20254 8 ATERL (B8 1 1R)

BTE  |IERA
B - 34

HAZEEm D EES
871139
S el HR7ERasG
30700AMX00162000 —

MTADAFE
SAYIRRSAvOv7

IAY I Fr51209710%JG)
Lacosamide Dry Syrup

IE- N UYsE 553
E)EE-EHEOLSZICIVERT S L

2. 22 (ROBEICIFZRS LBV E)
2.1 RRIDO IR UBBIEDOBERED » 5 BE
2.2 EEOFHEEREDSH HEE [9.3.1. 16.6.3 58]

3. #ERE - R
3.1 #8AK

H7EH

BRI N
(1) TRINA]
JUARE Ry, BEEKT A8
EFRL Ar50—R, e ROy S
o¥LtIlu—R, D-v>=h—
V. T YIEEES M) UL

FaAYIRRT Oy S

10% [JG Za% IR 100.0mg

3.2 SFIDMR
Wi7Es
FAYIFEIA YUy
10% [JGJ
4. FPRENIFFIR
ThAWEBEDRDRE (CTRESREREZSD)

6. AERURAZ

B CEE. RAICIETaY I FE LTI HIOOME (RI1 ¥
Oy FELTlg) K0H\EEEMBL. Z0% AR EOR
fEEH T CHEEL, HIsHES 1 H200mg (Ko 1 2my FE
LTC2g) £9254 Wiyl H2ENCS T CHEREL T
BOET 2, 8. ERICED 1 H400mg (K51 >ay 7
ELT4g) 2BARVWERCHEEEET 24, BRI 1EM
DlbEofEEa 11 HAZE LTI0mg (RT1 >y F&
LTlg) BTROMTH T &

NRCEE. AR Eo/NRICIETa I FEL T H 2mg/
kg (K543 0y 7ELT0mg/ks) &0REEMBL. 20
#%1EMN EoME2HICIHAEE LT 2mg/kg (KA
avy e LT20meg/ke) TOEE L. MR % AEOkgR
MO/NRICIE T Hemg/kg (FF A 2ay &L T60mg/kg).
{hE30kg Ll 50kgAM/NRIZIE 1 H4mg/kg (K> ay
FeLTmg/kg) EF 5. LITRS 1 H 2B THEE
BLUCROKEST 5. %8, ERICK D IEE3kgRmD/NEIC
131 B12mg/kg (K54 vy Fe LT120mg/kg). {kE30kg
Bl ESOkgoRiG D/ NRIZIE 1 B 8mg/kg (RF1vmy FELT
80mg/kg) EHEA L WHIFE CHEEMET 54, HEF AR
roMEExHICI HABE LT 2mg/kg (R4 >my FE
L20mg/kg) BURED 35 &o 7272 Ly AESOkgbl LD/
BT, MALFURHE - A2V &

Al
K4 vay 7H

=RRELN
B~ ME A GO

7. BERUHEEICEET 3FE
7.1 2L 7F =277 5 AH30mL/minbl KO EE K ORE

BHEREOH 2 BEICIE. AL ] HeSHAEZ300mg. /)
RIZIHEEHEES%EHEE TSR EEEIRET S I &,
/o, MEER X TTWHEETIE, |HHBIZMAT, It
BEMRICEART I BAEOFEDOBINKEZEERT S &,
[9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]

7.2 BENRHEEOMEEREDH 5 EF (Child-Pugh/3HA
KUB) 1T, BAI ] BREMAE2Z300mg. /NEIZ 1 BES
HEZ2D%BEET 20 CEEICERSY 22 & [9.3.2,
16.6.3 2]

O O O

O O

7.3 A0 | B RS R 8 A E30kg RN TId 1 H12mg/
kg. AE30kgll ESOkg RN/ NETIZ 1 H8mg/kgTh b, &
A% 1 H8mg/kgx B A THE LT\ aKREkgRMmD/NE
By BREBICHEVREMICAEDkg L& R o> FEIciE, B
BEOREZ T IICBEL, RLRVEIERHORBZER LD
RT, WUILZHEEMIHT AL, B, BMAEEILEHT S
Z&,

8. EERENIEE

8.1 HAFICBII AR EEBEDEBAHMEL WV LIZESHIEICED,
TAPAREOHEELITANAERRENSS 5bNE I LN
HHOT, BEEHIETHHESICIE, D Ed BB EY
JTHRAICBET A2 EEEITITH &

8.2 HEEH T, BHE. B, BB - £ - REHESHEE
EDETRPEZ A ENHAHDT, ARBRSEFTOBREICIIEHS
HOBEES, BR2ZEIBHMOBEICRESEZVE I EET
BT &,

8.3 PREIBOEEN HS5ONBEZ ENH LD T, KAIOHSHIZ
EEN EOEE 70y 7HICHEET AR BEIR. ARIEEE
DL OIRIAREE, FEES 5 5 6. K. BB BUINg) o3
BICEET S . ARORSFICZFO LD BERNH DN
AT, BROBZREZZ T 5 & BERVTOFRESICIE
B e, MEBEEESEEOLER (DHFEILLAE
%) OFFOHHEE. TN TLF Y RIVEE (TUVHYE
1BEREE) Ob5EE, PREBOEEZE T BFNDH 5 HH|
EHALTWABESETIE. KERSHAEROCARRS T
DENBREZITY ZE, BEOREREEROZ(LZEEEL
B\EmI 5 &, [9.1.1. 10.2, 11.1.1 28]

8.4 SHEME. HE, RBESOBHERS D SbN. BRER
WKEHZEHHEHDT. KEHFRSFIZBEDRERVTREDE
b2 FEFRERLBETHI &, [8.5. 15.1 ]

8.5 BERUVZTOFES IR, BRERSOBHERERO
WEEHEIC D W T+ 2TV, [ERi & BBRICEKZED &5
EHIEETH &, [8.4. 15.1 ]

8.6 . BHEESORBEENL U LHREMENSH 5D T, BERIC,
REEICOVWTHZZITOEEEL. BEVSROONLEBAIC
B R LB EZITH &, [15.2.1 B8]

. BEDERZEIZDEEICHIZER

1 GHE - BEEZEDHEBE

1 MEEEEPEEDRE (DEHEEXIOAEE) O
ZEDHBEFEE. FMUILFvRIVEER (TILHIERES)
DHBEE

FAEIOPREFIERERICEVEET Oy VEPRRT BTN
Db, (8.3, 10.2, 11.1.1 BH]

2 BRAERERE

2. EEERERSDSHEE

[7.1. 16.6.1 1]

9.2.2 MRBENZZRZF TV SRPSHKEERERE

[7.1. 16.6.2 28]



9.3 FFikEElEEEE

9.3.1 EEDIEEEEDGH 2 EE
BELEWZ L, RAIOMFBREP LRI 2B8ZhDH 5,
[2.2. 16.6.3 %#]

9.3.2 BEXRBIEEDFHEREENDH S EE (Child-Pughy
$8ANUB)
[7.2. 16.6.3 %#]

9.5 HiF
IR ATAIR L T W A EEME D & 5 I iE. BB LB RN
MElEE% A5 EHE SN B BEICORBRET B &,
Fv MZBWTIREBTENRO SN TWVWA,

9.6 =ILIF
BELOBEHREROBARBEOAEEZZE L. ZALOMEY
WEHIEERET 52 &,
b NTHRARBITT A EARESN TV S,

9.7 INR

9.7.1 (RHEAEMAKER. HiER., AT 4BRRBOSRIZHT S
B PR ERBR T TR L T L2 L,

9.7.2 NEBEOIAFME T 2 BAEEICRT 2 KRB
EA - @ EBIfThbRTWiz

9.8 SndE
—fRiCElRE CIIEEBENET L TWa. [16.6.4 5]
10. 1BE{EA

10.2 HHAEES (HAICERTSI L)
] BURER - Bl /%
PREMOER R T 5|HR7 07 7 ENER
TN B TABINSD B
[8.3. 9.1.1, 11.1.1 BH]

R - falRE T
BEAIC & V) PRETRR IE R0 F 4
IR T 5B X NHH 5.

1. ElfERA
WOBIERPH 6 bNBZENHHD T, BELTTITITV,
BEPRDoNIGEEICIHRE 2 RIET 5% EHE) 2 A8 % 1T
AT &,

1.1 EXGEHER

N1 EEJOvT. Rk, &k (WIThd 1 %RiE)
PREBOIEEZE I TBZNTH 5. [8.3. 9.1.1, 10.2 %&]

11.1.2 hEEREIBSERARAE (Toxic Epidermal Necrolysis :
TEN). REHIRIRAEIREF (Stevens-JohnsonfEl®EY) (W3
NHHEREA)
FE, K. AKE - O A O, WEERE. BREM. ORRE
EOREPED SNBEICZHRSEhIE L, B RLEZT
AT &,

11.1.3 EZIMBSIEEIREE (SHERH)
MEER & LTHS. BEHF AN, BICHTHERE, Vo3
HifEAR. BMBRIEN. FEAERIEZ. ALY D OVIRHEIEZ S
EFRMOEERBBUIERSHGO DN ENDH S, 2B, b
ANIURATA VA6 (HHV-6) FEDO7A NV ZADEEELEZMES
ZENEL, BERIER O RS, FE. FEERESOERY
FRH 5 VIIBENT 2 ESHHOTEETH &Y,

TEXE/SEE | 3%k 1 ~ 3 %Al 1 9671 BB
KT BATHRE. BRI REL . RS, B|IEER
Z DAt T WASE S, FEEL, HETIE.
A AT

13. BEKRS

13.1 fEIR
BEHS (HBA12000mg) ICL VRS o NzELERIT. FE
TEHFEL, B, FF(@RERERRRE TAPAERIRE).
DMEEEE, Y a v IRUEETH >/ /oy TV IR
7000mgZ —REICARAE LB THREPMES N TV S,

13.2 W&
ARANIMBENIC L DRERTRETH D HERL TV SIEERORE
FEIJE U CIMBENT DEfEZEE T 2 2 Lo [16.6.2 2]

15. ZODEE

15.1 BRIRERICE D 1B
BN TERBENTEROTTCANAEIIBITS, TADA. K
TRBSE MR E L7-1990 75 & R AT B ER R i B D M S 5
IZBWT, BRSERVCEREROFEBEOY X775, fiTAD
ABDOIREBTY I RBEEBL TR 2EEL HITADA
HARFEE : 0.43%. It REE:0.24%). FLTADPAZEDIRF
BTIE., 79 RBEEHARI0AH-VIIAZVESESN
7= (95%(EHEXR : 0.6-3.9), £/, TAPABEDY 7/ L —
T T ARBEHANIN0AH 2024 N2 W EETES
TW3, [8.4, 8.55H]

15.2 FEBREREERICE D < B

15.2.1 JEERHEMBEHBICB VLT, a9 I RIZT v hok
RIS %I[HBE TOM LA, T v b D26iE R &% U104
BRERERSHERBCRICEFIIRDSNT . 1 XD52EM
REZSEERBICB VL OKEROELIRD 65Nz h 57,
B, BREORICHETAENFHOXERRII T It AHLVE
<. 16ERES O AP EENHERED 75t REETIXL.6%IC
%Ly A#F200mg/HEET4.9%. 400mg/HEET12.2%. Efi#&
5T135.5%TH 0, BHVETHERE (a8 077t R
T134.4%IC % L, A A1200mg/H B ©8.9%. 400mg/H # T
18.0%. 600mg/HEET30.5%TdH -7, [8.6 %]

15.2.2 R#FEETTILTHHWAG/RIjF ¥ b (3. 10%030mg/kg
EIEENEES) RUA NI AT = )LEBEERBTAPAT Y b
(15.6% U31.2mg/kg % FEREN & S) I2BWT, REFEEDOH
HERD5NTz,

16. EYENRE

16.1 MOEE

16.1.1 BEA

(1) BEEks
TRERRRABIE18GIICZ 24 3 F100. 200, 400mg % ZEAEHF|C Hila]
BOKE L& &, #5%0.5~ 4B CCraxlTE L Ti2ld
M TH 5720 AUCK U Cral 3G EICHAI LTI L 722,

HES SR OB T A -5

11.1.4 SIERIRE (SR Bom e ST e
1.2 ZDOtDEHER AUCow (pg-hr/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
WH/E | 3%DE | 1~ 3%km 19Kl SR AUCs: (pg-hr/mL) 55.0 [18.7] 112.1 (17.1) 212.5 [15.0]
FHEO V(| REEE. KRB, | D OW IR RE, | EEEERE, Cuax (ug/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
(17.8%) . 5| 8% WL, RS, | SER 5 T 1.00 1.00 1.00
S R . RIS, BET mex (01 (0.50-4.00) (0.25-1.50) (0.50-4.00)
\ 8. SEELIKAE. R Tuz (hr) 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
HRIE R e TR TR CL/F (L/hr) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
{gé&aﬁgéﬂg;ﬁj Vd/F (L) 35.5 [13.4] 36.3 [13.0] 36.2 [12.8]
T, BFHE [CV (%)]. Tomld FRIE ()
i T whe (2) REs
e E[ﬂlﬁiﬁz%ﬁ’) ERARAEE S FICT a8 3 F200mg/[E% 1 H 2 [0 7 HERE
iz | W | T B, O, BOH/EG Lz &, MR T a9 I NEERBRSHE, S 3 H
Bl (TR _ BICEFERBICELE Lz AUCHD RBGHIF2.4TH - 72
ERE _ D7 A D AEAF—4).
[ FFRAER T 16.1.2 JuE
fR# RO EHHOR 1.2 R . - . \
% FEMIRBEOCEEMR I RBICBLTOo » A » 517
. R, W <o LETE FTONRTADABEAM (BRI EET) H 5185
P ;:E%@@m Nk s a9 3 FEE2 AV CRERENEEHBIT 21T
ERR Frer W NRICEIT 2538 I FOEYFR/ST A =8 ZHE LT
R EEEDEL BB KENICB T 5T 39 FOBRERIF2 ~12mg/kg/H% 1 H




2E# 5 (fAES0kgbl Lo /NE T o &S & 13600mg/ H#*)

THot2e RPTOFHER (VA/F) 120.71L/kg. BHFD

252775 (CL/F) ZMEEROFEMG KA L. AE]5kg

D 4 #R8T0.88L/hr (0.058L/hr/kg). {AE25kgd 8 4R CLISL/hr

(0.047L/hr/kg) . {A2E40kgD125% 2 ¢1.60L/hr (0.040L/hr/kg).

1AE50kg D 165% 2 T1.83L/hr (0.037L/hr/kg) &HEE S N7z,

[7.1 28]

E1) ARENG 4L Eo/NRICK L CEREZB LTV S,

F2) RAOABES N1 BRESHARIE, BRAKROEESkgE
Fo/NRIZI3400mg. (AE30kgL E50kg R i /N R I 1
8 mg/kg. 1AE3OkgRIHD/NRIZIF12meg/kgTH .

16.1.3 EMEHIEIF N

TR B4 5 34 2 R100mg (KT 1 > u v F10%%

1gXi3100mgHt % 1 §8) =E=EREERE LS, TaY

I FOEMFLNT A=Y IZDUTOEBD TH->72c FTA T

0 v 710% & 100mgfE DL L REE SR S iz,

HORSROEYHE ST X —¥

LB HE B4 >ay710% 100mg#E BP O
KT A= (B15=24) (1%4=24) (90% (B FE)
Crnex 1.05
(/L) 4.46 123.5] 4.24 129.5] (0.95-1.19)
AUCo. 1.00
Cag-br/mL) 56.2 [14.7] 56.0 [15.7] (0.95-1.02)
Tonax 0.25 0.50 B

(h) (0.250.75) (0.25-3.00)

Coa X AUC-I3TFI5ME [CV (%)]

T $HPRAE (FiEH)

a) R4 oy 7/5

16.1.4 E£ZHESFEEHER
FAYIRFIAay FI0% ]Gl L8y P RIAay
T10%%. 7ORF—N—FEIckDENnZFhlg (TaFIKE
L T100mg) R ASEICEAERERORS L TmiEdh T a
PIFRBEZEEL. Boni-EYEHER/IIT X -4~ (AUC,
Cinax) 12DV TI0%ERRENEIC TREHENT 217 > 72/ER. log
(0.80) ~log (1.25) DEHENTH V. WAHIDEY FHIFE S
PHER S N7,

(e g/mL)
5
S —O0—FaAYIRRIA2ay 7 10%[]G]
—e—LLNy FRTA Ty T 10%
4 4 |- Mean=S.D., n=26
1
g
h
7
a
Y
b3
4

BE5 &K (hr)

HEMBRE S A—5

HFEISTA—% BENTA—Y
AUCon Crax Trmax T
(pg-hr/mL) (pg/mL) (hr) (hr)
FAYIRFRIA
+ + +
S 9 F10%]G) 54.0+6.8 3.84+0.79 0.46%0.21 14.42+2.21
[<WAAR N
21y 10% 54.246.2 4.02%0.96 0.51%0.65 14.20£2.00

(Mean%S.D., n=26)

MAEFEEI NICAUC, CraFED /8T X —F 1%, #ERE DOFEIR,
RO E - FEEEORHBEMFICE > TR %NS
%o

16.2 ORUX

16.2.1 BEDRE
TR A B 2400125 39 3 F300mg % 228K I3 &tk 1 Bi[m]
BOBEL-E X, AHIZTIY I FOAUCHE U Crax B2
BRIFE o720 EAT—%),

16.2.2 NAATPRASEUFT«
BERAX 24112 Z a4 2 R200mg % 30% 06077 [ T B [m] = i &
RS IZHEEROKS L& &, 535 3 FOAUCH KD

CoadldFEETH Y. 739 I FEDKHENGNA T TRA T
T4 1X1FIF100% TH - 729,

16.3 9t
TR 246012 Z 34 3 RF200mg % 3043 ¢ B [0] s B AR P 4%
BLEE HEEME (VAd) 33LILTHY, a5 I K
200mgx HEREO#KE Lz &, BrTonmERE (VAd/F)
1332.8LTH -7z,
in vitro (7 3% 3 F1.5~60ug/mL) K&Oex vivo (734 3
R0.7~5.5ug/mL) HEEOMRER, 739 I FOIMPEEAM[SH
X 15% K TH 07289,

16.4 {35
Z 39 I FIZEERHEOREIC K O ENP SHEE LT,

n vitroREBOFE R, HEZMICREE 2 EREW TH S0
A FINKERRICEICETF ST H5CYPHFHIL. CYP3A4. CYP2C9
NOCYP2CI9TH - 7210,

16.5 HEft

16.5.1 R A B 5 Flic [“Cl-7 a4 3 F100mg (40uCi)
ZEAREOREG KO | RECRESHEFHFRARE L&, &
%1680 H £ TIC. RAPICESE D% O97% 0 HEtt S .
FRAOFEZI0.5% R TH o720 RANIZTIH I (K30~
40%) O-Fit X F Ik (§930%) fEEES (7920%) K OMtd
MBI REY (0.5~ 2%) & LTHRtS 210 W (HAEANT—%),

16.5.2 R AEMEICT 29 3 F100~400mg % B EFEO# 5 L
o &, BEDEMBE TORFBHMHEIZ T35 3 F29~
33%. O-Fi X FIWAKIO~15% T DH - 7o MEEHFO-E X F ILIK
DAUC X IMIFEFR T T5 I ROHNI%TH > 722,

16.5.3 BEAICT I I F200mg% 3047 i ¢ 5 [o] 51 & AR A
wBELI-EE, 257075 A (CL) Z1.78L/hrT¢dH 1|
Z3Y I R200mgx BEEOREGL-E &, BRriToeg 7))
75 > A (CL/F) 1Z1.84L/hr¢dH > 729,

16.6 FHENDEHRZFIHESE

16.6.1 BieElEEEE
EREOEE DR 2 AHEE ICT 29 I F100mg % B [EF
A5 L7z & &, AUCHIEIBHEEIER#E (CLer - 280mL/min)
CHELT, BEMEKTE (Clcer: 50~<80mL/min) TIZ27%.
FEEETRE (CLlek: 30~<50mL/min) T2%. BEEETE
(CLcr : <30mL/min) T59%& < v Craxl IEBE D S EE O BHK
B TETIO~14%E > 72 BEP SEEDOBHKERTEIC
BIFB0-Pi X F NARDAUCIIBHEEEE D].5~4.665T
Ho7? (HEAT—%). [7.1. 9.2.1 /]

HESR G R OB T A -5

B % | BEET | TEEET | #EET
ks 8 8 8 8
CLcr (mL/min) >80 50~ <80 30~<50 <30
AUCo: (ug-hr/ml) o0 e o 6.9
Coax (11g/ml) o) oo o i
T (B) 0520 | 0510 | 0510 | 0519
Tuz (hr) e e o o
CL/F (L/br) o8 tre o o
Cls (L/h0) o | ey | Gew | bie

HEFHME [CV (%)) AUCoIE 0 ~96RFREIE. TrexldHHHME (HiFH)

Clr: BZ7UT IV A

a) 7M1

16.6.2 KB ZZITTVSREBEEEESEE
MM % 2 T B RABRAEREE O AGERE 2. FEER
B N ONEMTBARA2.SEERARTIC T 29 2 F100mg % B [EE &5
L7z & &, FEBTEEICHAN 4 BROBTE/MRECIZTIYIN
DAUC1346%3 D LUy BITIC X AREDRIZT T 3 R57%.
O-FEXF NAES3I%TH D, BHZIVTTYAETIYF IR
140mL/min (8.40L/hr). O-f{ X F )L {£149mL/min (8.94L/
hr) ThH-7:12-9 HEAT—%). [7.1. 9.2.2. 13.2 &H]



HE SR O LB/ T A -5

MR BT 4 BB
BI% 8 8
FaAYIF

AUCo+ (pug-hr/mL) 43.2 [20.2] 23.2 [15.1]
Crax_(pg/mL) 3.18 [22.4] 2.79 [22.1]
Trmax_(hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
Tz (hr) 19.6 [19.4] 19.2 [26.8]
O-fii X F L1k

AUCo+ (pg-hr/mL) 6.63 [74.3] 3.43 [68.5]
Cinax (ug/mL) 0.48 [69.5] 0.22 [69.1]

BEFHE (CV (%)]. AUCHIZ0~24RFRIE . TraxldFRER{E (HIFH)

16.6.3 FFiSEEEE RS
eSS R ERE IR L7z (Child-Pugh%3%8B) (25 3%
I F100mg/[E % 1 H2[E S5 HERERZAO®RE Uiz & &, @#F
AT T 34 I FOEFEREDAUCH2X U Chradd Z 11
FN61% K UB0%E D - Tze Fizy BETEE L -EFEIRE
DAUC) 2% U CraxlE ZF NZNAT% K I 3T% =D > 720 EFERFHE
HEfRERE (Child-Pugh/3EC) TOEYERBIIMHEITL T
W (HAEAT—%). [2.2. 7.2, 9.3.1. 9.3.2 &]
EHEREOEMERE ST X —F

iR L IER Child-Pugh%##B
B 8 8
AUCor2 (ug-hr/mL) 53.3 [17.3] 85.9 [21.7]
Cunax (pg/mL) 5.83 [13.3] 8.75 [18.7]
Timax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
T (hr) 14.8 [19.7] 24.1 [23.5]

HfAPafE [CV (%)].

Traxl $FRE (FiF)

16.6.4 SpE
65 L Lo S BEEIG RS R AZEIEICT 3y IR
100mg/[El% 1 H2[E 5 HEREZOH®RS L& &, 4580
ORABHERAIE KB LT, SREEROREICBVWTT Y
I ROEFIRRBDAUCH21EZNZFN33% % U50%E <+ Craxtd
FTNEN209% R O53%E P>z Fioy AETHEENLZAUCH2
& BEENROZHEICBWTENRZEN26% K U23%E > 719 10
HNEAT—%). [9.8 5]

16.6.5 CYP2C19&E{zF%8Y
HARAROHE ANEREAB L1862, CYP2CI%&EZTFIIC

EOABREAMICE D, BRERBEE (UM) 1, &R
#WaeE (EM) 1761, HrIHEEEE (IM) 1061, ROERHRE

& (PM) 8flicrir. COERICT T4 2 F100~400mg# B
EROKS L&, a9 I RORSERCARECEE(LL
72AUCo 3. EMIZHANTPMT24%. IMTI0%E D - 722,

16.7 EZ¥HEEEA

16.7.1 ZMHEEERARER
Z a4 3 N, MR EE TCYPIA2, 2B6. 2C9, 2C19
FOBA4CH L CHEERZ/RET . CYPIAL, 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2El. 3A4K UF3A5ICx L CHHEERH 2R S
o7z, CYP2CICHTT 2 EEERPSRB SNz,
ZaY 3 N, P-EEAEOREINLZEE 3% P-HEER
Bzt U CHEERZRS Rh o 72 (n vitro),

16.7.2 ERFREYIEEERHER

1) AlLNIEBEY
REMABEINIC, 3% 3 F (200mg/El. 1 H2[E) ©
EHEIREICBWT, BMWCYP3AFER T S HFEE DOCYP2Co%H
BETHDHHNLNTEE Y (200mg/El. 1 H2ME) #2HAK
EROBELZEE, AN EEVIET TV I ROTEERLE
DAUC) 2 O CraxlCFEEZ RITE 2D o 120 BERAEELS
Blic, AN EE Y (200mg/El, 1 H2ME) OEFKEIC
BWT. a4 3K (200mg/El. 1 H21ME) %2HHKERD
BELEE, SATIREANMLNTEEYDEFERED
AUCo 2B VO CnaxIC B2 RF S > 729 (HLEAT—%),

2 AAXTFSY—=IL
R A B E34FIC. a4 3 F (300mg) DH[ERFEORSIC
BWT, BWCYP2CIHERETH B4 XTS5V —)L (40mg/
|, 1HI1E) 2ARERO®RSLIEE. A XTFV—)L
135 3% 3 ROAUCH M UChxlCl B2 RIT S L o 7o,
CYP2CI9BEHTHAH A AT TV =)L (40mg) OHEEROFZS
KBWT, 3% 3K (300mg/ll. 1 H2[[E) %0tHRKER
O#%5L-EE, AT IREARTIV—LOAUCH KDY
CrnaxlCHEEZ TS D 51219 HEAT—%),

3) =EFVYSL
fRERER A B 33001, CYPAEE THS I ¥V T L (7.5mg)
OREFEAO#KEGICEVWT, T34 I8 (200mg/El. 1 H 2[E)
PHAREROKRE LLZEE, TV I NIEIY YT LDCnax
Z30%IEIMN S 72 AUCHICEE R RIS 2 h - 7220 (SLE A
F—=%)0

4) JI77rUY
BEEAEELI6HIC. S-SV T 7Y Y HCYP2COREETH ST
V7 7))y (25mg) OBEREOHRGICEVWT, 733 IF
(200mg/MEl, 1 H2[E) #HARKERO®KSG L&, I3y
2 FESKEUR-TILT 71 Y DAUCH M N Crax I % K 1T &
. o borEUEREO SO O v U EROERBEE R
(INR) OFHKRERFAUCHlc BE 2 RITS 2 h - 7220 (4L E
ANT—%)o

16.7.3 BEFEYENERRT
AARAROHEADBRAR T NEDTAPABENP HFENT:
MRS a9 I NEEF—¥ 2HWT. BEFEYBIRERT 2
fTo7ze ZDOMER. CYPHEMERZET AN TANPAETH S
ANMNTEEY, 722 b A ET7 = )NV EY —LOHH
IC&D, T39I FOEFREDOAUCIE. BARONET, &%
25% K N1 7% A L 724 22

17. ERPRRGE

17.1 BERUREMICRET B8R

17.1.1 ERHERESE MERER (BREE. BA)
FHRICERETAD A LRI SN B HRE (ZRE2RT
ez &D) NIRSPEOLBEBRERMRIKIELET S 16 5%
DEoBE&E2{RE LT, 734 3 FEE200~600mg/HEY X1k
HINTEE R EE (CBZ-CR) 400~1200mg/H*? % BA(
ICTROKEG Lz & &, FEFEEE T % Kaplan-Meierik
ICEOHEE L BAEMGARICHB T 5 6 » AMRIENERIIT
ZOLEBOTHD ., BEZEDSKEEXEO NRIEILT D EE
SNTIELHERFE (-12%) % LAl 57 2 & .CBZ-CREED 6 #
FARIFIEEARICN T 2 BERZ D S%EEX M O RRED H. (18
XE) 1 TORE LIELERAE (-20%) % EE-7-2 &
M5, CBZ-CRICNT 5T a4 I NIEDOIEL MR SN 7z?),

B aom | g | e o) | mmE 0 [
e oo ot S5 EAEA) | (9B | (%)
ppge | TR 7o) | 1965 2.8 13|,
— TSR 408 (7350.72) [88.?,';4.3] 1.3 .
coz-oRt | 97 | iy | mooamsr |

a) Kaplan-Meierikic & 2 #EE GBE3 » ABOFEMEEEY (2@, 3EELE)
% J8 & L CMantel-Haenszeli%1Z & 0 #%)

b) 734 3 FEEBEDIHAR - CBZ-CREEDIHAR

c) IHRBOBERIZEDIS%IEHEX D FIRE/CBZ-CREEDIHAKE X 100

d) Full Analysis Set

e) Per Protocol Set

f) BARNES 7 flx&t

g) BARNEFN3M % &L

mB. BREBITERICE 2739 3 Nl c400mg/HEBAD
WEPLBEE L >TZBEZURATZHE L TH- 725650
FASICB I 2 RIENSTHER LI BEE (FlE (%)) 133085 /444
Bl (69.4%) T@ V. Kaplan-Meieri Iz & 0 #E7E L 7z FEH
KR [95%EHEXE] 1384.1% [80.5, 87.6] TH -7z,
BITEF RIS L. T 3 2 NEERET37.2% (165/444%1) T&H -
Too ERBIERIE. ZEEDENT.9% (35/444%1) . JE575.6%
(25/444151) . 1ERR4.5% (20/444f1) TH -7z
E1) AFlO&KE SN | HEEmHARIZ400mgTH 5.
H2) WANTEEUBRBGEIARI T AR SN T,
#3) 200~400mg/HI% 5 THIEMHEE Lz BE.

17.1.2 EBRSEMEER (BAIEE. BA)
1 RIOBFEOIM TANAREEZEE L T A6 EOHSFE
BT HTCAPABREZWNRE LT, 73Y 3 FEE200~600mg/
HE RO/ESICK2BABEANTDOBEZ L&, 6 » ARHE
TEHEBEDOEIE1346.2% (6/136]) TH -7z,
BIVFFFISEE X, 84.2% (16/1961) Td > 7. ERBIWEAIZ.
FENED FWVW42.1% (8/1941). 1EHAR31.6% (6 /1941). [E1E



HEDE . BLAEL0.5% (2/196]) TH-o7z.

*4) AROAR SN | HEEHARIZA00mgTH 5.
17.1.3 ERHERSEIERR (HABEE. BA)

BEFE DT CTA D AT L RIEMEIIRIE & Nk WERS 5
%2 BT 510 EOHRARTHEAD TA D A EEATH
(HARANEEF1L261%ET) ZRRELT, T39I FEE200. 400mg/
HX 377t zl6EMEORS BEOMTANPARE]L ~ 3
AlEDftH) L& &, FEFMIEE CH 25 BEMAMICTT 2
HMEFRFHARB O28H & 72 0 O FFRIEEHE(BIETROEBO T
HO. FTEREEE T IV I FEE200mg/H &% U0M400mg/ H B &
ORI THEHENICER G EN RO 6N, BB, FHICBI S
50% L ARy & —L— b (28HH 70 OESFE/EEE A B
& HART0%UL EHBLIZBEOEA) 3. I AE

BIERRIERE L. 56.2% (77/13761) TH->7-. FxallEAIE.
TFEIE® F1020.4% (28/13761) . HER19.7% (27/137H1). #&
88.0% (11/13761) TH -7z,

E5) AAlOERRSI N 1 HREHEIR RAKROEESOkgEL
O /NRIZ13400mg. (A E30kghl_ES0kgaR i D/ R IC 1
8mg/kg. 1RE3OkgRIFD/NRIZIZ12meg/kgTdHh S0

17.3 Zfth
17.3.1 DERICHT B RE

fRERRR A214611CF 24 3 F400mg/H. 800mg/H™ X% 7F

tARZ1IH2ENIIS T 6o HERERO®RSE, Xi3E+F2 70

FH 2 400mg/HEZ 1 HIE3IHMEREZOREG L& &,

ZaY I FIQTCHIRZER LA >7. T34 I FEEDOPR

RO RIZE 6 HEOKRS | BEBICRAE LD, 7

19.7% (36/183ff) . 7 % 3 F$£200mg/ HE£38.5% (70/182f) FEARBEE DL, 400mg/H T7.3ms. 800mg/H® T11.9ms
KOS 34 I R§E400mg/ HEE49.2% (88/179H1) T 725, THo1Y GHEAT—),
i | BABEDOBARIE] o) [ TTLABIHT 5 lSH E6) AAIOER SN | HREMARIZ400mgTH 2,
Egozks | PF [95% B HRX ]
F5eAE | 183 -1.22 18. EESHEIE
200mg/EEE | 182 3.3 <0.001 s e 18.1 {ERERF
X S a4 I NIEBAKEET Y YL F v 2 ILOBRE REEL
A00me/HRE | 179 50 <0.001 [30.5, 47.6] RIIICRE L, BEERIEIC & 2 wiEiam 2 2E ks ¢
) Full Analysis St BT LICE S THFLNARERT EEXSNTLEY,
(=4 -
) A U I 028 E & 7 D DR FEISE USSR SRR OE £ BT 18.2 TADAREICHT SIER )
R L - BRI D28 E % 7- D DR RAEES A AR & B IA B TaY I FRBEREREYY R, RS2 ) VIR ET Y
d) EAEI & DIES N BN RTHED 538 L2 85 REEREDE (%) 2. WEEY R Y IHEES Y b 6 HzCADARETS 2T
BIfEFIFHRBERE L. 5 39 3 REERECA7.7% (173/363f1) TH > UBERBESYav7RIE (X7 A Ty ) OBSREERTE
7z FERBWERI. 8D £1022.9% (83/3631) . {HARS.8% FRFENE % R L 7= 309 € 7L IS B WL CRAEZ I L7220,
(32/363f5l) . #E84.4% (16/36361) TdH -7z, 18.3 FiTAD AEREIER
17.1.4 EfERIRB#GIZESHER (BRA) FEMEESHEF Y R 7Ty MIBWLWT, ¥ RNY VTR
EREEEE IHRE (DFARE) 2% T LIHARRUHEDR B2 R L 722
HAT3 (ARANBEIBMZEL) 2RRELT STV IF - A
19. B3 IZ 313 \
$%100~400mg/H % 1 H 2 EICH I TROKRG L s (i _ngzgj?f?b\\ %{zﬁ;ﬂ?ﬂe)
W RETOTHES). BITRBOBEHB» 5 028HH 720 v e S A
. PN k%4 : (2R)-2-Acetamido-N-benzyl-3
O 5 FAE B BR D RO B IX55.23% 50% L ARV 5 — methoxypropanamide
L — ME56.3% (265/47141) TH - 722, 573 1 CuHieNOs
BIfEF RIS L. T 39 X FEERET42.9% (203/47361) Td - AFE ¢ 250.29
7o FERBEIERIZ. FEMED EW117.8% (84/47301) . {HIRS.7% B W AE~REEORETH D,
(27/473f1) . FESE3.8% (18/473fl) TdH -7z, A _ .
! " AH )= VIZEFRT L, T =)L (99.5) I
17.1.5 BARIMERR (12 BIRT <L KIZRREHZ L,
BEFEORTADP AR T B REMFEIZIRELIE SN WERAF it
B2 BT 5 4RI EITREREO/NRTA P A BE3436] 2 1R
_ . . OCHs
ELT IV IR ((RE3OkgRMOBEE L 8 ~12mg/kg/H. /
R E30~50kg R D EF 1L 6 ~ 8mg/kg/H. {AE50kghl LoD O/ H H
B 13300~400mg/H) Xz 75t Az GBRROES (B )k N
OMTANPATEL ~3HEOMH) Liz& &, FEFHMHIEE T HsC N
B 2 BRI T 2R O28H & 72 D O FAERME H

LEBEITROLEBOTHD, TILRBEET Y I FEEOM

TREMAIICER A ZNRD 5, 21, FREDRM:
i | BASEOOBARIE | o) | 7L RBHT DDH EHG R 7 EMEEAZRED L. WUICERET 5 &,
EROEILEY [95% (A ]
75t KB 170 -1.55 22. ‘ait
FAFIFE| 170 -3.05 0.0003 [16.3321"21277] 100g [T AF v 7R NT]
a) Full Ana}lysis Set o o . i 23. EER
;;ﬁ;ﬁfg?gg;;[;gffif?fﬁﬁﬁT FIZRE (FEIEHFEDIEE D10%iE) 1) EASEE  EEREREERNS Y= 2 7L AR
12; ?I]l%({fﬂ) (XIZHSFMEER) TREEHE L oSS RIEER L AL, 258, fe ) g?ﬁﬁ h L5
) e Wi e s - » 5 Pt 2 =g T ERIFE 959 2015 ;5 43 1 1307-1316
SRRy st R RRRAROBASE D ORI 3) SEARBRAL B T57 24 3 F RS O B
d) 7IRXBIHT HEDE (%)=100x (l-exp (N=FFHO 7373 M S (B8 ME 1 20164E 7 A 4 BA&GR BB BRI 2.7.6.3.3)
7EAEOE) 4) BRARUHNEANRBE B 5 55 E R 8 R AL
BIMEFFISER L, 539 3 FEEC33.9% (58/17161) Th - 72, (BL8y N RI4 >y 7 /4820194 1 A8 H&KEE.
FEEMER . EERI4.0% (24/17161). HEH O F 118.8% EHEE RS 2.7.2.2.2, 2.7.2.2.3. 2.7.2.3)
(15/17161) TdH -7z, 5) FEMESRH fth : EFE &A% 2018 ; 46 : 1331-1338
17.1.6 EEHERESE IBRBMGERSHER (MR 6) HNER : EWERESERER
A BITHROEBEFEIN/NETANP ABELGN (A 7) HEANBEEBRAICB T 5539 I ROEYERICKIFIE
N46M1. FHEIA90BI) 23t E LT, T34 3 Rl2mg/kg/H (1 HOBE (VL/Sy NE:2016F7 B 4 A&, HEER
E50kgll ED B #EI1Z600mg/H™) £T% 1 H2EICH TR e 2.7.6.1.1)
A5 Lz & &, BEEMD S O2RBRHEBIC B 2859 HE 8) FHIBA th o BRI 2018 5 21 1 1223-1234
EHE(L RO FRIEIZ-52.73% (HAANT-27.63%. SEAT 9) of (YL %y ME 201647 B 4 HAR, HHEERHTE
-60.56%) TH 7%, 2.6.4.4)
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EOREGFRABEY S BAREANOT D EZHE (YA
sy MEE 1 20174F 8 H2SH AR, BHHEMES)
HAKOHEIC BT 2B REFRBEED 77 R
BB (KL% MEE D 20166E 7 A 4 HARR, HEERMEE
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