202643 A 1R (BB1AR0)

MTADLAE
BIZE. MHEEER
S a% = Rig

)

SIYIF=50mgrr—o1
SIYIF#100mgrr—7.

LACOSAMIDE TABLETS 50mg “TOWA”/ TABLETS
100mg “TOWA”

I R EIERE
AN ¢ 36
) EE-EmFOMSBCROEAT LI L

BAEEmRNEES
871139
$£50mg #£100mg
K ERE S | 30800AMX00096 | 30800AMX00097
Wi 78 B i —

**E

- 2 SR

(ROBECIFELENIE)
2.1 AFN DB TR U IBBEUE OBEEIE D & % B3

2.2 BEOHEEREOH 2HEE [9.3.1, 16.6. 3%1H]

3. #ERK - MK
3.1 #88k
7244 5343 R§g50mg [h—"7) |33 REgl00mg [h—7)
%%;Pﬁﬁoaﬁ SOH IR ceevereeennns 50mg| T AH IR ceeeeeenns 100mg
Il o—2, REHRE BRSO —X, [KERE
trkoFJoE) e koFo oIV
O—Z, BEmAKT A, | O0—Z., BEEKT .
tRoFJobEl bl RoFs o)l
Nl O—Z, ZOARE R |O—Z, VOZXARE R,
ATFT7V B ITRXDIIRATTI BT RTD
Ly BICFY >, VT L. BIEFY . ZILT,
=T bgk. oM |EA= sk, FoMl
D%y
3.2 WHIOMIK
HR7E44 Z 3832 Rgg50mg [h—"7] | T 3% 3 R§El00mg [h—"7 )
PSR - Y2 EOERAD ORIEO | B ADOERRA D ORHIE O
7l T v Aad—T 4 T TN Ld—F 1 2T
k| & 50 SaY3IR 100 SaH93I K
R @ | Sa¥3IR 50 h—V SOYIK 100 h—17
#
| e G
{au —— ——
, 10.4,74.9 13.3/6.1
E £ (mm) (B8 (B8
JE & (mm) 3.2 4.1
B & (mg) 125 249

4. WEEXIZHR
TADABEDRNRE (CRESBREREZSD)

6. RIERURE
PR © . RAICIE T 392 K& L TIH100mgd D %52 BtE L.

ZDERLAMMU EOMREZ DT THEEL.
2 WENB1IH2ENC
400mg % 1 A 72\ EEFE CHE B Y B 4%,

MeFFHEZ21H200mg &5 %

ﬁbj‘“(%lﬂ&ff@‘é 7B, ERICKVIH

BEVILARMEL - ORkEZ

HITIHHRLE b'ClOOmgL)LTfOﬁﬁ &,

NN AR BN

2135393 RELTIH2mg/kgk D #

GERGL. %@?’ﬁlﬂ?ﬁ&k@ﬁ%%éﬁﬁfl HMH& &L C2mg/kg

FTOWMEL., HFRHEZKEOkgRED/NEIC
30kg LA _E50kg AR D /N IZ
STTTROFET %, B, ERIC J:U%i%kgﬂ%{%@d\
12mg/kg.
TS 505, HEY

R HE30kg A E50kg A D /N

131H4mg/kgE 9 %,

131 H6mg/kg. K&
nwinbsl ElZlEl
ZI31H
i3l BSmg/kg’&EK?‘;m%B

ili@FaEJD\J:O)F'aEJB%%ZF)H“Cl HHg&l

T2mg/kgbA R DITS &, 7272 L. KHE50kgEL ED/NETIE. KR
ANERUHE - HEZHWD 2 &,

7. BERUVHAEICEHET 25

7.1 VL7 F=>7 U7 5 2 AM30mL/minkA F O 5 EE K& KRR EHARE
EEDH ZEFITIE. RAIZLH e &% 300mg. /J\',EJL;UEIEE‘@%JEH
BERBNEEETHREEERICKRG TS L, £ MENTZ%
TWHEFTIE. ITHHRICMA T, MgBHEIC j(fl@ﬁﬁi@
PEOBINEEEEZETSIE, [9.2.1, 9.2.2, 16.1.2, 16.6. 1,
16. 6. 221

7.2 VVXL:UP%‘?T“O)HH%&‘ EDHHHEFE (Child-Pugh/r Ak
B) i, BRA ilB%ﬁﬁﬁ%’%SOOmg ANVRVEL A e 2 25% 6
BETOHREEEIIHRGTHIE, [9.3.2, 16.6. 3%H]

7.3 AAF|DO1H Hs A BIZAREIkg RO /NETIZ1H12mg/kg, KE
30kgLA F50kg A D/NE TIZ1H 8mg/kg’6‘37’> %, AHl%1H8mg/kg%
A THEEG L TS RE30kgA M D /NG BN RN ERNTAR
E/N30kglL b &7 o 725 A1 %%@m ExT/ricBiR L. 2R
KOBEROREZEZE LS AT, BYLHEBZBRNTDZ &,
AP, A EITRET S Z &,

8. EELEANER

81 HAPIZBI 2R GEDAWBHES W LS ILICED, T
AMAUFEIEDHEE I TANAVERKRERD SOND T ENDH D
0)'( BE2BIETBEEICIE. D EHLEML EMNT TR

ICBET B EEEIZTD 2 &,

8.2 FEMED EW., THE. IRK. EEN - £l - KeHESREN S
DRERFPEZIZZENDHZDT, AFHKGHFOEFICIIEEED
TEEASE, AR E D OB E S B R VIO RET S 2 &,

8.3 PREIfEOEENH 5OND T ENH DD T, AFNOHGHIIE

ZEDEOREE T Oy 7 EICHEET SER (R, mm&m»
PRAGATE, BEEBS S S5, Jepl, BiE, Ewh%)@%ﬁ
BT22L, AFIOBEGEHIZZOLIERND Sbn/-
13, EMiOBREZT5EDBEMIEDOFELIC %ﬁ?éz&
DMREREEPEEOLESE (OMHFEZEILAL%E) OBREOH
L&, FRUULAF v RIVERE (TIHYEERE) ObdHE
#%. PREIROEEZE I THTNDOHLEFZHHL T2 HEE
HETIE, ARG BGBRE R ORI SR OERREZTTO R E,
BEOREBROREOALEZEFEREFE<BRIZZ &, [9.1.1,
10. 2, 11. 1. 1=Hd]

8.4 ZfIFLE. BE, BWREEOHMERNS 5D, HRENIC
FLHILLHDDOT, AFHFGHIIEEOREROFEOELE
HERSBIET DI &, [8.5. 15 1]

8.5 BEKMVET DFRMEEF IR, AR DR HRERFEB O
BRI OWT @tz T, EMERBICHEEZIDAED LD

fBETS I &, [8.40 15 1]
8.6 #Hitl, HBHFOREENEL D WEEMEND D DT, BERIFIC,
REEEICOWTHZ 2T OHERL, RENED SNHEITI

HYSME 1T T &,

9. BENDEREFITHEEICHAT I ERE

9.1 A - BIEBEDHIEE

9. 1.1 IMEERBEPEEDLEE (LWHEEXEILALE) OBE
0)2;%%‘\ FTRUDAFvRIVEE (TIVHSEGRESE) OH
5
AFIOPRMBEEEHICLVEZE T Oy VENRET 22NN
»%, [8.3. 10.2. 11.1. 1=H]

[15. 2. 1ZH]



9.2 BiLHEEESRE
9.2.1 EEEHEREDHDES
[7.1, 16.6. 12:H]
9.2.2 MARBHZEZ(FTTVBRPEHMEERERE
[7.1. 16.6.22H)]
9.3 FHgsEEESRE
9.3.1 EEDHHBIEREDHDESH
BELBEWZ L, AAOMAFBEN ERTE2BENNH 5, (2.2,
16. 6. 3% ]
a&aﬁﬁl@¢%§®ﬁ%ﬁﬁ%@&é§%(mnmmwﬁﬁu&
U'B
[7.2. 16.6. 3]
9.5 1@
IR SUOIIEIR L TW A EBEM O &b 2 L EIiE, B Eof MR
fattz Lm2 EHEINEBEITOAREET D &,
v MZBWTIREBITERZED SN TN S,
9.6 2713
BB EOAEBM R ORARROGREEZZE L, B O T
FiEEBRET S Z &,
t FAHFABITTSZE0MEINTNS,
9.7 /©NR
9.7.1 {KHAMRERE. HAR. RXIIURRFHDOY I T DEE
BRI EL TR,
9.7.2 /NEBF O FAEIT T B BAREICBE T 2 R BT =
A - st E BTN TN,

9.8 ShE
— RIS CIXAEBENME T L T, [16. 6. 4]
10. #HE%EHA

10.2 HHRAEE (BRICEETHZ &)

WE/HIE | WL | 1~3uAi | Lokl | e
s fh i AR A
EL. EHE | T WIERE. [
Wikse LN
W (ER
B LFEHIE | LG
P I A B
{3 AR
95 . | ST
B B. 2550
ISR SER R
Wi P ]
E\ﬁ.%g g$ﬁ % Hﬂ%
o NI TR
1]385] A5 EL IR EE
Z ot % sk,
¥, BABTIG

A4 HRPRAEIR - FEEGIE | T - ERINT

PREEOIEE 2K I |FE T Oy 7 E0% | 0 HICL D PRER

BZhOH 2 HH HE2PFhDbH 5, |EEIEMIHEINNG
(8.3, 9.1.1, 11.1.1 T 5 BN
B Nd 5,

11. EMER

ROBIWERDH 50ND T EMNHBDT, B2 ot By
IR S NGB G Z2 R IET 27 E@EUIsE %2115 2 &,

1.1 EXAREIER

M1 BEZ7AY Y. BRIk ki O TRH 1R
PREFEDIEE B ENAH 5. [8.3. 9.1.1. 10. 28]

1M.1.2 PEHRFIBFERMMAE (Toxic Epidermal Necrolysis:
TEN). REHEIRAEI%EE (Stevens-JohnsonfElxEE) (WIhd
BHEAEA)
FEE, FLHE. KN - B AL TR WEER. IR, OWNKSE
DORENED SN HEITEHEEERIEL, B@YRAEZTS
&,

11.1. 3 EFIMEIBBAEAE(REE (BEEREH)
FIHEIR & UTHS. REANA SN, BICHFHEAERE, U >/ Hi
JERE, EmEREEIN. GFEEERME . WA SNBRIEBS 2 0L S B
POBEERBHEIERND 5ONDZENH D, 2B, BE AR
ATA A6 (HHV-6) HEDOU A1 IV ZADFIEELEMND 2 Ln%
<. BEPIEEBISE., BE. FFEERESOMERIERD 2 0
BT D2 ENHDOTHEETDZED ,

1.1, 4 EEERIBGE (FEAH)

1.2 ZOMOBIER

AR/ B 3%LA L 1~ 3%A LA B

TR F|mEEE, | D DM, K| KRR
Wo(A7.8%). [HREE. EB) | L. KEME, | E 2R
SHJ. MBUIR | ZRFE Wik, RS

ARHIEE, R
WATE), S
Wi, EEH
PR, Sl
FOARIRE,
IR, HERELE
&=OEIR. 1
7 o By 5
IF/O—3
ZHETAD A

3

FERE R

iR i, B

13. BEkS

13.1 fEIR

WEHRE (HK12000mg) IC& VRS SN ERERIE. FEE
OEWV, B, BE (RERERRIEIE. TAonAERRKE).
DMrEEE, P av I/ RUOEBRTHo -, £, AP IR
7000mg % —E IR L 2B TR LEAHE I N TN S,

13.2 JE
AFNIMABHTIC L OREFRETH 0. FHL TV DIEROERE
IS U TS OEEEZET 5 2 &, [16. 6. 25 ]

14. BRAELDEE

14.1 FEBIRFEOEER
PTPEREDEANIPTPY — F OB L TIRAT 5 L5 1FET 5
Z &, PTPY— hOMEKICE D, WS B RREE AT A L.
Egg%ﬂ%ﬁ: L CHERRIAREDEERAMEZHET D &
nd 5,

15. ZDDEE

15.1 ERAR{ERICED < B8R
WA TEMS N EROWTANAKIIBIT S, TAh A, Kl
FREZHNRE L1990 7 5 it BEER AR OB RICB N
T, BRAZERVCEHBEMOEREOY 270, HiTADAEDIR
FABMTT S RBEEEL TR2EE L I TAD SRR
0.43% TIBREE:0.24%) . P TADAKDRHABTIE. 75t
REEELENRI000AH7Z 01 INZ W EEHE I N (5HEHEXM -
0.6-3.9), £z, TANAVBEDY T )N —TTIE. TR
ELENRI000AH7Z02. 4NZNWEFHEIN TS, (8.4, 8.5
sy

15.2 JEERARABRICE D < 1B

15.2.1 FEEEEREMBIRERABRICB VT, TIY I RIZT v FOKEEK
WG HIAEEETHA LA, Ty b D26 K ON10438 M [ 18
BEHEEABR TIRICEEIIZD 5NT. 1 X O52EM R EHRGH T
BBV TOKEERDOEILZRD SN o 2. R, BHEDOR
BT ARIEAORBRRII /S ERELDEL, 16EMKRGDO AT
HFEMAHRBE D 75 REETIZL 6525 L. A#1200mg/ HEET
4. 9%, 400mg/HA#ET12. 2%, EH% 5 TIE5.55TH O, #EHAHEI
R (DEARGED OF S HREETII4 46125 L. AHK1200mg/ HEET
8.9% 400mg/H#ET18. 0% 600mg/HET30.55TH> 7. [8. 6%
i)

15.2.2 RFEMEETITHHWAG/RjZ v b (3. 10K r30mg/kg%
JEENR ) RO NS AT—)VBERERMTANALT v b (15.6
K U381, 2mg/kg 2 MEIENIZS) ITBWT, REFEMEDMENED 5
Nz,



16. ZEHBHRE

16.1 MR

16.1.1 BA

(1) EREigs
@ RER A\ B PELSHIIC 5 35 X R100, 200, 400mg 7 ZEEHE |7 HA IR 4%
BLEE, 5150 5~4B I TCnalTE L. ti2l3KI14ERTH o 7=,
AUCK U Crac 3% GBI LI L TEEIIL 2.2

HEE SR OSBRSS A — 5

®hR 100mg 200mg 400mg
Bil%k 12 11 12
AUCo-o (j2g +h/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo-¢ (£g - h/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Crmax (1t g/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
te (D) 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]

M [CV 0], tmedd POE (D)
(2) REERE
e HERR A BAESHIC 5 O X R200mg/ Bl %1 H 2E7 H R ER O#5- L
o & &, MRS I9 3 RBEIBGBGD 530 BRI EHIRREICEE
U7z AUCo1on®D BFERENI2. 4 TH > 7= FHEAT—4),?
16.1.2 /N8
FEMIRB L P HERIRBRICBN T HEV A S 1T E TO/NE
TANAEZAAE (HARNBIZ ST o eNzimEih S a4y 3
RIBE % W CRMEMISRMBIRERT 21TV, /NEIKBIT 2 5383 R
DIEMENHE)NT A—F ZHE LTz, ABITICBT 25393 Ro%ES
®132~12mg/kg/H #1H2[EH% 5 ((RES0kgP EO/NETORB AR
13600mg/ A1) THo e AT OHHER (VA/F) 120. 71L/kg.
BnFoegr7J7 522 (CL/F) 3AEKRCERICKEL, KR
15kg D42 T0. 88L/h (0. 058L/h/kg). {KE25kgD8jk)ETL. 18L/h
(0. 047L/h/kg) . fKEA0kgD12/% 2 TL. 60L/h (0. 040L/h/kg). K&
50kgD16/%V2T1. 83L/h (0.037L/h/kg) EHEFEIN7z.? [7.151/]
D AFNI4RLL EO/NBIZH U CEfZ2Ha L Tnbd,
2 AR OERE N1 HBERARIE, A OKES0kgE ED/NEIIZ400mg. 1k
H30kg B b50kg KD /NI 138mg/kg, ARE30kgA D /N I21312mg/kg TH
%

16. 1.3 EYFHIRIEMEHER
(Y3 R§g100mg [k—7])
Z3Y 3 R§EL00mg [h—" ) EEL/Ny FELIOOmgZE, 7O XF—
N—FEIZL D ENZTNLE (T3P RELTI00mE) RSB TIC
FMEEHERRORE U TR EBE ZRIE L. 55N /-EmE)
HE)NT A—% (AUC. Cmax) 12DV TI0%(EHEHIX RIIEIC THEEHRT 2
ToOTHER, Wi blog (0. 80) ~log (1. 25) DHIPINTH 0. WHIDE
YRS TR I .Y

(ug/mL)
6 -
—o— 7% 3 REEL00mg [h—"7)
5 —— : ELA/N Y MEI00mg

SEEE + ERE(R A, 3461

RS

0c : :

0 12 24 36 48 60 72
FEH ORI (h)
SEYTHHEIN T A —5

16. 2 BRUR

16.2.1 BEOHE
i FERR N B V240512 5 9 3 R300mg % ZefEi 3 A% I HERR (13 5
L7zEZE, BEIZT 393 ROAUCHK UChal I B E RIS o Tz
GEANF—%),0

16.22 NAMFT7RASEUT 4
TERERE 240112 35 3 K200mg 7 30 K% 16057 [k C B [A] s i i IR N 1% 5-
NIFHEROKS L2 E 5393 ROAUCHMK U Cnad IFEFRE TH
0. T3V I REDHKIINA T T X1 FEY F1121FIF100%5TH - 72,7

16.3 $%
fEBERL A 24011C 5 I 3 R200mg 2 3074 [ C B [a] s s IR 3% 5 L
FFEE. S (VAd) 1331 1ILTH V. T35 3 R200mg % HH
ROKELEZEE, ADTORHEM (VA/F) 1332.8LTH - 72,7
in vitro (5393 F1.5~60g/mL) MUex vivo (53H3I R
0.7~5.5g/mL) itBROFEE., 5393 ROMEEE KA RI1Z15%
R THo 72,9

16. 4 ftzt
T Y 3 RIFB kM R OB K D ENL 5L L 72,
in vitro B OFEE. I AE LR EZRBI TH Z20-HAF
IR RRICEICEH 5T 5CYP THElE. CYP3A4, CYP2COK TR
CYP2C19TH 5 /2.9

16.5 kit

16.5.1 fFER A BMERSFNC [14C] -5 I3 3 R100mg (40, Ci) ZHL
B 5% 5 B ONLIRE ] C B [B] s AR 5- U 7= & & 32 5% 168IRF[H]
FTIZ, RIS EDME K TS hHEI S ., Frh A DHEIIX0. 5%
K THole RHPNTTIHI R (K30~40%) . O-iAFILE (K
30%) . HRIMEE S (920%) K OMoBESMRHEY (0.5~2%) &L THE
MEnz GHEATF—%),9.10

16.5.2 FEEERLABIEIC S 39 3 F100~400mg % HEHRE M5 U 7= & &,
BB ETORPYEMERIE. 5 T9 3 R29~33%. O-iAF )L
R10~15%Th o 7z MEEFO-Ii A FIVADAUC-dI M HEH 5 a5 3
ROKIL%TH > 72,2

16.5.3 FEEERLAIC S 353 R200mg7% 304> CHilE S IRNIZ 5 L7z
EE 257U Y52A (CL) 3L 78L/hTH Y. T34 3 F200mg
EHEROBELEZEE, RhTo25 27U 7Y 52X (CL/F) 1%
1.84L/hTH>7=.7

16.6 HEDEREFTHEE

16.6.1 BHEfEERE
EHEBEDFRE D RIS D B AEBRE T S I 3 R100mg 2 HEFE 4% 5
L7z& &, AUCHIIBHEAEE W # (Cler - =80mL/min) & HbifgL T,
M TE (CLcr: 50~<80mL/min) TI327%. WEEELTH

(CLcr : 30~<50mL/min) T22% HERELT# (CLcr : <30mL/min)
TH59%E <+ CmaxlSEEE N 5 BE O BHAER T H TL0~14%E 1> 7=,
RN S BE OBHAER FE BT 50-i XA FIUEDAUC 3 B AE
FEHEDLS~L6ETH o7z GHEAT—%).10 [7.1, 9.2. 12H]
HEE SR OSBRSS A —5

B R EH [23E2N HFEEET EEKT
Bil% 8 8 8 8
CLeg (mL/min) >80 50~<80 30~<50 <30
47.0 59.6 57.6 74.8
AUCo-¢ (£g+h/mL) [20. 8] [17.5] [19. 0] [26. 9]
2.69 2.95 3.06 3.02
Cunax (12.g/mL) [35. 0] [20.7] [10. 0] [23.3]
o 1.0 0.5 0.5 1.0
i ©0.5-200 | 0.5-L.0) | 0.5L0 | (0.5L5)
we () 13.2 18.2 15.4 18.3
12 [17. 6] [18.7] [18.9] [27. 8]
2.13 168 174 134
CL/F WL/h) [20. 8] [17.5) [19. 0] [26. 9]
0. 590 0. 354 0. 2779 0.143
Clr (L/b) [37. 9] [51. 3] [24. 4] [31. 8]

HIEINT A—=F BENTA—F
AUCo-72 Chmax tmax ti2
(£ g+ h/mL) (1t g/mL) (h) (h)

Z 39 2 FEE100mg

17 56.984+6.56 | 4.495+1.046 | 0.60+0.46 |14.16+1.33

EL/8y MEl00mg | 56.45+6.11 | 4.222+1.228 | 0.74+0.62 | 14.25+1.49

R+ FRTE(R 2, 3441
(M EEFREEN NCAUC, Cnax S D/NT A—F 13, #HBRE ORI, Kk DRI EE -
REEISS DR AT L > TRIRD AIREMEN B 5,

SEEE (CV (9], AUC-dI0~96RFEIE, tmadd HULME (HPH)

Clr:BZUY IR

a) 7

16.6.2 MREREZ(FT TSRS HAEEESRE
MHBEHT 2 21T TV DRI BAERERE O NSRS 1T, FEBHTRE RO
BTBLA2. SEFETRTIC 5 a9 3 R100mgZ HEFRR G Lz & =, kE
HrF 1T LE AR R O B A R ik TIE 5 39 3 R DAUC-t346%8 4 L.
BT K BRERNRIZS T5 I R57% O-Bi A F IV TH D, BT
2775 AE 5 393 R140mL/min (8. 40L/h). O-fii X F )Lk
149mL/min (8.94L/h) THo/ GHEAF—%), 1012 [7.1, 9.2.2,
13. 2511]



Hal SR O BIE/N T A—5

MR BTG A0 33 AT I
B 8 8
JaHIR

AUCo-¢ (/g h/mL) 43.2 [20.2] 23.2 [15.1]
Cimax (1£g/mL) 3.18 [22.4] 2.79 [22.1]
tmax () 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tz (h) 19.6 [19.4] 19.2 [26.8]
O-fift A F L1k

AUCo- (1g+h/mL) 6.63 [74.3] 3.43 [68.5]
Cimax (1t g/mL) 0.48 [69. 5] 0.22 [69.1]

Bl Pl [CV (9], AUCo- (30~ 24K HIE, tmaxtd HHOLE  (EPFH)

16.6.3 RFHEEREEEE
FFHERE S PSR (X R U7z A (Child-Pugh/##8B) 15 a8 3 K
100mg/[A1 &1 H2[A]5 H KGR D% G Lz & &, R AR TS
92 ROEFIREDAUC)-120 X VP Craxt 3 T 3EF161% K 50%E 70 D
Tzo Flz. RETHEML 7ZEFHIKREDAUC)- 120K FCraxlTTNZEN
TR OBTHE N > Too BRI HSREREEE  (Child-Pugh/#EC) TO3
PiEREIIRET L Ty GHEAT—%). [2.2, 7.2, 9.3.1, 9.3.2
2]

TEHARIE DSBS T A —%

[FHE B Child-Pugh’3 B
%k 8 8
AUCo-12n (1£g * h/mL) 53.3 [17.3] 85.9 [21.7]
Cumax (1tg/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
tiz (h) 14.8 [19.7] 24.1 [23.5]

LAEEME [CV (D], tuadZHRIRIE (HiE)

16.6.4 SihE
657 LA D i B 1L B Ve 22 12411 5 38 = K100mg/ 121 H
25 H I IERE OG- Lz & &, 455k 0L FOR A B 1261 & bl LT,
BN R O I BN T 5 a8 2 ROEFIREEDAUC a3 TN
33% K U50%E <« Conaxl SZNT29% K UB3%Ei o 7zo Fiz. (KETH:
HEAl U 72 AUCo- 12043 & 85 58 11 Je N2 MR 35 W TZ N 4126% Ko TUN23% &
Mok GHEAF—%),19.19 [9, 82H7]

16.6.5 CYP2C19EEFZE
H AN O E AR A B & 1861 %, CYP2CIOEETRICE DL
RABHREEIC K D, 2uEMRHRESE (UM) 161, &{Rees EM) 17
B, FREMCGHEEE M) 1061, ROERHEER PM) 8FlicT. 2
OEMIC T I9 3 R100~400mgz B a5 L= &, Sa¥I R
DGR MAE THUE(L L 72AUC)old. EMICHENTPMT24%, IM
TL0%EMND 7202

16.7 EYHEEIER

16.7.1 EYEEERGER
593 Rid. IBBILSETERE R TCYPIA2, 2B6, 2C9. 2C19} UN3A4IC
LU CHEEMEMAZRET. CYPIAL 1A2. 2A6. 2B6. 2C8. 2C9. 2D6.
2E1, 3A4NUBASIZH U CHEER 2R S Iaino 7205 CYP2CL9IZHd %
FHEVERAVRE S 17z,
5393 Rid. P-HEAEOMBNRIE Clda<, P-EEAEICHL
THEERZRI Mo 72 (in vitro),®

16.7.2 ERARZEYMEEERHEER

(1) ANnTEEY
TR A BAEI9FIC, S T8I R (200mg/[El, 1H2E) OEFIREEIZH
W, TRNCYPSAFE K K N L DCYP2CORAEK TH 5 NN T E
> (200mg/[ml. 1H2[E) ZPFHMERO#KREG LZEE N EE >
135 393 ROEFIREEDAUC)190 M U Cmaxl S B MIE S Taln o T2 i
FERR ABMISHNC, HILNYEE S (200mg/[l. 1H2E) DOEHIREEIZ
PWT, Y 3I R 200mg/[Al. 1H2E) ZHFHHAMEROKEG L& E,
Z 393 RIZHINTEE > OEFIREEDAUC)-190 S Crmax 5B % K IE
iahotz GHEAT—4),10

@2 FATSV=)
TR A BIEMFIC, SOFI R (300mg) DOHEREOHRSIZBNT, 35
WCYP2CIOFEIR TH DA AT 5 —)L (A0mg/lEl. 1H1E) ZHEHRIE
BOKELZEE ARXATFTI—INET IY I KOAUCHJL NCrnaxl T B
2 RFE Moz, CYP2CIHE THBHA AT 5/ —)1 (40mg) DH[E
BOB/GITBNT, SIY3I K 300mg/El. 1H2[E) 20 F R ERE 0%
HLIEE 393 RI3A AT 5 —=IVDAUCH S UV Craxl T 5B % FIE
Ihaholz GMEATF—%).®

B} =HVYSA
e A B33, CYPSARE TH SIS 54 (7.5mg) DHERE
FeHIZBNT, TV R (200mg/[El, 1H2E) ZHHAKEROZEL
72EE, T3 RIZI Y T LD Crax @ 305N X B 72 AUC)- (T 2
E2RIFI otz GHEAT—5).19
@ )77V
fERER A BML6FI, SSTIIVT 7 U 2 NCYP2COE TH B I T7 7 U >
(25mg) DH[EREDIHKGITBVWT, 393K (200mg/[l, 1H2[H) %
PHRAMEROKRG LZEE, 383 RIESKUR-7)L7 7 U > DAUCH
FOCmaxl T B ZKIFET, JObO ECRMETO O E R
R DERAZHELL (INR) DKMl Kk FAUC)- 16801 582 B Sl ho 1=
GENT—5), 2
16.7.3 BEEFAEMBNRERIT
AARANROAENDEARTNEDO T AN VEFNSE SN Mg S
I9 2 REEF—F 2HWT, RHEEMSEYBIRERIT 217572, T OREE,
CYPHEERAZAET DI TANAETH L HINIEES, 7= b
CXET7 = /NVEY—ILORHICEL D, T a9 3 ROEHFIREEDAUC
1E RAKOVNET, & & 25% K% O 7% U 7z, 920
16.8 ZDfth
(349 = Rigsomg Tb—7 1)
3493 R#gb0mg [h—"7 ) 13, SENERROBERYUR O LY
FFRSEEABR AT R0 I EDE. 5393 REELOOmg [ H—
T EREMERIRIE Uz & &, EHEENFEE S E N, EWFED
WCRI% E AR I N, 2

17. ERPREREE
17.1 ARV LZSMICET 55
17.1.1 ERERFEIHERR EHEE KA)
FRICNIRE T AN EBB I N FE (CRESRIEFEEZS
) XA EOLRMEREMNREEEZE T 516 LOBEE NG &
LT, 2393 R§E200~600mg/ HED UZ AL N Y E >R
(CBZ-CR) 400~1200mg/H ¥ & HANC TROKG Lz & &, FE¥
filiY8 H T & % Kaplan-Meieri%iZ & D #EE U 7= &G - il & IC BT 56 4
HRIEMEERIITEDEBDTH D, BEHIZEDISHEFHEXM D FIRME
B TOHESINZIELHEE (-12%) % EFE->722 &, CBZ-CREED
67 HREIFEMERITH T HEEMZDISUEHEX O FRMD I (FH%
) 13, TORELZESERAME (-20%) 2 kR->7/~-Z&EM5, CBZ-
CRIZHT % T a9 I REEDIEL WD MR S NIz,
febr | b | B sy | mmee) | R
p | Bem | PR LEBER | Tonuiinns | (sRmE | 0)°
327 89.8

733 REERE | 4440

FASD (73.6) [86.8, 92.8] -1.3 6.0
CBZ-CRE | 4420 | 308 9.1 a5 28 ) T
©9.7 | [88.2 94.0]
e 307 915
| 7SR A8 ] @52 | 836 943 13
PPS gy |5

285 92.8
(71.8) [90.0, 95.5]
a) Kaplan-MeieriEIC & BHEE M B34 AHORMEREE QELATF. 3ELLL) Z@e

L TMantel-HaenszeliZ1Z & 0 #i4%)

b) TaY 3 REERON YR — CBZ-CREED A%

© IR OBERIZE DOSYEEIXE D FHRIE/CBZ-CREED IR X 100

d) Full Analysis Set

e) Per Protocol Set

0 HANEFITHIZ ST

© AANEFIIEET
BB, BHRANTHERICE S T 39 3 REERET400mg/ HBA D ENHE
Lo BEENRERTHEE LTS =58 OFASIZ BT 2 FVEY
R UBER EIE (%)) 133085 /4440 (69.4%) TdH V. Kaplan-
MeieriEIZ & 0 #iE U2 F BN L% [95%(E 8K ] 1384, 1% [80.5,
87.6] ThH-o/.
FIVEFIFEIRBEET. 5 09 3 REERET37. 2% (165/444f1) Thoiz, £
TRBIVERNE. R 7. 9% (35/444(F)) . JE575. 6% (25/4444F). 1H
R4, 5% (20/444%1) TdH o7z, 2

11D AFIDEGE S 11721 H i m F #13400mg Tdh 5,

2 AP E S REGEE AT TIRRE SN T,

713) 200~400mg/ H % 5 THIEAM % U 7= RE .

17.1.2 ENENEHR EHEE KA
IKIOBFEDH CANAEZEE G L TWB16M DS HIEEET S
ThANVBEZHEL T, 5393 R§E200~600mg/ HEV #4510
K DHAEEANY DB A2 &, 61 HRFEIENERE OB S1346. 2%

(6/13%1) THo7z.

BIMERFBUBERE I, 84. 2% (16/1961) TdHo/z. FRBIEMIZ. HEE
BDENL2. 1% (8/19%1), HAR3L. 6% (6/1961). EHRIED FW, FLAE
10.5% (2/1961) TH-o7z. 2

E4) AFI O KGEE N 7=1 H e RI3400mg T 2.

CBZ-CR#f | 397




17.1.3 EE#RSIHARE (BRARE RA)

WL DT A BT Is SRR R A S e WD FME 2 BT
2165% LA LD HARNKOHREAD T AN ABESATE (HANEE14206]
2E0) 2dRELUT. 393 FEE200, 400mg/HXZ T 7t R£16
B O3S BEEOFTANAREI~RIE D) Lis &, FEGE
i H T d 2 BRI 2 MERHHIEI D28 H & 72 O O FEAEER A
LRI TROEBOTHY, TIRBEE T Y I RE200me/ H KT
400mg/ H ¥ & D THEAHEMICH BIRENRD 5Nz, 7B, FHICE
F2506L AR F =L —b (28H&H 720 OFFEMEREABGHIM &
TSR Lt L= BEDEIE) 13, 752 RHEL9. Th (36/183f1),
7 34 3 REE200mg/ H#E38. 5% (70/1826) KU a4 3 K§g400mg/ H
£E49. 2% (88/1791) ThHh -7z,

- BAHZHD o | 7T ERBHTHT B R
P | et omny | P (o5 3R ]
TS5 REE | 183 -1.22
29. 4
200mg/ FRE | 182 -3.33 <0. 001 [18.7, 38.7]
39. 6
400mg/ HRE | 179 -4.50 <0.001 30. 5, 47.6]

a) Full Analysis Set
b) ki
O AHEZEI L 7 MR IR 028 F 5 72 D DER I AR ES A RS, 5B U E % |
T I L 7= IR D28 H & 7= D DM TR A AR & 3 B35 UM
A B E O HiE S N B NI 5 FHEL U 2 TR SRR ()
BIVERFBBEEIX. T O RERTAT. 7% (173/363%1) Tho7z. F
TREIVEFNE. BB F1022. 9% (83/363%1), [6iHRS. 8% (32/363f). #
4. 4% (16/3636) TH->7z.»
17.1. 4 ERERRBHRGEREHEER (RA)
EIR LRSS ARG (DEREER) 258 7 Lz HAKOPE O BHE736
(AANBHFL232ED) Z25EL T, 733 REEL00~400mg/ H
ZIH2ENC /M TROKE L2 & & (PG, RE6THRE). KT
RBOBERIMM NS D28H & 72 D O 43 FEAE R Ek 8> 2 O i L fif 13
55.23% 50%L AR F—1L — M356. 3% (265/471%1) TdH o7z,
RIMEFAFBBEEIR. 7Y 3 REERETL2. 9% (203/47361) Th-o7=. *
TREIVEFNE. BBt F 017, 8% (84/4730), (GIHRS. 7% (27/473(F). HH
3. 8% (18/47345) TH o7z, ®
17.1.5 BHENAEER (NE)
BETFE OHUT Ain ASE T I RBIEMRIZN R S s Wiy #iEE G
D4R E1TRARO/NB T AN VEFBF 235 LT, a9 3IR
(RE30kg AT D B FI1I8~12mg/kg/ H. KHE30~50kgAw D HEH& 136
~8mg/kg/H. RES0kgll D HEEIF300~400mg/H) XiZ7 K%
16EMRR RS GEFEOVTANAELI~IFIEDHA) LiksE, FE
FEAGIE H T d 2 BIGUIRNTR3 2 MR D28 H 5 72 © DEf 73 FEAE 1%L
ZLBIITEROEBODTHY, IR MHETIYI REEE DR THE
HHNCHBRENRD 5N,

ha 28HBRZDD o | TR T B R
B | s s oz gy | PEC (95 {E AT )
AT AN 170 -1.55
_ ~ pemy 31.72
73493 REE 170 -3.05 0. 0003 [16. 342, 44, 277]

a) Full Analysis Set
T IR, MR O RIERRT— & IR GEERFEOEE O10%68) 73
Btz FRNTICEDIRMN T2
b) HfE
© InXtD) KIZFBHFEIEEED) TREEAH L 7= FIEmECE AV, 58, ol
TR 2 T & Uy A U 7= BRI 028 H 85 7= D Doy FEfEmIE 2 24
& Ul
d) FIERBTHT BHEAE %) =100X {l-exp (F/N_®FEHD T IHI REEE TS
TRHEOE)}
BIMERFEBIMEL, 7Y 3 REET33.9% (658/171%1) THho/. Tz
BITEANZ. fEIR14. 0% (24/17161), J2BIIED £118. 8% (15/171%1) T
Ho 1
17.1.6 ERLRSE IERP#ERSHER (M)
KNS 1R OBEEBRR I N /NETANAERFELI6H (HARNLH, 5+
EAF) ZMHREL T, TV 3 Ri2mg/kg/H ((RE50kgPl EDHE
F13600mg/ HEY) FTEIAENCHT TROBE L &=, Bl
NS ORIFFEIENC BT 5o FAERE A LR O I f#Elx-52. 73% (H
ARNT-27.63%. FMEAT-60.56%) TdH -7z,
BIERFBUFEIL. 56.2% (77/137#) Tholz. FRENEMIZ. F8)
P F1120. 4% (28/13741), HEHR19. 7% (27/137%1), #=H#E8. 0% (11/137
Bl) THotz.®
15) AFIOER I NI H s &I, A K R ESOkg A E /N2 I213400mg., &
H30kgLA k50kg A D /N ICI38mg/kg. AE30kg A D/NEICIZ12mg/kg TH
%

17.3 Z0Dfth

17.3.1 LERICHT 358
e A 2146112 5 34 2 R400mg/H. 800mg/H™EO i3 75t Rz1H
2EN VT TOHMER O S, UEEF 70F8 2 400mg/ H %1
H1ESHMRKEROFRE L EE, 593 RIZQTCRIRZIEE Lz
Mmolz. TaY I RHEOPREBEOIEEELEILEHECH B O# 5 1RFH%

WCERARERD, TS50 RBEEDEE, 400mg/HT7. 3ms. 800mg/ H®
TILImsTHo7/z GHEAT—4).2
1E6) AFN DAEGR S N 721 H e &E13400mg TH 5,

18. EEXHEE
18.1 {E LR
Z Y I RREMKEET U D AF v )V OBREAEE( 2%
PRI L ., @BEEIREEICH 2 MR MaE 2 ZE(LI® 5 2 &I
Lo THIT W AERZRTEEZENTND, O
18.2 TADAREICHT 2/ER
TaY I RIZBEEEREEY T A, KSR 7R ETT X,
WEFSRU DTRIES Y by 6HZCANAFRIER I A R UEKRE
K[RavIFHE (XRTA T b)) O FEERTERFENEZ KB
L= TINICB W THREZMHI L 72,30
18.3 i TADAREER
RHEESFMF S RU TSy McBWT, F2RU T BEE
I L 7z, 32

19. AR SICET SE{EEMMAR
MG HsC
0
HN H

=

(0]
—#%4 : 2393 K (Lacosamide)
{b%44 © (2R)-2-Acetamido-N -benzyl-3-methoxypropanamide
5373 ¢ CisHisN203
FE 250,29
R AA~EEAOM KR TH D, XY/ —IVITEITPT. T
& 7 =)k (99.5) IZRRHEITRT <, KITRRHEITIT W,

22. A

(Z3Y 3 R§ghdmg Tk—71)
10082 [10$X<10 : PTP]
5008 [10%EX50 : PTP]
3008 [NF]

(Z3Y = R§g100mg Tb—71)
1008 [10$£X10 : PTP]
5008 [10%E <50 : PTP]
3008 [N7]

23. EEEK

D E%%@é T EERWEREBNNIS Y = 2 7L EEFE O
[

2) RPFEER M c SKEEE AR 2015 ; 43 : 1307-1316

3) SEINEERNICHIT 2 KEZRGROEDMBIEE (EL/8y M :
20164F7 HAH ARG, W ERMEE2.7.6.3.3)

4) HAANKRUIENNRBEEFIZ BT 5 EFEMBRERET (E L
Ny Mg - RIA >0y 7 - sMEHE © 20194E1 H8HRFE. g
BRHEEE2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

5) fhNEE : EPFRIFESEERR ($2100me)

6) FME N AT BIT 2 BRI KITTRFOEE (EL/Ny
NEE : 20164E7 HAH KGR, HIREERHEEE2.7.6.1. 1)

) FHEA A EEAOB SR 2018 5 21 : 1223-1234

8) i (EAL/Sy o 20164E7H4H &R, HEL B

2.6.4.4)

9) R (B L%y NGE: 201647 HAH KR, H A &R
2.7.2.3.3)

10) Cawello W, et al. : Eur J Drug Metab Pharmacokinet. 2012 ;
37 1 241-248

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

12) SAEABEREK T H ICBIT 2 B (EL/Vy ME @ 20164F

THAHKR, HHEERMEZE2.7.6.4.4)

SHE AR T IC BT 58y EhRE (K L/%y M @ 20164

THAHKR., HEEERMEE?2.7.6.4.5)

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

15) SAEIAREEE RS ICHIT 2 mBE (EL/Ny ME @ 2016457 H
AHKFR, HFHERHMEEE2.7.6.4. 1)

16) HEMMHEERER (EL/%y ME 201647 H4H KR, HE &R
BE3E2.6.4.5, 2.6.4.7)

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

18) Cawello W, et al. : Clin Drug Investig. 2014 ; 34 : 317-325
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19)

20)
21)

22)
23)

24)
25)
26)

27

~

28

o2

29)
30)
31)

32)
24,

YT LEDQEYMEIEM (EL/Ny M 2016457 H4H K

A, HEEERHYEE2.7.6.5.9)

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

RHEFIEMBIREMAT (¥ L/%y ME © 201647 H4H KR, HIGHEE

BHEE2.7.2.2.5.2)

fENERE L Y E RIS (Be50me)

53 FEVE B 5 O B B L (R S BB (E LNy B g :

20174E8 H 26 HRFY. HEWMEEH)

TR FEAEOF FEETE D 5 HAEEAN O YO B A5 (EL/8y b

§E : 20174E8 H25 H 7RG, HEMEH)

HAKR OCHENZ BT 25 FEEGE A FIE D 7 5 1 Rk I Lkl B
(BN NE : 20164E7 HAHA&GE, HaE &R 2. 7.6.7. 1)

H AR O ENC BT 2 585 FEEOF F#iE O KMk i ik (€

LNy RNE  20164E7 HAH &G, HGE &R 3E2.7.6.8. 1)

INBREREERRE L 2B FEED ABRED 7 5 2 Ak ks
(ELXy Mg - RIA4 >0y 7 - mildE © 2019F1 A8 H K

SR, HEEERMEEE2.7.3.2, 2.7.6.3.1)

INRRRE Zd G & U 7255 FEEOF L HTE O B ke it 5ikbr (€

LISy NE - RIA20y 7 - slFRE - 20194E1 H8H K, H

EERMEE2.7.6.4. 1)

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

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

NN EBEMT D5 (EL/Ny Mg : 2016457 HA4H KGR, HFEE

BHYEE2. 6. 2. 2)

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