LTIRAT 5 L5 15E

RRARIC L O | BE A ER A BB R AR

AL, EICREFLZEI U THRAXAFEOEBE L A HHEZ f3 7

HTEND B

15. ZDMDFES
15.1 ERIREAICE D B
BN CEMSNIEHOTTADPAEIIBIT S, TADA. B
FEERELANR E L 199 07T b R ERES R B O MEfiE R Ic
BT, BRGENCEBREROFREFOY A7, LTAPASE
DORABTTIEARBEHBEL T 2EBEL RTAPAZRA
BE:0.43%. ST REE0.24%) MTADPAZEDIRERTIE.
TS ARBEEHAN 1000 AH7-0 1.9 AZWEES N (95%
XM :0.6-3.9), /2y TADPABEDT T 7L —TTIE,
T RBEEHANR1000 AH720 2.4 AZWEHESINTW S,
[8.4, 8.5 B]

$5Z&. PTPY—1D



15.2 FEERARELERICE D < 1B%R

15.2.1 FEEERIEMBERERICB VLT, 739 3 NIZT v hOKEME
IZ#H5% 35 HEE A LN, Ty bo 26 BRK Y 104 #
MRERSHEERBCRICEEIROONT. 4 X0 52 EBK
BHESHEEHBICBVOKREOELEIRO 6N 57z, #H
B BEEOIRICETAEEFHORBRRE It ABLOEL.
16 EE#ES O B EE [ AHREO 77 L RBETIE 1.6%I105
L. A&#H| 200mg/HEET 4.9%. 400mg/HEET 12.2%. R
5TI35.5%Ch 0. i\ LR (Hamiid) 077 AR5
T 4.4%12xF L. A 200mg/HEET 8.9%. 400mg/HEE T
18.0%. 600mg/HEET 30.5%Td o7z, [8.6 SHE]

15.2.2 R#HFEEETT VL TH S WAG/Rij 7 v b (3. 10 RO
30mg/kg ZMERENIS) ROA b T AT — LBEERMTANA
Z vk (15.6 XU 31.2mg/kg #ERENHE) I2BW T, R#HE
FEDIBEIRD 5Nz,

16. EYEhRE

16.1 MOGEE

16.1.1 BEA

(1) BEigs
TR A B 18 filicZ 24 2 F 100, 200, 400mg % ZZRERFIC
BEFEOREG L& &, 5% 0.5~4 B < Cmax IZ:E L.
t2 1389 14 BRI TH > 72. AUC KO Cmax 13RS EICHHI L
THEmLEY,

B[O S R OEMELINT A -5

w58 100mg 200mg 400mg
ik 12 11 12
?}fncf)’"" (18 157.0 [20.4]1|116.4 [18.21]219.1 [16.1]
Q/[fn(io)* (g 1550 118,71 [112.1 117.11212.5 [15.0]
Cmax (ug/mL) |2.96 [15.2]15.84 [25.0]]11.8 [15.4]
mazx (b) 1.00 1.00 1.00
(0.50-4.00) | (0.25-1.50) | (0.50-4.00)
tizz2 (h) 14.0 [20.2]]14.6 [13.01|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]

HAPEME [CV (%)), tmax 13HRIE (#F)

(2 RiEES
RSB S FlICZ 34 3 K 200mg/[E% 1 H 207 HEK
BERO/EG L&, MEEFT a9 I MRERRSHE»S 3 H
BICEFIRBICEE L7z, AUCo120 DRBEFREKIE 2.4 TH -
720 (MEAT—%),

16.1.2 INR
FEMIHBRO_ESE®E | HBICBVT6 n AEVDS 17 5%
FTONRTADPARE 414 6] (AHEAN 46 flzals) »o5E/ES
N7zMAEFS 349 3 NEE 2 H T REMSEM BRI 21T,
NRIZBIT ST 3Y I FOEWEREINT X —F ZHE Lz, RE
B 55393 ROBRERIE 2~ 12mg/kg/B% 1 B 2 @
5 (k& 50kg Ml Eo/NEToOmEAEIX 600mg/HE?Y) TdH -
7oo R ORHEERE (VA/F) 1£0.71L/kg. RATOL2H7Y
77 v A (CL/F) \3FEEROERICKTE L. (FE 15kg D 4788
T 0.88L/h (0.058L/h/kg). {k&E 25kg » 8 &< 1.18L/h
(0.047L/h/kg )« 1k & 40kg @ 12 % B T 1.60L/h
( 0.040L/h/kg ). {6 ® S0kg ® 16 # B © 1.83L/h
(0.037L/h/kg) EHEE SN, [7.1 HHE]
F 1) AANE 4R EO/NRICH L CERAEE LTV A,
E2) RAloARES Nz 1 HEREHARIE, RAKOIAE 50kg B

E@/NRIZIE 400mg. {AE 30kg Lk 50kg KiD/NR I
1 8mg/kg. 1AE 30kg KimD/NRICIE 12mg/kg TH 5.

16.1.3 &EAPFHIEFHEHER

(GOY=REE 100mg [9'1 K]
Z 3% 3 N§E 100mg [4' 4 b] &E 408y ME 100mg 2. 7 O
AF—=N—3RICEDZEFNZEN1$E (F3H3I &L T 100mg)
RERMABEICEEREIEORS U MR REFRE % JE
L. Bon7-5yEie/ Y7 X —% (AUC, Cmax) 122\ T 90%
[EREX A THEHERIT 21T - 724558, log (0.80) ~log (1.25)
OHEENTH . WAIOENENRFEEITER S N0,

HENRTA =% BEIST A =%

A(Li(g):n ( Cmax | Tmax | tin

hr/mL) pg/mL) | (hr) (hr)
?O‘grggif}'\ji ] 49.20£6.4114.44+1.11/0.55£0.41|11.84£1.28
IEOé\r/n\ag/ b 48.31+£6.75|4.42+1.57/|0.47£0.18|12.04£1.31

(Mean+£S.D., n=19)

—e— F 4 3 F§il00mg (44 1)
-0 B /%y | EEL0Omg
Mean+S.D., n=19

RSO RS

8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72
B (hr)

MEEREEY O AUC, Cmax Z0/855 X —% 13, HEE R
R AREOTFEEE - RREEOREBREMFIC K > TEZ S0 aEMED
Hbo

16.2 DRUX

16.2.1 BEORE
TR A B 24 B2 Z 34 3 K 300mg % ZZRE R IS BZICH
EREOBE L&, BEIZTIY I RO AUCo: KU Cmax IZ
BEENTS o720 BHEATF—%).

16.2.2 N FTPRASEUFT «

R 24 1125 39 2 F 200mg % 30 KU 60 57 CHEIM
THE RN S T BEEREORS L&, a4 3 RO AUCo+
KO Cmax IFABETHD. 7Y I REDOHEINA T TRAF
EYU T 4 13131F 100%TH - 728,

16.3 9t
A 24 FlicZ 249 3 K 200mg % 30 57 [ ¢ B [0 55 AR AR
ARG L& &, OAEE (Vd) E31.ILTHY. a4 IR
200mg # BEFO#/REG L L&, Ry UJoa/maERE (VA/F) &
32.8LTH-o7z,
invitro (T34 3 R 1.5~60ug/mL) XU ex vivo (T34 3
FO0.7~5.5pug/mL) HEBORER, 739 I FOMBEEAEEER
13 15% KT - 7899,

16.4 X35
Z 39 3 NIZBEPR R ORBIC KV MERAD» BIHEE L,
in vitro SREEOFER EHZAIIRNEE 2 ERFHW TH S O-Hix
FIARERIZEICEFET 5 CYP oF#Eix. CYP3A4, CYP2C9
KO CYP2C19 T&H - /21010,

16.5 HEtt

16.5.1 R AFBES 5 Flic [“Cl -F 24 2 F 100mg (40 1 Ci)
ZHEOGEOREG RO | B CHRESEFIRARE L& 5
% 168 Fiffl % CTIZ. IRPICEHREED 94% K% U 97% S HRtt S 41,
FHRAOHEX 0.5%KRETH o720 REANIEZTIH IR (130
~40%)+ O-Fi A F AR (K 30%). EHEESS (59 20%) K UM
OWELEREY (0.5~2%) &L THifta N0 (AEATF—
7)o

16.5.2 fEFEAABEICT 34 3 F 100~400mg % HERKEOKS
Liz& &, 85 72 KE#K E TORFBPIRERIZ, T349I F 29~
33%. O-i X FIAK 10~15%TdH - 7z, MEEFH O-fi X F LK
@ AUCo+ (3 MEEFR S a4 3 RO 10%TH - 723,

16.5.3 RIS I 2 F 200mg % 30 47 ¢ B[ S sk e
BELZEE, 252775 RX (CL) X 1.78L/hTHO. T
J% 3 F200mg #REFEOREG L& RPTO257 )7
SV A (CL/F) 13 1.84L/h TH-72%,

16.6 HFENDEREZF I DEE

16.6.1 BikEElEEEE
EREOREEDREL HAMHBHEEICT Y I N 100mg = H[EfFE
A5 L7z &, AUCo+ IZEREEIEE#E (CLer : 280mL/min)
sHELT, BEMETE (CLer : 50~ < 80mL/min) T
27%. HFEEETE (CLcr: 30~ < 50mL/min) T 22%. EE
& F#E (CLcr: < 30mL/min) T 59%&< . Cmax [ZBEH» 5
HEODBRERTET 10~ 14%Eh >z, BED» L EEOBEHK

o 4



BEETEICBIT S O-BAFLED AUCe FERELERED
1.5~4.6FTh-7-13 BHEAT—%), [7.1. 9.2.1 ]

B 5ROEMERE/ ST X —5

R

B EE E# BEEKT s HEEKT
% 8 8 8 8
CLcr (mL/min) >80 |50~<80[30~< 50| <30
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

Cmax (ug/mL) (35.0] [20.7] [10.0] [23.3]

1.0 0.5 0.5 1.0
tmax (h) (0.5- (0.5- (0.5- (0.5-
200 | 1.0 | 1.00 | 1.5
o 132 | 182 | 154 | 18.3
[17.6] | [18.7 | [18.9] | [27.8]
213 | 1.68 | 1.74 | 1.34
CL/F (L/h) (20.8] | [17.5] | [19.0] | [26.9]
a)
e 0.590 | 0.354 | 0.2779 | 0.143

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

M FEE [CV (%)]. AUCo+1d 0~96 BFEME. tmax |3
(&)

CLlR:EZ7IVT7IT R

a) 74l

16.6.2 MRENZZ(ITVSKRABSHEEBEERE

MBENT % 21T T2 RIABRERERE O A ERE 12, BB
KOENTBALG 2.5 BfERTICZ 29 3 F 100mg % BEROHRS L
fo& & IEBEMRICHEA 4 BEOBHEBRRTIEITITI RO
AUCot 13 46%EAD Uy BITIC K BFRERIRIZT IH I N 57%.
O-AFNESI%THY ., BHZUVT I ARZTAH IR
140mL/min (8.40L/h) . O-fii X FL{& 149mL/min (8.94L/h)
THo 7 JHEAT—%), (7.1, 9.2.2, 13.2 ]

B 5ROEMERE/ ST X —5

MEENT FEBHTIR 4 g REE AT
GE 8 8
SaAYIF

AUCo-+ (ptg-h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (pg/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
ti2 (h) 19.6 [19.4] 19.2 [26.8]
O-fii A 7~ )L1&

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

HAEFEME [CV (%)), AUCo- 13 0~24 FffE. tmax I3HRIE
(R

16.6.3 FFEEEESEE

FFHEE SR ERE IR L7z A (Child-Pugh 7% B) (25 3%
I N 100mg/[E1% 1 H 2 [\ 5 HEREZORS Uz & & BERR
MNIHARTT a4 3 FOEFERED AUCo-120 & O Cmax 13 %
NZN61%/NV 0% E D> 7z. Tz (KE TCERE(|LIEFER
R&ED AUCo-12n XU Cmax 32 NZFN 47% KO 37%&ED 2 725
EHEFHERERE (Child-Pugh 5% C) ToOZEYEHRE I MET
LTWand EATFT—%), (2.2, 7.2, 9.3.1. 9.3.2 &&]

EHIRRBOEMERE ST X —4

JFtRE IEH Child-Pugh 3% B
I 8 8
ﬁkﬁi?”h (ng- 53.3 [17.3] 85.9 [21.7]
Cmax (pg/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.00 | 1.5 (0.5-2.0)
t2 () 14.8 [19.7] 24.1 [23.5]

EAPEME [CV (%)), tmax 3 R{E (#iF)

16.6.4 SEE
65l boEHESE 11 fIkvEHERE 126738338
100mg/[El% 1 H 2 [\ 5 HERERDOHRS L7z & 45 BT
BRABE 12 f6lE LT BREEROTHICBWTTIY
ROEEIRRED AUCo-120 1T ZFNZFN 33% % 50%5 < « Cmax
EZNEFN29% KN 53%E N 5Tz, 7. KETEEN L
AUCo-12h ITERBEERUOLZEIZBWTZENZTN 26% K4 23%
B o 2100 (EAT—4), [9.8 BE]

16.6.5 CYP2C19 B{cFZH
HARANROHEANMERBKABEE 18 fl%. CYP2C19 #&E7H
ICEDSRBEESEHICK D . 2#HEE (UM) 161, &R
feE (EM) 17 ffl. FRERHEEEE (IM) 10 6. ROERH R
(PM) 8 BliCH . ZOEMICT 39 3 N 100~400mg % B[ElE
O#fE5LIEE, a9 I FOREENRCKECEREL L
AUCo-wld. EM IZHART PM T 24%. IM T 10%E» - 729,

16.7 EYEEIER

16.7.1 ZEEE{FRER
ZaY 3 Fid, JREMmEEFEER T CYP1A2, 2B6. 2C9, 2C19
KO 3A4 1T U CEEMER 2RE 9. CYPIAL, 1A2, 2A6.
2B6. 2C8. 2C9. 2D6. 2E1. 3A4 KU 3A5 1Zxf L CHEE
HAERSEh o7, CYP2C19 Iox09 2EEEASRB SN/,
Z 3% 3 FNiE P-EEREOMEN AT CId R <. P-EEEE
IRt U CHEEERZ RS20 - 7218 (in vitro) .

16.7.2 ERFREYIMEEERHER

1) ALNIEEY
R A B 19 6lic, 2343 F (200mg/[El. 1 H 2 [E) OF
FARRBICB W T, 38\ CYP3A FEE R OHEE D CYP2CI &7
WEETHDHIUNTEE Y (200mg/El. 1 H 2 H) #HHAKE
BOFELI-EX, AN TEE XS aY I ROEFEIRED
AUCo-12n Z U Cmax ICEER IS kP oo, BERABEE
18 flic. HANTEE Y (200mg/[E. 1 H 2 E) OEFREC
BVT, a4 3IF (200mg/ElL 1 H2E) #AKERDH
BELEE, SO IFRAMLNTELECOEFERKRED
AUCo-12h U Cmax ICEZE2 KIS - 7219 (HEANT —
)

Q) AXTFSY—=IL
BFEMAEME 34 flic. 393K (300mg) OBEREO#KSIC
BT, 55 CYP2CIOHEETH S 4+ X STV —) (40mg/
El. 1H1E) 2HAKEROKS LEE, X TTY -
S3% 3 RO AUCoH XU Cmax ICEEZ RIZTES D572,
CYP2CIOEHETH A4 XA TF V=) (40mg) DOHEEOHSE
IZBWT, 239 3IF (300mg/El. 1 H2ME) 2/HKRERO
BE5LLEE, Y IRNEARAXATTY =)D AUCo B
Cmax ICEEZRIFE LD ->720 (HEAT—%),

Q) =E9VIL
TR A B 33 fillc. CYPBAEETHS IV T4 (7.5mg)
OREFEOHRGIIB N, T39I F (200mg/[E., 1 H 2 [E)
PHAREROKRS LZEE, 5393 FIZI4 V540 Cmax
& 30%HENNE € 7275 AUCo- IC BB % RITS e dp - 7220 (SFEA
TF—%)s

@) 2IL77UY
BB 16 HlIc.S-7 L7 7 U > CYP2CO BETH BT
L7 7Yy (25mg) OBREKEOHRSICENT, a4 I N
(200mg/Mml, 1 H2[E) 2HAREROKRS LIzEE, T34 3
RIZSKRUOR-TIL7 7Y >»®D AUCo+ MO Cmax ICEE%K%IF
9, FuburErEREROT O Oy ey B O ERIEE
(INR) OFAMER O AUCo-168n ICEE R RIS 2 - 7222 (4LE
ATF—%)

16.7.3 BEEIZEYIERERER
HARAROHEANDRAZL/NEOTADABEDSES LI
F|rhS a9 I NEETF—Y 2V, BEREYERETE1T-
Too ZOFER. CYP FEMEHZ BT A TCADPAETH SN
YEE ., Tz b U RE T2 I NLEY = LOFHAICED .
3% I ROEERED AUC 1Z. BRARONRET, &% 25%K
U 17%RAD L7592,

16.8 ZDfth

(GO RES0Mg [91 K1)

F 39 3 NEESOmg [4 1 b &, [EEVEZ 2 FOEREA D
EYERRSERB A RS/ V] IKETSE, a9 3 FE
100mg [#1 ] ZIE#ESIEIE L7z & &, EHEH RS &AMk
SN, EMENICEFE AR SINW,



17. BRERAGHE

17.1 MR URLSMHICRE T B5HER

(BRFE (CREBEFRIEZST))

17.1.1 ERHFESE MR (BRIEE. BA)
RIS ERETADA L BRT S NI AFE (ZRE2RESR
Ez&t) XRIRDPEOSRMEREMRREEEZEIT S 16 KL L
DEEENRELT, T34 3 FiE 200~600mg/HED g H L
NTEEU#HEE (CBZ-CR) 400~ 1200mg/HE2 % BFIZ T
BOREG L&, EEFHEEE T4 % Kaplan-Meier #£12& D
HE LR HIAEICB U 5 6 » ABREBEERIIFROL S
DTHY ., BEZED ISWEEXHE O NRME LT OFE S NizIESH
HRFE (-12%) % EEl->7-Z &, CBZ-CRE®D 6 » ARFHME
HERRICHT 2HEZED SR EEXMO RRMEOH (R )
3. PORELLHESERAME (-20%) % EE->722Eh 5,
CBZ-CR IZHT 25 34 3 REEDIELMDRER S NizD),

i SRR | setemen |pems 00|
g | B | B | ol | 06) 195%(E| [O5%(EeE | (T
EH %)) T X @ (X 20| D
O e | 2 wes |
# ° 2. =1.
Fas | S8 99181] [-5.5, |-6.0
CBZ- 308 ' 2.8]
4428 [88.2,
CR & (69.7) 94.0]
o aos| 27| sl
geme ' 94.3] -1.3
pPPSe 0.8 [-5.3, -5.7
CBZ- 285 : 2.7]
397 [90.0,
CR &t (71.8) 95.5]

a) Kaplan-Meier ¥£I12 & 2 #EEME (8% 3 » AR OFIERE (2
ELLUR. 3EIE) #ZEE LT Mantel-Haenszel 12 & 0 ##%)
b) T a4 3 NEEREDIHAEK-CBZ-CR B DIHAR

C) HEROEMZD 95%FEHEX M O NRIE/CBZ-CR BEDiH&R
X100

d) Full Analysis Set

e) Per Protocol Set

f) BHARNEG 7 % &t

g) BHARNERF 13 iz &t

B, BRBITERICEK ST 39 I FEEEE T 400mg/ HEADHE
BYPREER S TEBEEYRATSHE LT - 7285E D FAS
IZB T BFMEMHEE L BEH (B1E (%)) 1& 308%3)/444 f
(69.4%) TH V. Kaplan-Meier iEIC & D H#EE U7 FHIEHAR
[95% EHXE] 1% 84.1% [80.5,87.6] TH o7z,
HITEFRBUSEE X, 739 I FEERFC37.2% (1657444 41) <
Hotz. FREWERIE. FEIEO F VL 7.9% (35/444 ). HEH5
5.6% (25/444 ). 18R 4.5% (20/444 f5]) TH -7z,
E1) AHloERSN 1 HEEHAEIE 400mg TH 5.
¥ 2) WU EE U RBEEIEEFBTIIER I N TV,
& 3) 200~400mg/ B 5 TRIENPHE LI BEH

17.1.2 EREMEKER EREE KA)
L AIOBFEDOIMTADPATEZERE LTS 16 ML LS FlE
EHRETHTCANPABEENRELT, 3% 3 N§E 200~
600mg/HE RO GIC & 2 HANREA D EZ /-8 &, 6 # A
RIRMEEEABREDEIEL 46.2% (6/13 1) Tdh 722,
BIfEFFBBEE X, 84.2% (16/1901) TH o7z, EXuEIEM
. FEMEO F VL 42.1% (8/19 fil) . 1HEE 31.6% (6/19 fil).
EEEEDH E V. BLAE 10.5% (2/19 1) TH -7z,
E4) AfloERSN7: | HEEAEIE 400mg TH 5.

17.1.3 EREHERSEIERR HAEE. BA)
BEFEOT T AP AET D RIEIMFIRIE S e WER T RIE
2695 16 BULOHRARCHEAND T AN AEE 547 fi
(BRANEE 142012 &t) ZMRELT, 734 3 FiE 200,
400mg/HX 37T A% 16 BEROKRS (BEFEOMTANAZE
1~3FIEDPH) Lz &, EEIHEER Tdh 2 BRI
2RO 28 Hb 7 0 OMSRIEEHERIITEOELD
THD. FILABETIH I FiE 200mg/H R U 400mg/ HEE
E OB THREIZMICERLENRDO 6Nz, LB, ERICBITS
50% L AR Y & — L — b (28 Hdb 7z ) OH S FE R A BZ M

EHARTS50% LEE L BEOEIE) &, TI7 v REE19.7%
(36/183 #). Za¥ 3 F§E 200mg/HEE 38.5% (70/182 f)

KU a9 3 NEE 400mg/ HEf 49.2% (88/179 ) ThH -7
27)

o

28HH720D 7T REIIT
fil% | & RIERKO | pEY BEARD

Z{tED [95%(EHEX ]
T REE | 183 -1.22
200mg/ 29.4
AEt 182 | =333 |<0.0011 157 35 7
400mg/ 39.6
HEt 179 -4.50 <0.001 [30.5, 47.6]
a) Full Analysis Set
b) HRfE

C) WEEM L MR O 28 HH 72 D O FIERIE 2 KIGE
. BEHLUVEZRET. MBERUCBEEHFEO 28 HH720 D
R FIERE e AR &I 5 H BT
d) DA & O HEE S M- B/ N R PIED SFTE LB 3
PEEERD R (%)

BIFHFEISEEIL, T39I FERET47.7% (173/363 f) T

ot ERBEIERIE, FEMED E W 22.9% (83/363 fl). 14
R 8.8% (32/363 ). #18 4.4% (16/363 i) TH -7z,

17.1.4 ERHERMMEIZSHER (HA)

ERRLRISMARRE (GIARE) 2T 7T L BARRUHEOEE
473 51 (HARANBZE 123z &) 2xRELT, IV 3 N
100~400mg/Hz 1 H 2 EHIZ3 3 CROKS Lz L& (PR
& mE 767 HEREG) . BITHBROBERHM,» 50 28 HH 720D D
R FAE OISR O HFRIEIZ 55.23%. 50%L AR & —L—
& 56.3% (265/471 ) TH 7%,

BIVEFSEIRBEEIL, T a9 3 FEEE T 42.9% (203/473 ) T
Holzo ELEWERIZ, EHMHOE WV 17.8% (84/473 41). &
BR5.7% (27/473 ). 5E7% 3.8% (18/473 i) TdH -7z

17.1.5 ;BASEMBHER (MR

BEFEOHL T A AZETH53 2 FAEIIRIN R AE S s Wy
EET DAL 17 BARBO/NRTAD»ABE 343 il 25
ELT. 393K (AE 30kg KD BH L 8~ 12mg/kg/H.
&5 30~50kg i D BHF L 6~8mg/kg/H. K& 50kg DI LD
B&13 300~400mg/H) XiE 77t R % 16 BREROKS (BifF
DIMTAPARE I~ FEDHA) Lz &, EEHEEECH
5 BRI T AR O 28 Hdb 72 D OESFIERZE(L
BETROEBOTHD., I RBEETIV I RBEEOBTH
FENICERREZIRD 5N,

28HB-00 75 RBHC AT
e | R FIEEE O | p ES B iED R
Z{L B [959% (S #EX ]
75e KB | 170 “1.55
N 31.72
;jﬁ‘ B 70 -3.05  |0.0003| [16.342,
44.277]

a) Full Analysis Set
TR RO 2 Fll%, MR ORERE T — & 1ORE (FBEHE
DIEEHOD 10%#8) W -izl-b. fTIcEDR»P o7
b) FRRfE
c) In (X+1) (X IZERDFEIEEIE) TR L7283 FIEEE
ZRV, &5, e LEEEREEzRFE L BBERLL
BIZHM O 28 HH 72 0 O RIERE =z HEE & Ui a#nth
d) T RECHT HEADER (%) =100X {l-exp (F/N_FF
BOZ 3% I FEEE T T RBEOE))

BITEFHFBBEE L. T39I FEET 33.9% (58/171 ) TH-

7o ELBEIWERIZMEIR 14.0% (24/171 §) FEHED F 11 8.8%
(15/171 ff1) TH -7z

17.1.6 EFRHESE IBRAMEIRSHR (R

4D 1T ROBEBHRIN/NETAPABE 13661 (HA
A 46 Bl SAEA 90 ) =xtRE LT, F3Y 3 R 12mg/kg/H
(fA% 50kg DL LD EE X 600mg/HEY) £T% 1 H2EIZHT
TROK/E L- L&, BIREM» 5 OMREHBICE T 59 %
PEEZ LR O FRIEIZ-52.73% (HARAT-27.63%. SHEA
T-60.56%) TH -7,

BIfERFEHIRSERE X, 56.2% (77/137 Bl) TH -7z, E=EINEM



. FEIED F 0 20.4% (28/137 ).

Bl). R 8.0% (11/137 fl) TdH -7z,

*5) AAlOEAR SNz 1 HRSHEIR, RAKUEE 50kg B

Fo/NRIZIE 400mg. 4% 30kg BL_E 50kg KiED/INEI

1& 8mg/kg. A= 30kg RiD/NRICIF 12mg/kg TH %o
(GRERFEE)

*17.1.7 EIFHRESEIEHER RARVIMNE
BEFEDOHC AP AET TR EIFIRPE S e WigE—A
HEEET 5 4B LOTANPABRE 242 1 (HARABEE 30 fl
REL) AMRELT. T3P IR ((KE 30kg Kimo/NEEEH
& 8~ 12mg/kg/ H. A5 30~50kg RiFD/NEEEIT 6~

1EHR 19.7% (27/137 18.2 TR ARIEICHT Z1ER
Fa4% 3 NIBEREREY 2 RIEF > R U IFHEw D A,
WBEFY YV IRIES Y b, 6Hz TADAFIEY T ARVOERKR
BRYavIHRHE (TR v ) OBOFHERVCLRFEEZ
L 72 B0 TS B W T HIEZRIEI L7239,

18.3 i CTAOARMEIER
REESHEMT Y FU Y7 Iy MIBWT, ¥V Y V7R
M| L 72300,

19. B ICET BIBERMAR
—f&#9&Fs : 39 3 K (Lacosamide) (JAN)

8mg/kg/ B A E 50kg bl £ /NE R R B # 13 300 ~ e : (2§1) "Z"Acetam‘qg"N"benzyl’3’
400mg/H) Xz 75t R RET 24 BEEORSE (BEOHT O A
/m%il~3ﬁﬂé:@{#ﬁﬁ) Lz &, TEFHAEEE TH S 2458 m %O
MOWEIRIC BT 5 2 @ HORERMRIEESRET 2 TOR N
MIEFROEBNTHD . FTILRETTH I FEEE ORI THE N \
HENCEBREENBD SN, H3C/ONN %
ANV MHERE NP O ) ¢}
Easnics fE® oA (H) D [959% (= #AE< 7] p fEe) 73 Ci3HisN203
[95% 15 #E X ] VIR & :250.29
77 0 % R HE~RKEEOHRTH S,
75 REE 121 [49.0 i28 0l 0.540 A ) —JLICHEITFRTL, T ) —)L (99.5) IR0
Soyap — [0.377, |<0.001 gf;ﬂ KIZRREITIC L ATT VI 3&/»&{“
~ )0
B 18 | {1490,y | 7 .
a) Full Analysis Set E1§%§7ME§+§%%A@£ T B &
S 3 REEO 1 BIE 125 01 R N ARE Ll sk o SRR REO Ly AR ce
gt N0, 26113 24 BREOEEBHEORIEERFES N 2. a%

B olclzd, BITICED Lo T
b) Kaplan-Meier %12 & % 24 AR O iGH AR I
BMERAREOREE CORBOMEM (HhRiE)

(G = REES50mg [9'40 K]
100 %% [108E (PTP) x10]
(SaY=REE100mg [9'10 K]

BIF52EEOD

[—]: 5393 FETI 24 BEROREHRIC 2 [ B OmRERRFR
YE7S 50%LL_EDFERNCERD & Nix i o 72 72 HHETE REE

c) BEHRICBIT 5 28 HH -0 0mERARFEMEDEE S 2 [\
To/NES 2 B RORRAL 2 [E#BO/NEXIEHAZEE LTz Cox
HAINY = RETNICE DL, Wald Bl K VEHS N

BIfEFARBSEEIL, 739 I FBT46.3% (56/121 ) Ta-

Too ERBIMEAIE. FEEDE W 17.4% (21/121 fl). {HEEE

13.2% (16/121 i) ZD7.4% (9/121 f5l) TH -7z,

*17.1.8 EIfHEIRBAMFEIZSHER RARTINE
EFEHLFEFE MR (RAKO/NE) 2587 LBERUHER
BT OMBMEREED S b MEMARFKEEROEED A2l S 7%
o7 B 239l (HARANBE 37 flzE&T) 2XRELT. T
a9 I K ({AH S50kg K D/NREEIL 4~12mg/kg/H. AE
50kg DL Eo/NREE X 200 ~600mg/H. B ABEIE 200 ~
800mg/HE®) % 1 H2 BT TROBE L& & (hi#H
&, mE 1416 HiS) . LITHEBEOBRHM Y 5 OBEHARICH
7% 28 Hd 7z OsRERRRIERIHELRDOHRIEIZ-88.52%
TH o727,
BITEFRISEE L. 34.7% (83/239 fl) TaH -7z,
EREEAIZ. FEHEDOE W 10.9% (26/239 #l). {HE 5.9%
(14/239 Bll) | [ElER1ED F W R OED 3.8% (9/239 ffil) TH - 7z
T6) RElOEESN: 1 HESHEILX, BAKRUIEE 50kg B

o NRIZIE 400mg. fkE 30kg LLE S0kg Ko/ MR I
1& 8mg/kg. 1A= 30kg RifiD/NRICIE 12mg/kg TH %o

17.3 Z0fth

17.3.1 DEEICHT B HE
[REERR 214 61125 24 3 F 400mg/H. 800mg/HED iz
ZtAR% 1 H2EIIHTT 6 HEREZO®RS, XiZEF> 70
FH 2 400mg/H% 1 H 1\ 3 HERERZORS L-EE, T
IV INEQTCHEBEER LA >7ze 739 I NEEO PR
ROFHE(LEIIE 6 HHORS | RBICERARELD, I+
AREEE OZEIE, 400mg/HT 7.3ms, 800mg/HE? T 11.9ms
Th-723 FHEAT—%).
*7) ARloFKRSN: 1 HESHARIE 400mg TH 5.

18. SENEIE
18.1 {EFRIEFS
504 3 FIERMEE T } Y& AF ¥ XL OBHERELLE
BRI L BRERIEC 5 5 BRI E TR S €5 C
LILE S THRFVNAERAEZRT EEZ SN TS,

100 #& [10#E (PTP) Xx10]

23. EE=VH

1) BHETAPAZE TAPAREREZIBRALTWATANMA
oﬁ)é)\tza‘o‘m'c\ H B R fE IR % A D IR E 21T O 18
%$I§ (2026 £3 H 17 H)
2) FEE  EERIERERIINIGY = 2 7))L FEHEEHEE
ﬂl%ﬁ
MEt fih o FE 5%, 20155 43 1 1307-1316
NEANBERERAICE T 2T 3 3 RRERSEOEYERE (Y
L%y MEE 2016 £ 7 A 4 HAGR, HFEERIE
2.7.6.3.3)
5) BARAROYWEANNEEEICB T 2 BERFSEY B RERENT (YA
ISy REC RS54 ay 7120194 1 A 8 H&R., HEER
W 2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)
6) HANER  EMFHESEEFHE (539 3 F§E 100mg [51
M)
7) SEEABERRR A IS
DEE (BL8y Mg 2016 £ 7 H 4 HA&AGR.
2.7.6.1.1)
8) FHEA fth : EERE @I, 2018 ; 21 : 1223-1234
9) miE/-ABMKEER (VL8y ME 2016 F 7 A 4 H&AR., H
EERME2.7.2.2.1.1)
R (Y278 ME: 2016 5 7 A 4 HA&AGE.
2.7.2.3.3)
ettt (Y 20%y MEE 2016 4E 7 A 4 HARR, HEERME
2.7.2.3.4)
Cawello W, et al. : Eur ] Drug Metab Pharmacokinet.
2012 ; 37 : 241-248
Cawello W, et al. :
897-906
BEWEOETA T 39 I NEEREOKSROENEHREICKIZ
FEOMET (YL4/8y NE 2016 F£7 A 4 H&AR., HiE
BRE 2.7.6.4.4)
SHEI AR T EICB T 2EMEE (EL%y ME 2016
F7 A4 HAR. HEERME2.7.6.4.5)
16) Schaefer C, et al.:Clin Drug Investig. 2015;35:255-265
17) FERZEROEEDN T 38 3 NEE R PRER DR S RO Y]
BIREIC RITTRHEORKS (B8 ME: 2016 F7 A 4 H&
8. HEERIE 2.7.6.4.1)
HEYMEEERAREE (CL4%y ME 2016 £ 7 A 4 H&AZR.
HEEERTE 2.6.4.5. 2.6.4.7)

R

BIBHT3Y I FOEMBHBICTKITT RH

S BB

HER R

Clin Pharmacokinet. 2013 ; 52 :

18)



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

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

21) IFVTLEOFEWHEEER (B3 ME: 20167 H 4
H&E. HEEERHNE 2.7.6.5.9)

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

23) T a¥ I PICEY 2 BEEEME AT (C L%y FE: 2016
F7HABAR, PEEREE2.7.2.2.5.2)

24) HHNER AV RIS (7 39 3 FHES0mgl & b )

25) B FEIEBRAREO R REHIEFE (KL% ME:
2017 £ 8 H 25 HARR., EEHEE)

20) EBISE(EGHRERE Y & BAREAOYI D B AR (C L%y b
$€ 1 2017 £ 8 A 25 HA&RR., BEMEE)

27) BARRUHEICS T 58O FIEFRRIED 7 F & A iR gk
HE (CL%y ME 2016 7 A 4 HARR., HFEEREIE
2.7.6.7.1)

28) HAKRUHEICHB T 5 87 FIEH AL O RIR i 535
(B2 M§E 2016 £ 7 A 4 HAR., HFEERE
2.7.6.8.1)

29) NREZEEZWNRE LIS RIENRRED 7T 1 R i
B (EL/8y ME- R0y 71201941 A8 HA
. PEERME2.7.3.2, 2.7.6.3.1)

30) NRBEZNRE Lo RIEMABEEO R 55
(CLoSy ME- FI02ay 720194 1 A 8 H&R. H
BERMEE 2.7.6.4.1)

31) BAROVNREEZNR E U RERRFEECAEEDERE
HET T ARERE (EL8 ME- RIA 21y 712020
12 A 25 HAGR., REERME2.7.6.1.1)

32) BARO/NEBRE 3R E LIRERRFEEHABEOREH
i 5aEs (EL/%y ME- NI a0y 712020 £ 12
A 25 HA&GR, HEERZE2.7.6.2.1)

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

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

35) # I EBEMTZHHER (B8 ME 2016 £ 7 A 4 HA&AGE.
HRIFERME 2.6.2.2)

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

24, XEREERERUREVLEDEE
MREET VY77 —v REEHL
T 105-0001 BEFEABEBXE /P 1-1-18 2 —1 v V& /Y
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TEL : 03-6368-5160 FAX : 03-3580-1522
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