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Lacosamide Dry Syrup 10% “DAITO”

F) FE-EMSEOLSBICIVERTSL

S el
AR7ERRA

30700AMX00168000

2. B2 (ROBBICFRSLEBWVI L)

2.1 AR IO UIBEFEOBFED H 5 EE

2.2 EEOHFHEREDH 5HEE[9.3.1. 16.6.3 SHE]

3. f8RK - R

3.1 $Am
HR7e44 FAYIRRIAay 7 10% [¥1 b
B lgs 5343 K 100mg

D-¥>=Z b=, JORAKRE RV, AT TT—X,

RN tRoFrFulitiia—R, GKRBLT A

3.2 SFIDMIR

Hres FAYIRREIAay 7 10% [F4 ]
z 7 FZ4ay 7l
RN H &~ MEa GO

4. FHREN ISR
TANAEBBEDORDRIE (CRESREREZZO)

6. FERURAE

BN EE. AT I I RELT 1 H 100mg (FI1 >
Oy 7ELTlg) LOREERHKL. 0% 1B EoMEZ
HITHEL, @HERE 1 H200mg (FI/4 30y 7ELT
2g) £ AN I 1 H 2 BT CHRERE L CROKS
T3, 5. FERICED 1 H400mg (R4 309 7FE LT 4g)
R WHF THEERERT 5. #HEE 1 EMEN EORMEE S
T 1 HARELTLIOOmEg (FF12uay7&LTlg) BRY
2fTH T &,

NREE 4R Eo/NRICIET 3y I FELT 1 H 2mg/kg
(R4 vmy FELT 20mg/kg) KOEEZHBL. Z0% 1
BRI EORIEA 513 | BAEE LT 2mg/kg (RS>0
7'& LT 20mg/kg) OMEE L. MR E % (KE 30kg KD/
IBi2i3 1 Hemg/kg (KRI4>ay7ELT60mgkg). (AE
30kg DL 50kg Kin/NEIciE 1 H 4mg/kg (R4 >ay 7 &
LT 40mg/kg) £ 2. WEAS 1 B 2 BICH 1 CRIEEE L
TROKST 5, 8. MERICE D 1KE 30kg Kio/NEICIE 1
H 12mg/kg (K54 >y & LT 120mg/kg). K& 30kg 2L
I S0kg FED/NRIZIZ 1 H 8mg/kg (RIA 20y FELT
80mg/kg) A% WEE THEEEMT 50, HEIZ 1 BRI L
OFEZEHITT 1 HRAEE LT 2mg/kg (R4 2myFELT
20mg/kg) IRTOITH 2 &, 7272 L, KE 50kg LED/NET
i A ERICHE - HEZAVS Z &

7. FERUHEICEAET 338

71 2L 7 F=> 707 5> A 30mL/min BUN OB E & R
BHMEEREOH S EE T, AR ] HESHARE% 300mg. /»
RiZ 1 HREHEL 25%FEET 20 EHEICERET S &,
F7o, MEBENZZTTCVHEETIE. | HERICMA T, MK
BRICEART I HHEBOFEBOEBNKEGEEZEET S &,
[9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ZH]

7.2 EEXIHEEOHKEREDOH 2 EH (Child-Pugh 7 A
KU B) 123, BAE 1 HRSHE% 300mg. /MNEIE 1 HEm
FAE% 25%EEE T 50 EREICKEGT ST L, [9.3.2, 16.6.3
2]

7.3 KAl 1 HESHEIZ(AE 30kg Ro/MNETIE 1 H
12mg/kg. 1k 30kg DIk 50kg Kimn/NE Tk 1 H 8mg/kg T
HbH. KRAlZ 1 H8mg/kg 28X THRE L T\ 5 FE 30kg K
WONRD, BREICHEVWRENICEED 30kg Y& >7256

i3, BEOREZTICRE L. WRKVEIEROHR LR
L7295 AT, BILZHBEZMET A L. &b, SMRBEEIE
FA5Z &,

. BEEREANER

8.1 EAFICBUAHREEBOEMLGEE RV LESHIEICED, T
ADPAFREOBENIITAPAERBRELSHSDNE DD D
DT, HBEEFRIETBHESICIE, D ey 1EBL E2 T TH
LZICHET A EEEIITY &,

8.2 FEEw T\, BE. RK. BB - £ - KEhESHRENS
DIERBHEZ A ENDHAHD T, KRR EFOBREICIIEHHED
EEES G R RO BEIC B S BV EAIRET S L,

8.3 PREBOIEENH 5N ENDH 5D T AHDOHEFITE
ZED EOEET 0y VEICEET SR BEIR. IREEED .
IRIGAEE, BEERS 6 55, Ku, #F. BEYINSE) OFBICE
B952 &, RPADOBERERIZZDO XD IERDYH 5 bNTHEIC
3 EMOBEEZT2EOBERCTORESICIEET S L,
DMEEBRESLHEEOVER (DHFEEILLDR2E) OBFEDDH
BEBE. TMNITLF Yy IVEE (TUVHYVERRSE) ObsE
H#.PREBOIEEZE I TBZINOHA2HEAZ2HALTWSEE
T AR SRR R ORISR DEBREE 2T R E.
BEOREBEROREODE(L#EBELBET AL, [9.1.1.
10.2, 11.1.1 M)

8.4 SHlEtE, BE, WBESOBHERLSS SN, BRERIC
BHTEHHDHOT, KRB ESHIEEZEORER REOE(LE
FEECBE TSI L, (8.5, 15.1 ]

8.5 BERUZTOFRES IR, BRENEOBHEERIE DA
BEICOLTHAEBAEITL., EfMEBBICEREZRDAES &S
8T 5 &, [8.4. 15.1 ]

8.6 M. BHREDIREENEUATREENHBHD T, LERIC,

REEICOVWTHRZZTOEEEL. EFFROONZEEICE

W R MEZITH T &. [15.2.1 BIE]

9. BEDESREFI2EEICATIER

9.1 SHHE - IEEEDHDEE

9.1.1 iMEBEEPEEDIEE (DEFEEXFDAEE) DOBE
DHZHEE. TrUIDLFvRIVEE (DIWHIERES) OH
BEE
AFIO PR EBERERAICKDVEZE 70y VEPKBET 280
BB [8.3, 10.2, 11.1.1 HHE]

9.2 BiEEEEEE

9.2.1 EEBKEEEDHZEE
[7.1. 16.6.1 &HE]

9.2.2 MBERZZIF TVDKREBHEEEEESE
[7.1. 16.6.2 BH]

9.3 FHigEEEEEE

9.3.1 EEDTEEEEDH D EE
BELRZWZ L, RAIOIMPBEN ERTLI2B8ZhDPH 5,
[2.2. 16.6.3 ZH]

9.3.2 BENFPEEDFKEEEDNH S EE (Child-Pugh 548
A KU B)

(7.2, 16.6.3 &HE]

9.5 iR
TR SUIIER L C WA RREE D H &t Ic X, BB Lo BRRED
fafEtt 2 EE S KIS NBIEEICOARET ST &,

Z v MZBWLWTIREBITENRDO SN TWVA,

9.6 %27
BELOBERENOBARBEOEREZER L. RO XL
ik #ETT A 2 &,

b hAHTRABITT A EPMESN TN,

(o]



9.7 INE

9.7.1 (EH&EMEER. #HAER, ARENL 4mABOHRICHT 50
PRERERIZSEHE L T WL,

9.7.2 NEEE OIS FMEICHT 2 BAREICHET 5 BERRERILE
A - E B IfThbR T,

9.8 Sk

—fiRICERE CIIEEBENET LTV, [16.6.4 ]
10. 18E{EA
10.2 HAER HAICERTSI L)

B EIEA BRER - BETE | BF - ERET
PREBOERZEC |FE70 vy 7EX/K \HAICED PR MR
THEBENDHHER (BRI 2BENNH 2. ERIERMPHEIMIC
(8.3, 9.1.1, 11.1.1 BRI BTN D
ZH] %0
11. e

WOBWERAH 6B ENHBHDT, BBETTITTV,
RO SN HGEICITEREEZHIET 22 EET 2 NE TS
(‘.:0

1.1 EXZENER

1M.1.1 BEJ7Ov 7. Rk, K (WInd 1%Km)
PREBOEREZE T BENNDH 5, [8.3. 9.1.1. 10.2 BIE]

11.1.2 hSEMHRFIFFERMABELE (Toxic Epidermal Necrolysis:
TEN). RZEFSERARGEIREE (Stevens-Johnson fE(REE) (LI h
HEEEAN)
FE B, K - b A 2O, WIER. RBAEm. ORNXSE
DEENFRDSNTGHICIITES 2L L. BYRLBZTS
Eo

11.1.3 EBIEBSIEEIREF (JHERH)
THEER & UTHE., BEDP AL N, FICHHEERE, ) > SE
fEAR. HMBkEm. FEEkEE. BRI O SERBIRE % 5 B
HOEELBEERED S5 ONEENH D, 2B, & bR
ATAINA 6 (HHV-6) ED 7 A L ADEEEAL 2> 2 0%
<V BEFRIEBOFEE., FE FEERESOERIERD S
TBIELT A ENHEIOTERT S LY,

11.1.4 \BEENERE (BEARHH)

11.2 ZDftDEHER

7

3%LLE | 1~3%KME | 1% $EENEH
FEIED £ EEEEECIR| D DR X m R ERE
0 B OEHAH | H. WBE. | EZFRS
(17.8% ) . R, RS
UHE. (HER MR SERE.
ARAIpEE, 2
HATE. $5EL
REE, FEET]
TE R [REE, P
= RNEREE.
ARIR . W REE
=, FER.
TEEEE.
IF 7 u—
X AHETA
A
iR HHR, B8
: NEE
ik 2
ED. EH TN HIEAR. O
HIbE: NEZIE . B
f&. EH
TERES IDEATE IDVE A E)
g FrisE RS
R R BEAEEE
K
L. ERR| MEEE
E) 5. 7 5 i
RBER EMBRE
HEHER A RE e
. [\ & 1 O | BB
RS e

%L | 1~3%K0 | 1%KE | BEERH
e ST, 5. . |
Tk | 2. BN
T oft s, e, M
¥ BYATEG

13. BERS
13.1 FEIK
BEITS (Bk 12000mg) 12 & 0B 6N EARRIE. 128
HHE L, B, HlE (RREREBRREE. TADATRIKE).
DEEEE, Y ay I RUBETH >/, £/, FIF 3K
7000mg % —REICHRA U 7= Bl CREL A S T 5.
13.2 g
FANLMTGENIC & D BREAETH D, I LTV SEROEE
IS U CIB I O£ A EET 52 &, [16.6.2 BHE]

15. ZOMDER

15.1 BRERERICE D < 1R
BHTEBESNZERORTAPASEIB TS, TADA.
BREZEEHNRE L 199 075t A BERABROBEHERIC
BOLT, BRSEEVCERENOREED ) R0, LTANPAE
DORFBTT S RBERB LT 2 EEL< FTAD»AZERA
BE:0.43%. I AREE:0.24%) AP ARORBAETIZ.
T RBEHNR1000 AH7zD 1.9 AZWnEETES N (95%
XM 0.6-3.9). £7o. TAPABEDY T VL —TTlL,
T RBEEHN1000 AH72D 2.4 AZWERTESNTW S,
(8.4, 8.5 ZHE]

15.2 FEERAREHERICE D <15k

15.2.1 FEEREMBERERICB VT, T39I NIZT v hOKEME
5% 35 HEETAmM LD, Ty bo 26 BERK Y 104 E
BN ERSHEERBECRICEFE IR DONT. 1 XD 52 BEMK
BERESHEUERBICBLOKEROEREIRD SNGDP o1z, #
B BHEOIRICHET 2EEFHOREBRRII TSI LRIV EL,
16 HEHE O HhEESE N AHRBO 75 REETIE 1.6%Ik
L. A#1 200mg/HEET 4.9%, 400mg/BEET 12.2%.
513 5.5%TH Y WS T ARRE (HFaRiE) 077 tRE
TiE 4.4% 0 L AEI 200mg/ HEE T 8.9%. 400mg/HEET
18.0%. 600mg/HEET 30.5%Tdh -7, [8.6 2]

15.2.2 R#EEEETILTH S WAG/Rijj 7 v b (3, 10 RO
30mg/kg ZMMENIRG) KU R kT AT — VBEERBTANIA
F v b (15.6 &0 31.2mg/kg ZEBEAIS) 12BWVT, RisF

EDEENIRD 5Nz,

16. ZEMEHRE
16.1 MeRE
16.1.1 BEA

(1) BEERS

RS 18 f1iIcZ 35 I K 100, 200, 400mg % ZZHE R (< B AR
BE L& &, 854 0.5~4 KT Cmax ITE L., ti2 138 14 B TH

72,

AUC KU Cmax 33 58I Hfl LT L 722,

HER SR OENEREI ST A =5

®E58 100mg 200mg 400mg
e 12 11 12
AUCoe (pg-h/mL)| 57.0 [20.4] | 116.4 [18.2] | 219.1 [16.1]
AUCo+ (pg+-h/mL)| 55.0 [18.7] | 112.1 [17.1] | 212.5 [15.0]
Cmax (ug/mL) 2.96 [15.2] | 5.84 [25.0] 11.8 [15.4]
tmax (h) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
tiz (h) 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F (L/h) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
Vd/F (L) 35.5 [13.4] | 36.3 [13.0] | 36.2 [12.8]

HAPiEME [CV (%)].

(2 REES
BERRAFBME S FIICS 39 3 F 200mg/El% 1 B 2 [ 7 HEREROH
Gll-&&, MEEFTa9 I NBERIRSHG? S 3 HERICEREREBIZE|
L7z AUCo-120 DERBFZIE 2.4 TH o723 WHEAT—%),

16.1.2 VR
FERIRBROZESER I RBICBVT6 »AEVRS 17HETO/N
RCADPAEE 4146 (HEAN 46 flzE&ts) 5B oniMiEhsay
I FBEZBAOCREREMBEMITZITO. NRICBT2534 IR0
HEMBRE/NT A —F R HEE Lco RETICBIT273Y I FOREGEIE 2
~12mg/kg/H#% | H 2 [A#5 ({A= 50kg M EO/NERTOREHEIE
600mg/HE?) THo7ze RPTOAFERE (VA/F) 1£0.710/kg. R
FoeE7 )75 A (CL/F) MAERUERICKE L. (AE 15kg @ 4

tmax |&FHRME (HiFH)



AT 0.88L/h (0.058L/h/kg). k& 25kg ® 8 # AT 1.18L/h
(0.047L/h/kg) . {kE 40kg ® 12 #8C 1.60L/h (0.040L/h/kg). {k
 50kg @ 16 %2 T 1.83L/h (0.037L/h/kg) EHEESNY, [7.1 B

]

H 1) AANE 4R Eo/NRISH U CEAEZE L TS,

*2) AROERES N 1 HRSHEZ AR OEE 50kg DL Eo/NRIC
13 400mg. A= 30kg bL_I 50kg Ko /NEIC1E 8mg/kg. (KE
30kg FKiD/NRIZIE 12mg/kg TH %o

16.1.3 &EMFHEEFE

fERERA B 24 H1I25 39 2 F 100mg (R0 >y 7 10%% 1g Xk
100mg % 1 §F) % ZZMERHERS Lz & &, 539 3 ROEYERE (S
A=FEUTOEBYTHo7ze RIA4 Ty 7 10%E 100mg $EDEY)
FMESE SR SN,

HOG SR OEMBL/ ST X -5

EEYIE) R K4y 7 10% 100mg % (g o )
ST A—=% (B1%=24) (f1%=24) (90%(SHEX )
Cmax 1.05
(ig/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCo~ 1.00
(1tg - h/mL) 56.2 [14.7] 56.0 [15.7] (0.99-1.02)
tmax 0.25 0.50

(h) (0.25-0.75) (0.25-3.00) -

Cmax &0 AUCo- I Z#&AFME [CV (%)]
tmax [FHRME (HiFE)
a) KA >ay 7/§E

16.1.4 &EYRHIRS SR
FaAYIRRIA2av710% [¥1 K~ 28y FRSAvay
10% %, 7O AF—N—EckzhEN 1g (3% 3 F& LT 100mg)
BERABEICEEREROHRS L CmEhRE(LABRELZREL. 55
N7-EYFEE)ST X —% (AUC, Cmax) 12D\ T 90%EHEXEIEIC TH
SHENT 21T - 74558, log (0.80) ~log (1.25) OEEATH Y. WHID
ARSI PR S h 2,

HENRT A =4 SENT A=
AUCo-72 Cmax Tmax ti2
(png-hr/mL)| (pg/mL) (hr) (hr)
FAYIRRIAY
N + + =+ +
Ov710% [51 - 53.19+4.88| 4.06%+0.98 |0.45+0.21|12.65%1.33
v28y FRIA Y
Oy 7 10% 53.11%£5.17| 4.19%£0.93 |0.44+0.43|12.74£1.35
(Mean+S.D., n=18)
(ug/mL)
6 -~
—e— SOYIRRS/ Oy T10% 4 (]
4 --0--- E LSS/ 09 710%
% Mean®S.D., n=18
th
ES
£
it
I3
B
2
0

0 8 16 24 32 48 56 64 72

B#Eﬁ(h‘t())
IMAEFREEN O AUC, Cmax H0/3T X =713, #EE ORER, (KK
BRENEY - BESORBEGICE > TELR AN D 5.

16.2 DRI

16.2.1 REDOHE
RS 24 FlI25 39 3 K 300mg % 228 3 &% 12 B IR 4%
SLzEE, ARIZTIY I RO AUC MU Cmax ICHEZ KT S
2720 HHEAT—%).

16.2.2 NAATPRASEUFT 1
fERERRA 24 1125 34 3 K 200mg % 30 & O 60 43 [ B [al s iR N
BEXIIHEEROHE Lz &, 539 3 RO AUCe & U Cmax 1X[FFE
ETHhHD. T35 3 REDHERNNATTRA S T 1 13131F 100%TH
2728,

16.3 £
TERERLA 24 12 F 24 3 K 200mg % 30 4 ¢ HE SHEERNE S Lz
L&, AR (V) & 31.1LTH Y. T35 3 K 200mg % B[EHFEOH
L& E BPUonsmERE (VAd/F) 1£32.8L Th o7z,
invitro (3% 3K 1.5~60ug/mL) KU ex vivo (F3H3IR0.7~
5.5pug/mL) REEOHRE. 7393 FOMBEAE AR 15%KHTH

27289,

16.4 {3
F 39 3 FIXBHRRORENC X D IERD SHEK LTz,
in vitro REEDFER . HEHZMICANEE 2 ERBWTH S O-Fi X F I)Lik4%k
FRICEICHEST % CYP 073, CYP3A4, CYP2C9 KU CYP2C19 ¢
2537—:10),11)0

16.5 Bt

16.5.1 BEMABES 5 HIC [1C] -5 a4 3 K 100mg (40 Ci) #Bi[E
ROBS RO B CHRESEERNRS L L&, B54% 168 lE T
12 IRHICEESED 94% KU 97% Wt S 11, ErhAOFEIE 0. 5%
THoTzo RENTTIF IR (30~40%). O-Fi A FILE (£ 30%) .
WEE S (59 20%) ROfthomE 2 R#EY (0.5~2%) & LTHhtsn
721012 (HEAT—%),

16.5.2 EEEASHEICT 24 3 F 100~400mg % BEHEO%E Lz & &,
5 72 BE%E CORPERIERIZ, 539 3 R 29~33%. O-ffi X F)Lik
10~15%T & > 7= Mi#EF O-ffi X F L ED AUCo- ldIM#EH S a4 3 R
DK 10%TH - 722,

16.5.3 BEKAICT IH 3 F 200mg % 30 75 ¢ H A S RN S L7z
L& 287U 75 A (CL) 13 1.78L/h TH V. T34 3 N 200mg %
HEGOKRSLZEE, BRAT0282 )75 2 (CL/F) 13 1.84L/h
TH-o79,

16.6 BEDEHRZHT 2BE

16.6.1 BHAERERE

EREEDOTRE DR 2 AHERE ICT 2% 3 N 100mg % BEREOES L
7z& &, AUCo+ IZBWAEERE (CLcr @ 280mL/min) & HEIL T, 8BE
{ERE (CLcr: 50~ < 80mL/min) Tid 27%. HFEEETE (CLer: 30
~ < 50mL/min) T 22%. EEET#H (CLcr: < 30mL/min) T 59%
<.\ Cmax BEE,PSEEOBREMRTET 10~ 14%=h -7z, BEH,S
HEOBREBRTEICB TS O-HAFIED AUCoH 1S BHEEFEE D
1.5~4.6FTH -7 HEAT—%). [7.1, 9.2.1 ]

B SROEN L/ ST X -5

ZHRE N BEEKT | PEHEEERT | EEEKT
% 8 8 8 8
CLex (mL/min) >80 | 50~<80|30~<50| <230
47.0 59.6 57.6 74.8
AUCo: (ug-h/mb) | y6'g) | [17.5] | [19.01 | [26.9]
2.69 2.95 3.06 3.02
Cmax (ug/mL) [35.00 | [20.7] | [10.0] | 1[23.3]
R 1.0 0.5 0.5 1.0
(0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
o 13.2 18.2 15.4 18.3
2 [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/F (L/h) [20.8] | [17.5] | [19.01 | 1[26.9]
0.590 | 0.354 | 0.2779 | 0.143
ClLr (L/h) (37.9] | [51.3] | [24.4] | [31.8]

HEPME [CV (%)]. AUCo+ 13 0~96 Bl tmax I3HRE (HH)

Clr:BZ7IVTIT VR
a) 74l

16.6.2 MRENZZT TN D RASHAERE TS

BT % % 1) TV A RIS MEERE OB ABEE 1<, JEENT L OB
BAfg 2.5 BERIRTICZ 29 3 N 100mg %2 B[EEOHRE L & &, JEETh
ICHA 4 BRI OB ERERETIZT 39 3 RO AUCo 1 46%H4 L. BT
ICEBBRENRIZT AV I N 57%, O-FAFIESIBTHY . BIT7 Y
75 Y AET 3 I K 140mL/min (8.40L/h). O-Ji % F L {k
149mL/min (8.94L/h) T& - /-39 (SHEAF—%), [7.1. 9.2.2, 13.2

%]
HEZRSHOEY LT X -4

ML BT FEBENTRE 4 BB
BilEL 8 8
JaAvIF
AUCo+ (pg+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)
tizz (h) 19.6 [19.4] 19.2 [26.8]
O-ft X F L1k
AUCo+ (pg-h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (ug/mL) 0.48 [69.5] 0.22 [69.1]

BPE [CV (%)]. AUCo 13 0~24 BfEfE. tmax I3HHRE (HH)

16.6.3 FFRERRERE

FFHSEES R EEICET LA (Child-Pugh 7% B) 125393 K
100mg/lml% 1 H 2 [8] 5 HERERO®ES Lz & & BEBRAICHXRTS
Y I FOEFEIRED AUCo-12n XU Cmax 2 NZFN 61% % U 50%=
Podze Fiow RETEELLAZEERED AUCo-120 XU Cmax 371
TN ATUR O 37% @ 57, BEHEHERERE (Child-Pugh 5% C)
TOEYHEIIHEFH L TR W0E (SEAT—%). [2.2, 7.2, 9.3.1.

9.3.2 ]



TEFREDENEREIST A —5

JiaRi 3 EH Child-Pugh 4738 B
e 8 8
AUCo-12n (pg-h/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (pg/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
ti2 (h) 14.8 [19.7] 24.1 [23.5]
HMAFIEE [CV (%)), tmax |EFPR(E (HiF)

16.6.4 EEHE

65 U Lo EE 11 fIRUERZE 12 61539 3 K 100mg/H %
1 H 2[5 HERERZOHRS L& &, 45 B TORARME 12 6l & i
LT ERBEERUZRICBEWTTIY I ROEFIRED AUCo-12n 13 F N
FN33% KV 50%E < Cmax EZNZFN 29% % 53%E» > 72, &
Jov METHE L AUCHn EEREBEERUREICBVWTZENETN
26% %0 23% @ - 7210010 (AEAT—4), [9.8 2]

16.6.5 CYP2C19 BInFZE
HAAROFEABRERABES 18 flE. CYP2C19 BEFERICE DMK
BEEATIC KD 2FERBHEESE (UM) 1l SR#HEEE (EM) 17 61, &
HRHEEEE (IM) 10 fl. ROER#EESE (PM) 8flicad. CO&ERIC
3% 3 R 100~400mg 2 BEREOREG L&, 739 I FOBRSER
OMEETEENL L7z AUCo-«ld. EM ICHAT PM T 24%. IM T 10%&E
otz

16.7 EYHWEE(ER

16.7.1 F4HEEIERTER
Z a4 3 RiE, JREMEEFRER T CYPIA2, 2B6. 2C9. 2C19 RU*
3A4 1t LTHEEERZ/7RE . CYPIAL, 1A2, 2A6. 2B6. 2C8.
2C9, 2D6. 2E1. 3A4 RO 3A5 It U CIHEERAZ RS 22 > 72 H5
CYP2C19 I/t 9 2BHEERAMRBE S Nz,

T3 3 RiE, P-EEAEOHRBINLZAEE Tlda . PEEREICH LT
[EENER 2R S %2 - 7219 (in vitro) .

16.7.2 BRREMIEE(ERHER

(1) AlLNIEEY
R ASE 19 Flic, 393 F (200mg/El. 1 H 2 [\]) OEFIKREIC
BWLT, #W CYP3A FHEER OFREED CYP2CO FEHETH D HNNT
v (200mg/[El, 1 H2[E) zHAREGOKRSLZEE, ALvE
YT a9 I ROEFHRED AUCo-12n KU Cmax ICHEZ TS h
>7c0 BEERABE 18 flic. HuNwE Y (200mg/El, 1 H 2[E) @
EFRBICBWT, 3% 3 F (200mg/El, 1 H 2 [) % FHRERCO#
L&, a9 I NEAUMNTEE L DEFHKED AUCo-120 KT
Cmax ICEELZRIZE L -7219 EAT—%).

Q) A#AXFZY—=IL

TR S 34 flic, 534 3K (300mg) OHEEHREOHRSICBNT,
55 CYP2CI9 HEHE TH B4 A 75V —)L (40mg/Mll. 1 H 1 [@]) %4
AREROHREG L&, A XTS5V —)LIETT4 3 RO AUCoH B
Cmax ICEEZRITSHDP o7,
CYP2CIOEETHAH AR TSIV =)L (40mg) OHBEFRFEOFEIZB VT,
Z 3% 3R (300mg/[El, 1 H2[E) 2ffAREROBREGLLEE, 739
I RREFARATSYV =)D AUCo+ KU Cmax ICEE%E RIFS k- 7220
FEAT—%).

(3) =T9VYSL
BRRASME 33 flic, CYPIAREETHZ IV T4 (7.5mg) OHEFE
O#5ICBVWT, 939 3K (200mg/El. 1 B2 E) 2HARERORS
Liz&&, a9 I RIEIFVTL0D Cmax % 0% S © 7275 AUCo-+
ICHEEZRIZES D -722) SEAT—%)0

@) DIWI77UY
R A 16 filic. S-7 L7 7 > CYP2COEETHHTNT 7 )
¥ (25mg) OXEEEOREICBNT, I393 R (200mg/H, 1 H 2
E|) ZHAREROKRSL-EEZ, SV IRIESKER-TLT77) VD
AUCo+ %0 Cmax ICEEZRIFSd, 7o borEUVEEEC 7o ha
YEVEBOEERZEER (INR) OFAERV AUCo-16sn ICHEZ2 KITS
iro 7z (HEAT—%4).

16.7.3 BEEFYENRERRT
AAAROCHEADBEAR/NEOTAPABE DSBS N MEEF T 2
I NBETFT Y EROT, BEFEYBREMRIT 21T 572, ZORER. CYP
FEEAZBETAIMTAPAETHZHUNTEE Y, 7= XU
Zx)NUVEY=LOHEICKD. T39I FOEFRED AUC X, B
ABRO/NET, &4 25% RO 17%RD Liz92),

17. BRFRRGHE

17.1 BFMERURLMEICET B HER

17.1.1 EFHEESIEGEER (BEFEE. RA)
FHICIRE T AN A LB S NI HE (ZIRELSRERE2ET)
RERSEOLREREMARFEEEZE TS 6 KU LOBEEZNFE LT,
Z 3% 3 N§E 200~600mg/HEDXEH LN LV #458E (CBZ-CR)
400~ 1200mg/HED 2 BANCTROKES Lz L&, EEFHHEE TH 5
Kaplan-Meier 512 & D #E7E L 7o Rf&GHIAEICB U 5 6 » ARIFEIEHEA
RIFFROEBDTHY ., BERIZED OSUBEEXEO FRMEIITORES N
7 IEBHERAME (-12%) # EE->7-2 &, CBZ-CREED 6 » ARFIEH
RRITHT HBMZED OSUEEXREOTRRMEO L () &, FOI
L7-EBMRAE (-20%) % EE->7-2&h» 5, CBZ-CRICNT 55
¥ 3 NEOIELMUPHER S N2,

ftT FEPIHER | FEHER | BERZE (%)

AR | RSB | BB | L | (%) [O5%(E | (9SEME | 1
L5l (El& (%)| HEXE] 2 | 2 ?
—7?47‘3 4440 327 89.8
i (73.6) |[86.8,92.8]| _1.3
FASY -6.0
CBZ- | 1409| 308 91.1 [-5.5,2.8]
CR B (69.7) | [88.2,94.0]
Z a3 408 307 91.5
i (75.2) |[88.6,94.31| _1.3
PPS® -5.7
CBZ- | 45, | 285 92.8 [-5.3,2.7]
CR B (71.8) |190.0, 95.5]

a) Kaplan-Meier 12 & 2HEEE (B2 3 » ABOREEH (2 EHET. 3
[\ E) #E& LT Mantel-Haenszel %12 & 0 #%)

b) T3aY I FEEHDOHEE-CBZ-CR BDIHELR

C) HEAROBRLZED 95%FHEX K O T RE/CBZ-CR BDIHER X 100

d) Full Analysis Set

e) Per Protocol Set

f) BARNER 7 iz &t

g) HANERF 13 % &t

%B. ERBITERICK ST 39 3 R T 400mg/ HEBAD R 7555
Lo BEEMREATSHE LTS 72858 O FAS 125 5 H{EAH
K UTBEH (E1E (%)) 1& 308%3/444 ] (69.4%) TH . Kaplan-
Meier HEIC & D #E7E U 7z FIEHAR [9S%EEXME] 13 84.1% [80.5,
87.6] TH -1z

BIfEFIRBSEE L. 539 I FEERET 37.2% (165/444 ) THo7ze E
7 EIERIE. 2B 12 7.9% (35/444 ). 95 5.6% (25/444 Bl)
{EAR 4.5% (20/444 ) Td->7zo

E1) AAlOERS N | HEEHEIE 400mg TH 5,

H2) WUNTEE U HRESEIAR TIIER SN TV A,

1 3) 200~400mg/ B 5 THIENHEE LIz BEK.

17.1.2 BN MAEEER (BRIEA. BA)

1RIOBFEOIRTANPAREZRE LTV 16 U LOBA»REEEZET S
TADABEEMRE LT, 539 3 FiE 200~600mg/HEVEORSIC
KBHBABEANTIDBEZ /- Z. 6 n ABRIEHEABREOE AE 46.2%
(6/136) TH -7,

BIVEFARISEE L, 84.2% (16/194l) Tdh -7z FEIEMIE. FEtE
HEVA2.1% (8/19 fl). (EE 31.6% (6/19 ), EEESHE . B
% 10.5% (2/19 ) Td -7z,

4) ARIOKRS N | ARERRIE 400mg TH 5.

17.1.3 ERHES IR (HAEA. WA)

BT T AP AT TR LREMTDRPBEON T VEIHELZHT 2
16 UL EOBARAKRUOHREAD TANAEE 547 fl (HAANEE 142 fl
EED) ZMRELT, T3Y 3 FEE 200, 400mg/HXIE T IR % 16
BEREORS EGHFEOMTAPATE 1 ~3HIEOMA) Li-& &, FEFHl
HE TH 2 BEMMION T 2 MR O 28 Haé 7 © O FERIKEL
BRI TROEBOTHY ., TILABE T IY I FEE 200mg/ H K
400mg/HE# & O CHEHAMICERLEN RO SNz, 5B BBICHE T
% 50% L AR F—L— b (28 Hdb 7z D OEFFFIECHABEIAM & A
TS50%L Lo Lz BEOEE) &, I 2REE19.7% (36/183 fl).
7 a4 I F§E 200mg/HEE 38.5% (70/182 ) U7 24 I F§E 400mg/
HE49.2% (88/179 fl) Td >7:%,

28 BH %0 O TS RBIHT B
Bl | HFEEEBOLE p f&E° AR
(L&D [95% (5 #EX ]
FouAEE | 183 122
200mg/FE | 182 3.33 <0.001 29.4
: : [18.7, 38.7]
400mg/EEE | 179 ~4.50 <0.001 39.6
: : [30.5, 47.6]

a) Full Analysis Set

b) HR{E

C) WA L MR O 28 Had 72 © O FIERIE % RIGER. RE5R
KOEZ T MR L -BREAMO 28 Hb /- 0o RIER Kz HE
&9 2 EGE ST

d) HPEGT & D HEE SN RN P ED 5 FHE U 72 883 FEE B4R
DR (%)

BIfERSIRBEREIL, T3 I FEEREC 47.7% (173/363 1) ThH -7z E
EIERIL, ZEMED F 1 22.9% (83/363 i) | ER 8.8% (32/363 fi) .
B 4.4% (16/363 i) T -7z

17.1.4 EIfHRARMBRGERSHER (BA)

EIRESLESE MARRER (GFREE) 2587 L BAROFEOEE 473§ (H
AANEE 123 flzgt) 20K E LT, T34 3 N§E 100~400mg/H %=
1 H2ECHTTROKS L& (REERE. RE 767 HiRS). LiTH
BoOBZHEA» S D 28 Hbp 7z D OB FE/E BB R O F R E X
55.23%. 50% L AR & —L— & 56.3% (265/471 fil) TH->72,
BIfEFISIRSERE L, T 39 X FEERET 42.9% (203/473 ) THhH -7z E
ZEIWERIE, FEIED F 1 17.8% (84/473 )\ 1EER 5.7% (27/473 fl) |
B 3.8% (18/473 ) TH -7z,



17.1.5 BHEMAAEER (\R)

FFEOH CAD AT B RENFIZIRES BN OEIRELET
ARBLLE 17 BARWO/NRTAPARE 343 [l /HRELT. T IR
(fAE 30kg HKifi DB L 8~12mg/kg/H. (A& 30~ 50kg HKifi D HB#H X
6~8mg/kg/H. (A& 50kg Dl LD BEIE 300~400mg/H) Xi37 It R
Z 16 BEEREORS (BEOMTANPAE I~3FEOHA) Lizsa, £
FEIE E T & 5 BRI W T SRR 0 28 Hd 7 0 Oy HEE
BENMBITROEBOTHY., 75 LARABESIY I FBEORTHET
ERICEERENRD 5Nz®),

28 Btz ) O FIE BN B
IS | SREEDLOE | piEo DD
= [95% A ]
75 REE 170 -1.55
N 31.72
Ja¥ I REE| 170 -3.05 0.0003 [16.342, 44.277]

a) Full Analysis Set

TI e AREO 2 FliE, HERFEROREERT — 7 1c)El (REHEOEED
10%#8) Mdp - 778 BRITICED P72

b) HRfE

o) In (X+1) (X FEHAEEE) TS L - 5o FOEEEE V., &
B8, e LI EHEEREZ R 7 & U, 3 Lo BRI 28 Hb
720 OFDFAEOEE AR & Lo BoiT

d) 7T EARBICRT ZEDER (%) =100% {l-exp (B/N_FFHD T
I RBEETITEREOR))

BIfEFARIFSE X, 39 3 FEET33.9% (58/171 ) TH-7z. Eix
BIfERIE. 1EER 14.0% (24/171 f). Z#HED v 8.8% (15/171 fi)
THoTz,

17.1.6 EFHER IERMBBERSHR (R
41D 5 17 ROBEHEZBFSN/NETAPAEE 136 5 (HAA 46 i,
SNEA 90 ) ZxtRELT, T39I K 12mg/kg/H ({A% 50kg DL Lo
B3 600mg/HEY) £T% 1 H2EICHT GROKSG Lz &, BIEHN
7 5 O REERIC B T 2 MO RIERBELROPRIEIZ-52.73% (H
ARANT-27.63%. SHEANT-60.56%) TH -7,
BIfEFFBURARE L. 56.2% (77/137 Bl) TH o7z, EaBIERIE. F8
HE®HF W 20.4% (28/137 fil). 1EHER 19.7% (27/137 ). iRE#E 8.0%
(117137 fl) T -7z,
1E5) ARlOER SN | HEEARIE RAKOERE 50kg DLED/NEIC

1% 400mg. {4 30kg Ll 50kg il 0 /NEIC 1E Smg/kg. EE
30kg KD /NRICIE 12mg/kg TH %o

17.3 Z0fth

17.3.1 (DERITH T 2FHE
R 214 6125 34 3 R 400mg/H. 800mg/HEOXIZ /T R% 1
H 2 53¢ 6 HREIRERZORS, EEF 7 0F3 > 400mg/H
Z1H1E3FHREROBS L-EE, 5393 FI3 QTcHR2ER
Lairoize 734 I FHO PREBOFIIZLEIIE 6 HEOHRS 1 K
MBICRAREZD, I ARBEEOZEIE, 400mg/H T 7.3ms, 800mg/
HEOT 11.9ms TH - 7230 FHEAT—%),
H6) AAlOKR SNz 1 HEEAEX 400mg TH 5,

18. EphEEmE

18.1 {EREF
Z 34 I FIZBMKREET U 7L F v 2IVOBRZANEELZRIRGIC
e L. BEEREICH 52 WEMREEZESE2 2 EICE > THiRITVL
NAERZRT EEZ SN TS,

18.2 TAMAREIEICHT SER
Z3Y I NIZBEREREYY X, RMEF Y RV IREYT X, BEF
YR VITRIET Y b, 6Hz TADPARETIARUERRER 3 v 7%
fE (FT A, v N) OFSRIERCLBFEEL KB LI-BMETILICE
W HEMER G L7232,

18.3 FiTAD AEMEIER
RMEESHEEF Y R 7 Iy MIBWT. ¥ 8 v IR 2
L7z3,

19. B ICEY IR EFHIRR
—fi%H&FE : 39 3 K (Lacosamide) (JAN)
{b%#4 : (2R) -2-Acetamido-N-benzyl-3-methoxypropanamide
HE HsC
O

HN H N Q
HsC OQW N
o

C13H1sN203

250.29

HE~READOHERTH 5.

XY ) —=)VIZIBEFRT L, T —) (99.5) IZRREFPT L.
KIZRRBEFITL LK AT VI EA LB T 20,

21. EERSRM

EHER) A7 EEAEZRED £, EYICERT S Lo
22. G

100g Ui N7, ERAIAD]

FFR
TR :
"R

23. FEEk

1) E4%EE  SERWERRBIIG Y = 2 7V ZEAIEEBREE R

2) FEZ fith @ I LR, 20155 43 1 1307-1316

3) HEINMEFREBAICBIT 2T 39 I FREKRSROENERE (EL%0y b
$E 12016 F 7 H 4 HARR., HHEERMEE 2.7.6.3.3)

4) HRARONENNREEICB T 2 REFEDEEMHET (B8 b
$E- R4 >0y 7120194 1 A 8 HA&R., Hat BRI 2.7.2.2.2,
2.7.2.2.3. 2.7.2.3)

5) FHER fh 0 FEEEIEE. 2018 ; 46 1 1331-1338

6) HNER : EMENFREERE (FIVINFIA>0y L 10% [¥
)]

7) NEANBEBRAICBT 253 I NOENEHRICKITTREOLE
LSy ME 2016 7 A 4 HAR., HHERHE2.7.6.1.1)

8) FHIEA fth - BEARREHZEIE, 2018 ; 21 : 1223-1234
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HYEEERRE (K%Y ME 2016 £ 7 A 4 HAGR. HEERM
B 2.6.4.5. 2.6.4.7)

Cawello W, et al. : ] Clin Pharmacol. 2010 ; 50 : 459-471
Cawello W, et al. : Clin Drug Investig. 2014 ; 34 : 317-325

IV LAEDOEYHENER (Y48 ME: 2016 7 H 4 HA&GR.
BRI 2.7.6.5.9)

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

ZaY 3 RICBd B BEFEY BT (EL%y bE: 2016 F 7 A
4 HAGR, HFEEMZE 2.7.2.2.5.2)

B FIEBARE O E BRI ER G IR (VA0 ME: 2017 F 8
H 25 HA&RR, EE®RES)

B FIEMREE D 5 BABEAOTI DB 255 (€48 ME: 2017
£ 8 H 25 H&RR., EEMES)
HAROHEICB T 5EAREGIRRED 7 F L AR R (C4
8w MEE 2016 FE 7 A 4 HARR, HEERME2.7.6.7.1)
HAROHEIC BT 580 BIEMREREO BHIMGR 5 (EL/0y
ME 2016 E 7 H 4 HAGR, HHEERME 2.7.6.8.1)
NREEERNRE LSO REIEFRRED 7T AR EGE (B4
Sy ME- RS4>ay 72019 F 1 A 8 HAR. HiEBERHTE
2.7.3.2. 2.7.6.3.1)

NREBEEZWR & LB RN FIREO BRI S5 (B4
ME- FI4>0y 7120194 1 A 8 HARR., HFGRHTE
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

B EBMT SRR (L8 ME 2016 F 7 A 4 HAR. HEER
W 2.6.2.2)

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

24, YEEERERUEVEDESE
BREfT7 ¥ 77 —7 REEHEID
T 105-0001 BEFEBHXE /M 1-1-18 v 2= v ZE /LI
TEL : 03-6368-5160 FAX : 03-3580-1522

26. BUEARFEFRES
26.1 BHERRSTT

DAITO a4~k RE 1t

SRS LM/ \BII326%

(e

._
I3

o]
<z

(5] DO
< *

wow W
2=

26.2 ERSTIT

) e eyTr—<

AR REIE105% 24 T B3 &t



