202548 H AR (55 1h)

H AR 1 it 0 H A

PEIR

It~ 1t 0 kL

4. FHEERIZNR
TADPABEDERDRIE (ZRIESRIERIEZED)

6. AiERUHAE

WA lE, AT I I FE LTI H1I00mg (K
4vay7ELTlg X0HEGERBL. 2% 1AM
ToOWEE I CHEL, MFHEL 1 H200mg (K74
Yuy7FELT2) E35H, Wiy 1 H 2 EIZHFT
FRRE L CROKS-3 %, &b, FERICED 1 H 400mg
(FoA4vmy T LTdg) ZHZ A\ CHIPHTHEERERT
HH, WEIX 1AM LoBEEZH I TIHHEL LT
100mg (FS43ay7ELTlg) UWTFFo4r9 2 &,

AR EE, 4D Eo/RRIZIZTa I FELTLH
2mg/kg (K54 vy 7L LT 20mgkg) &0#&x5%H
KWL, Z0% 1EHM EOMEEZH Tl HHREE LT
2mg/kg (K54 vy 7L LT20mg/ke) TOHFEL,
MERPH 2 AR 30kg R d/NEIZIZ 1 H 6mg/kg (KT A
vavy 7L LT 60mg/kg). KIE 30kg ULk 50kg i oo /)
WBI2i2 1 H 4mg/kg (K94 vay 7& L T40meg/kg) &
T5, WLy 1 H 2 FIC4 T THERSE L OROKS-$
bo B, FEIRIT K Y AKRE 30kg K d/NEIZIE 1T H
12mg/kg (K94 vavy 7&LT120meg/kg). AE 30kg
P E 50kg Kiid/hRI21Z 1 H 8mg/kg (K4 vay 7k
L C80mg/kg) %Mz %\ WHiPHCHREH IS 5 A%, Himld
1M EoOMEZ 5Tl HHEE LT 2mg/kg( K54
Yuy7ELT20mg/kg) LFT2I7H) 2 &, 72720, 1K
& 50kg LEO/NRTIZ. A LR UHE - HRZ w5

B SRR [ K% [30700AMX00166
H AR : 36 [ wogemms | -]
B HRTADAFE
WM EEZRR ZAYIFNKSIOv7
(‘Eb%ﬁ— E;fﬁ%‘?—@t&%ﬁ el — — o
J: ):H Z):. | 1]
SAY=FKDS10% [9h9)
Lacosamide Dry Syrup “TAKATA’
{gibkata
. _ B A ARE 30kg K O/NEA WEITHENZ E W ITRED
2. #8 (ROBELEBSLENE) B%guik&ot%étu\%%@%%%+ﬁtﬁ%b‘
2.1 ZAOBAK LBBEOAREDH 5 BH WS OTIE ORBE ER U725 2C. B2+ e
2.2 BEOFEREEZDH S HE[9.3.1, 16.6.3 2] NIl BB, AN RE LT b,
3. MR - MR . BEEREFNEE
3Jﬁﬁgﬁ& A SERHIC B B G 0 A8 R v LSk &
TN o D, TADPARHEOWMEZTADAERRENSD S b
? T . 2ZEHHHOT, HFHERILTHHEIE, LD
lgth |D-¥y == B REERSTOEL L E AR LU R TR A CIREE S 5 % SHEISATS & &
7aAYIF=A, TI/TNMFNAZ YL — IR 2 FREMED F . BHL RG-Sy - KHES)
100.0mg ~¥—E A7IU—-R, FURT . FH BISEOETARIS 2 EDHDDT, ARG OBEY
3.2 BH DML CRABE OB, falk b BB S e

WEIHITEBTLI L,

.3 PREEDIEEDH S5 b 2 ED3d %D T, AR OG-

HUZH D EoRESE 7Oy 7SI 5 R GEIR.
PRIOERA . BRI, BHEES O 5 5%, L, BE. &
mng) oRBICEETLI L, KRloHRGHIZED LS
IR S b N HEICIE, BB 8 %2235 55 8
HZROFOREEIET 52 b, MR EREE DL
BB DAL OAESE) OMEOHLEBHE. 7MY
Y LF X R VEE (TR TRERRS) O b EBE. PR M
FEOMEZRZITBZENDDH LA 20 L Tw» b BRES
T, KRR G-BIIEIE e OAF 5 I3 0B RRE 2179
mE BEORELOHREOEL 2 FEELBIETLZ L,
[9.1.1. 10.2. 11.1.1 &®]

A GOREAE, B, BBV ORERD D b b, BB

EPINCELZE b H DT, KAFRGHIZEE ORE L
INEOZAL R IERR CBIS T 5 2 &, [8.5, 15.1 BH]

5 BFH BT ORI IZBRENE, AR ORFAEIRSE

BLOWREPEIZ O W THB 2 ATV BN & S8 12k &
W& EHiETHI L, [8.4 15.1 2]

8.6 MM, HHSFOMRKEE A U2 W2 H 5 DT, BEH

BEIS, IREEEICOWTIZ 247 FER L, BEIHD 5
NG EIIGEY 2 LE21T) 2 &o [15.2.1 2]

. BEDEREFEIHEEICHT IR
A AHHE - BEEEDSH 3 BE
A DMEEEEPEEDOORE (OHEER I OTEE)

DEENHZEE. FRUITLFvRIVEE (FIVHHE
REFE) OHBEE

AHK|O PR MREREMICE DV EET Ty 7 E)5%BIT 5
BEXIWDH 5, [8.3, 10.2, 11.1.1 ZH]

9.2 BRpEEEE
9.2.1 EEBREREDH S BE
[7.1. 16.6.1 Z]
9.2.2 M&EENE 2T TV BREBHERERE
(7.1, 16.6.2 K]
9.3 e ERE
9.3.1 EEDIREEREEDH % BE
TG LewZ bo AAOMPREDN LR T HBLTNDDH
%, [2.2, 16.6.3 ZHd]
9.3.2 BENHEEOMREREDSH 5 HE (Child-Pugh

Zé&,

7. ABERUVHEICEET 22

74 2L 7F =077 5 AH 30mL/min LLF O & %
URWB R E O H 2 BEICIE, AR 1 HEHE %
300mg. /NEIZ 1 HiREE % 25%E &5 % SEE|C
V53528, T MMENZZ T T0LEETIE 1
HARISIMZ T, S & IcH kT 1 AR RO’
5 2 EET 52 L, [9.2.1. 9.2.2, 16.1.2, 16.6.1,
16.6.2 ]

7.2 BRI H SR O IR REREE 0 & 2 B (Child-Pugh 5 DA RV B)
A KOB) 1ZiE, lAIZ 1 HiEHE % 300mg. /MEZ [7.2\516.6.3 Z ]
1 B m % 5% L T2 YHEICRG T2 2L, 9.5 #im

[9.3.2. 16.6.3 Z:Hd] I IR LT b R O B 2 LM I3, B EOA
7.3 AHIO 1 H g I3 AE 30kg R/ Tl e Rk 2 Bl 5 &M S WA EICOASEE T 52

H
12mg/kg. & 30kg Bl I 50kg ki /NRE Tz 1 H Lo I
7 v MIBWTREBITEI RO SN TWD,

1
i1
8mg/kg TH 5. A#Hl% 1 H 8mg/kg =B THL LTV

v



9.6 &Il

EREOFRER OB REOA ML Z R L., IO/
w2 MR 5 2 Lo
v R IABATT A 2 A ST 5,

9.7 INR%E

9.7.1 MRMEMTIE, B, FLIIE 4 5SRO S eI
F B BRI FER L T v

9.7.2 /NRBFE ORI FEA RIS 2 HARIIZ B § 5 B
BN - S & B ITATbRTw vy,

9.8 SimE

— I mEE TR M T LT 5. [16.6.4 &

Hi]

10. #HE(EH

10.2 ffREE BRAICEET S &)

A% FRAREIR - W5 TR WP - fabR T
PR BWOERZR| FE 7T v 7 &ML ) PR
CTBLNDOD L | FEBT 5B LD\ IERAE A M
FEF H5o HICHRT 262
[83. 9.1.1 . N3d %o
11.1.1 ]
1. BEA

ROBWEDH 5o b Z EWHDHDOT, BEE T
VW, BEDSED SN RG22 I A % Y %
WMiEZTH) 2 &,

1.1 EXGEMER

.11 BE7Ov 7, ®ik. K& (Wb 19%AKi00)

PR BOEEZRITBZENLEH 5, [8.3. 9.1.1. 10.2
2]

11.1.2 hEMREIRFEBAFE (Toxic Epidermal Necrolysis:
TEN). REFEIRIEIREE (Stevens-Johnson FEMREE) (W
T BHEA)

FEG KB, K - B AL F 9 FE. WU, IRFEIMm. 1
NS D SE DD LN HA IG5 2k L, #Y7%
Wi EATH Z &,

11.1.3 EZFMEBBUEERE (HELRH)

PHREIR & LT, REBD ARSI, BICHFHRGEREE, J
COSHINENG, EHIMERRGI, AFERERIN S, BLA) DOoSBRIMIEL
HhfE) BREMOEE L BEIERES SbNDEZ L2H
b0 BB, B MANRZAY AV A6 (HHV-6) D™ A )V
ADOFEHALEE ) 2 e H% L BGRB8, R
JFHRE RS O SEIR DS TR D B WV IBEAL T 5 2 & 23h B
DTHEETHIED,

11.1.4 EFERERE CHHEEAH)

1.2 ZOMORER

3%LL L [ 1~3%AKM | 1%k | SHEEAH
TEIED F | RREEE |9 OW. LRk
W TR, JET) B BB E . £
(17.8% ) + | & b G A
R, MBI SRR, SIK
8 1]
=BT
B, SHELIR
R, BN
PRUEUT A Rz, P
FEsE, AN
GE L HRPR .
i R B
IR, TR
ST/ N
It 7ua—
XAWETA
A
1153 B B
o i 2R %%
JliIRT(3 WA
LG, MEH: | R HALA R
HALZR 11 P9 B 8
el AHRD
EER 7 1N 1| 7 T Nl )
JFT-ik iR fii2 oy
i yan JEX0 QRIS
e

3%PLE | 1~3%Kih | 1%Kili | LA
Sei5, H0R| I
Ko Bz
A
AR B
i A G
e I T | FF0
R .
WO | BT L, IS
SRl | 545, S
zof YN
whsE. B
LIS

13. BERE

13.1 fEIR
WEPS (K 12000mg) (2 & 0o &z E R ERIE,
FEIED T, Bl B (SRR A E. TAR
ATERIRGEE) , IMEZEREE, Ya v s ROERETH-72, £
72. T 3% 3 F7000mg = — IR L7261 CREH e
ENTwab,

13.2 L&
RANGMHLENTIC X D BRFWMRETH D BHL T BIEIR
OREEIIE U T BT O EMi% £ T 52 &, [16.6.2
2]

15. ZOMOEE

15.1 BERR{ERICED 153k
N CTEBE N BEHOMTADPAKIZBIT S, TAD A,
i AR 2 1 b L7z 199 O 7 T b oKt R ERR RER O #e
FHERICBWT, HRSE R CHZREROREO ) 2 7 55,
HCTADPARDIRHBETT 7 £ REE L LT 2 155 <
BLTADPATEIRAEE0.43%. 7T R 10.24%), BT
ANAEOIRFARETIZ, 77 REEL 1000 Ad72 D
1.9ANZWEFEENT (95%EHEIXH 1 0.6-3.9)0 F72.
TADPABZEOT T 7V —TTld, 7T KB E -~ 1000
ANH7z20) 2.4 NSV EEIHEINTWS, [8.4, 8.5 BH]

15.2 FEEEREABRICE D 155

15.2.1 JEMREWHIERBRICB VT, 29I FEI v + o
BRIP4 35 B H T4 L7245 5 v bo 26
T OF 104 38 [ SIS e G- 3B CHR I S 13380 5 g,
4 X O 52 HE KAER G- H R B W TOREROZ{LIX
BOOSNLD ol B, BREOIRICET 2EEH 0%
BRI 7T REEL Y &L, 16 BMP%S- o H i 3L [ 4 111
HREED 7T € RBETIZ1.6%I2x L. KA 200mg/ H #
T 4.9%. 400mg/HEET 12.2%, EH#%5 T3 5.5%TH
0. RSV T ARGRER (BRERD O 75 e REETIX 4.4%
1286 Ly AH 200mg/ HEET 8.9%. 400mg/ HEET 18.0%.
600mg/ H#:T 30.5% CTdh - 720 [8.6 Z:H]

15.2.2 RAFEAEEFVTH S WAG/Rij v b (3. 10 B O*
30mg/kg # BEENIRS) ROTA b T A7 — Vs R # T
AdrA T v b (15.6 )08 31.2mg/kg % ERENTES.) 1238
W, RAFEIEDBTE DD STz,

16. EHEHE

16.1 IMmeRiEE

16.1.1 KA

(1) BERS
FERER B PE 18 B112 5 24 3 K 100, 200, 400mg % Z2iEIE |2 H
BRI EG L2 2 &, %5 0.5~4 FFI T Cmax 13E L, ti2 1
FI14 M TDH o 720 AUC BT Crax (E P52 A LB L THEIN
L7-2,



#16-1 HEESRORYBE T A —¥

ELaEN Ty 100mg 200mg 400mg
% 12 11 12
AUCo (ug-

h/mL) 57.0 [20.4] 116.4 [18.2] | 219.1 [16.1]
AUCo+ (ug-

h/mL) 55.0 [18.7] 112.1 [17.1] | 212.5 [15.0]
Cmax(u g/mL)| 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
N 1.00 1.00 1.00
e (0.50-4.00) (0.25-1.50) (0.50-4.00)
tz (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]
AT [CV (%) tmax (EOLE (HIPH)

(2) RE®RE

TERE AT 5 B2 5 24 3 F 200mg/llZ 1 H 2 [ 7 HFERKE
RIS L2k X M S a9 3 NI S BGA, S 3 Hik
VB HIRREICEE L72o AUCo-120 D RFERENE 2.4 TH o728
FHEAT—%),

16.1.2 /12
FEMR SR L HER 1 ABICBWT6 » HEVRS 17 i
FCTONRTAPABE 41460 (HEN 46 Bl% &) HHES
N7zIMAER S 39 3 NRE %2 v CREENISE BB 2 17
ARICBIT LT3 I FOEWEE T X —F 2w Lz, K
AT BIT BT 3% 3 FokGiiE 2~12mg/kg/H% 1 H 2 [
5. (KT 50kg P Eo/NRCoRE I 600mg/ HE) T
5720 R o5fER (VA/F) 1320.71L/kg. R 3042
)75 v A (CL/F) \3AKRE R O4FE#IAKAE L, RE 15kg D 4%
¢ 0.88L/h (0.058L/h/kg). 1K 25kg » 8 j% AT 1.18L/h
(0.047L/h/kg) . 1KTE 40kg » 12 @8 T 1.60L/h (0.040L/h/
kg). 1K 50kg @ 16 W< 1.83L/h (0.037L/h/kg) & HfEE X
72y, [7.1 B3]
A1) AANT 4 Eo/NBISH LB EA L Twb,
#2) AFOKE SN2 1 Higr i, BA K ORE 50kg L

Fo/RRBIZIE 400mg. R 30kg Ph b 50kg il /NI
¥ 8mg/kg. AHE 30kg A D/NEIZIX 12mg/kg TH %o

16.1.3 £MFHIRSEM

(ELy RRS4209710%. E LNy bR 100mg)
TR AT 24 BIIC T 2% 3 F100mg (EA%y P FIA 1
v 7 10%% 1g XIZ ¥ 478y M4 100mg % 1 $8) % 225 %
L7l & 9333 FOEYHE AT A—F I TOLB) T
Hotzeo EANY FFIFL4 0y 7 10%E ¥L8y bEE 100mg
DHEYFN RS E AR S 7z,

#16-2 HEPEGHEOEYHE T 2 -5

gemmpier g |SH7Y7 PET A M o

A— 4 ay 7 10% 100mg (90%f2 X )
(1 8=24) (f%=24) oH

Crnax 1.05

(4 g/mL) 4.46 [23.5] 4.24 [29.5] (0.93-1.19)

AUCo-+ 1.00

(ug - h/mL) 56.2 [14.7] 56.0 [15.7] (0.99-1.02)

tinax 0.25 0.50 -

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

Cmax &(f AUCo-t Li%%{ﬁjqzﬂ]'ﬁﬁ [CV (%)J
tmax XYL (FEPH)
a) N4 vy 7/

16.1.4 AEMFHIEFMHHER

(a4 IRFDS10% [2H4])
SAHINDSIO% [FH 5] L¥2Xy P FIALTY 7 10%
B, ZOAF—N—FIZk)FRFR g (Sa¥IFELT
100mg) . REHE IS A 55 M VS £ Il e I PE - L C i vh R 2k
mEZIEL, FoNHWEE T 2 —% (AUC, Cmax) I
DT 90 % 15 FAIX [ 2 THEEHIRAT 2 47 - 7285 8. log (0.80)
~log (1.25) OHPATH V. WH QLY FEEVELHER S
726,

(ug/mL)
6 -

—e— % IFDSI0% [¥ 4%
--0-- KAy MR TA 2 a v T10%
Mean=S. D.,, n=39

013 6 12 18 24 30 36 42
L]

48 (hr)

X 16-1 Mg
% 16-3 JEWBE T 2 -5

HENTRX—5 BENTRA—F

AUC: Crax tmax t12
(pg-hr/mL)| (ug/mL) (hr) (hr)
Fa%3 K
DS10%[ % % % | 53.543+9.286(4.001+0.834/0.55+0.36{15.69+2.63
|<VAVA S N N

4ay710% 55.617%9.561|4.632+1.207|0.43+0.26{15.50£2.49

(Mean+=S.D. n=39)

IMLAE R EEE NI AUC, Cinax S5 0785 X — 1%, WBH 0%
P ARE ORI EL - W O RERSMNC & o TE 2 W HEMEAS
%o

16.2 ORIR

16.2.1 BEOHE
FERE R AR 24 B 5 3 3 F 300mg % 2SR 3 £k IS B
RS L7 & AT 3% 3 FO AUCo- LU Conax 125
BEFNEE oD BHEATFT—5),

16.2.2 NAFTRASEUF«

FERERL A 24 B112F 24 3 F 200mg % 30 M OF 60 45~ C ML
TR G S BRI T3 5 L2 & &, 9393 FO AUC
O Crnax FBETH Y. T3 I FEDOHR N FTXRA T
Y1) 7 1131212 100% T - 728,

16.3 9%

TERE N 24 BIZF 24 3 F 200mg % 30 431 CHL 1Al S EIR Y
Bh L& HABMK (Vd) 1331.1ILTHY, 34 3IF
200mg % HWERREL Lz & & Arosfisf (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) REEOKER, T34 I FOMBEERARKEEIL
15% Al Tdp > 72819,

16.4 X3
Z 24 3 FIEEHRI L ORENC & Y R B R L 72,
in vitro RERORE R, AT 2 BR#WTH 2 O-ix
FOVRERAC T2 535 CYP - Fffid. CYP3A4, CYP2C9
JUF CYP2C19 T - 7210,

16.5 Bttt

16.5.1 MEHER A BES 5 FIC [MC] -5 a4 3 F 100mg (40 u Ci)
Z HARE I G J O 1 eI C Bl IR N - L7 b &L
% 168 W F TLoy IRANCEE G- E D 94% K OF 97%A3HEE S, 3
AL 0.5% K TH o720 FRFNIETIH I F (830~
40%)+ O-Wi A F WAk (89 30%) . ARYEMIS: (%9 20%) Je Ot
w2 (0.5~2%) & LTSN/ (SHEAF— %),

16.5.2 M ABMEIZ S a4 3 F 100~400mg % M35 L
ol &, %Y 720K E CORPHEERIZ, a3 F 29~
33%. O-IiAx F Ik 10~15%Td - 720 IM4EH O-i » F L ko
AUCo l3M¥EH S a4 3 FO#K 10%THh - 722,

16.5.3 MEEERAIZ T I 9 3 F 200mg % 30 431 C [l 5 Dk P
WELEE, 232U 75 A (CL) X 1.78L/h THH. 5
T4 3 F 200mg & HEREOREG Lz & Ardoeh s )T
52 (CL/F) i31.84L/h TH - 7%,

16.6 HENERE2HT 28K

16.6.1 BigeEERE
EERERE O RLIE D2 2 ABEBRE 12 S T4 3 F 100mg % M lnlke
5 L7z & &, AUCo- (& ERGEIEHR & (CLer @ >80mL/min)
LI LT, B E (CLer @ 50~<80mL/min) Tl 27%.
AT (CLler @ 30~<50mL/min) T 22%. LT #
(CLcr @ <30mL/min) T 59%%5 < « Cmax (FHEEEEA & 0 HE 0 BF B
BEAS N 4 C 10~ 14% 20 o 720 BRI & HIE OB HEREAL T 12
BB O-IBi A F VKD AUC- IZEHEREIE R FH D 1.5~4.6 5T
Ho7212 BHEAF—%), [7.1. 9.2.1 BH]



#16-4 BRSO BRE NS A — 5

R EH | BERT AR | SRR
e 8 8 8 8
CLek (mL/min)| >80 50~<80 | 30~<50 <30
AUCo+ (ug- 47.0 59.6 57.6 74.8
h/mL) [20.8] [17.5] [19.0] [26.9]
2.6 2.95 3.06 3.02
Cras (ug/mL) | a5 ) [20.7] [10.0] [23.3]
o () 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 (0) 13.2 18.2 15.4 18.3
Y [17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/FE WD) mogs) | 7.5 | 119.00 | [26.9]
0.590 0.354 0.277% 0.143
CLr (L/b) [37.9] [51.3] [24.4] [31.8]
AT [CV (%) ], AUCo- 1& 0~96 BRIl tmax 1 9Ll
(SEPH)
Clr: BEZ7UT I VA
a) 741

16.6.2 MiRFENE 2T TV B REBSHEEEERE

BT % 52 0F T B R BBERE RS 0 B ABEBR 12, FB AT S
e OSBATERAE 2.5 BERIRTIC 7 24 3 F 100mg % HIEHE %S L
7oL &, BN 4R O BN EMERETIET IS I Fo
AUCo+ & 46%iKA L. B X ABERRIET 34 3 F 57%.
O-Wi A F VK 53%THY . ENf2Z VT I AETaAHIF
140mL/min (8.40L/h). O-J§i x F L4k 149mL/min (8.94L/h)
TH o722 BHEAT— %), [7.1. 9.2.2, 13.2 BH]

#16-5 HEEGROEYBE T A -5

IMEENT BT I 4 IR B AT IR
BI%K 8 8
Fa¥3IF

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)
tizz (h) 19.6 [19.4] 19.2 [26.8]
O-JBi A F L1k

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 1d 0~24 BERIE. tmax (& H1 924l
(HEpH)

16.6.3 ATikREREERE

JFRERE AT AEEE AR L7z A (Child-Pugh 4 B) (25 2%
I F 100mg/M% 1 H 2 W5 HEKAERORS L& &, /K
NZHARTT ay I FOEFIRED AUCe-120 KT Crax 1EEN
FN61% I 50%E A > 720 F 7z ARE CHRIEAL L 22 B HARED
AUCo-120 MO Crax 13 ZNZEN 47% K O 37% FH > 720 HEENF
FehERi B E  (Child-Pugh 7% C) ToOIWENEIIMG L Tw»
B (MEIANF—%). [2.20 7.2, 9.3.1. 9.3.2 B&]

#16-6 ERIREOEWBIE T X — ¥
B R EH Child-Pugh %741 B
2k 8 8
AUCo12n (ug - h/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (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]

FATEIgME [CV (%) ] tmax EPULAE (FEPH)

16.6.4 Sk
65 UL Lo mE B YE 11 B R O sl 12 T a3 K
100mg/[n1%& 1 H 2 [l 5 H B SAERIIHRS Lz L &, 45U T o
BNk 12 B & i L€ ElEE R OB W T T a3
K OEFIRFED AUCo-120 12 ZLZHL 33% M T8 50%1 €+ Crmax &
ZFNEN 29% M O 53%FEh o 2. /2. AKETIAEALL 12
AUCo-120 13 BBV L OV MEIC BT 22N 26% % O 23% 15
Mo 721900 (FHEIANT— %), [9.8 ZH]

16.6.5 CYP2C19 &z F % &
HAR N B O B AR I A 3 PE 4% 18 Bl % . CYP2C19 st = T-H12
Ko AHRES I L Y AdUtEEEE (UM) 160, wafCHe
# (EM) 17 #, HrRAEHRES (M) 10 B, RO #ES (PM)
SHNIHT. ZOHEICT TH 3 F 100~400mg % Wi 1% -

L7zE &, 7a% I Fof&kSm K OMRE THEE(LL 72 AUCo«
2. EM IZHAT PM T 24%. IM T 10% 5570 722,

16.7 E4HEIER

16.7.1 EMHEE(ERARER
Z a4 3 M, B © CYPLA2, 2B6. 2C9. 2C19
KO 3A4 IR L CHFEMREHZR ST, CYPIAL, 1A2, 2A6.
2B6. 2C8. 2C9. 2D6. 2E1. 3A4 JO¥ 3A5 123 L CRHERH %
IRE o725 CYP2C19 1 2xh§ A BHEMEH A/RIE X 7z,
5 a3 FiE, P-REOEOMREINZIVE TR L. P-HEN
ok L CHEMEM 2R & 2o 7217 (in vitro)

16.7.2 BREREMHEIEARER

(1) A=< EE>
RERHERABE 1961, 934 3 F (200mg/lHl, 1 H 21E) O%E
FIRREICB W T, 5V CYP3A #F8SE R OV R > CYP2C9 73k
WTHDHANNTEE Y (200mg/Fl, 1 0 2 W) % BFHBERE
PH L&, PN EE L IETaY I FOEFRRED
AUCo-120 T Crnax 12358 % RIS eh o 7o R AP M: 18
B, AN EE Y (200mg/ll, 1 H 2 M) OEFEIREICBW
T, 73% 3 F (200mg/ll, 1 H 2 E) %460 ERE3%E- L7z
LX, a¥ I FRIANMNATEE Y OEFHRED AUCo12n LY
Coax | OB E RITE o 7218 WEIAF—%),

Q) #xFTFI—-1
FERER AL 34 6112, 24 3 F (300mg) M M52
BWT, §9\W CYP2CI9 FHESETH B4 A 75 ' — )b (40mg/ Ml
TH1ED) 26EHERI G Lz & AT/ —=iETa
3 FO AUCo U Cinax \Z3EE % IT S B h o 720 CYP2C19
WHETHHE AT TV =) (40mg) OHEFEOFEGIZHWT,
Sa%3IF (300mg/[l. 1 H2M) 2PHRERO#%S Lk
E,. 3% I FIZF AT T =D AUCoH B Coax (2B E K
EFE o219 BHEATF—%),

3) IFITL
TERER AP 33 B2, CYP3A B CTH %I ¥V I 4 (7.5mg)
QMNP GICB VT, 343 F (200mg/ll, 1 H2 M) %
PERRABERRPE G- Lz &, FaF I FIZIFVILD Cax &
30%HEHN X 728 AUCo- (258 % MUT S e o 7220 (JLEINT
—%)s

@ 770>
TERER N BE 16 B2, SST V7 7Y S CYP2CY BB TH 5 7
V7 71) ¥ (25mg) OHNMZEOHEGIZBWT, a4 3IF
(200mg/Inl, 1 H 2 1) %PEAIBAEREIIRS- Lizk &, 7393
FIZS KU R-TV7 7Y ¥ 0 AUCo-t S T Crmax 138 % 21T
2= 3 N = IR S 11 R 0 = B N w OV Sl 5 RV B 3 Lo i
(INR) DA Y AUCo-168n W 5EEEE RIT & T dr o 7220 (SHE
AF—=%)o

16.7.3 BEMEMERERER
HAERAROHEANDEAKODNREOTA»ABE»HHS N7
M S 34 3 R T — & 2 T, RHEREEBIREMAT % 17
5720 ZOMR, CYP FHEMEHE AT LI CALAETHL A
WNREE Y, T2 b Y ET7 = /7 23VE Y — VoI &
D, a9 3I FOEWIRED AUC 1Z. ARLU/NET, &4
25% % OF 17%iR A L 72922,

17. ERERELIE
171 BHRUOREMICET 25k
17.1.1 EEHEFSE IHERER (BEEE RA)
P UIHOE T AN A L B S N30 56 (kAL
iz &) LERSFOBEMEMNREEL AT % 16 %L L
DEFEZNGE LT, F 3% 3 FiE 200~600mg/ HED A v
NI XY U EigE (CBZ-CR) 400~1200mg/ HiE2) % Hif 2 THe
OG- Lz e &, BEZEGHEH T % Kaplan-Meier {12 & 0 ¥
L2 a i RIC B 5 6 » ARIBENERI TR LB
D TH Y. BEZED 5%EEX O T R0 %E Sh 9%
PERRSFUE (-12%) % Bl 5722 &, CBZ-CR D 6 » J %M
HRFIH T 2R 2D BREEX B O THRMED L (X E)
2. TOkE L2 L ERAE (-20%) % Ello5722 &E25,
CBZ-CR IZH§ 5 5 a4 3 FEOIEHBUD TR SN2,



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

.3 N
RS sepean | mem
T I R 00 |
MR | P | B e [95%15 | [95%15 (%) ©
e (g | BB ?
((';/O)E)' f] 2 | 2w
a4 89.8
k 397
RS )
FASY [ : [-5.5, | -6.0
91.1 ' '
B 2.8
CB%CR 4429 (63;87) [88.2, !
1 9.0
| e | | e
PPS® et . 94.31 [_—13'33 -5.7
92.8 iy '
- 2.7]
CBZ?#CR 307 (721858) [90.0,
© 1 95.5)

a) Kaplan-Meier 512 X 2 (2 3 » B OFMERE (2
\ILLF, 3mELE) %k & LC Mantel-Haenszel (2 & 0 #i4)
b) 7Y 3 FEEREOIHEEE - CBZ-CR 0

¢) HEFEDOREMZE D 95%EHIX M O Tt/ CBZ-CR #E D sk
%100

d) Full Analysis Set

e) Per Protocol Set

f) HARNER 7 Bz 5

g) HARNES 13 #% &

B FEEMITRERIC L 55 a9 3 FERET 400mg/ i~
WAL L B o 2 BERNEATGHIE LTl 7246 D FAS
B2 BENM R LBE R (#E (%) 1 30873 /444 1
(69.4%) T& . Kaplan-Meier 12 & ) #E L 72 581EN 3%
[95%EHAX F] 12 84.1% [80.5,87.6] TdH -7
RITEFSSBUNE X, T a9 3 FHelEC 37.2% (165/444 Bl) Td
o720 ERBIERIZ. B F v 7.9% (35/444 1) 9557 5.6%
(25/444 B1) . 1EHR 4.5% (20/444 f5]) T > 720
1) AFOKBE SN 1 HiFE R 400mg TH 5,
H2) AN BYE ARG TIRAE STV AR,
1 3) 200~400mg/ H %5 - CTHAEDN I L 72 B

17.1.2 ENETHEHR (BHEEE. RA)
1 HOBAF DT AP ASEZ TS LT3 16 UL E o5 51E
EHTLTAPABEZNREL T, 7343 F§E 200~
600mg/ HEDREO 512 & 2 AR D B2 -2 &, 62 A
MIFEAEN 2 B DHEI 13 46.2% (6/13 1) T o722,
BIVERI S BUHEE 13, 84.2% (16/19 ) Tdh o720 FEREMEHIZ,
FENED 0 42.1% (8/19 B1). il 31.6% (6/19 ). Mlfztk
DF Vv, LA 10.5% (2/19 1) Tho 7z,
H4) AR OKB SN 1 ARr i 400mg TH 5o

17.1.3 EREEEIHERR (FAEE. KA)
PEAE DI T A ASETH55 2 SRR R 235 & N Wik 5
e B35 16 Ll O HARANK OHEA D TADA B 547 Bl
(HARNEF 14200 %2 &) 2% e LT, 7343 FiE 200,
400mg/ H X3 7' 7 1R % 16 BEFEII3% S A0 TA AR
1~3#ILDOBH) Lizk &, FEFHEEH TH % BIEgW I
THMEFENE O 28 Hd 720 OB s BB tRIE TRERO L B
DTHY, 79 REEL T TV I FiE 200meg/ H K OF 400mg/ H
BEE O THEMEMICHBE R EZDRO b, B, KRBT
5 50%L ARy F—L—1 (28 HH 720 OEBGFAEMIE A B
WM & R T50% L Ed s L2 BEDEE) &, 79 R
19.7% (36/183 1), J 2% 3 F§E 200mg/ HEE 38.5% (70/182
Bl) KOS a9 3 N 400mg/ H B 49.2% (88/179 Bl) TH -
f:ZS)O

F17-2 FEFHIEE TH 2 BIEHRI§ MR o 28 H
b7z Y OHFRGIENEI BAALE

28 HH72H D 75 & KRB
W | REERD| p o | +5H A
LD [95% 15 HF X [ ]
T AKEE | 183 12
200mg/HEE | 182 333 | <0.001 29.4
: : [18.7, 38.7]
400mg/HEE | 179 450 | <0.001 39.6
: : [30.5, 47.6]

a) Full Analysis Set

b) i yefii

©) AR U ZHEREIM o0 28 H & 72 0 o5 FAE R S % BUS %
B PG R OVE & KT B L 2B O 28 Hdh 72 h @
ISR B A I & 3 B IS BT

d) LT & 0 e SNzl N SRl S RIS L 22 gs
FERERA = (%)

BRI SSBBUEIE, T a9 3 FEMT47.7% (173/363 61) TH
o7 TREWERIZ. REITED T 22.9% (83/363 1), MR
8.8% (32/363 ), #i#4.4% (16/363 61) T -7z,

17.1.4 EEHFARAMGREHR (RA)
EIBR L 45 AR (PRAME) 256 T Lz HARR O E O B
47361 (HANBE 123 61% &) 2% LT, 343 FiE
100~400mg/H % 1 H 2 20T TRO%KE L2 & & (i
IR 767 H¥kE) . BATREBROBLEHMASD 28 HdH 72 ) ©
RS E M ER A SR O gl 1 55.23%. 50% L AR Y ¥ — L —
}iZ56.3% (265/471 ) T - 722,
FIVERZSBUEEE L, 7 39 3 FEehET42.9% (203/473 ) TdH
o720 EEWEMIZ. FEITED $u 17.8% (84/473 1), fEIR
5.7% (27/473 1), TG 3.8% (18/473 Bl) Tdh 70

17.1.5 B EMHERER (I2)
AT OPUT A D AT 505 B SRR R A 5 e Wil 5%
VER AT 5 4L 17 iR O /NR T Ad A BH 343 Bl % 14
LLT, 7a¥ 3 F (IRE 30kg A o B 1E 8~12mg/kg/ H.
1R 30~50kg A D H# 1L 6~8mg/kg/ H . KE 50kg LA E o i
13 300~400mg/H) XiE7 7 A% 16 MRS (HED
MCADAEI-3HLEDOBH) Lz &, EEFEMEHTH 2
BIE N3 2 MR R 0 28 H & 72 0 Ok 5 VEm S L&
BTFHEOEBYTHY, 7KL T a4 I FEE OB CHa
FHNHERENRD SN2,

F17-3 FEFFMIHE TH B HIRIZH§ 2R o 28 H
b7z O ERGFENE M B LR

28 HH2H D AR SN o)
B BB FEVEREL O | p Y | 35
AR [95%13 M IX [ ]
7 RKEE | 170 -1.55
31.72
J a9 R 170 -3.05 0.0003 [16.342,
44.277]

a) Full Analysis Set

T RO 2 HNE. MEFEIN O FAERE T — 7 1SR (FEH
FEOIEH O 10%H8) H3d o 72720, RIS EZD o7z

b) Hrgfi

c) In (X+1) (X &5 MERE) CxbFZsii U5 FrEm
. P58 BEA L2 ERE R A KT & Ly o B L
7o BIE I O 28 Hd 72 ) o5 fa A & L7234k
iy

d) 7R BT HMPE (%) =100% {l-exp (/NI
YOI a3 FEE TS EREDS)

FEIVEHIZE B IE, 9 a9 3 FEET 33.9% (58/171 1) TH -

7oo FEEIERIE. MBI 14.0% (24/171 B1). i78h 1D F v 8.8%

(15/171 1) TH -7z

17.1.6 EEHEE I ARBBESRERBR (MR)

41D 1T BOEBEEGFHFEININBTALABE 136 1 (HA

N 46 B, ZREIN 90 B) A5t e LT, 9343 F 12mg/kg/H

(k3 50kg VL b B3 600mg/HES) £ T% 1 H 2RI

TROG- L7z &, BISHII D 5 OB HF MBI 2 55 %

PER B LR D h Jfil12-52.73% (H AR N T-27.63%. #4EA

T-60.56%) T o728,

EIVE BB 1X, 56.2% (77/137 BI) T o720 EREMEM

1E FEEIED $ 0 20.4% (28/137 B1) . IR 19.7% (27/137 Bl) .

ik 8.0% (11/137 #1) Th o720

H5) AKIOKR SN 1 HieHmEid, AR OMRE 50kg DL
L o/AICIE 400mg. AR 30kg Ph b 50kg A /RIS
13 8mg/kg. A 30kg A d/NEIZIE 12mg/kg TH 5o



17.3 20Ot
17.3.1 DERICHY &
EREBA 214 $112 7 T4 3 N 400mg/ H. 800mg/H™ 8 ix 7 7

LR % 1 H 2025 T 6 HBKAERORS, IFEF> 7%
H3400mg/HA 1 H 1M 3 HBEERDORS L&, 93
B3I NI QT MBEILE L adh o7z 3% 3 FiED PR HKE
DOFIZEALRIEZE 6 HHOHRS 1 MBIk E R Y, 7K
L D7#E. 400mg/H T 7.3ms. 800mg/H YT 11.9ms TH
2722 MEANT—% ).

1 6) AHIOKEIN1 Hig

18. FExhEkig

18.1 1R

S a3 FIRBEBMKGENEF D) A F v 2OV OREE = ANE AL
IR IS L B BEIRRE I B AR 2 22 L X8 5
ZEW Lo THITWRAEMN 2R T EEZ LN T VAN,

18.2 TADPARIEICHT 21EH

F a3 FIRBEMESE~ Y A, WS~ K v 2wy
A, MEEFR VR Y 7RES v b 6Hz TADARIEY Y AR
WREBRY a vy 75 (YA, T b)) OEBFNEROEMESE
% B U 72 B8 € 7V IZ B\ TI R 2 ) L 7230,

18.3 M TADAEMIER

R EZNE Y FY 7Ty MIBWT, F 8 Y 7K
ZPIHIL 7232

19. FRAICEEY 2E{LZIAME
— M 3% 3 F (Lacosamide)

EHEIE 400mg TH %o

124 : (2R) -2- Acetamido- N-benzyl-3-methoxypropanamide

4513 CisHisN203

T 250.29

PR HE~REGOR K THL, 28 7 —VIZHETRT L,
T8 =) (99.5) IZRREITRT L, KITRREITIC
v

asai Sk

o
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