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Lacosamide Dry Syrup 10% [SANDOZ]

BN IS E - Sl
) EE-EMSEOLTEILYVENTL

2. B2 (ROBEICEBELEVI &)
2.1 REOEAR UABUEOBEHRE O & 5 [8&
2.2 EEOFEEREDDH 5 HEH[9.3.1, 16.6.3 SHi]

3. HERK - MR
3.1 fHEE

Whi5e%4 FAFIRKFITA Ty 7 10% [ K

BRI

(1g ) Za% 3K 1000mg

JOARE R, BEEKT A8, &8 A7 70—2,
NI Loy 7ot ra—2, D-vr= b=, 571
27 all RN

3.2 EHANOHK

WRoe % FaAIRFRFIAay 710% [ K]
b g4 vay 7H
- MEIR Pt~ 11 8 o0 J50kr

*4. HEERIEFR
OTAPABEDORTFE CRMESRIERIEEZET)
ODIMTADPAETHREMRIBOHSN BV TALAR
EOBRERNARREICHT IR TALPAELOHAESE

6. AERUHE
B alE ., AT I FE LT H100mg (K94
Yuy e L Tlg) VESGEHEBL. 20% 1EKU LD
MkEE T CHEL, #HFFHEZ 1 H 200mg (K74 >0y
TELT20) 355, wIitd 1 H 2 \I2551 THERRE
L CRIOBS T 5, 2B, JERICED 1 H400mg (KT 1 &
Oy 7E L C4g) 2z % WHIPHICEE T 2725, HEld
1AM EOMBEEHITTLIHHZEE LT100mg (K14 >
Oy 7ELTlg) UFT2179) 2 &,
AN B AR /NI IE T ar I FELTLH
2mg/kg (K54 ay & LT 20mekeg) &0#H%5 %G
L. 2o 1HAMULELOMBEA*HITTC1IHHEE LT
2mg/kg (K94 vay 7L LT 20mgkg) +oHEL,
FeHE %A 30kg Rio/NEIZIE 1 H 6mg/kg (K914 v a
v 7k LT 60mg/keg) . AE 30kg Bk 50kg Al /NRIZ X
1 H4mg/kg (F9 4oy 7L T40mg/kg) &35, \»
TN 1H 2 BN CHERE L RIS T 5, 2B,
JERIC & D AR 30kg i d/NEIZIE 1 H 12mg/kg (KT A
> u vy 7& LT 120mg/kg) MK 30kg DL 50kg i >/~ E
12131 H 8mg/kg (K4 ¥awy 7L LT 80mg/ke) %A
7 WL TR E IR T 5 A%, WEld 1 EB L EoEE B
TIHHE: LT 2mgke (F9A4vay F7ELT
20mg/kg) LT 32179 2 &, 7272, KE 50kg Pl LD/
W AERICHE - HEEHWAZ L,

7. BERUBEEICEET 3EE

(ZhEEH@)

71 2L 7F=027) 752 A)30mL/min LT O &EJE K O
KEPEHEEEDD 2 EFICIE, AR ERSHEZ
300mg. /MEIE 1 HiRE &% 25%iiE & 3 5 7 S 2%
59528, 72, MEENZZTTCWAEFETIE, 1HH
BTN Z Ty MEENRICERAT 1 RHAREOFREOBINS
FEETHIE.[9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2
Z:H ]

7.

2 R IR EEEE O T HERERE E O B 5 B (Child-Pugh 474
AKOB) (Zid. AT 1 Hig@E &% 300mg. /NEIX 1 H
e EE 5% WEET L2 0BEICKSTTLHI L,
[9.3.2. 16.6.3 &)

B ARFO 1 H e IR E 30kg R o/NETIE 1 H

12mg/kg. A 30kg LI 50kg A o/NNETIX 1 H 8Smg/kg
Thbo, AAE%Z 1 H 8mg/kg @2 TG L TwAKE
30kg AKifFO/NEA BRRIEWEE AR TED 30kg ML &
oAk, BEOWREE T ICBgR L, SRE ORI
Mo AEE L) 2T #MUI2HEZMET A28, %
B, BRI EZ L,

GRERRENE

*7.

8.
8.

*% 8

4 FH & e AT RIS LTI 2581213, ot T
APAFEEGNS B 2 o [IRRERIZ BT B R AFEE
V2hF g 2 ARH B - T ORI 7 o ]

ERLERIE
1 EAPIB T A HGEOZWREE R W LS ILICX
Dy CTADAFEOREIZTAPATERIKESH bbb L
CENDHLOT, FGeIETHEICE, b 1HE
FI LA BT TER A AR S 5 7 SIHEICAT ) Z ko

2 FEMD T, B RS EEDD - S0 - RhEERE

TEDET IR D2 DD D, ABEDERS GRS
FEMEREO# T L, BEFE0FEHE » T oBEo k.
EATASMEEHWT L. fEbi 2 08 ) MmdRiE =175 Baik
IREENLETH D Z LR BYICEEIIRET LI, T
7oy IRGRED D S bz acid. HEEO SR 0k
IR OERMEICHEFE L v d ) BEIRE T2 &,

B PREBOIEENH S bLNDE I ENHEDT, KR OES

I EMD EORESE 70y 7SI 2 AR IR, IR
B, IRIOAE, B4 5 5 5%, Jom, BE, BEn
%) OFRBUEET L2 Lo RHOFHGHIZZD L) BIEIR
W SbNEIIE. BEMoBEr%5 L) BERDZ
DOFRBEEGET 5 2 & IMrBRELEED LR (L
BE I OALE) OMEOHLEL, M) T LF X 2L
B (T YIEERS) OH 5 EE . PR HEBOLEE %
CTBENOD LR EHH L T L BESETIE, KHFxS
BRI L ORF G- H L DRI A 21T 9 e & BEOIRE
B OTREOEAZEBRCBIZET L2 £, [9.1.1, 10.2,
11.1.1 8]

A G, B, WSS ORMIEIRD S S b, B

PUZED & b HHDT, AFGHILEE OIRFE K Ui
DEA R EER BT 52 &6 [8.5. 15.1 S

5 BE RO OFRBEE BRI, ARENEORAERIEH

DIREPEIZ DV T B Z AT, R & 85 g 2 D
G EOTRET S L, [8.4. 15.1 &)

.6 B, BHEORBEENE WMDY DH L DT, BER

12y IREEEIZOWTHB 24T ) FEE L. BHo 5h:
LAY R E 21T 2 & [15.2.1 ]



9. HENEEZHIIBEICHT IR

9.1 AfHHE - REEEDH 2 HEE

9.1.1 DMEEEEPEEDLMRE (DHEEXEGLTLE) O
BEDHBEE, FRUILF v RIVEE (FIVH S ERE
%) ObhdEE
AH O PR MRIERIEHIC LY BEET Oy 7 SEXHEIT LB
FNHH b, [8.3. 10.2, 11.1.1 =]

9.2 BHEEETEE

9.2.1 EEBREREDHSEE
[7.1. 16.6.1 Z=H]

9.2.2 MiZBENEZ T TV B RBBHAEEERE
[7.1. 16.6.2 =]

9.3 FTiEEEERE

9.3.1 EEDOHH#EEEDH 28E
B LhnwZ b, RAOMTBREN LA TLBZN0H 5,
[2.2, 16.6.3 &[]

9.3.2 BEXIZHhEEDHEEREEDH 2HE%E (Child-Pugh
S A RV B)
[7.2. 16.6.3 Z=H]

9.5 1%
TR IR L TV BB D & B bk, B LA
WA fEmitE LD MW SN EGEAICOREG T2 8,
T v MIBWTREBITEIEDO LTS,

9.6 ®3ILiB
GE L ORI A FEEOGZET ZE L. B0
AR E R 52 &0
v M ARITT A 2 E B STV b,

9.7 IR

9.7.1 RHAMREE, HAE., LB 4 KoL B IR
2 BRI T FE N L T v,

9.7.2 /NEBHE ORI FENEITR 3 2 HAEEICB T 2 BiRHER
FEIW - HETE e DI b Tuh U,

9.8 =&
— RIS TIIAIREE DM T LT 5, [16.6.4 SHE]
10. tHE/EH
10.2 HEAEE (BFRICEET S L)
SR 45 R - HE i T - falri T

PREBOEEZRE I |EE 70y 7 3B | PHHIC L ) PR BIRIEE
BENDO B HIEH| TLBEND DD, P8 ASHEIN B L2 1 5 5
[8.3. 9.1.1 . 11.1.1 LBENDD %o

2]

1. ElEA
ROBWEHD S b d 2 EWH 5 OT L5127,
B SN A I T E kT B 7 &) e L %
1oz,

1.1 EXAENEA

M. BE7Ov 7, ®ik. K& (W3nd 19%400)
PRIEMBOEEAIREZTBENNH S, [8.3. 9.1.1. 10.2
2]

11.1.2 hEMFEIEFEFMAEAE (Toxic Epidermal Necrolysis:
TEN). REFLERAEEEE (Stevens-Johnson fEfREE) (¢
N BHEEAH)

FEEG RIBE. A - OB AL 0. AT, ARFSIM. R
REQREDRO SNIEIIIB S 21k L, @) 2 L&
R

11.1.3 EFMBBIEERE GHEAH)

WHEAEIR & LC389E, BB A S, IR S, U~
JNERRERR. B inEREEN. AFERERIE L, HAED) oSERib Bl A
P BEUEOEE LR BBERNSSbONDLZ DD, 7
By B EAVRAT A N6 (HHV-6) %07 A )L A DG
AL 2 &% <, G IR L B, B ITHhER:
ELEDFEIRD TS 5 VBT 52 & 0H LD THEETY
LI LY,
11.1.4 \FENEE (HEEAH])

1.2 ZOfDEIER

3%LA 1 1~3%Aif 19% i BT
RV E [ HHE, R O, WL 1
(17.8%) . BH |k, SEBYJCH |BCEME, BB, | &, %R0
Sy IR L BIRR, S
R R R
EREATED.
FEELIRTE, UE
P BEE, P
R et
hE. ARR. HE
FRPEE . TEIR.
1o 7 G B
N A
—XA%TA
A
HE [CEINg )
IR 1 M ER S A
Bl [ TH WAL, O
HiLE [SLE N1 R
()
Mo Lo A E) LB ALE)
JI ik JF R RE S
(A A0 < JEXtel RIES
Seis. . |1
H % 3 e
555 R iR A
I A Mgz F o | HH
s WATHEE . Sy |de B, #45  |IHEE
Sl 205, SLIRGE
ot I i%%;.ﬂ
JIiE. AT
13. BEERS
13.1 fER

RIS (5K 12000mg) 12 & 1 320 5 - EadEkiE, 7
Btk T, L, S0 (SRMSREIREIE. CAPAE
HORAE) , MEERE, Yo v 7 ROBECH -7z, $72, T
24 3 F 7000mg % — AR L7260 TR A ST
%o
13.2 W@
AFNTMHEBNTIZ & ) RETRETH D FHL T BERD
REECIG LTI BH OEBEEBT 52 L, [16.6.2
]

15. ZOMOEE

15.1 EERR{ERICE D 155k
W TEE SN BHBORTADPATIIBIT S, TADA,
R ES 2 w SR & L7 199 @ 75 & Rut IR R ER O M)
HRIIBWT, BRSENEREROFEBO) A7 05, Bt
TAPAEDOIRARTT 7 REE L B LT 2 /5 < (it
TADAEIREE  0.43%, 771 KE0.24%), FLTAD
AEDIRAEETIZ, 79 £ REEL <1000 AdH720) 1.9 A%
WERHE SN (95%EHEXE 1 0.6-3.9)0 72, TADA
BEOYF T NV—FTlE, 77 LREEELHN1000 AdbH72 D
24 NBWERHBEEIN TV, [8.4. 8.5 2]

15.2 FEEREREABRICE D &4k

15.2.1 JEHRSEMERERBFICB VT 53V I Flds v ok
MRS % BB HEE THML72os. 7y b 26 HE KD
104 H I BUES G-H R CIRICEF IZFZO 5N, £ 20
52 H I KA G- B 12 B W TREE D ZLIZERD H
Lirotze HMl, BREORICHET2EWEHORBRIE TS
LAREL Y E L 16 ARG o H i deFE s TR 75
L ARBETIL 1.6%I20f L. AHI 200mg/ H#ET 4.9%. 400mg/
HEET 12.2%., EHIHS5-TIZ5.5%TdH 1) . 7L T A ER
(BEEBRE) ©7 5 REETIE 4.4%I28 L, %) 200mg/H
#T 8.9%. 400mg/ H#ET 18.0%. 600mg/H#: T 30.5% T
Hotze [8.6 BIH]

15.2.2 RHFEIEEFT NV TH S WAG/Rij v + (3, 10 kr
30mg/kg & PEHEMNFES) SR + 5 A7 — Vi fEHERA T A



AT b (15.6 O 31.2mg/kg & EER#HS) 12BWT,
RANFEAEDBETE TR B 172,

16. EMBYE

16.1 MeRE

16.1.1 BA

(1) BEERS
fERER AT P 18 BIIZ T 24 3 N 100, 200, 400mg % ZEJE | HL o]
G L7z & &, #5657 0.5~4 BRI T Conax 123 Ly T12 134
14 R T& - 720 AUC B U Crnax (33 GBI ILHI L THREM L 7296

H [l 5 OSEYBRE/ ST A — ¥

Eracn 100mg 200mg 400mg
% 12 11 12
AUCo-w (ug-hr/mL)| 57.0 [20.4] | 116.4 [18.2] | 219.1 [16.1]
AUCo+ (ug-hr/mL)| 56.0 [18.7] | 112.1 [17.1] | 212.5 [15.0]
Conax (g/mL) 2.96 [15.2] | 5.84 [25.01 | 11.8 [15.4]
Tonax (hr) <04510'—0£oo> <0<215'—010.5o> <0.510'—040.oo>
Tus (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]
BATEIGME [CV (%)) Tmax (A IHE (HEPH)

(2 RE#HS

fERER AN B ES BT 243 F 200mg/M % 1 H 2\ 7 HEKE
WG L2 & & M 5 a4 3 FIBEIERS-RE» S 3 HiRIC
SEWIRBEICHE L 72, AUCo12 DRFEREIE 2.4 TH - 720 (W4
ANTF—%)0

16.1.2 /ZR
JEW 3 AMM O EER 1 ABRICBNT6 2 HED 205 175 F
TONBTAPAERE 4146 (HERAN46 Blx &) 2o
MAE T 34 3 FERE 2 FV CRESE RSB RAT 2 17V /NI
BF55 3% I FOEYHREINT X — & ZHEE L2, KENICE
1359 a% 3 Fofkha1E 2~12mg/kg/H % 1 H 2 [l#%5 (fkE
50kg BL_EO/NBTORE L 600mg/ HED) THholze HrT
DA (VA/F) 1£0.71L/kg. Arlidoes s )75 v A
(CL/F) (3R E K OE#G I AKAF L. /R 15kg @ 4 %2 T 0.88L/hr
(0.058L/hr/kg) /A 25kg @ 8 %2 T 1.18L/hr (0.047L/hr/kg) +
1A 40kg @ 12 7% 2T 1.60L/hr (0.040L/hr/kg). 1K 50kg ®
16 m 8¢ 1.83L/hr (0.037L/hr/kg) &HEE Sz, [7.1 BH]
# 1) AR 4R /RIS LCEAER LTV 5,
H2) AHOKR SNz 1 HimHEIx. A OMKE 50kg DLk
D/NEIZ1E 400mg. K 30kg PLE 50kg A D /NEIZ1E 8mg/kg.
KT 30kg A D/NEIZ I 12mg/kg TH 5o

16.1.3 EMFHEEM
fERER AR 24 B2 24 3 F 100mg (K94 >0y 7 10%%
1g X3 100mg 8% 1 §8) ZZ2fERpHmEHRG L/ &, a3 F
DIPBIEERN T X = FZIZTFDEBY THo72s FI40 v T
10% & 100mg $E DA W30 [ G PEARERR S 7290,

H 45 5 R OSEYBRE/ ST A — 4

S BhHE FS4vay 7 10% 100mg $i AT 0 [
INTG RA—% (1 %4h=24) (1 %4=24) (90% 5 HEIX )
Cnax 1.05
Ciw/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)
AUCo-+ 1.00

(g - he/mL) 56.2 [14.7] 56.0 [15.7] (0.99-1.02)
Tomax 0.25 0.50 _

(hr) (0.25-0.75) (0.25-3.00)

Crmax J U" AUCo- [P35 [CV (%) ]

Tonax VP ILAE (FEFH)

a) FoA4vay 7/§E

16.1.4 EMFHIEFMHRHER
FAYINRFIA2ay 7T 10% [y F] LELNy P RIA Y
Ty 7 10%% . 7 aAF—nN—iEick)EnEhlg (343 F
& LT 100mg) fAERERL AT M HE S L R 8 5 L CinsEd o o
P FREERUEL, 55N ERE/ T X —% (AUC. Cumax)
122 T 90 % A5 A X B 1 THRERTHIAT 2 4T > 7245 8. log (0.80)
~log (1.25) OHIFANTH Y . WHIOEYFHFEESHER SN
727,

(ug mL)

—O0—7IHFIFFTA2uyT10% [ F]
—e— Ly FFFAL Ty T10%
Mean+SD., n=26

7 UNEEE

GO (hr)

Y ENRE/ ST A =%

HE ST A5 BHENT A=Y
AUCo-72 Crmax Tmax Tz
(ug-hr/mL)| (ug/mL) (hr) (hr)
FAFSFFIAL] 54 0268 | 3.8420.79 |0.46+0.21]14.42+2.21
oy 7 10%4 > K v : : : i I
EaRy hFIA Y
o 10% 54.2+6.2 | 4.02+0.96 |0.51=0.65]14.20+2.00

(Mean=S.D., n=26)
TMAEHEEENL N2 AUCY Cmax F0/87 X — 7 1%, #EE ORI,

PR OTRIEF - e SFE OB L o TE R WMDY H 5,

16.2 TRIR

16.2.1 BEDHE
TEEER AT 24 BILZ T 34 3 F 300mg % Z2fIE I LI A f4 (2 Hifnl
RS- Lz & AFIET 3% 3 FO AUCot SO Crax 1252
ERIZE o728 (BEAT— %),

16.2.2 NAFTNLZEYF 1
fRERERC N 24 1127 24 3 F 200mg % 30 K& U8 60 43 C HL ] S
FRIR NP G- UG R e S- Lz e &, 9343 Fo AUCH K
O Coax W EFEETH D . T 3% 3 FEDHMXS N F T XA T
T A1XIFIT100%TH - 729,

16.3 910
TERERL A 24 B2 34 3 F 200mg % 30 43 C B nl SRR A
S Lz &, ohiEf (Vd) 1331.1IL THYH . 734 3 F 200mg
HERECRS- L &0 Aroshsif (VA/F) 1332.8L T
Zl")of:o
invitro (9 3% 3 F1.5~60ug/mL) Kk exvivo (7% 3IF
0.7~5.5ug/mL) REEOFER, T39I FOIMMIEEREAMEGRIE
15% A Tdp o 729+ 10,

16.4 X35
7 24 3 MBI R O & D R SR L 72,
in vitro REROFE R . I TR TH 5 O-ii £
FIVRARRIC FICF S35 CYP 4 FHE1x. CYP3A4. CYP2C9 &
" CYP2C19 T& - 7210,

16.5 Heittt

16.5.1 fEHEB AR L 5 612 [MC] -7 24 3 F 100mg (40 u Ci)
% BRI 5 % OF 1 e C HLIR] s IR N 5 L 72 & & #5104
168 M & Tl2y JRANCHE G5 D 94% K OF 97% 0 HEME S v, Fh
DOPEM 0. 5% K TH 5720 RFNET T39I F (8 30~40%) «
O-Ti A F- AR (%9 30%) « HVEE S (R 20%) K UMt oo fss 7 A3
W (0.5~2%) & L CHifts izt 12 (EAT -4 ),

16.5.2 fEER ABPEICT 34 3 F 100~400mg % H AR %5 L 72
L& BG T2EHZE TORPERIESRIE, 73 3 F 29~33%.
O~ A F VAR 10~15% T - 7z, IEEH O-Fi x 7 VKD AUCo-
WFIMAER T 293 FO# 10%TH - 729,

16.5.3 R AIZT 34 3 F 200mg % 30 43+ C HL[A] A AR %
Gl &527977 A (CL) 11.78L/hr TH Y, 7 a4
I N 200mg & BRI S Lc L &, Rprdoey s )77 A
(CL/F) 131.84L/hr T » 729,

16.6 HENEREEFTHBE

16.6.1 BikpeEEERE
ERREORE DR 5 B ABERE 127 29 3 F 100mg % HLAEE
$G- L7k & AUCo (B HBEIERHE (CLler © >80mL/min) &t
BT, BT H (CLer - 50~<80mL/min) Tl 27%. W&
F# (CLcr @ 30~<50mL/min) T 22%. HEMTH (CLcr :
<30mL/min) T 59% < « Cmax (ZHRJE 2 5 EE OB T H T
10~14% 85> 720 BRED S BEOBERRINTH 2B 25 O-Fix



FIARD AUCo+ I EHAEIEFH D 1.5~4.6 f5TH - 7219 (JLE
ANT—=%),[7.1. 9.2.1 2]

H [l 5 OIKYBIRE/ ST X — 4

e A | BT | AT | R T
% 8 8 8 8

CLcr (mL/min) >80 50~<80 30~<50 <30

AUCH (ug be/ml)| oh'e | e | ol | 6o
Crnax (ug/ml) oo | thn | now | mod
T (hr) 052.0 | 0.590.0 | 0550 | 0525
Tvz (br) w6 | nsm | nse | o
CL/F (L/hr) g | i | 0o | e
CL (L/hr) Sa | om | Ba | e

BFTFEE [CV (%)1 AUCo+ 1% 0~96 BEMI{A, Tous (SFP01H (REEY

Clr B2V T77 A

a) 70l

16.6.2 MRS 22 (T TV 3R EHEEEZEE
MENT % 52T T 2 KB BRRE IR E O B A BRE |2 TEBTIR L
OSENTRAG 2.5 BEFTATIS 7 24 3 F 100mg % HLERE %S Lz s
& IEENTREIC A A B O FENT IR TIE T I 3 PO AUCo
13 46%18 Ly BT X A BEEIET 39 3 F57%. O-Fil 2 7
WAKB3% TH Y. BN 27D T7TF Y AET 34 3 F 140mL/min
(8.40L/hr) . O-Jit A F )U1K 149mL/min (8.94L/hr) T - 721310
MEANT—%)0 [7.1, 9.2.2, 13.2 =]

Ha SR O TRE/ ST A — 5

M AT BT 4 g EAT Ry
BiEL 8 8
FatI R

AUCo- (ug - hr/mL) 43.2 [20.2] 23.2 [15.1]
Crmax (1 g/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-Hii £ F W1k

AUCo+ (ug - hr/mL) 6.63 [74.3] 3.43 [68.5]
Crmax (4 g/mL) 0.48 [69.5] 0.22 [69.1]

FBATFIgME [CV (%)]. AUCo- 1& 0~24 WeMHIME, Trmax (ZrP el (FEH)

16.6.3 ATikEEEERE

JEBERE AT SRR AR L7z (Child-Pugh 434 B) 127 a4 3
F 100mg/Il% 1 H 2 [ 5 HHRAERE LRS- L7z & & e AL
XTI a4 I FOEFERED AUCrz U Cuax 1FTNEN
619% K OV 50% #5240 o 720 F 7z, AE THEEAL ZZEFRED
AUCo12 B U Cinax (& Z NN A7% I V8 37% 7o 720 FEFEFHERE
8% (Child-Pugh 474 C) TOHYEREIIMET L TV 7n®
FHEANT—%)0 [2.2, 7.2, 9.3.1, 9.3.2 2]

SEFIRIEDO W EE/ T A =5

iR 313 EH Child-Pugh 4348 B
Bl 3 8
AUCo1z (ug - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cumas (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]

FATFIHME [CV (%) ], Tmax (drP i (HEFH)

16.6.4 =¥
b EOBERHBE N LS LTE 12873 IF
100mg/IRl% 1 H 2 [ 5 H B ARG L7z & &, 45 UL T DRk
N 1260 & i LT SR ER O IEICBNTT a3 o
EFIRAED AUCo12 12 ZF 12 33% K 1 50%15 €+ Crmax 1 EZFNLE
N 29% K Y 53% A - 720 F 72y ARETHMEAL L 72 AUCo-12 135
WM T2 O PRI B TE AL 26% I U8 23% 570> - 7216 11 (4}
FEIANT—%). [9.8 ZHi]

16.6.5 CYP2C19 Bz F%H!
FLAR A O ] A AR R A B VR4 18 Bl % L CYP2C19 s 1- B 2 2
O ARHE I L 0 . BEERHEE (UM) 161, SR

(EM) 17 . PRIAEEESR (IM) 10 61, R OMEAHEEE (PM)
8B, TOEFNZT T4 3 F 100~400mg % H AR %5 L
k&, a9 3 FORSEROMEETEIENL 2 AUCH-IE.
EM [2HAT PM T 24%. IM T 10%&E5» 729,

16.7 EWHEIEA

16.7.1 EWHEEARER
S a3 i, RIS A T CYPLA2, 2B6. 2C9. 2C19 %
O 3A4 R L CREEE 278 €970 CYPLAL. 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2E1. 3A4 MU 3A5Zxf L CHEMEMZRE %
o 7275, CYP2C19 \2xf 9 A MEMEHAVRIE S L7z,
Z a3 Fid, P-REEAE OB R Tl <. PAEENY
V2R U CHHEEH 2 7R & e 2o 72 (in vitro) -

16.7.2 ERRREMMEEERRER

(1) AInN<EE>
S E 19 F1C, a4 3 F (200mg/[El. 1 H 21E) s
IRRBIZ BT, TRV CYP3A F5E3E K O R 0> CYP2CY FFE s
THHHNNTEE Y (200mg/[Fl. 1 H2M[E) % pEHAER %
HLzb&, AWNAYEELIET TV I FOEFIRED AUCH2
Fe O Crmax W5 AT S e o 720 MR AR 18 B, 71 VN
~E Yy (200mg/ll. 1H2M0) OFFREIZBNT, 343
F (200mg/Iel. 1 H 2 18) % PEHAERIS- Lzs &0 734
S FEANMNTYEE L OERIRBED AUC12 & 18 Conax 2B %
Bl E o719 FHEANT—% )0

2 #XFTZJ—=I
S 34 112, 2% 3 F (300mg) DHEREHG 28
W, 55 CYP2CL9 FHESETH L4+ 2 75V — )b (40mg/lal, 1
H1E) 20HREROHRG L&, FATTFT = VIETaH3
R AUCo-t & O Crax IS8R JZ S B> 720 CYP2C19 HE
THbI+ 27T =) (40mg) OHEFEOFEGIZBWT, 734
I F (300mg/[El. 1 H 2M\) %BEAAEREOES Lz &, 93
T FEA AT T =D AUCot U Cax (2B % RIT S 2
5720 (HEAT—%),

B) I4YTL
fREEES N B 33 B2, CYPSA EETH L I4 T4 (7.5mg)
OBEAREIIESGICBWT, 3% 3 F (200mg/lAl. 1 H2H) %
BRI RIS L2 &, a9 I FIZIF Y TL0 Cuax &
30%HE N S 72 A% AUCo- 122 % T S %o 7220 (SHEIAN 7 —
5o

4 977U
TERERNBE 16 6112, STV 7 7 1) »HCYP2CO FE TH 5 7 )V
771 ¥ (25mg) OHEFEEOFHEGIZBWT, 9343 F (200mg/
Bl 1 H2M0) Z0HRERO%ES Lz &, 393 FIZS LY
R-7 V77 »® AUCot KU Crmax 2B Z K ITET, 70 b
VEVEB RO E b u v E SR o ERERE R (INR) O AME
T8 AUCo-168 1252 % R IZ & 2o 7222 (MEIANT — % )0

16.7.3 BEMEMENREREIT
ARAKOHENDE N O/NBDTA»ABEEP SRS LM
T a3 NS — ¥ R VT, RHEREEY BT 2 1T o
7oo ZORER. CYP FEMEM 2B/ T A CTANPAIETH L N
TPEL, T2 M Y XUT T2 /7 NVES = VOBHIZE Y., T
243 FOEFIRED AUC &, AR OVNE T, %4 25% K% O
17% A L 729 2,

17. ERPRRLHE

17.1 AERVUREMICET 258

ERPFME (CRMLMERIEEED))

17.1.1 EEERAFEIHEGKR (BHEX. KA)
FHICUEFRIE T AD A LB S N5 560F (TR I Ak L5 1E
wEte) ITRGEOERRMEREMNAEEE AT 5 16 E LB
FRWGRE LT, 733 FEE200~600mg/ HED ik voN< ¥
Y o EgE (CBZ-CR) 400~1200mg/ HE2 % A CREOH%S-
L7z& &, FEFHlEE Cd % Kaplan-Meier %12 & W HEE L 725
R EICBIT 5 6 7 AHIBEELERIITEOLBY TH Y B
7 D 5% ETHIX [ o T R L F o ik E S 72 IEL VR 7S
(-12%) % b -7-2 &, CBZ-CR BD 6 » A RIZEN LIRS+
AIEMZED BWEFX MO TR (Hix#) X, FOREL
oIS ERSUE (-20%) % Ello7-2 %5, CBZ-CR IZKT 2%
7 2 3 FEEOIEHEEDHER S Nz,



% | g | | LEBER | o | o (o
£ e 00| ] o
FAFIL 0 327 89.8
i (73.6) [86.8,92.8] -1.3
FASY -6.0
CBZCR| ;10 | 308 91.1 [-5.5.2.8]
i3 (69.7) | [88.2,94.0]
TIAFI| e 307 91.5
| v (75.2) | [88.6,94.3] | 1.3
PPS 5.7
CBZ-CR | 40, 285 92.8 [-5.3.2.7]
it (71.8) [90.0, 95.5]

a) Kaplan-Meier {12 & 232 (B 3 » A OZEME QRHILTF, 3

[\ 2L 1) %@ & L C Mantel-Haenszel (2 X 1) 3i%%)

b) 734 3 FEBEOI % - CBZ-CR BO%kE

o) MHIHDOREM D 95%EHEX H O T HE/CBZ-CR BEOH &3 x 100

d) Full Analysis Set

e) Per Protocol Set

) HARNES 7 1% &

g) HARMNES 13 6% &ie
BB, FEANRERIC L BT 3 3 FEEET 400me/ HBA~O# &
WLBE o 12 BEEXNREAT GBI E LTho 72860 FAS 12
B LR R L7 BHH (B4 (%)) (3 308%3) /444 f
(69.4%) T&H 1) |, Kaplan-Meier 12 & 1) #E%E L 72 56/ EH 55 [95%
fEIEIX ] 13 84.1% [80.5,87.6] THh -7z,
BWERSEBUHEE X, 7 39 3 FEEIET 37.2% (165/444 1) TdH -
720 EHEWERIE, FEIMED 2 7.9% (35/444 B1) . 957 5.6%
(25/444 11) . fHIR 4.5% (20/444 1) Td -7z,
1) AHIOKRE SN 1 HiE AR 400mg TH %,
H2) BN E Y EREEIARIT TR SN TR,
## 3) 200~400mg/ H ¥ 5-THMEDSTHER L 72 BEHEL

17.1.2 ERENHERE (BHFEE KA
1HIOBAEDOPCTAPAE LG LT 5 16 L LO551Ex
HITDTAPABRZE G L LT, 7 3% 3 F§E 200~600mg/
HED SR 512 X 2 ANREAG D B2 2L &, 6 4 AR
LEHEOEEIE 46.2% (6/136]) TH o725,
BIVEH 28 ERBEEE 1L, 84.2% (16/19 fl) TH -7z EZEEH L.
FEIED T 42.1% (8/19 ) . MHIR 31.6% (6/19 B1). WHEzPED
T, LA 10.5% (2/1961) TH o7z,
H4) AHIOKFR SN 1 Higm MR 400mg TH %,

17.1.3 EFEFEFE IHEFR (fFAEE. KA)
BEAE DT A D ASE T4 2 FEVEIIBI R R 55 © 120 W R 564 E
AT A 16U LEOHERAROHFEANDTADAEE 547 H1 (H
ANEE 420 % &) 2xff s LC. 7343 F§E 200, 400mg/
HX X7 7 2R % 16 ARG (EOPTAPASE 1-3#] &
D) L7z& &, REFHIEH T 2 BIEN I3 2 M
D28 HH7- ) OF G FBERBENEITREOLBYTHY ., 77
YAREEE 7 3% 3 FEE 200mg/ H & OF 400mg/ H B & O CHiat~
WICHBREDVREDO LNz, BB, EHICBITA50%L AR5
—L—1 (28 H&H 720 O FENERIEABEEHIR & T 50%LL
FUGE L BEOES) X, T AREEL19.7% (36/18361), T3
3 FEE 200mg/ H #E 38.5% (707182 %) KU T aH 3 FiE
400mg/ H# 49.2% (88/179 B) Tdh - 722,

28 Hd 720 O 7T R
% | EEROZE | pfEY % A ERD
L&Y [95% 15X 4]
VAR 183 -1.22
200mg/ H # 182 -3.33 <0.001 2.4
: ) [18.7,38.7]
400mg/ H # 179 -4.50 <0.001 39.6
’ ’ [30.5, 47.6]

17.1.4 EHRRAMERSHBR (RA)

[FEIRSSE [ 4 AR (BEHIRER) 258 T L7z HARR O E O B
47361 (AARNEH 123615 &) 2% e LT, Ta9 3 FiE
100~400mg/H % 1 H 2 ENZ40 1 TRELIR S L2 & & (PR,
e 767 HH5) eATRBEOBISMIE A 5 0 28 HH 72 0 OB %
Ve T 0 A 5 0 el 13 55.23% . 50% L AHK Y ¥ — L — bk
56.3% (265/471 Bl) Td - 7227,

BWERSSHUMERE X, T a4 3 FEHET 42.9% (203/473 ) Td -
720 ELRBEIWERIZ. FEIMED v 17.8% (84/473 B1) . fEIR 5.7%
(27/473 B) . BEYG 3.8% (18/473 Bl) THh -7,

17.1.5 BHFEMARHER (IE)

BEAE OPLT A D ASE T4 2 FEVEIITIRI R A & L2 W4 581
EHT D4R 17T ERmO/NETA»ABR 343 Bl E R e L
T, 3% 3 F ((RE 30kg HKiif 0 EH1E 8~12mg/kg/ H . KE
30~50kg A4 D B E 1L 6~8mg/kg/ H . KE 50kg ML Eo E#F 1L
300~400mg/H) X1x7 7 R% 16 BREFZEORS A0 TA

PAFEI~3HIEDONH) Lce &, TREHMIEHH T 2 Blg
VRS BRI 0 28 Hd 72 ) OFBZEMEREZALREIZT T RO &
BOTHY .77 LREEL T 3% I FiELOM THREIFFMICHEER
FEDTRRD BN,

28 Har7z 0 OB 75 b R RE
BI%e | S EREMEEROZ%Z | pfEY 5 g ERY
LD [95%15 #EIX ]
75 K 170 -1.55
_ N ~ 31.72
=R 170 3.05 0.0003 [16.342. 44.277]

a) Full Analysis Set

7T RO 2 BN, HEFHE OSERE T — & 12K GEERFEOEE O

10%#) 73d > 72720, RITICED %o 72

b) gL

o) In (X+1) (X IIFATFAERH) TR L 723850 56 A % v,

G, DR L ERGEARE A N T & L, oM L Bl o 28 Hd

7o) O EEM R IR & L7 T

d) 7RIS HHPE (%) =100x {l-exp (/A EFHDT a

I ML ST R EOE)
BWERZSHUMEEE X, 7 3% 3 FEEC33.9% (58/171 ) Td -7,
2 RIVERNE IR 14.0% (24/171 B) L FEITES F v 8.8% (15/171
Bl) THozo

17.1.6 EEHEESE I HRB#MGRE5HE (MR
435 17T ROEFHEEFR SN NBTA»AEE 136 ] (HAAN
46 B, AAEIN 90 ) Z RS E LT, I a4 3 F 12mg/kg/H (K
i 50kg PLEDEEIE 600mg/HED) T 1 H 2 BIZ45) TR
PG L7z e & VEBGEHIRE  5 ORI B % 5o 581k 5
LD P ILfitiix-52.73% (HA& N T-27.63%. 7HE A T-60.56%)
Tho7-9,
BIVE I SSE L, 56.2% (77/137 1) TH o720 ERBEIEMI.
FEED F v 20.4% (28/137 f80) . fEHR 19.7% (27/137 1) . R
8.0% (11/137 1) TdH -7z,
D5 AFNOKR SN 1 HiwmHE I, AN OMKE 50kg DL
O/NBIZ1E 400mg. AT 30kg LLE 50kg A D /NE1Z 13 8mg/kg.
AR 30kg Kl D/NEIZ1E 12me/kg TH 5o

(RERERFEE)

*17.1.7 EBEERSZE I BHR (RARVNE)

BELE OPLT A D ASE T4 2 FEVEIIRIRN R A3F © 120 i AR
BAERATH ARULOTAPAEE 242 6] (HANEE 30 6%
&) AxHE LT, 73V 3IF ((RE 30kg Kio/NEEH LS
~12mg/kg/H. AHE 30~50kg A:iili O/NEEH 1L 6~8mg/kg/H .
A5 50kg LL /N O E# 1E 300~400mg/ H) LiE 77+
R T 24 MRS (BEFOITAPASE 1~3# L Ot
) Lzb &, ZEFHIEE Ch 5 24 BAHOGHEMHICBIT 5 2

a) Full Analysis Set

b) hLE

o) RPBZE L - MERHT I 0 28 H 3 72 ) O#r S 1ERI B R BOSZERL. e 5-8
T O % R w2 L - BIEE iR o 28 H & 72 1) oG5 E ik % 3628
&9 % T

d) L HGIHT &0 HEE S NI NSRS A © B L 7B S MU

e (%)

RIEHSBUIE I, 7 T4 3 FEEREC 47.7% (173/363B) T o
Foo ERBMERIE. FEED 2 22.9% (83/363 B1) . fHIE 8. 8%
(32/363 1) . i 4.4% (16/363B1) Th> 70

61 H O3l BLSE A5 BT 5 £ COBMIE TED L B) THY |
TIEKE T I I FEL QM THRIENICAHEREFRD S
R,



Y
FTOAM | - FHO
P51 =gl (H) v (95915 HEIX p i
[95% 15 HEIX. 4]
1]
R 77.0
77 AR 121 [49.0,128.01 |  0.540
- - 0.3770.7747 | <000
S a4 3 K 118 [144.0, -]

a) Full Analysis Set

5 a4 3 FEED 161 125 o 4 N> N AS5sH L 72 3 I IR B AL L &

Nrz7z0. 2601 24 HE OERPE O BEHRE O N o 72720, i}

W&o rhorz

b) Kaplan-Meier {#12 & % 24 @ o iE#HIRICB1F % 2 [0l H o5k A

TEDFBLE CORBOHEEM (hYefl)

[-]:F 24 3 FEECIE 24 BB ORI 2 [ B o s B SEEDS 50% 2,

L OFEBNZFRD SN o 72 O HEEAE

o) BISHIMICBT 2 28 Hd 720 OFhi BAIEED BEAT 2 LT O/,

2WPLF O AN, 2 [BEO/NEIZE A E B & L7z Cox N — FET IV

125 <, Wald I & )\ s e
EIVEMSSHEE L, 7393 FEEC46.3% (56/121 6) TH -7,
FERBEMER., FEIED v 17.4% (217121 #1) . fEHEE 13.2%
(16/121 1), Tln7.4% (9/121 1) TH -7z,

*17.1.8 EEARRBRGEREHR BRARVME)

JEIS L [ 58 A RRBR (AR OVINE) 258 T L 72 B B OV 3%l Bk
TOREERAED S s B ES R O FEHE 0 A % i 72 & 7
o572 BE 2396 (HARNEHE 7B &) 2fe LT, 73
3 F (K 50kg Al 0/ NEEF X 4~12mg/kg/H . 1A 50kg LA
Fo/NREE 1L 200~600mg/ H . B 1 200~800mg/ HE®)
Z1H 20BN CRO%S- Lz & (PREE. &E 1416 0%
) VEATRERO B 20 & OWHIIEIC B 2 28 Hd 72 ) Oy
RS M2 LB o0 rp il 12 -88 . 52% T d - 723V,
EIVE A SSHUBE L, 34.7% (83/239 f91) TH o720 EREIWEMI.
FEIE® T 10.9% (267239 B1) . EIR 5.9% (14/239 B1) . [Hldx
D F VRO 3.8% (9/239 1) TH o720
1 6) REOAGRS /2 1 HigsEEx, AR OMRE 50kg DLk
D/NEIZIE 400mg. 1A 30kg LLE 50kg Adiii D/NEIZ 1% 8mg/kg.
1RTE 30kg KiiD/NEIZ1E 12mg/kg TH 5o

17.3 20Ot

17.3.1 DERICH T 5%
TR 214 #1125 29 3 F 400mg/H . 800mg/HED iz 7 I+
R 1 H2ENI5TC 6 HMREE#HS . UEEF > 7a x4
v 400mg/H% 1 H 1 [ 3 HMRAERZHG Lz &, a3 R
I QTc MR R L o720 734 3 FEEO PR MEOFIHZE
LEIE% 6 HH OGS 1 FZICRKE R D, 77 RFL D%
13, 400mg/H T 7.3ms. 800mg/H¥? T 11.9ms T » 7232 (4}
j\?_' y)o
7)) AHFOAKRE SN 1 HigsHEL 400mg Th 5o

18. EEzhEIE

18.1 {fERHERE
T a3 FIZEMRIELESF B ) W AF v 2V OREE R AEEAL 2
BRI ARSE L SRR 12 & 2 fisi e 2 2o b s b 2 &
WKL THTWNRAERZRTEEZ SN TSI,

18.2 TADPARIEICNHT 21/EH
F a3 FIERWEEE Y A, RS~ ) v 758w A
WX P Y 738155 v F6Hz TADARNEY Y AR U RKE
Kravrife (T AL T v ) OFGINE R O EMBIEAE % Kt
L 72E € 7 VA2 B\ T HEAE % I L 7230

18.3 MiCTA D AEMIER
R EZIME > FY v 7Ty MIBWT. ¥ N Y 7%
P L 7235,

19. B2 ICEET 228 E
— B FR
Z 2% 3 F (Lacosamide)
L%
(2R)-2-Acetamido- N-benzyl-3-methoxypropanamide
SFR
Ci3HisN203
SFE
250.29

27N
H~kEOOBETH S,
AY )= VIZETRT . 7 /=)L (99.5) IZRREITRT L.
RIZRREITIT g
1EEEER
OCHs

° Z H oy
)’J\ }%N
HsC N
H
o]

21. ESBEM
B A 2 R & E RO b, B ERT L2 k.

22. A%
100g [ 79 AF v 75w, /NF]

*%03. T

1) HRTADPAFE HITADPAREEZIIIL TV D TANA
DdHHNIBVT, HENHLEIRR G A M BMARIEE 1T B
OB EFIE (202643 17 H)

2) JEASTEE  EEREIER R ERIIS~ = o 7OV SEHIP S e
ettt

3) MHEZK At o SEFLE JRIE 2015 5 43 1 1307-1316

4) BEEIERRAICBIT S 5 a9 2 FRERGHEoYEIE (©
L%y MEE 2016 4F 7 H 4 HARE. HREERHNE 2.7.6.3.3)

5) HARAKOSENNBEZ BT 5 TEF DB REMNT (Y24
Ny NI4T ay 7 52019 4F 1 8 HAKEE, HIETE R
27222, 2.7.2.2.3. 2.7.2.3)

6) FIERKM b o SEEEL & A 2018 5 46 ¢ 1331-1338
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FEE (%Y ME 2016 4F 7 A 4 HARE, HREERHRE
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