*20254E12 A IRET (88 2 B, RIEEZE) AAEEmE Y EES
20254 8 ATERK (58 1 k) 871139
B RIRRT ) R
BMHAR - 3 $E50mg | 30700AMX00160000 —
#£100mg | 30700AMX00161000 —
RThAD A
SOY = RiE

I AY I F550meruc,
I AY I F5100msrya;

Lacosamide Tablets

BIEE, T EEERY
E)FE-EMEOLFZICLVERTS L

2. B (ROFBEICEFRS LBV &)
2.1 KREIDRGT I LBBREDEEE D & 2 BE
2

2 HEOHEREDH 2EE [9.3.1. 16.6.3 2]

3. #ERK - MK
3.1 8%
[T ﬁ%ﬁgﬁ VA
FEBLETLIZTLAL—F, HLFoNOY,
ANAu—R, BELE 7uxRE Ry BE
= S9HIF 50.00m WA LB, fERELO—R, BLFyy, ==
50mg [1G) s Mgtk 277 ) VBT SR T AL S, A

VEZLTLI— (BATANRY), v 7aT—
JL4000, D-v > = h—)L

BHEZTE(LE. LN T T AL Aa—R,
JUARE Ry, BEEKT A8, ERtlo—
A BALFH . ATTIV VBT AT L F
Lo, RYEZLTILaT—)L (BT ALEY).
~ 27 0d—)L4000, D-v>=}F—)

Z 3% I P

100mg MJG) Za%3IK  100.00mg

3.2 EFEIOMEIR
HR7E4 & - Al HVE - K& & - EHE ARIEFTR
K HE lE
YA ~ e
7393 FEE|FEDOT 4L @ @ — L
50mg [JG) |La—F+¢ > - 50 JG
7$E RIZ faE BE& Hit
9.8mm 4.6mm 3.lmm 104mg
KH HE Rl
- < s | BEEDT 1 - <
A PR —
100mg [JGJ e 100 JG
g RE fE BE& Hi
12.4mm 5.7mm 4.lmm 208mg

*4. FPRENXIFFHR

OThIAEBEDERDFEE (CRIESRIEFEIEZZD)

OftDMTANAETTRBHRIBO SNBVTADAEE
DBREMRREECHT M TANARELDHAEE

6. FENURE

BN CEE. RAICIEZaY I FE LT HIOOmgL D #5%
Fta L. €0k 1ERBND EoMEZ ST THEEL., MFHEEZ
1 H200mg&d 525, Wind 1 H 2B TROKSET 5,
2By ERICED 1 H400mg = #8 2 75 Wi TR E ISR Y 2 25,
e ERM EoMBEEH 1T T 1 BRAEE LTI00mglTd
DITFH T &,

R CEE. AL Eo/NRICIETa I RELT L H2mg/kg
FOBRGEMKL. Tk ARN EOMEZH 7T 1 HAHE
ELT 2mg/kgd DR L., MERFAEZAE kg RIFTO/NRIIE
1 H 6 mg/kg. {k#E30kgll E50kgRiED/NRICIE 1 H 4 mg/kg
E95, Wy 1 H2EICHT TROKBET %, %8, ER
IZ & 0 IR E3Okg RO /NRIZIE T H12mg/kg. {AE30kgll £
S50kgARTED/NRIZIE 1 H 8 mg/kg#k #8 2 7 W R T E IR T
7, HER 1EBM EoEEE2H I HHEEE LT 2mg/
kgDl R 2475 2 &o 7272 L. (RESOkgEL_ ED/NETIE. BIA
EFRUCHE - HEZHVS Z &

7. BERUERECEET 2R

(FhREHE)

71 7Vv7F=>27V) 752 AM30mL/minkl N D EE KO KR
BREREOH HBEICIE. FAIX ] HREARE%300mg. /»
BRI HREHEZOUBEE T AR EERICHRET S L,
F/o. MEBENAZZ T TCWABETIE. | HEARBCMAT, M
WENMZICERATIRAEROFEOBNZEEEET 5 &,
[9.2.1. 9.2.2, 16.1.2, 16.6.1. 16.6.2 ZH&]

7.2 BEXIIHEEOMEEREDH 5 BE (Child-Pugh/riEA
KOB) 1Zid. AR 1 HESHE%300mg. /NEIZ 1 HES
HE25%FHE LT 20 EHEICKRST ST &, [9.3.2
16.6.3 8]

7.3 RElo | HEE AR IZ AR E3OkgR MO /NE Tl 1 HI2mg/
kg. 1AE30kgll_ESOkgFRimD/NETIL 1 H 8 mg/kgTdh b, &K
Alz 1 H8mg/kge A THE LT\ A EE3kgRmD /N
By BREICEWREMITHEENkg L& & o> &I, B
BEOREZ+FICBHEL, WRKVEEHORKEZZE LS
2T, BYLHABERMETA L. BB, AMAEEILET S
Z&.

CRERXFEE)

*7.4 KREEZEEBARFEEICT L UERT 25810 thoiiTA

MAREGHAT B Lo [BARRBRICB VLT, MERNFEEIC
x$9 2 AFI BRI 5 T OfE R IL 2. ]

8. EEREAIE

8.1 EAHFICBUY 2 5BOEBZBE LRV LFESHIEICXD,
TAPARIEOBEXIITAPAERBIRESD DS &N
HHDT, HERHIETHIEAICIZ, D s VAR EY
FTHRAICEBET A2 EEEIITY 2 &,

8.2 FEEH TV, BE. B, EES - EF 5 - KEhEHEE
HORTPERIZZENDHHDT. RFRSHOEEFICIZEAD
HOMEELS, B2 LI BBOBEICRESERVEITEET
BT &,

8.3 PREBOEENHHHLNE I ENHHDT. AEIOEEFIZ
BB EOEET Oy EICEET SR (BEIR. IRIAEOH
DL IRIEAR, THES L ALK, K. BB, BUNE) OX
RICEBET A&, AHOBEFIZZDO LD ERPH 5 b
FEAICIE. BMOZEE2ZT5 LD BERVFORESICH
g5 &, MoEBEECEEDNMER (DHFEILOAE
%) OBEOHBHEE, F ) TLAF v RIVEE (TLHYE
REEE) Obh5HEE. PRERBOEE K T BZFNDH 5 IHA|
EHEALTW2EBESF TR AR SHARL AR S HIE
DERBEZITORE. BEORERVEREOZ(L 2 EEEL
BEIAHTE, [9.1.1, 10.2, 11.1.1 B8]

8.4 S, HE, RBESORHERS D SbN. BRER
ICELZELHDHDOT. REBEFIZEZEORERFREDE
LE2FEEBET A L, (8.5, 15.1 BHE]

8.5 BEMUZFOFRBKEEICHENE, BRERFEOBHEREIRD
FREEEIC O WO FHBEZITVL., EMERZBICEEEZIMDES
EOIEET B L, (8.4, 15.1 BIR]



8.6 . BREOIRBEENECLAREENH 5D T, LR,
REEICOVTHBZZITOEERL., BEEVROONLERIC
BB R LE TS 2 &o [15.2.1 ]

9. HEDERZFITIEEICHTIER

9.1 SHIE - BIEEEDH D EE

9.1.1 MCEEEPEEDIVEE (DEEEXIIDITE2E) DO
FOHZDEE. TRIUILFvRIVER (TIVHTEIRES)
NHZDEE
AEIOPREEIERERICEVEE 70y VESFHRT BN
BdH 5. [8.3. 10.2, 11.1.1 2]

9.2 BikieEEEE

9.2.1 EEBKEEESDHZEE
[7.1. 16.6.1 Z&]

9.2.2 MRERZEZITTVB RIS EEEEEE
[7.1. 16.6.2 Z:H8]

9.3 FHkEEEEEE

9.3.1 EEDEEEEENHIEE
BELEWZE, RAIOMFREN LR T 2B8ZhDH 5.
[2.2. 16.6.3 %#]

9.3.2 BEXRDhEEDFREREENDH S EE (Child-Pughy
¥BANRUB)
[7.2. 16.6.3 %]

9.5 iR
IR UTIIR L T W A EEME D & 5 I 1E. BB LB
PfEttE LA EHEENABAICOABRET ST &,
Ty MIBWLWTHREBTESZO 6N TS,

9.6 =ILIF
HWELOBRERUBARBEOEREE2ER L. BAOMKEX
WEHIEERET 52 &,
b MNITHRARBITT A EAMESN TV S,

9.7 INR

9.7.1 EHEAEMAKER. HiER, ARNT4mEmMOLRICHTT 2
R ARBRIEFER L T L7z,

9.7.2 NEBEDORAFME KT 2 BAEEICR T 2 KRB
ERA - B EBITIThRTWL,

9.8 S
—fRICEERE CIIEEBENET L TW5. [16.6.4 5]
10. 1BE{EA

10.2 H#AFEE HAICERTDIL)
B S BRI - HE i
PREROERZET T 5| BE7 0 7 ENER
TN B TBBZNSD Do
[8.3. 9.1.1, 11.1.1 BH]

1. 8ER
WROBWERNH6bNB T ENHBHDT, BELZTFITITL,
BHEPRD SNIIGE RG2S 574 @) 5 0E 21T
ST &,

1.1 EXZEIER

M1 BEJOvT. Rk, K (VI nd 1 %R
PREBOIEEZEITBZNNH S, [8.3. 9.1.1, 10.2 ]

11.1.2 hEBREIRFERIARAE (Toxic Epidermal Necrolysis :
TEN). REHERAEIREE (Stevens-JohnsonfE{REE) (29
NHEAEREA)
FE I AOE - B AL ZOE. IR, BREMm. ORNE
EORENPED SNBEICZHREEHIE L, B RLEZT
AT &,

11.1.3 ZERIMBSIEERE (BERH)
MEER E LTHS. BEHS AL N, BICHFHERE, Vo3
HifEAR. EMBRIENN. AFEABRIE S, REAED) D OSIRHBEZ S
BREOEEGBEERTHS5DNHIENDH D, BB, B b
ANIURATA VA6 (HHV-6) EDO7A IV ADEEELZMES
ZENEZL, BEFRIEB LD, FE FREREZOERY
BRH 2 VBTN T S EPHLOTERIT HIEY,

11.1.4 SEEENERE (BEE 1)

W - falRE T
BEAIC & O PRIETRRIE R A A A
THIEYICHER S 2B 2NN H %,

1.2 ZDithDEIER

W | 3%0E | 1~ 3%FH %% A
FEED | EREE. RE. |5 O 0. R, |,
(17.8%) . 5| MBETR B, BMSUR, HE| BER
o B, AR, BT
B, EERE. TES
R W%, PHME, AR
7. BRI, HiEEREEE.
W, WEEnE.
IF 7 —XAMETA
nh
R . B
i EREERT
ED. W | T EERR. O
it S5, [FH
s R SRR
R FRERE
RO EAHE
%
o W, €0
e
R EMREE
RIS W
EOE T
T g, SRR, . 2. B ERE
20 e WEE e SR, WA,
RAAT

13. BEKRS

13.1 fEIK
WERES (FK12000mg) 12Xk DERD 5N ERMERIE. FH
HEHF WV, B, FE(ERERERRIEE TADAERIRE).
DMEEEE, Yav I/ RUOBEETH /2. £7/20 AV IF
7000mg = —FEICIRA L7z BITREPRE SN TV S,

13.2 A&
ARNZIMBGENTIC K VRERBETH D HEHL TWAERDRE
BEICG U CIMEBEITOERiEERT 52 & [16.6.2 ZH8]

14. BREDER

14.1 EFRAEOER
PTPEEDHEANIPTPY — F 2 5W D H L TRAT 2 & 5 5E
T2 L, PTPY— FORKICE D, BOSAITAS REREA
FAL, BB U THRIRAEOEE & & HHE & 6
HITDHIEND B

15. ZDDEE

15.1 ERIREARICE D 1B
BN CTEBENT-EROMTANPAEIIBITS, TADA.
MEBE LR E L721990 75 & Kt iR B PR 3K B 0 it g 5
IZBWT, BRSBERVEREROFEEOY 275, i TAD
AHDOIRAB TSt RBEHEL TR 2EEL HTADPA
HARFEE © 0.43%. T AREE 1 0.24%) . L TADPAZEDRA
BTlR. T RBEHRIN0OAH =D IANZVEEESH
72 (O5S%EHEXME : 0.6-3.9)s /2. TADPABREDY 77 )L —
TTIE. T RBEHARI0AH /- 02.4NB W EETE SN
TWw3, [8.4. 8.5%H]

15.2 FEBREREERICE DK B

15.2.1 JEFEREYHRERERICB VT, STV IFIET Y oK
RIS ®%I[SHEE TOM LA, T v b D26 K% U104
B ERSHEERBRCRICEF IR HNT . 1 XD52E/H
REZSHEERBICBLTOKEAROELIZED 65 NED 5T,
R, BEEORICET 2EIERORERII S IR RBHLOE
<\ 16AMES o R ESIHERED 75 REETIEL.6%IC
% L. AEI200mg/ BEET4.9%. 400mg/BEET12.2%. EH#%
5T135.5%TH 0. wHEIHERE (HFEE) 075 e
TI134.4%I2 % L. A #1200mg/H B ©8.9%. 400mg/H B T
18.0%. 600mg/HEET30.5%TH > 7. [8.6 BME]

15.2.2 R#EFEETTILTHHWAG/RjFTv b (3. 10%030mg/ke
EIEEAEES) RO T AT = VEBEERBTADPAT Y b
(15.6% U31.2mg/kg % EREN & S) 1I2BWT. REFEEOH
HEATO SNz,



16. E4EHEE

16.1 MouEE

16.1.1 BEA

(1) BEgs
fERERE A S E1861ICZ 24 2 F100. 200, 400mg % 228 R B[]
BO\S Lz &, H5%0.5~ 4 BB TCnaxlHE L. Ti2ldf
4R CTH o720 AUCK U Crnaxtd I S5-2ITELFI L THEIIL 727

HERESROENERE T A -5

BkE5& 100mg 200mg 400mg
B 12 11 12
AUCo (ug-hr/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo+ (pg-hr/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Cinax (ug/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
Toe (hr) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
T, (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]
Vd/F (L) 35.5 [13.4] 36.3 [13.0] 36.2 [12.8]

AATME [CV (%)), TrmaddhRAE (HEE)

(2) RigS
TR A B S i 7 24 2 F200mg/[El% 1 H 2 [\ 7 HERE
ROKEG L&, MERT a9 I NREIRSHEB» S 3 H
BICEEIRBICERE L7 AUCH 20 RREMAENI2.4TH - 722
HEAT—%),

16.1.2 INR
FEMIABLO_EERIABRICBVWTOo 7 A 25175
FTONRTANABELNM (HRNOBZET) POEDS
N7zM#EFR T 29 I FBEZ W CBERRY BRI ZT
W NRIZBIT AT 39 I FOEMER/ ST A —F 2H#EE L7z,
AEENTICBT 5739 I FORERIZ2 ~12mg/kg/B % 1 B
2E#% 5 (f£5E50kghbl Lo /NRE < o & & E13600mg/H*)
Tholee RPTODHER (VA/F) 130.71L/kg. BT D
®H 2775 A (CL/F) ZMEEROFEMR KA L. AE]15kg
@ 4782 0.88L/hr (0.058L/hr/kg)s {KE25kg 8 7% )2 T1.18L/hr
(0.047L/hr/kg) {AE40kgD 125 2C1.60L/hr (0.040L/hr/kg).
1A8E50kgD165% 2 T1.83L/hr (0.037L/hr/kg) &H#EES N7,
[7.1 28]
*) AANE 4R EO/NRICH L CHEAEZE L TWA,
¥2) AAlOAR SN ] HEREARIE, AKX OFES0kg

Eo/NRIZIZ400mg. (R E30kg L E50kg A o /NRIZ X
8 mg/kg. AE3OkgRIHD/NRICIZ12meg/kgTH o

16.1.3 &EAFHIEEFHHER
3% 3 FEE100mg [JGJ & ¥ 208y MEIOmMg#E . 7 0 A% —
N=EICKDZENZN18E (343 FELTI00mg) AR
ABHICHEAHEERO®ZS LCmiEFS a9 3 NEEZHIE
L. Boni-EW#EHEE/ST XA —% (AUC. Cna) 12DV TI0%
BRI TREHENT 21T > 7458, log (0.80) ~log (1.25)
OHFENTH D, WAIDENFNREESHER S N7,

(pg/mL)

—O—7 3% I F§E 100mg ]Gl
—e—t 4,y ME 100mg
Mean#S.D., n=32

g7/ UNERRE

B 58 OKR/H (hr)

EMBRIST A=

HE T A=Y BERTA—Y
AUCon Crnax Tmax T
(pg-hr/mL) (pg/mL) (hr) (hr)
Sav1
+ + 4+ +
o i) | 4181 4204111 | 0.63+0.38 | 14.18+1.83
AL I 4395113 | 0.5940.50 | 14.261.65
100mg

(Mean+S.D., n=32)
MEEFREN FICAUC, CoalED /8T X —F 13, #EE DR,
RYE OFREL ALY - BREEFEORBEGFIC L > TR S 8HENH
5o

16.2 ORUN

16.2.1 BEDRE
TRERRR A B 246112 5 34 3 N300mg % Z2RR R L B4 1 B[]
BOK/E LS, BFHIETIY I FOAUCH L U CraxlIE
ERIFS P57z (HNEAT—%),

16.2.2 NAATFPRASEUF«

TEFRAC 246112 F a3 2 R200mg % 30% 16057 [ ¢ B A s &
BRAR S SOTBEEROZS L& 939 2 ROAUC KD
CraxlIFEEETHY., T3 I REDHE[/NAFTRALFEY
T4 1X1FIF100%TH - 727,

16.3 fa
TR 245112 Z 34 3 R200mg % 3043l ¢ B [m] s R B AR PR 4%
L&, omARE (Vd) 331.1LTcH D, a4 I K
200mgx HEREO#KEG Lz &, BrTormERE (VAd/F)
1332.8LTH > 7o
in vitro (3% 3 F1.5~60ug/mL) KOex vivo (734 3
R0.7~5.5ug/mL) HEBEOER. 734 I FOIMBEEAZSE
IX15% KW TH 07279,

16.4 {35
Z a4 3 FIEBHR R OREIC X DIEAD» SHEE L,

n vitroREB OSSR, HEHEZNICRNEE 2 ERE TH 200
RFIRERICEICHF ST HCYPHTFEIZ. CYP3A4, CYP2C9
KOCYP2CI9OTH - 727,

16.5 HEitt

16.5.1 R A B 5 Flic [“Cl-Z 24 3 F100mg (40uCi)
ZHOEFEORES R | BECHESERRARS L L&, &
5% 168B M £ TIZ. RHPICHREE D% K U97% P HEt S .
BRAOHEZI0.5% KT TH o720 IRAANIEZT IV IR (K30~
40%) . O-fi X F U1k (F930%). fEtEE S ($920%) KOO
WEZMRHEY (0.5~2%) & LTHRta N 19 (SAEANT—
7)o

16.5.2 EFERABIEICT 29 2 F100~400mg % HEFRFEOKS L
o & BEDEMBE TORFBHMEILZ 739 3 F29~
33%. O-Hi X FIAKIO~15% T d - 7zo MEEFO-fii X F LIk
DOAUC I MEEF T 249 2 ROI0%TH - 727,

16.5.3 fEFEAAICT T4 3 F200mg# 3057 [ T B [a] S i & AR N
BELIEE, 257075 A (CL) X1.78L/hrT¢dH 0|
Z 3% 3 R200mgx BEROKE L&, AP Toe57Y
7 A (CL/F) 1Z1.84L/hrcdh - 727,

16.6 HEDEHRZEITSESE

16.6.1 BiEEEESEE
EHREDOEE DR L 2 AHEE ICT 39 I F100mg % BEEFE
A5 L& & AUCHIEBEREEEEEE (CLer @ 280mL/min)
EHEL T, BEETE (CLcr : 50~<80mL/min) TiZ27%-
FEEETE (CLleck: 30~<50mL/min) T22%. EEEKTH
(CLcr : <30mL/min) T59%& <« CradlJEEE D & EE D BH
BEETETIO~14%Em D 5Tz BENPSHEOBERERKTEIC
BIFB0-i X F NAERDAUC I BHELEHEE D1.5~4.665T
Ho7lW (HEAT—%). [7.1, 9.2.1 Z&]



HE SR OENERE/ T A —5

B % EEET | TSEET | BEET
1% 8 8 8 8

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

AUCs (ug-hr/mL) 08 o o0 6o
Crax (1g/mL) o) o 0.0 Daa
T (B0) 0520 | 0510 | 0510 | 0515
T (o) e e oo o
CL/F (L/hn) oo e 5o i
Cli (/) oo | G | bew | Gie

FETTME [CV (%)] AUC K 0 ~ 6B, Trudd THRIE (FOHE)

Clr: EZUT TV A

a) 74

16.6.2 MRENZRZ T TV SKRABSHKEREEE
MFEFEHT & T T2 K BHERE O BRARERE I, FEENT
B X OB AT B AR SBERTRTIC Z 24 X F100mg % BERZE O S
Lice &, FREITHFICHA 4 B OBHTEmIETIE T 3y I K
DAUCH1Z46%EA L BHTIC K DBRERIRIZ T 5 3 F57%.
O X F VAESI%TH D B 7 VT T AETaH N
140mL/min (8.40L/hr). O-fii X 7 L {£149mL/min (8.94L/
hr) TH-o70 12 HEAT—%), (7.1, 9.2.2, 13.2 ]

HERSROENHE/ T X -5

MBENT FEBEHTRE 4 BT
B 8 8
EEERNY

AUCo+ (pg-hr/mL) 43.2 [20.2] 23.2 [15.1]
Crax (p1g/mL) 3.18 [22.4] 2.79 [22.1]
Tuax (hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
Tis (hr) 19.6 [19.4] 19.2 [26.8]
O-Fi X F Lk

AUCo+ (ug-hr/mL) \ 6.63 [74.3] \ 3.43 [68.5]
Crnax (p1g/mL) 0.48 [69.5] \ 0.22 [69.1]

FPHME [CV (%)) AUCIE0~ 24 RHE TrmaddFPRE (HEFH)

16.6.3 FFigEEEE RS
eSS R EE IR L7z (Child-Pugh%3%8B) (5 3%
I F100mg/[El % 1 H 2 [\ 5 HEREZO®RES Lz & &, #BFR
AT T 34 I FOEFEREDAUCH2X U Chadd 11
ZNO1% K OS0%Em o 7z. £z (RETEEBELLZEFIRE
DAUCH 2% FCraxlE ZNZFNAT% R O 3T% =D > 720 EERFHE
HEfRERE (Child-Pugh/3EC) TOEMERBIIMFTIL T2
W (HEAT—%). [2.2. 7.2, 9.3.1. 9.3.2 %]
EEREOEMERE ST X —F

iR ER Child-Pugh%##B
BB 8 8
AUCo12 (ug-hr/mL) 53.3 [17.3] 85.9 [21.7]
Cunax (pg/mL) 5.83 [13.3] 8.75 [18.7]
Tumax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
T (hr) 14.8 [19.7] 24.1 [23.5]

HAEPafE [CV (%)].

Traxld FFRAE (HEFH)

16.6.4 St
65% B & o & e 5B LG B N i LI T a3 R
100mg/E % 1 H 28] 5 HERERZO®RSG Lz & &, 45N
DRABELHE B LT, EhBERTREIIBVWTTaY
I FOEFHREBDAUC 213 ZNEN33% M V50%E <+ Craxld
ENEN29%KOS3% =720 Fioy (FETEENLIZAUCH:
EEER AR ZEICB N TENZTN26% K U23%=H > 7219 19
BHEAT—%). [9.8 2]

16.6.5 CYP2C19&InFZEY
HARARUOHEAERRABEA186% . CYP2CI9EMETRIC
EOARBREASEICE D, BRERHEEE (UM) 1L &R
#eeE (EM) 176, HREAHEREE (M) 1061, K OEAHEE
& (PM) 8z, ZOHEBICT a4 3 F100~400mg 7z B
EfREOHREG LS, T39I FORSERTFETEELL
7zAUCowld. EMICHATPMT24%. IMTL0%E 2 > 722

16.7 E4EEIER

16.7.1 EYBE{ERER
739 3 N, JRREMEFEER TCYPLA2, 2B6. 2C9. 2C19
ROBA4IZH L CHEERAZ/RS T CYPIAL 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2E1. 3A4FK OUBASICH L CHEHEEAZ RS
o7z, CYP2CICHd 2EEERASRB S Nz,

Z 393 Ni&, P-REREAEOHRIINZAB CIELZ L. P-HEEH
Bt U CHEEERZRS G -7 (in vitro)',

16.7.2 ERAREMMBEERAER

(1) AL EEY
EEER A BRI, 534 3 K (200mg/E. 1H2E) o
EFEREICBWT, BMOLCYP3AFREREN OHIEE D CYP2CIH
HETHAHNNNTEE Y (200mg/El. 1 H2[E) 2HHK
FEROBE Lz X, AUNTEEIET IV I ROEEREE
DAUCH% PCiaxlCEEZ RIT S 2D - 72, BEBRAEMELS
Bz, AN EEY (200mg/El. 1 H2[E) OFEFEKRREIC
BWT. 343K (200mg/El. 1 H2[E) %#4HKERO
BELZEE, ST INEAIULNTEEYDOEEIRED
AUCo 2B U Cnax I E A R S 5 1217 (EAT—% ).

Q) AXTFSY—=IL
R A BE3AFNIC. T35 3 R (300mg) OHEREOKRSIC
BWT, FWCYP2CIEHEE TH S A4 XTSIV —)L (40mg/
|, 1H1E) 2HAKEZORSLIEE. T XTF—L
3539 I FOAUCHK UCnmaxlC B E %2 RIT S e o 72,
CYP2CIOEETH A H XTS5V — )L (40mg) OHEEREORS
IZBWT. 3% 3 F (300mg/El. 1 H2ME) %ptHRER
O#%E5LA-EE, ST I REFATSTYV—=ILDOAUC KT
CoxlCHEBZ RTS8 (HEAT—%),

3) =E9VYIL
fRERER A B 33001, CYPARETH S I¥V T4 (7.5mg)
OHEFOZKSICB VT, 343 F (200mg/El. 1 H 2[E)
PHAREROZRS LEEEZ, SV INIZIYY T LDCra
%300I S & 7o AUCH I EE Z KT S - 729 (SHEA
T—%)s

@) 277UV
BERABELIONFIC, S-TILT7 7 1) U HBCYP2CORRE TH ST
L7 7y (25mg) OBEREOHRSICENT, 3% IF
(200mg/[El, 1 H2[E) 2HARERORG L&, T3
I NIESHRUR-TL T 7 Y DAUCH K P Craxl CHEZ RIFS
9, FuturErEBEEC SO Oy VR O E R
(INR) OBAEREVCAUCHsllHE 2 MIZS 2 h > 71229 (41E
AT —=%).

16.7.3 BEEZEYISREERT
HRAROHNEANDBEAZ N NEOTAPABRE» B/ ENT:
miEFs a4 I NBEF—¥ Z2H0WT. BENEY SRR Z
To720 ZOfER., CYPREERZET A2 TANPAETH S
ANWNTEEY, T2 b U RET 2 ) NLEY — LD
&V, a3 FOEFEREDOAUCIE. BRAKRU/NET, &4
25% K O 17%A L7920,

16.8 ZDfth
Z a4 2 FEES0mg [JGl 13, TEENVEL 2ROBEREA 04
MRS T R T4 > (S 2E3 HI9H HAIESR
031955 1 & RBl#K2)] IcHED &, a4 3 FEEI00mg [JG] #
EERAE U AHHBOBR. BHEHIIRSE S HES M.
ety ST R i Vg g A

17. ERPRRHE

17.1 BERURESEICET B8R

ERDFME (CTRESMREFRIEZZD))

17.1.1 ERHEEASEIEHER (BFREE. BA)
FRICIBETAPA LRI S NI 3 E (SR 2RI
FEEEZEGE) VIR FHEHOLBREBEMARRBIEEZET 5 16 %
DEoBEZE2RE LT, 39 3 FEE200~600mg/HEY ik
NN EE U REE (CBZ-CR) 400~1200mg/H*? % BA
ICTROKEG Lz & &, FEFEEE ¢ % Kaplan-Meierik
ICEDHETE LI mAREHEARICHE T % 6 » ARIFREEARIZT
KOEBOTHD. BEEZEDSREEXE O NRIEILX T OE
SNT-IELHERIUE (-12%) % LB >7: 2 & .CBZ-CRED 6 #
B RRIEHERIONT 2 BRIZ OISWEFXE O RIRED L (18



xz2) 13 TORE LIFESMRAE (-20%) 2 LE->7-2 &
75, CBZ-CRIZNY 57 a4 I FEEDIEHENSHER S N 7z®)

B om0 | mE o0 |
s = al = a)b) c)
g e | SRR | (SSKERRE | (%)
. 37 8.8
TATSFEE A (30 | 186.8, 92.8] 1.3
FASY 308 91.1 [-5.5,2.8] | 0
CBZ-CREF | 42 | (60.7) | 188.2. 94.0)
S 307 9.5
ope | | 5.0) | (886, 94.) SR
25 0.8 (53,27 | >

CBZ-CREF | 37 | 71.8) | 190.0, 95.51

a) Kaplan-Meieri%Ic & 2 #EE GBE 3 » AMOHEEERS (2@ T, 3EEE)
% J& & L CMantel-Haenszell£1Z & 0 #1%8)

Z Y 3 FEEREDIHAER — CBZ-CREEDIHAR

THRR OB ZEDIS%IE X D NIRfE/CBZ-CREFDIHAER X 100

Full Analysis Set

Per Protocol Set

HANIER] 7 2 &t

BARNRERFI1361% &t

B, BERBTERICKS 739 I FEER T400mg/HEBAD
BEPDEE L S BEZWRATHHIE L TR 258D
FASIZBIF 2 FEMHR LI BER (El1a (%)) 1£308%)/444
Bl (69.4%) Td V. Kaplan-Meieri# 2 & 0 #7E L 72 F/EH
KHE [OS%BEREXM] 1284.1% [80.5, 87.6] TH -7z,
BITEFFEBUBEEE L, T O 3 FEERFT37.2% (165/444f1) Td -
Too FELBEUWERIEL. FEED FW7.9% (35/444%1) . 3 575.6%
(25/444%1) . {EER4.5% (20/44451) T -7z,

*1) AFlOER SN | HEEHARIZ400mgTH 2.

F2) ANNTEE U RBEEEAR TIIER SN TV,
%3) 200~400mg/ B G CRIENHEEK LT BEH,

17.1.2 EREMAEEER (BAEE. HMA)
1AIOBRFEOTCADPAEZRE L TS0 LD
ERTAHTANABREEZNRE LT, 3% 3 FEE200~600mg/
HE BOREICLDBRABEAIOBER &, 6 7 A3
PEHREBE DS E1346.2% (6/1361) TH-o72,

BIfE RIS 1. 84.2% (16/1961) TdH > 7z FBIERIZ.
FEIED £ 142.1% (8/1961) . 15ER31.6% (6/1961). [
HHFE WV, BOAEL0.5% (2/1961) TH-o7z.

H4) AAORRS N | HRSARIZA00mgTH .

17.1.3 EISHLESMAERR HARE. BA)

BEFE O TA D A T3 FEMEIZIRIE S5 e Wi 5
%2 BT B0 EOHRAKRTHFEAD TAD A BESATH
(HAANBF L2 &) 2xRELT, 735 IFHE200. 400mg/
HX3 77t R z16EBMEOHRS BEFEOMTANPARE]L ~ 3
AlEDfFA) Li-& &, FEFHEEE CHL2EEHMICNT 2
MR D28H 57 0 OWFREEHE(LBIETROEB DT
HO. ST ARBEET IV I FHE200mg/ H KX U400mg/ HEf &
ORI THEIENICERLEZNRD ONTZ, a8, EBICBIT5
50% L ARy F—L—k (28H& 72D O FIELE B
BlEHANT0BL EHEL-BEOEE) 3. IR H
19.7% (36/183f1) . = 24 I F§E200mg/ HE$38.5% (70/1825)
KOYT a4 3 REE400mg/ HE$49.2% (88/179f) Tad - 7%,

b)
c)
d)
e)
f)
g)

L — ME56.3% (265/47141) TdH -7z,
BICEFAFIRBIE X, 7 O I FEERFCT42.9% (203/473f1) TdH -
Too FELBEIERIE. FEIMEDE N17.8% (84/47301) . 1EHARS.7%
(27/473f1) . ¥EFE3.8% (18/473fl) Ta -7z,

17.1.5 BHNEMAEHER (MR
BEFOMTAD AT FEMEBIZIRSE 5 N e W5
E%BT 5 4R EITERRIEO/NR T A D A BEMM % R
ELTy 7Y 3IF (FE3OkgRmMOEE L8 ~12mg/kg/H.
{h B30~ 50kg RO BE 13 6 ~ 8mg/kg/H. (AESOkgl D
B 13300~400mg/H) Xk 7 IRz 16 ARMKRORS (B
DHCANAE] ~3FEOHH) LizkE, EEFHEEB T
» 2 BRI T 2 MR 028H & 72 D O E A FIEEE
LRIETROEBOTHY., TILREET IV I FEEOM
THRETZMICERLEZPRD 5Nz,

BEBEDOEARE] . | TS RRAT AEAE
P G mpgy | PE [95% {2 HEI )
TS5 REE 170 -1.55
Ja% I REE| 170 -3.05 0.0003 31.72
[16.342, 44.277]

Bl 28H & 72 0 O FAE O 75 RBIIH T BRI R
E DT (LY P [95%(5 & X [H]
7otAR | 183 L2
29.4
200mg/HEE | 182 -3.33 <0.001 [18.7, 38.7]
39.6
400mg/ H B 179 -4.50 <0.001 [30.5, 47.6]

a) Full Analysis Set

b

c; ;'?‘;;{E}ﬂ& L 7R 028 H & 72 © O F R R RIS B 58 K OE 2 T
T L 7 BRI O28H & 72 ) OE Y FEIEEE R LB R & 558

d) HGEOH & DIEE SN NS FfED 5 5HH LB S RIEEBED R (%)
BITEFHFIBERE L, T O 3 NFEERFT47.7% (173/36361) Td -
Too FERBIERIE. FEIMED F1122.9% (83/36301) . HIRS.8%
(32/363f5l) . 1584.4% (16/36361) TH -7z,

17.1.4 EFHtERAMERSHR (RA)
EFEHFEISIHERE (fABEE) 27T LHARUFEOE
B4 (HAANREZEL23F 2 &) 2xdfke LT AP IR
$£100~400mg/H% | H2 EIC7 1 CROKE Lz & & (i

& mET6TH®S) . FITHBOBRZHMY» 5 D28HH 720

D EB 5 FEAEBIEUB D O R HRAE 1355.23%. 50% L AR > & —

a) Full Analysis Set
75 AR 2 fllE, R ORIEEST — & ICRE (FIEHFEOER D10%#)
B>ttt BITICEDRD» 7

b) HrskfE

c) In (X+1) (XIZHIFFIEEE) THBER L HoRIEREE V. BE58. e
U7- EMEBERE AR T & U, WA L - B DO28H H 72 0 O3 FIERE
ZHARE L B

d) 7T RBICHT HEDE (%)=100% {l-exp (B/N_FHDTFIH I FEFES

T REEOE))

BIfEFRFIRSEE L, 7 29 3 FEET33.9% (58/1714) T - 7z,

ELEER I EERI4.0% (24/17161) . FE1E O £ 18.8%

(15/1711) TH o7z,

17.1.6 EIRHEISE I BRI SHER (MR

4B SITHROBEEZERINI/NRTAD»ABEEF36H] (HAR

NA6M, FEEIA90fI) 23t & LTy 734 2 Fl2mg/kg/H (&

#E50kgll E o BEF1Z600mg/H™®) £ <% 1 H2EIIHIT TR

%5 L7- & &, BIREE» o 02RBHRIC B 259 FH(E

B A LR O FRIAIZ-52.73% (HARANT-27.63%. HEAT

-60.56%) Td -7z,

HIMEFFIUSEE L. 56.2% (77/137) THh -7z T EIERIZ.

FEIED £1020.4% (28/137f1) . 1EER19.7% (27/13761). #&

B8.0% (11/137f) TH -7z,

F5) AAlOAR SN | HEREAER, BAKTFESkgS
/R 12400mg. (A E30kgbl_ESOkgR D /INE 12 1%
8mg/kg. 1RE3OkgRIFHD/NRIZIZ12mg/kgTdH 5o

CGRER™REE

#17.1.7 EFHRESIHEHER ARG

EEFE DI CA D AT FAENEIZI R PG 5 N s W IRER
REEEET 2 4B LEOTADABE2426] (HARABRE30F
EET) AWRELT, T3V IF ((RHE3OkgREO/NEEE I
8 ~12mg/kg/H. 1KE30~50kg RN/ NEEE L 6 ~ 8 mg/kg/
H. #8E50kgbl E/NRK O R ABE 13300~400mg/H) ik
77t X RERCUEBRORSES BEFEORTANPAEEL ~ 3
Al DftH) Lz & &, ZEFHMIEE TH % 24E M Oa R
1B % 2B HOREMARFENFERT 5 £ TORMITTERD
EBOTHY. I RETIY I NHE OB THREFENICE

BhEPRDENY,
N ARy rERZCORR (H)Y] - FEI ]
Row | e [95% (E AR ] losommmn] | PIE
. 7.0
7oeAE | 1l [49.0, 128.0] 0.540
<0.001
BN . - [0.377, 0.774]
7o [144.0, —]

a) Full Analysis Set
T2 I FEED 1 HHXI25ED A N P HFIR LB ICEER(LEI T SN0,
2 BlE24 BRI ORBHE O RIEBRPB oWk ir o 1o ledh, BITICED L o7

b) Kaplan-Meieri#iZ & 224EMORRHRICH I % 2EEOREBREEORKRE
TORBOHEEME (FR{E)
[—1: 5343 FEECRAEMOBEBMIC 2 [ B OREMRIEENIS0%LEORE
BNZERD SN2 > 12 1o OIEEARE

o) BEMEICHE T 228H5 72 0 OREMAFEEOEEKA 2 BLIFONE. 2EUTFO
A 2EEBO/NERIGRA%E & L7zCoxffiNg — FETFLICED L, Wald
BICEVHEH SN

BIfEFZBEREL, T a1 I FEEC46.3% (56/12161) TH -7z,
FoEER . FEtED £ WV17.4% (21/12141) . {HEK13.2%
(16/12161) . Bi7.4% (9 /12141) T o7z,



*17.1.8 EIFHRRAMGERSHE ARV
EFRHERIBIMAHRE (RARWNE) 2577 LzBERUEH
AER T OBRMEEED S 5MERNASEIER RO EED H 2
S h o BE (AARANBEIRZET) 2RELT,
534 3K ((RESOkgRisD/NREBHIL 4 ~12mg/kg/H. (A&
50kgl_ED/IN 8813200~ 600mg/ H . F A 213200 ~800mg/
H#¥) z 1 H2EICS T CROKES L& (PRIRE. &E
1416H#5) . FZATRBRO BRI, 5 OBEHIRKICH 1 528H
H 720 OBERMRIEEZE LR O RIEIZ-88.52%TH - 727,
BITEFFBUSEE L, 34.7% (83/239%) Td -7z EEIEH
3. FEHES EV10.9% (26/23961) . HAR5.9% (14/23941)
EERED F VKR OEINS.8% (9 /239]) TH-7z,

T6) AEIOARE SN ] HEEARIER, AR OEES kg
D /NRIZIZ400mg. 14 E30kg bl E50kgR i D /N R IC 1&
8 mg/kg. (RE30kgARIHED/NRICIF12mg/kgTdHh 5.

17.3 Z0ft

17.3.1 DEEICHT 2 HE
[REBER 2146112 5 34 3 F400mg/H. 800mg/H*) iz 75
tARZ1IH2EICHTT o HEREROKRS, XidEF 70
FH 2 40mg/Hz 1 HIE3HBREZO®REG L&,
Z3Y I FEQTCHBZER L2572, 739 I FEOPR
BROFHE(ERIE 6 HEO®RS | lRIcEARE 2D, 7
ZXARBFELDOEIIZ, 400mg/H T7.3ms. 800mg/H™* T11.9ms
TH-7130 HEAT—%)0
E7) AROAZE SN | HRESHRIZ400mgTH 2.

18. EINEIE
18.1 {ERERF
53 I RIRBAUREMEF U 7L F v 2L OBREREEL
BRI L. BEEIREICH 2 MRz ZELS ¥
HZLIE>THITVWNAERZRT EEZ SN TWVSY,
18.2 T ARIEICKT B1ER
SaY I RIZEEEFREYY A, RkEF > R >V 7REv
A, BEFURYUITRIET Y N 6HZTADPAFIET T AT
UBRELRYa v IHE (YA v ) OESRERVE
MEFelE% KB U 7-BIE T ILICB W TRIEEINE L3,
18.3 MCTAD AREIER
RMEESHET Y YTy MZBWT, ¥R T
& T L 7230,

19. BDICET E(EENAR
—fi%% . 3% 3 F (Lacosamide)
k24 © (2R)-2-Acetamido-N-benzyl-3-
methoxypropanamide
CisHisN:2Os
250.29
HE~KBEBOMRTH S,
XY ) —=VIZETRT L, TF =)L (99.5) 120%
IR <L KICPRBTFIZ W,

BFR:
BT
R

OCH:s
° Z H oy
M ﬁ”
HsC N
H
(0]

21. EERSRMG
EFm) 2 7 EHEEFE 2 KED L BICERT S &

2. a%

(5393 R§gsomg [JGI)
1008 [10§% (PTP) x10]
5004% [108% (PTP) x50]
20058 [ 79 2F v 258, N

(5393 R§E100mg [JG))
1008 [10§% (PTP) x10]
5003 [108% (PTP) X50]
20058 [ 75 2F v 258 NT]
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EREORTY T a9 I FEEREOKR SR OENEIREIC L

ETHEOMET (Y28 ME 201687 A 4 H&R., H
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20165E 7 A 4 HA&GR. HFHERHIE 2.7.6.4.5)

Schaefer, C. et al. : Clin. Drug Investig. 2015 ; 35 : 255-
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FERERCHEEN T 3V I FRAEIKUORERZOR SO

BRI I TEEOMET (YL/%y NE:20168E7 H 4
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IYVITLEORYMEEER (KL% ME 201657 A

4 HAGR. HEEERMIE 2.7.6.5.9)

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

21) a4 3 NICET 2 RBEMEMEEMIT (LL/%y ME:

20165 7 A 4 HAGR. HFEERMIE 2.7.2.2.5.2)

22) HWNER  EMERREERE ($850mg)

23) EFEAIERANR L O ERE R FEHTEEGRE (B L%y ME

20174 8 H25H AR, BARESE)

AR RIBEE D o BABEANOY) DB 2R (YA

% NEE D 20174E 8 H25HAR. BEMES)

HARUOHEICB T 50 REFARED 77 2R3t E
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AN O/ NREEZ DR E LRERRREEFRBREOE
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