20254F-8 3 1 (351 h)

B & SR 50mg 100mg

FRHEE - 34 KEE S [30700AMX00181[30700AMX00182
Wi oe B G - -

BIE MTAPAR

W EEEER Sa% 3 KFiE

(I — PERE ORI

IofEHTaIL)

SAY=F#E50mg 979

SAY=FE100mg 93]

Lacosamide Tablets “TAKATA”

a%;Ft‘akat‘a

2. B3 (ROBEICEBELEVIE)
2.1 KHNOBIx0 U BOE DRALIE D & % F3%
2.2 HEOHEEREDD 5H509.3.1, 16.6.3 ZH]

4. FHEERIZNR
TADPABEDERDRIE (ZRIELRERIEZED)

6. AERVHAE
BN CE, RANIZIEZ a9 I FE LT H 100mg X 9 #%
GaiaL, 2ok 1 EMY EOMEZ H T T L. #
FHEZ 1 H200mg & 9525 Wind 1 H 25T T
REEG$ 5. B ERIZE Y 1 H 400mg %8 2 %%\

PHCHE LIRS %A%, WX 1EMU EOMBEZHITT1
HA#EE LT 100mg L F32179) 2 &,

ARl 4P Eo/NBIZiE T a I FELTLH
2mg/kg L VG ERBL. 20k 1B EOHEZ D
FC1 HAEE LT 2me/kg $08E L, iR & 2 kR

3. fHm% - IR 30kg AKimo/NEIZIE 1 H 6mg/kg. AR E 30kg Bl E 50kg &
3.1 Ak WO/NEIZIE 1 H 4mg/kg &35, WD 1 H 2 BILZ5
Wi 74 HRES R FTROKG 35, 2B, FERICE ) AE 30kg Al D/
™ Py, _ : JIZ1Z 1 H 12mg/kg. AT 30kg BLE 50kg i /12
LR ek A (31 H Smg/kg & A % P CHRFLRT 2%, il
50.00mg :“\"‘/7013 I:“)H:)M:l-—x\ Eﬁ(gm 1 @%?LJ\J:O)F’HEIF%%%U“C 1 E”ﬂ%gi L'( ng/kg U\Tj_
~ o Ko AB. s UK Ky, AT ?’ﬁ;"};(‘:_o i:f:L\ MtESOkngJ:O)/J\L‘{'ﬁC“Gi\ WA &
;ﬁ;ogg}; P T LN e LA - 02 2 L
0| VT I = (ERIT AAL). 7. EARCHEICEEY 33X
BALF ¥ >\ <2 v a—)b 4000, 74 2 VL7F=v 2T 5 Y AH 30mL/min BT & & EE K
s, B2 ET VI =T AL ORINBERERSE D & 5 FITIE, A 1 Bl %
—F. SRk, RRALEk A 300mg. /AU 1 H R % 25%0 & 5 5 4 LI
Vonay BET5Z k. T, MEBNH 22 TVEHEETIE, 1
1 &erh Riro— 2, KEREe Fo HIHE 2 T, MUGEMRICIRAT 1 R OFE OB
Sa%3IFFyFO¥lbia—2, b ko W5 % FEY 52 L. [9.2.1, 9.2.2, 16.1.2. 16.6.1.
10000mg |¥¥ 7ol tilu— =z, WE 16.6.2 K]
S a4 3 F K AW, 7OAEE Ry, 257 7.2 BEE ISP EEE O WA =0 & 2 B3 (Child-Pugh %
$% 100mg[ ¥ TYVUVBI T AT A, R ¥A KOB) 12, A 1 HEEHE % 300mg. /MEix
VEd NTIN = (5T AAL). 1 B EL 25%m e 3545 L MEICRS T L,
WALF % . <2 12—l 4000, [9.3.2, 16.6.3 BH]
Zovy, =Tk h LV 7.3 A#Io 1 HEmHIIEE 30kg Kifo/MNETlz 1 H
woNg Y 12mg/kg. A 30kg DL L 50kg KD /NETIE 1 H
N 8mg/kg TH b, ARAI%Z 1 H 8mg/kg Mz THG L Tw
3.2 HEAOHRK HARE 30kg Rl O/NEA, HEICHEVRZENICEED
S 30kg L& o2 A101k, BEOREL B L,
W5e 4 ERIN i LI i R ORI OFBLE LB L 729 2T, b 2 &2
i X 2= HTBZ b, BB, ARAREEEETL L,
Nl 8. EEAEFNEE
g | (G ) | T 8.1 I BT 25 ROAMB MR LISk &
73 I P74 . D\ TADPARIEDORE LT AN A ERIREDLD &b
§50mg [y 2 2 —| FfE: [#01251g| # 34mm LIENBHBOT, THEPET IR, PalEd
7 ) 7 4 >~ 7|# 101mm LB EA TR A SRS 5 % T 2 Lo
5 f—"ﬂr 8.2 WEED T\, FTHL IRA. WS - HBhy - KRS
#) 4.7mm EHEDMEFAHEE 52 L DD 2 DT, AHHEG OB
WM — e WX HBY OB RS, G2 ) B OBRIEICHEE 2%
o | Coon) | Gl | &=/ WIS EET AT &
Sa¥3IFAYD T 8.3 PRMIRDIEENH SbND I LD DHDT, KKK
$£100mg[ % |4 )V & 2| Efg: #025g | % 4.6mm P M EoRERE 7Ty 7SI 2R IR,
vEd — 7 4 ¥|# 126mm NRIEGRA . WRIOAEE, SRS 5 5 5 &, &40, B)iE, A
7§ o P oRBUCEET LI L RAlOFELGHIZZN L)
%5 59mm LIRS D S b= BE 11, EHiOSE 2175 L9 %

FROZORESIIREST 52 & IMEEREERLEE DL
BB COMREE UL OAERSE) OMFEOHLEBH, F 1Y
v ATy RIVERE (TVAYERRS) O0b b EHR. PR H
BOMLEZRITBENOH 23/ 20 LT b EESE
Tl AHF G- BIIARE S OAF 5 G- L OB 217 9
L BEORELOREOLL A FEELBIETL L,
[9.1.1, 10.2, 11.1.1 ]



8.4 Bgk, P, BURVESF ORSEIRDD S b, HIX
BPICELZ LD HDHOT, KRABG AT ES OIRE R O
INEDEALZIERIRCBIEE T H 2 Lo [8.5, 15.1 2]

8.5 BMHE N TOFRBAFICECIEN:, AR ORAEIRTE
BOWRMEIZOWT T3P 21T, R & B8l %
W a9 EHIETLZ L, (8.4, 15.1 K]

8.6 HH. BHFOMEEENLE L LWL H L DT, B
RIS, IREEEICOWTIHB 247 ) FHER L, BEID 5
N2 E I EE 2 B 2179 2 &6 [15.2.1 2]

. BEDEREETREICHATIEE

A AHHE - BEEZEDH 2 8E

A4 DMEEEERPEEOOKRR (OHEEIORLE)
DEREEFEDHZBE. T MUITLF v ZIVEE (FIVHEIE
REE) OHHEE
AH O PR MRIEEEHICL VERE 7Oy 7 5335883 5
BENWYH A, [8.3, 10.2, 11.1.1 ]

2 BEREEERE

2.1 EEBHEEEDHZEBE
[7.1. 16.6.1 &&]

9.2.2 MKENEZ (T TVB KRBT RE
[7.1. 16.6.2 ‘]

.3 FriREEERE

3.1 EEOHBREESEDH 2E8E
B LanwZ l, RAOMAFEEREATE2BENM1DH
%, [2.2, 16.6.3 ]

9.3.2 BEXIIDEEDOHHEEEREEDH % EF%E (Child-Pugh
S A RV B)

(7.2, 16.6.3 &JE]

9.5 1113
Tl SO LT B gtk o H 5 ethicid, mLof
B EREE LR S LR SN ICoREGT5H 2
kO
T v MZBWTIREBITESRO SN T W5,

9.6 ®BILF
HREOEZER ORI REOEZEEZ LR L, Lok
FeolxrhkE R 5 2k,

v RALH I ARBITT 2 2 EE SN TWa,

9.7 INRZE

9.7.1 KA KRR, FrAER, LT 4 ko i
T 5 AR RERIE FEHE L TV e,

9.7.2 /NRIEH OB FATT T 2 HAR DB T 5 R
BadER - sk E B I b Tuvni vy,

9.8 SEE

— WA S T AETEEENMIT LT b, [16.6.4 =

sy

© © ©

© ©

© ©

10. #HE(EH
10.2 SRR BRAICEET S &)
ESIEZE FRAREIR - 5185 | W - e T

PRHBOEREZE FE 70y ZER|PHICL Y PR
CTBLENDOD S| FBLT 5B TN\ WIE R

FEH H 5o HICHRS 2B %
[83. 9.1.1 . N %o
11.1.1 ]

1. BMEA

WORWER DS b D I LW SHDT, BgEE 157
W, REDD SN AIRIRS Bl B A L) %
Wi EATH 2 &,

1.1 EXLEIER

A1 BE7Ov 7. ®ik. &k (WFhd 19%Ai)

PR MBOIEE 2K ITBZENLDH 5, [8.3. 9.1.1. 10.2
2]

11.1.2 PEMKREIRFERAFIE (Toxic Epidermal Necrolysis:
TEN). REIRRIEREE (Stevens-Johnson FEREE) (W
ERORY N
FEE KB, K - OB AL ), NS, IRAm. 1
WS DORFE DT SN A IS 2k L, @Y %
WiEAZ4TH T &,

11.1.3 EHFEBAERERSE (BEARH)

WMWREIR & LT85, BBD A SN, HIHFHEREREE, 1
POSHIRENR, EOMERNGI. AFEEERIN S, BRI OSBRI
AR BRMOEE L BBUERDED Sb b 2 EhdH
Bo B, B IALRZTA VA6 (HHAV-6) ZED™ £V
ADFIEEL L) 2 E0% < G HhIkE D 585, FE.
R RE R 5 OSEIR DS TR D 5 VIBELT B 2 E2H B
DOTEETHIED

11.1.4 EFERIREE CHEEA)
1.2 ZODEIER

3%LL L | 1~3%Aim | 1%Ki | HEAH
FEIED T FLMEREE | D D, LR P
w MRuk, By 5L R, B £ R
(17.8% ) |J<il Wb, JKE| &
IEET N Y SRR, SR
. RRAIE
& REAT
/NI TARIN
R, RN
KPR s, P
B, AR
JiE . IRIR.
7 B
REIR., R
FUEE YN
It 70—
X AMTA
A
i3 HHL B
N B Bk %%
itk 25
TG, MR | T HALR R,
it EAEACN
TR DRSO BB
JFP I, iR
R R Y ARKGE
S
F895 . BEIRR| 0GR
A B, <)
FEAE
i R iRER
e ﬁx Mo | 5
W57 AT S|, P | IR 2
ZLUL (N
Z Dt HA %, FE B,
MESTRE, R
il Ik
13. BERE
13.1 fEIR

B\ERY (K 12000mg) (2 & Vi Sz E R ERIE,
TEED v, EO, BE (EREmERREE TAR
AERIREE), MuEREE, v ay 7 ROEETH 72, F
72w 7 3% 3 F7000mg & —FEICHRA L7260 TR Hs
ENTW5,

13.2 &
AFNEMAENT I L D BREWRETH D FBL T 2EIR
OIS U TSN OEfi %2 ERT5 2 Lo [16.6.2
Z ]

14. BHLEDZEE

14.1 EAIZMBEOEE
PTP W3 @#HL PTP ¥ — ALY L TIRAT 5 &
HRES B L, PTP ¥ — FOBEMKIZL Y, TENHMEDS
AR L, B3 Eila e s LTt S o E
ELREMEZHEETLIZ LD D,

15. ZOMOIEE

15.1 EEPR{ERAICE D { 155R
N TEBENTBEHOBTADPAKIZBIT S, TADA,
i AR 2 1 G b L7z 199 O 7 T b oK xR ER IR RER O #e
FRERICBW T, BB SR L CHBER OB D) 2 7 )5,
HTADPARDIRHBETT 7L REE L L TR 2 155 <
FLCTADPASERRAEE © 0.43%. 7 F LAREE:0.24%). T
ADAEOIRMEETIE, 7T RBEE <1000 A7 D
1.9AZWEEE SN (95%EHIX © 0.6-3.9) F 7=,
TAPABEZEDOT T 7V —TFTlE, 7T KB E <1000
ANH720) 2.4 NSV EFRHEIN TS, [8.4. 8.5 ]

15.2 FERRERERBR ICE D 15k

15.2.1 FEBREMBIERRICB VT, a3 I FEs v + o
KEARICPEG#% 35 HH £ THAML72H F v bo> 26 8



T OF 104 58 [ S5 30 3B TR B 13380 5 g,
4 X @ 52 A AR G- H RIS BV TR RO Z{LIX
BOLNLEDolz. W, BHEOIRICET 2B 0%
BRI 7L REEL Y &L, 16 B &G o H p L[4 111
MRERD 75 £ REETIE 1.6%I2K L. AH| 200mg/ H #
T4.9%. 400mg/H# T 12.2%. EH#%5TIZ5.5%TH
0. RSV TILAREER (PEARRD 7T RBETIE 4.4%
W3k Ly AH 200mg/ HEET 8.9%. 400mg/ HEET 18.0%.
600mg/ H#:T 30.5% THh - 720 [8.6 Z:Hd]

15.2.2 RMFEEEFVTH S WAG/Rij v b (3. 10 R *
30mg/kg % EMEWTRG) BUNA b T A T — Vst R AT
AA Ty b (15.6 )0 31.2mg/kg % JERENHES) 128
W, KT EOBE )T Sz,

16. E4BHHE

16.1 MmeERE

16.1.1 A

(1) BExs
fEFER AP 18 BIIC T T4 3 F 100, 200, 400mg %= ZfiE (2 B
MG L7z &, 357 0.5~4 BEH T Crmax 1E L. t12 13
R4 TH o 720 AUC BT Crax 1325112 I B L THEm
L7:%,

#16-1 HEHESROEYEHE T A -5

EEacn s 100mg 200mg 400mg
% 12 1 12
AUCoe (ug | 57 0 190 4] | 116.4 [18.2] | 219.1 [16.1]
h/mL)

AUCh (mg | 55 0118 77 | 112.1 [17.1] | 212.5 [15.0]
h/mL)

Comax (ug/mL)| 2.96 [15.2] | 5.84 [25.0] | 11.8 [15.4]
o (h) 1.00 1.00 1.00
e (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]
VA/F (L) 35.5 [13.4] | 36.3 [13.0] | 36.2 [12.8]

AP [CV (%) ]y tmax (EHLAE (HEPH)

(2) RE®RE
TR AT E 5 B2 5 24 3 F 200mg/IM % 1 H 2 [ 7 H AR5
RS L2k & M S a9 3 NI S-S5 3 0%
WZEFIRREIZHE L72o AUCo120 D BRI 2.4 TH - 723
HEAT—%)s

16.1.2 /W2
G 3 ARBRM O HER 1 ABRICBVT 6 » AED 205 17 %
FTONBTALARE 48 (HARN 46 Bl% &) HHHS
N7z S a9 3 NRE % v CREENISEM BB IAT & 17
WMBIZBIT 2T 3% I FOEYBE AT A —F 2Hie Lz, K
FENTIC BT 2T 3% 3 Fo#ES I 2~12mg/kg/H% 1 H 2
Bl (KT 50kg YL E/NRToREHE I 600mg/ HED) TH
5720 R O5AER (VA/F) 130.71L/kg. Ay osk s
)75 v A (CL/F) \3RE K O4ERICRS: L. R 15kg O 4%
T 0.88L/h (0.058L/h/kg). KT 25kg @ 8 ML 1.18L/h
(0.047L/h/kg) . AT 40kg @ 12 #J2 T 1.60L/h (0.040L/h/
kg). 1K 50kg @ 16 2T 1.83L/h (0.037L/h/kg) ki S
72y, [7.1 ]
W) AANT 4L Eo/RNRICH L THEAZE LT,
¥ 2) AFOKRINZ 1 Him MR, BA K OfKE 50kg LA
Fo/NRIZIE 400mg. TR 30kg Bl 50kg A o /N R I IE
8mg/kg. KT 30kg Kl D/NEIZIE 12mg/kg Th %,

16.1.3 &EMZFHIEFMHER
Sa¥IFEE10mg [F 45 ] L¥a8y FE100mg 2. 7 1O
AF ==L D ZREN18E (5343 FELTI100mg).
PR FFE B 5 A L B [l T 5 L C I v SR ZE AL AR & 3
FEL. BONEYHERT X —F (AUC. Cmax) 1Z2WT
90 % 15 A IX [ 22\ THERHIRNT % 47 - 7245 #. log (0.80) ~log
(1.25) OFPHITD Y. WHIOAEW I RSMED MR S Y,

(ug/mL)

6 —e— J %I FEEL00mg [5 4% ]
—-0--- B A8y ME 100 mg
Mean=S. D., n=38
i 44
4
'
i
BE 2
0&— T T T T T T T )
01 3 6 12 18 24 30 36 42 48 (hr)

W
16-1  MAEr i

162 SEWBRE T 2 -5

E A Sy BHEINT A =5

(Aﬂ Ugct Crnax tmax tiz

hr/mL) (ug/mL)| (hr) (hr)
F a3 FiE -
O0me [ 5 5| [FA0LE8.106]4.428%1.258(0.670.53)15.19:2.64
Eaovy g 52.732+8.321| 4.428+1.264]0.60 £ 0.47|15.05+2.48
100mg

(Mean=S.D., n=38)

MLAE R EEAE OS2 AUC, Cinax S5 D /85 X — 71, Helig 0%
P ARE ORI EL - W O RERSMNC & o TE 2 W HEMEAT
%o

16.2 ORIR

16.2.1 BEOHE
fRERE AN 24 B2 T a4 3 K 300mg 2 Z2 I SIZ AR I
RS L2 & AT a9 3 o AUCH LT Cmax 123
BERITE LD o729 BEANT—%),

16.2.2 N FATRALSEUF «

FEHERLA 24 B11C 5 24 3 F 200mg % 30 M OF 60 454 CHLI
IR G5 S BRI T3 5 L2 & &, 9393 FO AUCe
WO Crnax EFBETH Y. 73 I FEDOHR N T XA T
Y1) 7 1131312 100% T - 727,

16.3 9%

TERE N 24 B2 F 24 3 F 200mg % 30 451 CHL 1Al S EIR Y
Bh L& HABMK (Vd) 1331.1ILTHY, 34 3IF
200mg % H #1345 Lz L &, A osfisk (VA/F) &
32.8L Th o720

invitro (5 3% 3 F1.5~60ug/mL) KU ex vivo (5 3% 3 F
0.7~5.5ug/mL) REEOFER, T34 I FOIMBEERARKAEEIL
15% Kl Td - 7278,

16.4 X5
T 34 3 FIEEE R O X D RS SR L 2,
in vitro REROFE R ALV IANESE 2 FRBW TH D O-i £
FIOVRAERNZ EICHS 5 CYP 4 T-Hild, CYP3A4. CYP2C9
JUF CYP2C19 T - 729,

16.5 Bttt

16.5.1 MEHER A BES 5 FIC [MC] -5 a4 3 F 100mg (40 u Ci)
Z BRI G J O 1 eI C B IR N - L7 b &L
% 168 WFH F TLoy RANCEEG-E D 94% K O° 97% 2k S ., 3k
FAOHEMZ 0.5% K TH o720 RFNIEZTIHIF (§ 30~
40%)+ O-JL A F WAk (89 30%) . ARPEMI5: (%9 20%) Je Ot
w2 (0.5~2%) & LTS N/910 BHEATF— %),

16.5.2 M AP S 39 3 F 100~400mg % Y155 L
ol &, 5 T2 WMZFE TORPIRERIZ, T3 I F 29~
33%. O-Iix F Ik 10~15%Td - 720 IM4EH O-» FIL ko
AUCo- I3M¥E S a4 3 FO# 10%THh - 722,

16.5.3 HEEERAIZ T I 9 3 F 200mg % 30 431 C [l 5 Dk P
BH LR, 28 27) 7524 (CL) 31.78L/h THY. J
a4 3 F 200mg & HEREOREG Lz &, Aridoes s )T
5 v A (CL/F) 13 1.84L/h TH 727,

16.6 FENERE2HTI8RE

16.6.1 BigeEERE
EREREDRIE DR 5 W ABEREICT 39 3 F 100mg % HilRe
OG- L7z & &, AUCo- (& ERGEIEHR & (CLer @ >80mL/min)
LI LT, B H (CLer @ 50~<80mL/min) Tl 27%.
AT (CLler @ 30~<50mL/min) T 22%. HEEALT H
(CLcr : <30mL/min) T 59%% <+ Cumax (SR & FJE O EHE
BT T 10~14% 722 o 720 B2 & HIE OB AR T H1C
BB O-IBi A F VKD AUC- IZEHEREIE R FH D 1.5~4.6 5T
Ho7zV BHEAF—%), [7.1. 9.2.1 ]



#16-3 BRSO BRE NS A — 5

B TE B R [ WhEEEERT | BT
B 8 8 8 8
CLer (mL/ >80 | 50~<80 | 30~<50 | <30
min)
AUCo+ (ug- 47.0 59.6 57.6 74.8
h/mL) [20.8] [17.5] [19.0] [26.9]
2.69 2.95 3.06 3.02
Coax (ug/mL)| - rag” oy [20.7] [10.0] [23.3]
) 1.0 0.5 0.5 1.0
e (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
e () 13.2 18.2 15.4 18.3
1z [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/E LA g | n7s) | no.ol | 126.9)
a)
_ 0.590 0.354 0.277 0.143

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

BATEIME [CV (%) ], AUCo-t 1& 0~96 FFRIMfE.  tmax 1 ULl
(#ipH)

CLr: E2 VT IR

a) 761

16.6.2 MiRENE 2T TV B REEHEEEERE

MEENT & 520 T 2 KB BRI o AR 12 FRENT I
T OSERTBAAS 2.5 BERITTC 5 24 3 F 100mg % Bk I35 L
7oL & JEENTRFICIER AW O BT LG T T a3 Fo
AUCo & 46%iA L. B X ABRERRIET 34 3 F 57%.
O-Wi A F VK 53%TH Y. BN 2V T IV AGEITIAHSIF
140mL/min (8.40L/h). O-J§i * F L4k 149mL/min (8.94L/h)
TH o722 BHEAT— %), [7.1. 9.2.2, 13.2 BH]

#16-4 HNEGROEYBE T X —5

ML EAT JEFTIRE 4 TRE P AT I
e 8 8
Ja%3I K

AUCo (ug+h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (1 g/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tiz (h) 19.6 [19.4] 19.2 [26.8]
O-fi * F 4k

AUCo (ug+h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (1 g/mL) 0.48 [69.5] 0.22 [69.1]

AT [CV (%) ], AUCo-t 1& 0~24 BFRIME tmax (& 9Ll
(FipH)

16.6.3 ATikREREERE

JFARE 2SR SR EEICAC Y L7z A (Child-Pugh 7% B) (27 a4
I F100mg/% 1 H 2[5 HREROLRS Lz & &, K
NZHRTT a4 3 FOEFIRED AUCoi12n KO Comax 1EZF 1
ZI61% B U8 50%E Ao 7o F 72 AR THRIEIL L 22 W IR D
AUCo-120 M T Crax (ZZNZI AT% MO 37% 7o 72 HEERT
BeRERE S B % (Child-Pugh 7374 C) TOIEMBEIIMET L T
B (SEANTF—%). [2.20 7.2, 9.3.1. 9.3.2 B&]

#16-5 EHIKEOEYBE T X —F

iR A I Child-Pugh %3%1 B
B% 8 8
f}JmcL";Z“ (g 53.3 [17.3] 85.9 [21.7]
Cimax (ug/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]

AP [CV (%) ]y tmax (EHULAE (HEDH)

16.6.4 =k
65 i Ll E o mils B 1L B R OB i etk 12 i a3 N
100mg/l% 1 H 2 01 5 HB ARG L& & 45D To
RATE 12 61 & IR L€, BB L L EIcB T ad3
FOEFIRED AUCo12n 13F N2 33% % 0 50%7 < + Crmax 1
ZFREN29% M O 53% B Ao 2. F 7o, ARETIHEEALL 2
AUCo-120 I I HS B YR O LEIC B W T ENEN 26% K% O 23% i
Mo 721005 (FHEINT— %), [9.8 ZH]

16.6.5 CYP2C19 Bz F% &
HAR N B O B AR A 3 P45 18 Bl % . CYP2C19 st F-TH1C
o ACHRESBIC L Y. SRR (UM) 18I, wfCitae

% (EM) 17 B, hRCEaEE (IM) 10 6. 2 OMEACHBEE (PM)
8BNZHTF. ZOHEMIZT TH I F 100~400mg % Ml 1% 5-
L7z &, 9a%3I FoFLGRELOERETRIENLL 72 AUCH
&, EM ICHAT PM T 24%. IM T 10%55 702 722,

16.7 EHEEIER

16.7.1 EMHEEERARR
F a9 3 Fid, BRI T CYPLA2, 2B6. 2C9. 2C19
B O 3A4 K L CHEMEM 2R ST, CYPIAL, 1A2, 2A6.
2B6. 2C8. 2C9. 2D6, 2E1. 3A4 J ¥ 3A5 12x) L TRHERH 2
TRE Do 72h% CYP2C19 1203 2 BHEMEH AR S iz,

Z a3 Fid, PREAEOMAN R ILE TR (. P-HEENA
Hioxt U CHEMEM 2R & 2 7219 (in vitro)

16.7.2 EREREMAEEERARER

1) AILANTEEY
fEFEEABEE 19 FIC, S a9 3 F (200mg/[l. 1 H 2 M) OE
FARBIZB W T iV CYP3A #5838 L O EE O CYP2CY #53E
WTHHHNNATEYE Y (200mg/ll, 1 H 2 1) 2460 KE”RH
B LEE, AN EYEVIZTa I FOEFRED
AUCo-120 J2 U8 Crnax (2B Z AT & o 720 R AN SME 18
B, AN EE Y (200mg/Ml, 1 H 2 0) OgEFIREICBW
T. 343K (200mg/Ml, 1 H 2 M) 240K ERO%S L2
L&, a3 FEAMNATEYE y@%ﬁ«l}\%ﬁ@ AUCo-120 OV
Crmax (OB E RIFE 57217 BEATF— %),

Q) FXTZI—=n
R ANBE 3 IS, T34 3 F (300mg) @HEFROHR 512
BWT, §9v CYP2CI19 FHESTH B+ A 75 V' — ) (40mg/Ial,
1H 1M 2PFHRERORG L&, A XTIFTV—NidTa
3 RO AUCo Je U Crnax (238 Z RF X o 720 CYP2CL9
WHTHDHLF ATF =) (40mg) DOHEREIIHZG 2BV T,
Sa% 3 F (300mg/ll. 10 20) 2P0 KERO#KS LE
X5 3IFEARATFYV =D AUCot KU Comax I1ZHEE
FEHRho72 BEATF—5),

3) IFYIL
ARG AT 33 BIlc, CYP3AETHSH I ¥V T4 (7.5mg)
OHEREFRGI2BWT, a4 3 F (200mg/lAl, 1 H21E) %
PERIBEREII G- L2 &, 93 I FIEIF VT LD Coax %
30%3HN X 7278 AUCo- (58 RUT S B h o 7219 JLEINT
—%)s

4) 2779
TERER AR 16 1S, S-T7 V7 7V YA CYP2C9 JETHh 5 7
V7 71) v (25mg) OHNMBFEOHEGIZBWT, 34 3IF
(200mg/M, 1 H 2 M) %PEHREROES Lz &, 9343
FIZS KU R-T VT 71 ¥ D AUCo-i MU Crmax (ZIEEE 21T X
A= I N = I S 1) R = B N w IV SN R e 225 81
(INR) D KAl 2 OF AUCo-1680 12558 % MAT S T o 7229 (S
ANF—=%),

16.7.3 BEMZEMENRERET
HANKOHEN DN L ONEDTAPABE» S SNz
MAER S a4 3 FiRET— % 2 T, BEERIEEY B REFAT 2 17
STe TOMEE. CYPFEEME2HTI2MTADLARTH DA
WNRREE Y, T2 b YT T = 7NV E Y = VOBEHIZ X
. 7% I FOEFKRED AUC I3, ARUNET, &%
25% M U 17%i A L 72920

16.8 Z DAt
Z %3 F§ES0mg [ ¥ 7 % |13, [Edsiis 2 &0 ERES o
PR SRR A BT 4 > (G245 3 7 19 H 3R 3%
03194 1%5) | 1ICHo&E 5 a4 3 FEE100mg [ 4 7 & | % fiik
BWHIE L2k &, WINBENCES X EWRICHSE LAk SR

7222,

17. ERERELIR

171 BHRUORLMICET 25k

17.1.1 EEHEFESDHERR @EHEE KA)
P UIHE T AP A L B S N3 56 (ke b
ez &te) TR BRI T2 AT 5 16 %Dl -
DEFEENGE LT, 3% 3 F§E200~600mg/ HED i A v
N2 B ¥ UEHEE (CBZ-CR) 400~1200mg/ H 2 % HiHIZ TR
05 Lz e &, EEFHMEH TH 5 Kaplan-Meier #2102 & 1) i
E L7 EHM IS B % 6 » AMRIEN AR TED LB
D TH Y. FEHZED 95%EFIX IO T R IZFoi%E S -3k
PERRSFUE (-12%) % Bl 5722 &, CBZ-CR D 6 » H %M
RIS 2R 2O BUEFXE O TR (Hx2)
. TFORE L7ZESERRE (-20%) % Elo722 &5,
CBZ-CR 12§ 5 T a4 3 FEOIISUD TR SN2,



#17-1 FEFIIH Td % Kaplan-Meier 312 & 0 i@ L7z
FEFEMT R BT B 6 7 B ITAER IR

FAEDT | T | e
AT g | g | PR
w5 | L | Bk L7z (%) (059 Hl
‘ o B[ [95% 15 | o | (%) ©
o e | ok |
(%)) ] o ]
737 89.8
IF 4449 (733276) (868,
SRt : 92.8] | ~L3
s ol 1 [-5.5. | -6.0
CBZ- 308 : 2.8]
4429 (88.2,
CR ¥ ©9.7) | oo
737 91.5
IF | 408 (735072) 88,6,
FElE : 043 | ~L.3
e 2.8 [-5.3, | -5.7
CBZ- 285 : 2.7]
397 [90.0,
CRAF 78) | o

a) Kaplan-Meier 512 X 2 (82 3 » B OFMERE (2
[LCF. 3MELE) 2 & LT Mantel-Haenszel #:12 & V) #i%)
b) 7Y 3 FEEREOIHEEE - CBZ-CR o

¢) HEFEOREMZED 95%EHIX [ O FRt/CBZ-CR #E D J
%100

d) Full Analysis Set

e) Per Protocol Set

f) HARNER 7 Bz 5t

g) HARNER 13 #l% &t

B, FEEMITRERIC L 55 a9 3 FEERET 400mg/ H i~
WAL L B o 72 BE R NEATHBIE LT 726 D FAS
BB RMEDWE L BB (FE (%) 1% 308 /444 1
(69.4%) T& . Kaplan-Meier 12 & ) % L 72 581EN 3%
[95%EHAX ] 12 84.1% [80.5,87.6] TdH -7
RITEFZSBUIE X, T a9 3 FHelEC 37.2% (165/444 B) T
o720 ERBIERIZ. R8I F v 7.9% (35/444 1), 9557 5.6%
(25/444 %) . MBI 4.5% (20/444 1) TH -7z,
1) AFOKBE SN 1 HimE R 400mg TH 5,
H2) ANV BYE MFRRGEIIARITIRARE STV RN,
1 3) 200~400mg/ H %5 - CTHAEDN I L 72 B

17.1.2 ENETHAHR (BHEEE. R’A)
1 HOBAF DT AP ASEZ T LT3 16 UL Lo 51E
EHTLTAPABEZNREL T, 739 3 F§E 200~
600mg/ HEY OG- & 2 BAREA~Y W B2 72 L &, 6 2 H
MIFEAEN B DHEIE 13 46.2% (6/13 1) T o722,
FBIVERI B 13, 84.2% (16/19 ) T o720 FEEMEHIZ.
FENED 0 42.1% (8/19 B1) . Ml 31.6% (6/19 ). Mlfztk
DF WV, LA 10.5% (2/19 1) Tho 7z,
E4) AR OAF I N1 BRI 400mg TH 5.

17.1.3 EREEEIHERR (FAEE. KA)
PEAE DT A ASETH55 2 BRI R 235 & N Wik 5
e 35 16 bl O HARAN R OHEA D TADA B 547 Bl
(HARNBEF 142 00%2 &) 2% e LT, 7343 FiE 200,
400mg/ H X377 1R % 16 MEFEII3% S A0 TA»ASE
1~3#EDPEM) L7zk &, EEFFiEH T 2 BIE R0
THMEFENE O 28 Hd 720 OEsIEnBE LRI TRERO L B
DTHY, 79 REEL S TV I FiE200meg/ H K O 400mg/ H
BEL O THEMENICHEBE R EZDRO bz, B, KRBT
5 50%L ARy F—L—1 (28 HH 720 OB FEAEMIE A BIEE
WM & RT50% U Ed s L2 BEDEE) &, 79 bR
19.7% (36/183 1), J 24 3 F§E 200mg/ HEE 38.5% (70/182
Bl) KOS a9 3 N 400mg/ H B 49.2% (88/179 Bl) TH -
tZS)O

F17-2 FEFHIEE TH 2 BIEHRI§ MR o 28 H
b7z Y O IEMEI AR

28 Hap 72 77w
DN W29 % Ik
e o p fiti© ArEgd)
DTS o p
ELp) [954)1ﬁﬁ|2:
1t
]
7 & R 183 -1.22
29.4
200mg/ H #: 182 -3.33 <0.001 [18.7,
38.7]
39.6
400mg/ H #: 179 -4.50 <0.001 [30.5,
47.6]

a) Full Analysis Set

b) HUufE

o) FEZEW L 7RI o 28 H & 72 ) oFB5 5 AL % FOS 2
B BGREROE % R B LSO 28 Hdh 72 @
SRR B % I &3 % oAt

d) HWOIAT & D HEE S NN I SRR L 255
PERERA=E (%)

BIVE S B IE, T a9 3 FEERET 47.7% (173/363 B1) T
577 EREIERIZ. REITED v 22.9% (83/363 41). IR
8.8% (32/363 B), #i# 4.4% (16/363 ) T -7z,

17.1.4 EEEFRARABGREHR RA)
EIR LA AR (DR#E) 25T L HARRLOWEO B
47381 (HARNBE 123 81% &) 2% LT T34 3 Fig
100~400mg/H % 1 H 2 BN/ TRedx G- L= & & (R
IR 767 H¥kE), SBATHEBROBENMNASD 28 HH72) @
R FAE I BOR A R O Pl i% 55.23%. 50% L A FE Y & — L —
}i356.3% (265/471 ) T o722,
EIVERISEBUEIE 12, 5 349 3 FEERET42.9% (203/473 1) Td
o 72e EEWERIZ. BEIED v 17.8% (84/473 1), IR
5.7% (27/473 B1). B 3.8% (18/473 Bl) T -7z,

17.1.5 S MAEEER (\VR)
AT OPLT AH ASET 15 2 FEVEIIHIRD R 53 & L Wik 458
VER A5 4 Ml 17 AR 0 /NR T Ad A B 343 Bl % 04
LT, 3% 3 F (KE 30kg A o B 1d 8~12mg/kg/ H
R 30~50kg A D B 1% 6~8mg/kg/H . AT 50kg DL Lo
13 300~400mg/ H) i3 7 F K% 16 AEREILRSE BEfED
MCTADPAEI~3HIEDOHM) Lzt &, EEFHMIEHCTH 2
BIERIBC X 2 MR R © 28 H & 72 ) kS8 VE iz L it
BTFEDEBYTHY, 7S REEES Y3 FEEE O TR
I A I T A AR H 7P,

F17-3  FEEFHIEH T 2 BIEHIH 9 2 MEFFHI O 28 H
& 720 DERIFEAE I EE A L i

28 Hb72D 77 e
. DL N ) W29 % Ik
e 80 p fiti© )
L [95%(Z #iE X
1]
77 e R 170 -1.55
5 IR 31.72
73;‘ Ml -3.05 0.0003 | [16.342,
44.277]

a) Full Analysis Set

7T REED 2 B, HEFRM OFIERE T — & 1K GEfER
FEDIHH D 10%H) 23 o727z, BT ED R h o7z

b) Yt

c) In (X+1) (XAZEHFEIERE) CTREZE L 72850503 1E R 5L
RV, $HRE PRE LEREREE 2R T & U, ik L
7B 0 28 Hd 72 ) OMaFEmE & 28w & L7238
B

d) 77 R BT 2WMPE (%) =100% {l-exp (R/AIeF
Yo 5343 ML T IR D)

BIVEZEBIEIE X, 9 a4 3 FEET 33.9% (58/171 ) ToH -
7o ERBEIWEMIZ. MR 14.0% (24/171 1), REITED T 4> 8.8%
(15/171 ) TH -7z
17.1.6 EEH#EE I HRBRERERBR (MR)

4IEHD S 1T HBOBBEEGFENTNBTALABE 136 1 (HAR
A 46 B, AREIA 90 ) Z#RRE LT, 5243 F 12mg/kg/H
(KT 50kg VL E o B 600mg/ HED) FT% 1 H 2 B4
TR G Lk &, S 5 OB BT 5 85 %
Ve FZEAL SR D h I fl12-52.73% (H AN T-27.63%. H4EA
T-60.56%) Td 7228,

FIE S BUBE L, 56.2% (77/137 Bl) TH o720 EREIEH
E FEIED $ 0 20.4% (28/137 B1) . MEIR 19.7% (27/137 Bl) .



Rk 8.0% (11/137 1) TH - 720
W 5) ARHOKE SNz 1 Hiem Ak, AR OKE 50kg LA
Lo/ RIZ1E 400mg. R 30kg DL I 50kg A o /N B IZ 1
8mg/kg. A 30kg KiilD/NEICIE 12mg/kg TH 5.

17.3 DAt

17.3.1 BRI 2 &
faRERE A 214 1125 29 3 F 400mg/H. 800mg/HEO Lix 75
tAR%E 1 H2MIZHTFT6 HMKAERORS, LEEFT 70F
H v 400mg/H%E 1 H 1M 3 HBAERORS-LLE, 92
H3I FIZQTc MRZEEE Leh o720 T34 3 FEE® PR [HIE
DFHEALRILE 6 HEHOLRS 1 RBICRKERD, 71K
L o7i1L, 400mg/H T 7.3ms. 800mg/H™ES T 11.9ms TH
57229 MEANF—%),
HE6) AR OAKE SN 1 Hii

18. ZERhZEIP

18.1 1EAHF
S a3 FIZE w%fﬁ+fuvA%vmwmﬁﬁ&Téﬁ%
2RI L, B EAIRRE 12 A I 2 g2 (b X 2 5
CER Lo THTVCRAMH 2R T EE 2 5N T2,

18.2 TAPAREICHT 21EH
S a¥ 3 FIBEEERE~Y 2, RS Y ) v 25~y

113 400mg TH %,

AL HEEF Y R Y TRET v b, 6Hz TADPARIEY Y AR
WRKERY a vy 75 (T A, T ) OWGIIER MBI

Pz e L 72 BhW & 7 V1S B TIsME & il L 7230

18.3 MTADARMSERA
R ESRIEF > N 77y MZBWT, F ¥ 8 ¥ 7K
% P L 7252

19. FRSICEEY B IE{LZEVAR

— %M . 9 a3 F (Lacosamide)

1b2%4 : (2R) -2-Acetamido- N-benzyl-3-methoxypropanamide

13 CisHisN203

S 250.29

TR BE~REGORERTHL, A Y 7 —VIZHETFRT L,
IF 7 =)V (99.5) IZRRHEITFRT L KIZRREITIC
v,

fberfg X HsC

ch/
21. EEBEH

PEgEih ) A 7 BT 2 g o b, @ENIHEGET 5 2 o

22. @
(Y IR§E50mg [2H%])

100 $& [10 % (PTP) x10]

3005 [7FAF v 7. NT, WREAIAD]
(ZaAYIREE100mg [2H %))

100 $¢ [10 8¢ (PTP) x10]

30088 (75 AF v 7. NF. WHEAIAD]

23. EEXH

1) EASE 2 - EEERIVERBERIIS Y = 2 7V SEHIVE R EOE

HiE A

2) FRBEB AL « S8R & i 2015 5 43 ¢ 1307-1316

3) HHENERER AT 2 5 a4 3 FEUERG- o 3B
(B8 M 2016 4E 7 H 4 HAKGE, HEEE RS
2.7.6.3.3)
AR NS OHVE NN BB B B BHERISE BB T (¢
2%y MR/ RS A Y ay 7 20194 1 A 8 HAKEE, His%
FHEE 2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

= =

4

fus

5) tRNEE - R E SRR (7 39 3 NEE100mg [ 2 7
5 1)
6) FHENEFIR A B 2 7 39 3 FOEWEEICKIZ L

DR (Ca%y ME 2016 45 7 H 4 HAKRE, WG GRS
2.7.6.1.1)

7) SEHTE AL - BEARRHSEEE 2018 ¢ 21 ¢ 1223-1234

8) A (C %y MEE: 2016 4E 7 A 4 HAKFE. &
2.6.4.4)

9) R (€2a,%y MgE 2016 4E 7 H 4 HAKGRE, HIGE
2.7.2.3.3)

10) Cawello W, et al. : Eur ] Drug Metab Pharmacokinet.

2012 ; 37 : 241-248

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

EARBEOMUT AT 24 3 FHER I 5RO LY B RE I K

IFTREOMRE (EA2%y ME 2016 457 H 4 HAKRE, H
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13
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14)
15)
16)
17)
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19)

20)
21)

22

=

23
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24

25
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26)

27

~

28
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29)
30)
31)

32)

fus

AAE TR T #1231 2 W EIRE (Y A%y Mg : 2016
BT H 4 HAR, MasEREEE 2.7.6.4.5)
Schaefer C, et al. : Clin Drug Investig. 2015 ; 35 : 255-265
RS OMEZEAY T a4 X N HL ] R OSSR T G- R 0 38
WEHREIC T T EOMET (YA 8y Mg 201647 H 4
HIRGE, HEERE 2.7.6.4.1)

MR (a8 ME 2016 4E 7 A 4 HAKGE.
HRE RS 2.6.4.5, 2.6.4.7)
Cawello W, et al. : J Clin Pharmacol. 2010 ; 50 : 459-471
Cawello W, et al. : Clin Drug Investig. 2014 ; 34 : 317-325
IYVTALOEYHMELEN (A28 M 2016 427 H
4 HRGE, WEHERE 2.7.6.5.9)
Stockis A, et al. : Epilepsia. 2013 ; 54 : 1161-1166
73 I P 5 FHEFSE BT (Y A8y MEE:
2016 4 7 1 4 HZRGE, WREWHIS 2.7.2.2.5.2)
ALPVERL - AR A R S P AR R DA I ERER (9 29 3 N §E
50mg [ # % ])

T3 FEAE HLA R O [EI B L[] J2 35 kB (B a8y MgE:
2017 4F 8 H 25 HAKGE. Ay i)
B FEVEGE 2 & HABRIEA~OY) ) B 2
MgE © 2017 4E 8 H 25 HKFR, fRAcits)
HAROHENZ BT 2 555 EDRE D 7 T 2R B
BERER (€ A28y ME 2016 4F 7 H 4 HAKRE, HEFZORE
$2.7.6.7.1)

AR O W ENC 31 2 555 38 VDR H 9t o R IRk R 554
B (Eao%y ME 2016 48 7 1 4 HAKGE. WGSBS
2.7.6.8.1)
INREF R G L L7 LD 7T 2 AR R
B (C2a8y M/ R4 2ay 7 1201941 H 8 HK
WO, HREEREY 2.7.3.2, 2.7.6.3.1)
INRBEE R L L7280 S VEDE I o B ki -
B (€2%y Mg/ o4 a7 201941 A 8 HAKR
WSR2 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
e AT B3R (€28 Mg 2016 4E 7 H 4 HAKGE,
SRR E 2.6.2.2)
Brandt C, et al. : Epilepsia. 2006 ; 47 : 1803-1809
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