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20264F 1 ASET (557 W, FREERS
By & SiRGRAE

HxhEE - 367 A

C LSy I AGHTRE | € A5y 1 lTHE
n R 100mg 200mg
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i) EE-ESEORTEICLVEHTL L

2. M2 (ROBHICIEIBELEWVWI E)
2.1 RHN OB UBIEGE O MALED & 2 B
2.2 HEOIEEREEDDH L EH#(9.3.1. 16.6.3 ]

3. fER - MK

3.1 #mk
W 9 % |8y b EHENELOmg | ¥ A28y b EHEHE200mg
- o] A7 1T v
wom AR

W) AHOEBEOFRTARIIFERELD S, FRazlyl¥

HIRDZETH 5,

3.2 RFOMIK
W 58 % |Ya/8y MEHTHELOmg | ¥ A28y b #HE200mg
13 N B O

pH 3.8~5.0

& 9E T I 1 CERERECT 5 1)

4. THEESL IS 3hR
—BHICRORE A TELVBEICS 5. TROKE
KXY 573y I FEORAORERE

OTANABEOBARS (CRMELRILEIEZET)

OfDRTADPAETHIEHRPBHSNEVTA
PABEDBRERRRECHT BRTAPAELED
BEARA

6. AERUVHAE

7 a3 FoOROELG-2HRKFNY ) B2 2546 ¢
WL 7V I FREORSG LE T 1 AR RO
BIZTy 1R 23055 20 56053 AV T i IR P4 5
T 5,

F 3% I FORORGEL AR 2857 5846 ¢
WA EE, RAIZIE T 3 FE LTI H100mg &
DG ERIG L. €Ok 1ER EOMEE H 1 TH
L, MERHEZ 1 H200mge 3525 Wb 1 H
2 My 1l % 3045 5604520 T R EIR Y
?X“%‘—T%O
AN R, 4L Eo/RNBIZIE T arI FE LT
H2mg/kgk DV #5-2HIE L. 0% 1AM O
faHIrCl HH#EE LT 2mg/kgd oHw L, Hikr
Ji & % AR E30kg A O /MNBIZIE 1 H 6 mg/kg, AHE
30kgll E50kg A 0/NEIZiZ 1 H 4 mg/kgd 345, W
TG 1 H 2B, 1 %3052 5605 22F T
FEEIRNIX G- 5. 7272 L. RES0kgPL EO/NET
3. RAELRUHE - ez Wb 2 e,

WINOLAEICBWTH, ERICE ) EEEKTE S

25 1 HiREHRGEROCEEAFEDTOEB) LT5

k.

BN TR 1 Hi s G- 13400mg % # 2 2\ 2
L, WRIIEAMUEOMBEEZH T TIHHEE
L CT100mglh F9' 2479

AN 4RV E /RO 9 BARE30kg A D /RNE T
1 H12mg/kg. AR #H30kgll F50kgA i o /MNETix 1
H8mg/kgZz vz & &L, #aid 1 HEBMED
MEZHTCTIHHAREE LT2mg/kgll F3F2179,
72720, ARESOkgPL /R Tk, A LFI U 1 Hix
EEGRE MR REETH I L,

7. BERUVHEICEEY 2R
(B E)

71 2V 7F=v 2975 Y AH30mL/minbl T @ &
FRORWIEREER ED D 5 BEITIE, AR HiRE
&8 %300mg. /MEIE T HigmHE%25%mE s 35
REMEICHGT AL, o MEEN % 2T TWw
HEFE TR 1 HHEIOMZ T, MEEN#ICRKT
1EHEOFROBIMEG 2 E/T 5 & [9.2.1,
9.2.2, 16.1.2, 16.6.1, 16.6.2 =]

7.2 BEXIPEFEOFEEREODH 5 HEH (Child
PughZ AN OB) 2k, AR IH&ESH &
300mg. /MBI 1 H s a2 25% 00 & 4 7% LY
HICEG5 T4 8, [9.3.2, 16.6.3 ZH]

7.3 AHID 1 HixmHEIZARE kg R O/NETIZ T H
12mg/kg. & HE30kghh F50kgk G o /N T 1 H
8mg/kgTdh b, A#l% 1 H8mg/kgxitB 2 THH L
T B IRE30kg A O/NEAS, BRIV E IR
E30kglh 1 & %o 72845 101E. BB OREL 54512
Blg L, RBOCBEMEHORBZEE L) AT, @
YaHEZRETA2 L, BB, AMAREILHT S
&,

7.4 FIEFIRNB S 2 SRO8512W ) B2 2 BokD
BG-oMER O, SEERNES-LHC 1T HE
EROESNBETEI L,

7.5 RO GDTHRICE - 2 HERERHICT I I
ROHEANC B2 L2 L [ENAORERREBRICE
WC, 5 HIE %882 72 MR N G- o FREEIE 20w, ]
(RERRFEE)

7.6 AFHZ R BTSRRI 284121, ik
DYTANAEEIHT L Z & [BRABRICB VT,
s L R AR TSR L 3 2 ARHI Wil 5 C i AR 2
W, ]

. EELEKXRIEE

8.1 HHHICBI 25RO WE W LS Pk
LD, TADPAFIEDOWE T TA D AERIKEDS
HOobNDLZENHLDT, a4 I FokG ik
FTAHYAIE, A e THEBMEIT THE A 12
wY AR EEEIT) T &,

8.2 FEIED T v, BHLL IR, BT - £y - K
EERE SO T A 22 L 25 5 DT, KK
PO BEIIEHBEOEIRE, fGla ) Mo ERIE
WRFIR LWL ITEETLI &,

8.3 PRMIBDIERE D H S5 bNDE I EDHBEDT, KK D
PGz L EOBERE 7 u v 7 SIS 5 fER
CBIR. MRIGECEA S IRIAAEE, BEHIR5 B 5 DIk, el
BiE, BUINE) oRBIEET LI L, KHOHKE

i



HIZZ D &) BIEIRD D b b 7EI2id, Eiios M2 hEMRKEIRERMBE (Toxic Epidermal

BhEZITH LI BERFFORBEEICIRET LI &, Necrolysis : TEN). R /& 5 R IRAEfR 8F (Stevens-
MRS ER EIEDOLHE (OB ZE L O R 4 %) JohnsonfEMREE) (V91 b SR A H)
DMAEDOHLEBEH, F )T AF v RANVEE (TVF e RLBE, KIE - ONS Ay 29 FE, IHEER, TS,
FIEMERESE) Db b BE. PREBOEE#E-T B2 LI 465 ) S 233 & N2 B A\ 33 5 % o 1k
DB 5EH %20 L T2 BEETIE, AHTE5H L. bR LE %479 2 &
B B OARKII G L O ERRAE AT 2 &, BEO 11.1. 3 FFIMEAREERE (L)
R OIREOZAL A R BET 22 L. [9.1. 1, WIBEEIR & U TR, RBED RSN, B HEAERE
10.2. 11.1.1 ] S0 UOSHIMERE, FERRN. AFEREkI S, B
8.4 GRIBANE. WA, BURMESEORAERD D S bR, U SERINBLSS % P S SRRSO FAE 20 BB RSB
EHBREMICELZ L HDHDT, AFFGHIIEEZED LML EDNHD, BB, L PALVRZAT A IR
REE M ORI DAL 2 1R BT 5 2 &, (8.5, 6 (HHV-6) %0 4 L 2 OFHEMALZED & &A%
15.1 ZH] %<, Bk b 5B, B, IFRRREREES 0
8.5 BERUZORMGE KB, HBRSRS R WO D 2V IZBIEALT 5 2 L 25 5 DO THEET
REBLOTRENYEIZ D W T 3 247\, PEHT & 5% kY,
AR 4D KO RS A L, [8.4.15.1 BH] 1.1, 4 SERIRE CHEEAW)
8.6 WMl BHSOMRREEDE LS NS H S DT, 1.2 ZDOEIER
gjjgf;;fgﬁfﬁ;@;&iﬁggﬁﬁﬁ L WRUSE] 3%PE | 1~ 3%kik| Lokl | BUEAY]
SR ht AR B
- T E =23 IG5 A } ,ﬁ‘ 4: OO N T = N _-»;u,“ N F:k‘ f/ij‘_/‘ E4
9.1 BHHE - BEESDSH 5 BE S, IR | 2 B, |
9. 1.1 DMEEEEPEED VRS (DHEEFOR g BT
2%) OBENHZEE. FMUILF v XIVEE - SEELIRTE,
(FIVH S ERES) ODHDEE T zg%gﬂg
AHOPRMBILRAFAIC X ) BT 0 v 7 %9588 et ™
THBENDH 5. (8.3, 10.2, 11.1.1 L] i, TER,
9.2 BipRERE mﬁﬁbif
9.2.1 EEBHRERENS 28E 3AsT-
(7.1, 16.6.1 218 AECAD A
9.2.2 MiEEH %2 TV B RMBBERERE fit Bl Bl
[7.1. 16.6.2 ] . 1 1L BR 3
9.3 FrigaeEEaE : &
9.3.1 EEDIMERENH 5 EE Tl W | LR, [
BHLRWE &, KAOIMPIREY AT 2B2h Wi PR, S,
Db, [2.2. 16.6.3 B e
9.3.2 BERIZPEEDFFEEREDH 5 BE (Child- s LEME) | LR
PUEhHIRARTE) b Wb S
o 15;'&;‘ 16.6.3 %] fﬁ?w e
HEIR U AR L B ITRERED B 5 ZPEI 1, 03 L = — —
DERHER W % FI 2 & HIBE SN2 a1 0 dk | B R LR
543C k. il
59 MZBLTIHRBIMEASED SR Tw5, e e O
9.6 &I i e % AR
R EOA RN R ORILREO AR ZZE L. & . A o> |
DRE IR 2 RET 52k RILaR "
e PELITIABATT 5 C Ll ST 2o o, TR | AT REE, R R | W %.
9.7 /hNIEa ECRCATBET | SyRIEHE | 2. SLINEH | U 5) K 4
9.7. 1 &M AKREIE, HiAEKR, LR 4mkimog) e FEBA. |G, IE
ST 2 BRI 0 L T e ot A, RHRA | B8 67 £
9.7.2 /NILBHE OIS TR T B WAL 2 4% 1o
R BRI N - L L I T T Wiy, W
9.8 EE%% ) E SR T H A £ I3 B F > P < 23]
B I TR AT LT\ . [16.6.4 % i) EE;“?@?@“*”W SIEHHI~OY ) B2 RE) T
HE
) 13, BEES
10. fHE1EH 13.1 fEdR
10.2 HREE BHAICEETRZE) MRS (5K12000mg) 12 & 0 5B & 7z 2k
S| 47 BeRRED - B | KRR - fal T E REIES T, S, JEE (R R I EASEAE,
N S NI LMz &= 3 Y N
PRIKE OILIE & R 2 | 5571 7 7 545 | 0 1 12 & D PRI Efgﬁ Qﬁiﬁi‘)—‘ :Lf:gﬁ&b /51;&}%5%
THBIROHLEH | BT BN D D, | WEEIEAHM Do Fion 7 s me e b -
[8.3.9.1.1.11.1.1 & 1B 5 B 7 7B CHREPHRE SN TV S,
] b5, 13.2 Wig
B AFNEMPGENTIC L D BRETRETH D, FHL T2
1. BlfEH FEROBLIE TG UCHEN O E % Z BT 5 2 &,
ROBWERD D 5bID T EhdDOT, BgE 45 [16.6.2 28]
T, REDRO SN G Ed T 2 7% Ll . .
OB (5o 14. @8R EDER
1.1 EXAEER 14.1 EZFFAREFOIETE
1111 BEJ7Oy 7., &, k@ (Wb 1%k 14.1.1 KA FHRR LTG5 TEX 2, HRT 296
PREIBOIEEZ T BZNDH 5. [8.3.9.1. 1, ZERELHL 5%7 B HERREOUI AR ) 7
10.2 &) Jl/i‘f'(“ﬁ$ﬁﬁ‘5 &, MRBIE EHRLLIHEHT 5



14.1.2 Fffk, ZEIO3EHTIC R 2RO 556
L aWnwZ &
14.2 EHRSHOXE
AR ORI EERET B T &0

15. ZDMDEFE

15.1 BRER{EAICE D 53R

WAL CEME SN BOMTAPAREIIBIT S, TA

A, AR BSE LR E L2190 7 5 £ R R

KRB OME RIS BT, BRSERTHEMENO

BB 2705, PLCTAPAROIRARETT I R

I L TR 2 EE < BLTAD ASEIRN#E £ 043%.

7T R 1 024%) . PLCTADAEDORARETIZ, 7

I 2 RBEELHERIOANDH 72 VIINZ W EFIHE SN

(95%IEHEIX I - 06-39)0 F72. TANABEDOTT

TN—TTiE, T EREEEHANI000AH72 0 24N%
LRI Twb, [8.4, 8.5 ]

15.2 FEEERRERABRICE D 154k

15.2. 1 JEERSEW B RERERICB W, T39I Fid
5 v b QKRR GHI5H B THA LA
F v b O2638 8 K O 104:8 [ AR B 53 1 5B TR

WCEREIIED SN, 4 X OS2 B K AEY G- R
%wafﬂm¢®ﬁwu RO LMol #

. BHSEOIRICHT2EEHORBFI T I R
ﬁih%<‘m@ﬁ&%@5¢%m%MWﬁ%@7
S RBETIZL6%ICH L. T 29 3 F200mg/H &
T49%. 400mg/H#:T122%. EM#K5 TIE55%T
HY . W AR (BEEHE) o7 I REET
1344%2 % L. 7 2% 3 F200mg/H B T89%.
400mg/ H £ T18.0%. 600mg/ HEET305%Tdh - 720
(8.6 &)

15.2.2 RAFEIEETFT NV THHWAG/RijZ v b (3,
10K U30mg/ kg BEIENIES) RUA b T AT =)V
BMEEERMMTAPAT v+ (156% 081.2mg/kg%
BT H) 12 B VT RIS E ORI SERD S 7z,

16. 4 EhHE

16.1 MAEE
16.1.1 KA
HA N AZ T 249 3 F200mg % 3045 [ X 1360
T ERIR NS ORI G- L L &L T a3y
I FOIMEREHER KO EYEE T X — 512D
TOEB)Tholze HOKGRELILEEL T, MiH
IR P G- DAUC, M UC ol ZHREE TH - 72,
B, 7a%s Fiﬁ’z@ﬁ@ﬂ/“’f FTRAFE) T4
1ZIFIZ100% TdH - 727

(ug/mL) RT3 = 959% (3 I 1)
10 (ug/mL) o0 7 4 3 3055 ] L MR P
10 000 7 29 3 LIS
9 L 9
UE 81
8 '_1; 7-
6.
a
o7 5-
i T
6 4 k34
2 B2
5 14
4 n
Fo4 00 05 10 15 20 25 30 35 40(h)
B e
i 3

T T T T T T
0 8 16 24 32 40 48 56 64
PG IR H]

(ug/mL) CRRTTH{ = 95% I )

10 (ug/mL) o0 5 1 3 FG055 I L IR 45 -
104 000 524 3 MELHE G
9 it 9
3 8]
8 74
7 64
a -
M 7 54
3 T4
R K 31
7 B2
- = 1
E 44 00 05 10 15 20 25 30 35 40(h)
5l B 1R
B
1 -
O.
(') ;3 1I6 2'4 3'2 4'0 4I8 5IG 6I4 7I2(h)
B HIER
AP G RO SEW B E S5 2 — 5
S B e 30511 60511 L.
NG A—F P P R
B%L 23 24 24
AUC, (ug - h/mL) | 110 [156] | 111 [162] | 106 [15.7]
Conax (ug/mL) 847 [253] | 799 [167] | 7.60 [286]
s 05167 1.000 0.7500
(0.500-8.00) | (1.00-127) | (0.233-2.98)
ty,(h) 121 [166] | 123 [184] | 123 [158]
B M [CV (%)) toa TSl (FEPH)
I S Bk RT3 O
ISTA=T | R | 90%IS X 1
30431t EE: AUC,, 1.037 1.010, 1.064
FELIBe - Conax 1110 1.019, 1.209
6043 A ERE: AUC,, 1.043 1.017, 1.070
RELIEES- Come 1.052 0967, 1.145
16.1.2 /R
M3 B O EE M L RBRIc BT 6 4 AT

M H17HE TORRTAD ABEA146] (H A 46
BlEat) »oEonzmiEh s a3 FikEzH
W CRHE RIS B AT &2 1T NS BIF S T 3
H I FOEYBEE T A — & g LTz AIEHIC
BIFS7a%I Fokb5=132~18mg/kg/H % 1
H 2 [ # 5 (K ES0kghh I o>/ T o b i
600mg/H™) TH o720 BT O5AmEM (VA/F)
12071L/kg. A2 o482 1) 75~ 2 (CL/F)
AR K ORISR L. R E15kg? 4 % L T
0.88L/h (0.058L/h/kg). AH25kg? 8 i3 T1.18L/
h(0.047L/h/kg). KEAOkgD 122 T160L/h (0.040L/
h/kg). HE50kg?16/% ) T1.83L/h (0.037L/h/kg)
i EngY, [7.1 ]

D AFNE 4R EoARICH L CEAE A LTV 5.
1E2) AKIOKB S N7z 1 BRI, A Ok ES0kg

U E @/ RI213400mg, A HE30kg bl E50kg A i 0 /s

W2 1d 8 mg/kg, AR E30kg A il O /N I121X12mg/kg
Thbo
16.3 9%
FERRE R AN 246012 7 29 3 F200mg % 3043 [ C Hi ] pi i

@%W?%Lf&g\“ﬁﬁﬁ(vw F3LILTH Y
5 a4 3 F200mgz HInFR G- Lz & &, B0
AR (VAd/F) 1£328LCTHh - 72,

in vitro (7 3% 3 F15~60ug/mL) K Wex vivo (5 3
3 F07~55ug/mL) EEEOHER, T34 3 Foull
B TR RIE15% AR Td 5 727,

16. 4 54

7 a3 MISEPER N OGN X D RNA ST L7z,
in vitroiRBRDAE AR, HEAINIATFNE 2 ERBY TH
B0-Pi A F IVARE RN FICH L3 2CYPSH 1Al
CYP3A4, CYP2COKUCYP2CI9TH o 72,



16.5
16

16

16

16.6
16

Bttt
51 R AR 5 B [MC]-T 24 3 F100mg
(40 u Ci) % HilRR I8 5 % OF 1 B[] C 4[] 2 i
RNPR G- L7 & &, Be G- 1685 £ Lo, JRAICH
L 094% K U97%A3HE = 41, A~ O3k 20.5%
KiliTh otz RBNETIHIF (F30~40%) .
O-i * F vk (#930%) . ABVEW 4 (§920%) K& O
MR 2 (05~ 2 %) & LCHEIX 7" (4}
EATF—%),
V5.2 ERER A BT a9 3 F100~400mg % Hila]
B G- L7z b &, 5720 M %  To Ryl
. 7 3H 3 F29~33%. O-i A F VK10~15%T
otz MEEHO-Bi A F VKD AUC, (FIf 4 5 o
F3I FOMI0%TH - 727,
5.3 MEHERL LS T 3 X F200mg % 3055 T ML 1]
FIEEIRNES- L2 5, 827075~ A (CL)
1Z178L/hTH Y. T 24 I F200mg % Bl 55
L7z &, Ardosys 7S5y (CL/F) &
1.84L/hTHh - 7=7,
BENDEREHT 8L
.6.1 BipeEEERE BOFICH T 2RBRE
EREREDREE DR 7 B ABERE T 29 I F100mg
ZHMEEOHRG Lok &, AUC, |3 B HEpE IEH &
(CLeg:280mL/min) & Hi U C AT (Cloy:
50~<80mL/min) TIi%27%. HEEEHKTH (Cle :
30~ <50mL/min) T22%. & FEAL T % (Cleg:
<30mL/min) T59%5 < v Cou\TIRFED & HEE D
FEHEAC T 3 CTl0~14% 5 o 720 BRED L EEDOH
BRI T B2 31T 5 0- 2 F L kD AUC, 1 B HERE
EHFEDIS~46HTH 7Y HEATF—5),
[7.1. 9.2.1 &)

WA 5 O IEYBYRE S5 R — &

EhkRE % WEREICT | PARREIRY | KT
gL 8 8 8 8
CLeg (mL/min) >80 | 50~<80 | 30~<50 | <30
_ 470 596 576 748
AUCu(ug-b/ml) | roggy | [175] | (1901 | [269]
269 205 306 302
Coas pg/mL) (3501 | [207] | T[100] | [233]
o 10 05 05 10
0520) | (05-1.0) | (05-10) | (05-15)
. 132 182 154 183
ve (76] | (1871 | 11891 | [278]
213 168 174 134
CL/F(L/b) (2081 | 11751 | 11901 | [269]
0500 | 0354 | 027" | 0143
CLe(L/h) (3791 | [513] [24.4] (318]
BTG [CV (%) ], AUC 43 0 ~96MF R, t,, & oefil (FEPH)
CLe: B2 YT 9%
a) 76l

16.6.2 MRENZ 2T TV B RABREREEE (B

mb [ o 1 )

LSBT % 30T T 2 K BE R R E o AR E
Wy FEENT IR L ONENT BHAR25IE AT IC T 3 3 F
100mg % HLEFE G- Lz & &, JEEN I 4
W] 0 BT I T1E T a9 3 FDAUC,, 1346%i#,
L. B X BBRERRIZT 3H¥ 3 F57%. O-Nii
AFNVARE3%TH Y, BN 7V T T AETIH3
F140mL/min (840L/h). O-Fi x F )V {K149mL/
min (894L/h) TH 72" FEAF—%). [7.1,
9.2.2, 13.2 ]

Hin 4 G- O SE BiE X T A — &

LSBT JEEAT IR 4 TRE ] EAT I
B 8 8
FaAHIF

AUC,(ug + h/mL) 432 [202] 232 [15.1]
Conas ( g/mL) 3.18 [224] 279 [22.1]
Ea () 050 (0.5-4.0) 0.75 (0.5-2.0)
t12(h) 195 [194] 192 [26.8]
O-Jii * F L1k

AUC,(ug + h/mL) 6.63 [74.3] 343 [685]
Couas ( g/mL) 048 [695] 0.22 [69.1]

A FEIIME [CV (%) ]2 AUCy4E 0 ~24BE I, t,. & oefili (FEPR)

16

.6.3 FaeEERE (BOFICH T 2HBKE)
FFBRRE 2SR A5 B I T L 72 A (Child-Pugh%-JB)
\2F 34 3 F100mg/Inl 2 1 H 2 [l 5 H [ B AE#E T
B Lz & BERANCEXRTT Y I FOER
IRHE DAUC 2 OC,. 03 7 1L 2 161% I U°50%15
75‘0 7‘:0 i f:\ 'ﬁgi‘fgiﬁ'ﬂ: L f: %'—l%‘;lk:%g\o)AUCOIZh
J OSC ol & B NAT% M O37% 5 7> o 720 T JE T
HeREE B % (Child-Pugh%¥iC) ToOEYTHEEIL
B LTwew BHEATF—%), [2.2.7.2,9.3.1,
9.3.2 ]

SERRIE DY B T A — 5

I B I Child-Pugh’3#iB
BiI% 8 8
AUCyyz, (ug * h/mL) 53.3 [17.3] 859 [21.7]
Cinax (1g/mL) 583 [13.3] 875 [18.7]
tex () 15 (05-2.0) 15 (05-2.0)
ty2(h) 14.8 [19.7] 241 [235]

B [CV (%)]y tpabdHUefE (FPH)
16.6.4 SEE (RBOFICH T 3 HEBHRE)

657 DL 0D v W I P L 190 B OF s i ik P 12801 5
3 F100mg/IFl% 1 H 2[5 5 H B ARG Lz &
X, 45U T OB ANB L2060 & ik LT, Sins
BROLHICBWTT 2% I FOBFIREDAUC, 1,
EZFNZI33% M U50%15 < v Craedd Z 12129% N2
U53% 2o 720 F 72 ARETHEEIL 72AUC
VRIS B OV LS B T E L N26% M 1°23%
o2 BHEAT =)o [9.8 ZHE]

16.6.5 CYP2C19 &z F & (BOEIC T 2 HERKR)

HAR A J OV [ A HE e A B P 451861% . CYP2C19
EE RN B EIC X . 2 Ee s
(UM : CYP2C19%1/%17) 18I, wmfCi#tfes (EM :
CYP2C19*1/%1) 1761, v [ A% & & & (IM:
CYP2C19*1/*2, CYP2C19*1/*3) 1081, K& U4kt
AeeF (PM : CYP2C19*2/*2. CYP2C19*2/*3) 8
B2/, S OHEFICT 24 3 F100~400mg% Hi
FfECRG- Lz &, a4 3 FoOLGREL KR
TH:HEAL L 72AUC,. 12, EMIC H R TPMT24%.
IMT10%E5 205 72"

16.7 EMHEEER
16.7. 1 EYHEERAFR

Z a3 Fid, 6% S R 3 TCYPLA2,

2B6. 2C9, 2C19M UBA4IZHK L CFEMEH 2R S
9. CYPIAL, 1A2, 2A6, 2B6. 2C8. 2C9. 2D6,

2E1. 3A4KUBASICH L CRLEEH 2R S o7z
7% CYP2CIZH§ A FEMEHAVRIR S 7.

7 a% 3 Fid, P-HiE I H o MR 2 T Tl
v PHEEEEICY LTHEMFHEZ RS h otz

(in vitro) o

16.7.2 BRAREMHAEEARR BOXCH T 5HR

5% )]

(1) AT EES
R R AN BB E19B0C. 7 a9 3 K (200mg/[Hl,
1H2M) OFWIREBIZBWT, MWCYP3AR
AT Ot R OCYP2COFFEI TH B A VN~
¥y (200mg/ll, 1H2M) %6 KERD
BHLEEE, AU EY VIETaH I FOE
PI%L"HQEE.O)AUCMZ}]EC UCmaxb: WEENIZE o



720 MREBER A B YEISFINC, 7 VN ¥ E ¥ (200mg/
[\, 1H2M) OEFREBIIBNT, 343 F
(200mg/Inl, 1 H 2 ) %P EROES L7
L&, a3 FiﬁWAvht/®%ﬁw%®
AUCOIZh&UCmax ’E/§%& iéf‘ﬁ‘o 7’;_. (%[il
ANF—%),

2 #*XTZJ—=I
FEHEE AN B MESAFIZ, 5 a9 3 F (300mg) DH
[FREIB 512 BV T, §9WCYP2CI9ESRTH 5
F X 75 —)v (40mg/lFl, 1 H1[E) ZHHK
BEROKG L& FATITV— VT a4 3
FOAUC), K OC (B % RITE B o 72

CYP2CI9ECTH B+ A 75V =)V (40mg) O

HERO%GICBWT, 9333 F (300mg/ Ml

1H2M) #BHRKERIESLZEE, SaY
I FEAF AT TV = VDAUC, S UC,, B %

Wl & dro 72" HEAF— %),
@) I4YTL

e AN B 33BN, CYPSARE THHIFT YT
2 (75mg) DOHFEFEIHZRGIZBWT, 343
F (200mg/Inl, 1 H 2) % ff i RKERE DS
L7ze & a4 3IFIEIFYILD0C,,%30%
BEM & 72ASAUC, (B R RITE o 72 (O
EIANF—%),
4 779>

R A B PEL6HIIC, S-T v 7 7 ) ¥ HCYP2CI
WETHLTINT 7Y v (25mg) O HEFFLIH
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EOHRERORS L2 &, %3 FIESKk
UOR-T V7 71 ¥ DAUC) M UC (B % BT
IS B4 s B N w IV iV 53 DS RO A w B N w IV <V (5
Mo E A, (INR) O KAH MK TAUC, 165,08
WERRZE o772 EATF—%),
16.7. 3 BEMEYEERER EOFICH T 2 HBRRE)
HARN K OHE AN D RN JL O D T A DA BH D
SESNIMER S aH I FiREF—7 2 HWT
FEEE SR B RESRAT % 47 o 720 Z OREH. CYP#HE
TEMZ BT LM CTANAETH L H VST EE »,
Tz MMy 7 220y — VOB EHIC X
D, 3% I FOEFIREOAUCIE., BALO/NG
Ty % % 25% K O17%A L7221,

17. ERPRAIR
17.1 AHURCREMICET 2B
(EBARME (CRULBILREESE))

17.1.1 EREIHEKR (@OJH»5
BZHR. RA)

s (keI &) 2 A THHAK
AOBATADPABZLIWEFRE LT, Ta93
F200~400mg/ H OO 5 oA %## L LT5 [
Mo MEEHEICY ) B2 -8 &8s o 8 AR (Ut
TRBOZIIFHRGH) LT, 1HH720) 0%
BB D534 & FEEENZ @ E A o 727

FIE S BB 13222% (2/960. 34) <. Wi
111% (1/9%1). {EHERMALBEIL1% (1/9#1).
WL X AHELLLI% (1/961) Thotz

17.1.2 EEHEFAFE THEGR (BEBEE. RA)

UL ROE CTADA LSS N8558 (
WHEERALIEEE &) USRI O Sl Pk i e 1
A AT 216U EOBEZHMRELT, 2
H# 3 F200~600mg/H™ iz H V< ¥ ¥ ViR
$& (CBZ-CR) 400~1200mg/H ™ % H.AIIZ CTHII
P L7z & &, FEFIEH <& % Kaplan-Meierik:
WX DR L i i Ml S B % 6 » H HFIE
WHERIITEROLEBY TH D, FERHZZDIS%ME X
MO FERAEIZ T O E S NIELERRME (-12%)
% Lo 7:2 &, CBZCREED 6 » H B 1EN Je
X3 % BRI ZE DOBWEFHIX M o FREO L (FHxf
7)) 13 FORE L2 IES R AE (-20%) & >
722 Eh b, CBZCRIZHT 5T 343 FoIkEHHE:
MR s N,

EHBAOHY

e | VR | RERE
L o | VR T o) | (%) |t
MR\ BGRE) R LISER ropo | [ososfe| (9%)°
Sl (#E (%)) IZ];:E?H) Bﬁgﬁm °
s m| g | 327 895
77T MU 75e) (rses. 0281 p3
A e | 308 o1 |1-55.281 0
CBZCREF| 442° | (5o7)  |[882, 940]
N N 915
O A R I N [
o )| 28 o8 |[53.271 7
CBZ-CREF| 397 | (718) |90, 955]
a) Kaplan-Meier{k|Z & 23EEft (B2 3 » A OZ/ERE (2 [0

VIF. 3mPE) #J# & L CMantel-Haenszeli#: 12 & 0 %)

7 2 3 FREDOHKRE-CBZ-CREE D Je =
TH 2R =8 D B 22 D 95%5 BIX [ 0 T B / CBZ-CREE DI 5

x 100

Full Analysis Set

Per Protocol Set
HARNIER 7 1% & e
HANFERI136 % & &
H A NGER 6 1% & e
HARMNIEG1260 % & >

B, FRHREMERICE ST 39 3 N T400mg/
HBNOBE RPN L 7 o 72 BE EZ R RA 06 &
L CHo 72356 OFASIZ BT A FIEMH R L2 B E
B(EE (%) 13308 /444%5) (694%) TdH .
Kaplan-Meieri# 2 & 0 3t L 7238 1EH L3 [95%15
WX ] 1384.1% [80.5, 87.6] TH 720

FIVER BB, 9 a9 3 FEEC372% (165/444
Bl) THotze EREMMEM. FEIED T W79%
(35/44441) . 9% 575.6% (25/444%1) fER4.5% (20/444
) THotz,

1) ARFOKE SN2 1 HE R 13400mgTH 5 o

H2) WS EE EBEEIA TIRAR I N TV AR,
#:3) 200~400mg/ H 5 CHMEATH I L 72 BE .

17.1.3 ENE TR (BREE. KA

1 A DEAE DB T AP AFEZFG LT W B 16m M -
OEWI RN HT D CALABE R R E LT, T
a9 3 F200~600mg/ H ™ #1512 & 2 HAE
T B2 L &, 6 ARIBENEBREOME
13462% (6 /13B1) THhotzo BB, FHRAH L L
T400mg/ HBA~OH RPN L 7o o 7 BHE R
BEaL LClio 72880, 6 4 ARSI
FOEEE308% (4/136)) THo 72",

AV S B 1, 842% (16/1981) Tdh o720
LElVER L. 2B $421% (8 /1961), fER
316% (6/1961), [EYED v, E.LA3%105%
(2/1961) TH o7

) AR QKBS N7 1 HEERIZ400mgTH 5.
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BEADOPTADAIETT 5 R BERRIRI RS S5
BRWEGIEANEE AT D16 O B AR N B O ELA
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WMHEE LT, 3% 3 K200, 400mg/HXZ7 7+
RE16E MRS Ao TARASE]L ~ 3H
&O)ﬁfﬁﬁ) L7-& &, FEFGTEHE TH 2 BIgHIH

W33 B HERHI I 028 H & 72 0 o eI 4L

wIITROEBYVTHY, 79K MELTaHIF
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Y& —L—1b (28H D70 OB FEVE M EABILE
& J_TH0%LL Eeest Lz BEoHEE) & 75
+ R#19.7% (36/183%1). T 2 H I F200mg/ H #f

385% (70/18261) K OF 9 2 4 3 F400mg/H B
49.2% (88/179%1) T -72'%,
BETE AL 75 & R B AT
e || i | R
DB [959% =R ]
Fo KR | 183 122
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400 - 396
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b) i
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d) HEEOT & e S TN RIS EHE L 225

PERIELIR 3 (%)
BIVEMZEEBBEIE X, 5 a9 3 FEET47.7% (173/363
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5L ATiRBR o B 2 5 0280 & 72 ) O
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30kgA i D B H 1L 8 ~12mg/kg/H. A HE30~50kg
RO B H 1L 6 ~8mg/ke/H. KHES0kgbh b o
F13300~400mg/H) XIx7 7 &K %2 1638 B 1%
5 (MAEORTAD»AHEL ~3HIE D) Lzk
&, EEFEH T 2 BEI I3 2 MR R
D28H B 720 OB FEEMBELRITTROEBD
THY., 7o KEELSa% I FEEL O TR
WIS R EATRD S,

28H&H7-0 D 7T 2 KRB R
R | s | pfiE | T B M
DALY [95% 15 #EIX [#]]
75 R 170 -155
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a) Full Analysis Set
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G 2 & OATRBI N 31T 5 555366 B2
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HIE S BUBLEE 13, 56.2% (77/13761) To - 720
FAREERE. ZREED F1204% (28/13761), 1&
819.7% (27/137%1) . #&i%8.0% (11/13761) Td - 720
1E5) AKIOKB S 7z 1 BRI, WA KO ESOkg
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GEERRHEE
17.1.8 EREERS THEREBR RARVNMR)
BEAEDPUT A ABETT 0 e SEIHIRN E H h
VIR ISR AT 5 4RI EDOTADARE
24200 (HARNBEIBZ &) 2RHELT, I3
I F (RE3OkgAm O /N EH X 8 ~12mg/kg/
H RT30~50kg Adii 0 /NEEEIX 6 ~ 8 mg/kg/H.
TR F50kgBL_E o /1N % OSR AHE#13300~400mg/ H )
XZ7 T Rz R C2UBRMFROKRS (BEAFOPT
APAHET~3KEDHH) Lz & FEFHlE
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H T 2248 ORI B B 2 2 6] H o3
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DTHY. TILRET Y I FBEE OB TR
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a) Full Analysis Set
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Kaplan-Meier Hii
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17.3 Z Ot
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fREIER L 2o/ 7 3% 3 FEEOPREREOYY
ZAbiI3 45 6 H H oS LM%k AL BY, 7
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18. ExHEIE

18.1 {EFIRFF
7 24 3 FIRBRAAEIET ) 7 L F ¥ RV ORRIR%
AL & SRR I Ly BBEIRIEIC & 2 HhREA
Mol %Al 545 2 E12 & o THIT WAL & 5%



FEEZLRTVEY,

18.2 TADPARIEICHT B51/EH
5 aY I FIERERE~YY A, RlEX > F) v 7
e~ A, WEXF Y F) U RES v b 6HzTA
WAFNES 7 AR PIRKBERY 3 v 7 56ME (7 X,
Ty M) OB R O S L -8 e 7
WA BTHRMEZ I L7225

18.3 ML CA P AEMIER
R ELRIME Y FY 7Ty M2BWT, U F
) ¥ IR L 722

19. E% 2 ICEET B IB(LERIFR
—f%% 1 3% 3 F (Lacosamide)
b4 © (2R)-2-Acetamido-N-benzyl-3-methoxypropanamide

i
o
.H

Ij N \/@
(0] < N
HBC/ \)\H/

Ci3H 15N, 04

250.29

140~146T

Hf~REO O R TH Do IAFIVEVLT
I FXEAY 7 —NIZHETFR T, TR ML
F2-7 178 ) = VIR REBETFRT L AKILHE
BLFVICRRLBETICL, TR M= MY,
I ) — (995) iE bz Tz <,
NTHNNFEAEBE T v,

SRR log P=025 (1-4 27 % 7 —)V /K%, 20C)

22. A%
(EL/Ny b SiERHE100mg)
534 7V
(E LNy b &iEERE200mg)
534 TV

23. EE Xk

DIEA S @A - EEEEREENNIS = 2 7V 347
S0 A A A

2) FHIE A AL« RS 38 2018;21:1223-1234

DFEAL : HARA R OZHE NN EH BT 5 BER
SEM T REMFNT (20194E 1 H 8 HAR#, CTD 2.7.22.3)

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

5) T A« SEHE & J59F 2015:43:1307-1316

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

TN« AP E AR T #H IS BT 52 7 3% I Fo
W ERE (20164E 7 H 4 HA&AFE. CTD 2.7645)

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

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

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

HsC
HN

e
R
[ER NS

325
IDHNEE : I ¥V 7 2L 0EWHESER (20164F 7
1 4 HIKFE, CTD 2.7659)

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

I)AEWNER T T4 3 NS % REHERISE W Bh B fig b
(20164F- 7 A 4 HA&RE, CTD 2.7.2252)

14)#E B R © ER 5 FEAE LR 1 o ] s 3 [] 92 3 o B G
B

15) tE & H

16)#EN R - HAR L O ENC BT 2 5B F8VE B
D7 T R ER (20164F 7 A 4 H & G2,
CTD 276.7.1)

1AL HAR L O ENS BT 2 5855 F8VE O e
O KWk kr e 5B (20164F 7 H 4 H &4, CTD
2768.1)

1) R - N EE 2t & L 728055 S 1R OF ek
D7 T R BRI B (20194 1 A 8 H K G2,
CTD 276.3.1)

T8I FEAEOF IR 2 & HEAI TR~ DT D)

19) PR - NREE Z R & U720 5D ko
Kk 5-308% (20194F 1 A 8 HZKFE.CTD 2.7.64.1)

2004 RL © AR OV E A5G & LAz imiE AR
AR E O ERILE 7 5 € R B (20204
12H25H A&7, CTD 276.1.1)

PADE IR N DN ROV Y e S Rl DAL {1 KA
FEAE DR i oo Bk e 4 G- 3 (20204E12H 25H
7k#. CTD 276.2.1)

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

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

24)#LP9&E ¥ - The early evaluation of anticonvulsant
drugs

25)fL & ¥l © Effects of lacosamide on fully-kindled
seizures in the mouse amygdala kindling model

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

24, XBFEKRERVHVEDE %
2= —E =Yy A
A—Y—¥—rT—Z AYII bV —
T160-0023  HURUHRHTAE X PUHTE 8 T H17#H 1%
TEL : 0120-093-189
SZAFIRERT 9:00~17:30 (1:H - #LH

26. RERTEES

26.1 BUEMRFT
A-I—E=IvI\VHNEH
RRBHERANESTEI7ES

- ZHRE 2R Q)

OFHFEIR
LFL-V4/11






