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

3. #88K - K
3.1 #8RK
- BRI .
IR7E4 (1) TRINA]
JUARE Ry, BEENKT A B,
FAFIRFIAay S Sa4IF 100.0 FF ArS0—A, b RoFy 7
10% [1GJ 7S el gL —2, D-v Y= h—

by T YRS YT A

3.2 HEIDOMIX
s A & BN
Z;%éﬁ“ﬁf’””7ppa4yny7ﬂ 1t~ B 0 BB
*4. FEEXIFFIR
OThAHIAEBEDERREIE CREERIERIEZZSO)
OthDIMTADAETTORBHRIBHO SNV TADNAVEE
DEERXEEICHIT DM TANAEEDHBEE

6. FiENRURZ

B CEE. RAICIEZ I I FE LTI HIOOmg (RI1 ¥
Oy el Tlg) K0HBEERMBL. 0% AR EORH
fBEH T CHEEL., HIEHAES 1 H200mg (K1 >my TE
LT2g) £954, wWInd 1 H2EICH T CHBEELT
EOBRET 5, 45, FERICED 1 HA00mg (KFIf >0y 7
ELT4g) zEAGVEECEESERT 25, #BEI31EM
DEoMEx2HITCIHHAEELTIOONME (KT 10y &
LTlg) UTRE2MTH T &

NREFE. AR EO/NRICETa I FELTLIH 2mg/
kg (RT42my &L T20mg/kg) KDEEZHBEL. Z0
% L EML OB 25T 1 BFRE LT 2mg/kg (K4
vy e LT20mg/ke) TOME L. MERRAE % AEOkgR
Wo/NRICIE T H6emg/kg (K74 2uy &L T0mgrkg).
{kE30kg Ll S0k ED/NRICIZ 1 H 4mg/kg (FF4 S0
FELTdmg/kg) EF 5. LEAB 1 H 2 BT RS
BLTROKRET 5. %8, ERICK D EEkgRmO/NEIC
&1 H12mg/kg (R4 2mvy & LT120mg/kg). 1AE30kg
DIESOkgARmo/NEICIE 1 H8mg/kg (R4 >y FELT
80mg/kg) ZHBA %5 WHIFE THEIERT 528, EEIE 1B
roMEEzH I CI HABE LT 2mg/kg (FI14vay P&
L T20mg/kg) LIREDfTH T &o 7272 L. fRESOkgLL Lo/
RTid, HAELRICHE - HEZHVWSZ &,

7. BERURZICEET ER

GhEeHE)

71 2V 7F=r2) 75y AN30mL/minBl N O & E K R
BREREOH 5 EBEITIE. AL HERESMAEZ300mg. /)
RIZ1IHESHEZLREEE T AR EEHEIIRET LI &,
/o MEERZZITCWHEETIE, |HERICMAT, m
WENRICEART I BHE0FE0BMNKZE2EET S &,
[9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]

7.2 BEXIIHEEOMEEREDH 5 BE (Child-Pugh/riEA
KOB) 1ZiE. AR 1 HESHE%300mg. /NEIE 1 HES
HEx205%RELd 2 EEHEIIRET 52 &, [9.3.2,
16.6.3 8]

7.3 RElO | HEE AR IS ARE3OkgR B O/NE T 1 HI2mg/
kg. 1AE30kgll_ESOkgHRimN/NETIE 1 H 8 mg/kgTh b, &K
Alz 1 H8mg/kge A THE LT\ A EE3kgRmD /N
By BREICEWREMIHEENkg L& R o> &I, B
EOREZ+DICBEL, WREVCEIEHORKRZER LIS
2T, BYLHABERMET AL, B, AMGEEILET S
Z&,

CRERFEE)

*7.4 KREEZEEBARFEEIT L TERT 285810, thoiiTA

MAREGHT B Lo [BRRBRICB VLT, MERNAFEEIC
xF9 2 ANFI BRI 5 T OfE R IL 2. ]

8. EEREAIE

8.1 EBAHFICBUY2H5BOABZBE LRV LFESHIEICXD,
TAPARIEOBERIITAPAERBIRE SO DONEZ &N
HHDOT, HERHIETHIEAICIZ, P s VAR EY
FCHRZICBET 2 EEEIITY &,

8.2 FEEH TV, BE. B, EESN - EF 5 - KEhEHEE
HORTPERIZZENDHHDT, KERSTOEEFICIIEAD
HOMEELS, ER2 L BHOBEICRESERVEITET
BT &,

8.3 PREBOEENHHHONE I ENHHDT. AEIOEEFIZ
FENEOEET Oy EICEET SR (BEIR. IRIEEOH
DL IRIEAR, HESSASRK, K. BB, BUINE) 0X
RICEBRT A & ARIOHBRESFICEDO LD BERNEH SbN
FEAICIE. BMOBEE2ZT5 LD BERVFOREEICH
g5 &, MoEBEECEEDMER (DFHFEILOAE
%) OBFEOHHEE,. F M) TLF Y RIVEE (TILHYE
REEE) ObH5HEE. PRERBOEE K I T BZFNDH 5 HA|
EHEALTW2BES TR RFIESHAR L OCARERSHIE
DERBEZITORE. BEORERVEREOZ(L 2 1EEEL
BEIAHTE, [9.1.1, 10.2, 11.1.1 ]

A BREE. BE. XEESOBMERYH 5D, BRER
ICELZELHDHDOT. REBEFIIEZFORERHFREDOE
LE2FEEBET A L, (8.5, 15.1 BHE]

8.5 BEMUZFORBKEEICHENE, BRERFEOBHEREIRD
AREMEIC D W T FBAEIT V., Efi & BB IGEEEZRD &S
EOEET L, (8.4, 15.1 BIE]

6 EHR, BREORBENSECAAHESEN D HD T, BERIC,
REEICOVWTHZZITOIEEEL. BEPRDONLEEIC
TE B 21T 2 &, [15.2.1 B8]

9. KEDERZEIHEBREICHTZIER

1 GHE - BEEEDH BB

0 MEEEEPERDRER (DB OAEE) D
ZEDOHBEFEE. FRNUILFvRIVER (TILHIERES)
DHBEE

FEIOPREBERIERICEVEET 0y 7EPHRT BTN
MH 5. (8.3, 10.2, 11.1.1 B3]
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O O



2 BigEEEEEE

2. EEBKEEEDGHZEE

[7.1. 16.6.1 Z&]

9.2.2 MREREZIFTLWI RSB HEEEEESE
[7.1. 16.6.2 Z:H8]

9.3 FHikEEEEEE

9.3.1 EEDITHEEEE DG EE
BELEWZE, RAOMHFREN LRI 2BZhDH 5.
[2.2, 16.6.3 %#]

9.3.2 BEXRBHEEDFHEREZENDH S EE (Child-Pughsy
¥BANUB)
(7.2, 16.6.3 %]

9.5 iR
IR UTITIR L T W A EEME D & 5 &I 1E. BB LB
PfEitE LA EHEESNABAICOABRET ST &,
Fv MIBWTHREBITEIZO SN TS,

9.6 1%ZLIE
WELOERERUBAFRBEOEREZER L. ZILOME X
WdHIE AR A 2 &,
b hNITHEARBITT A EARESN TV S,

9.7 INR

9.7.1 EHEAEMAKER. #HiER, LRI 4mEmMOSIRICHTT 2
BERRARBRIZEmR L T,

9.7.2 NEBEDOIAFME KT 2 BAEEICR T 2 KRB

EA - B EBITIThR TV,

9.
9.

9.8 S
—fRICEERE CIIEEBENET LTS, [16.6.4 5]
10. 1BE{EA

10.2 H#AFEE HRAICERTDIL)
5% BRIERR - fRE S5
PREBOERZET 5 |BE7 0 7 ENER
ZhOB B THBZNSD Do
[8.3. 9.1.1, 11.1.1 BH]

1. ElfER
WROBIERMPH5DONBE I ENHBHDT, BELZFDITTL,
BHPRD SNIGE RG2S 574 @) 5 0E 21T
ST &,

1.1 EXLEHER

MN.1.1 BEJOvT. Rk, K (I nd 1 %R
PREIEODIEE ### I BZFNNH 5. [8.3. 9.1.1. 10.2 =HF]

11.1.2 hEBEREIRFERIARAE (Toxic Epidermal Necrolysis :
TEN). REtSIRIREIREE (Stevens-JohnsonfElRE) (W3
NHSHEREA)
FE AIBE. K - B A T8, WEER. RRm. OWNE
EOREDRD S N-BEIIIHEEEHIE L., EY LB 2T
AT &,

11.1.3 ZEIMEBSEEIREE (BAEREA)
MEER & LTHE., BEHF AL N, BICHFHERE, Vo3
HifEAR. FMBRIEN. FEABRIE S, EED) D OSIRHEHEE S
EREOBEELBBERSHSDNEIERH B, kB, b b
ANIURATA VA6 (HHV-6) FEDO7A NV ADOEEELEZMES
ZENEL, BEHIER O RS, FE. FEERESOERY
BBDH5VITBENT A EPHAOTERTSHI &Y,

11.1.4 SEEREREE (BEEREA)

11.2 Z0fthDEIER

R - falRET
BEAIC & O PRIETRRIE R AR A A
IR T 2 B 2N D5,

WERE | 3%0E | 1~ 3%k %k S
FHED I U | ERE. JE. |5 O 8. SR R,
(17.8%). 3 8% W, BESURR. S| 52 a0
. (R B, EEEE, BT
. BEARE. ES
BRmER B, PAREE. R
. B, M,
VR, [ERE .
IF7U—XAMTA
A
" . BR
[t EEE LD
Y R AR, AR
e 15, (R
ED R )
R FRRERE

TEXE/SEE | 3%k 1 ~ 3 %Al 1 9671 BB

R#ROHE BARBUER

#

o ﬁ#’é WHRZ . T S FE| M8 2R
fiE

PARER HYLEHIE

R B R iR HE

B EERED F Hig

] SATIRE. SRl REL e 2GR EEK

Z DA [ WHBEZS, FE2L. HETIE.
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13. BEKRS

13.1 fEIK
WERES (BK12000mg) 12Xk DERD SN EERIE. FH
HEHF WV, B, FE(ERERERRIEE TADAERIRE).,
DMEEEE, Yav I/ RUOBEETH /2. £/ AV I
7000mg = — IR L7z BITREPRES N TV S,

13.2 W&
ARNZMBGENTIC K VRERBETH D HEHL TV 2AERDORE
BECIG U CIMEBEITOERiEERT 252 & [16.6.2 ZH8]

15. ZOfDEER

15.1 EERREEFICE D < B3R
BN CERS NERORTAPAREIIBIT S, TADA. £
TR B A TR & U 721990 75 2 A 5l R B PR S BR O M 3t i
KBWT, BRSERVCEBEROEREDO Y 275, HTAD
AEOIRABTT It RBEREL TN 2EEL TARPA
SEARFEE © 0.43%. 7T L AREE: 0.24%). HTADPAEDRA
BCIE. I RBEEHRINV0OAH DI IANZVEEESH
72 (95%(EHEXAT : 0.6-3.9)0 E72s TANABEDT T 7L —
T TITERBEEERI0OAH-D2.ANZ VW EETEES N
TW5, [8.4, 8.5%H]

15.2 FEERAREHERICED < B3R

15.2.1 FEEEPREEM BN RERER ICB W T, I3V I RIEZT v oK
BARICERESHBI[SHEETOM LA, T v b D26 K% U104
ERRERSEERBCRICERIRDOSNT. 1 XO55EMH
RE#RSEEREICB L TOKRBEOEBLIZED 5 NED 5 7,
B, BRSORICHETA2EEHORRRIZ /S ALV E
<\ 16ERHS OB RS IERBRED 75 RBETI].6%IC
KU, AE200mg/HEETA4.9%. 400mg/HEET12.2%. EHA#H
5TI35.5%Td 0. BIVEIERE (Mass) o7 7t AR
T134.4%12xf L. A H200mg/H # ©8.9%. 400mg/H # T
18.0%. 600mg/HEET30.5%Tdh -7z, [8.6 %]

15.2.2 R#MFEETT IV THAHWAG/RjZT v b (3. 10K%T30mg/ke
RIEHENES) ROA NI AT — LBEERETANPAT Y b
(15.6% 031 .2mg/kg % BEREN T S) 1BV T. REFEEDHE
HAROO N,

16. F4PEDRE

16.1 MOGEE

16.1.1 BEA

(1) BEmEmgs
TRERALA B E18HIICZ 24 3 F100. 200, 400mg % ZERE R |C B[E]
BOKES Lz E, %5805~ 4 BRI TCraxlE L. Ti2ldH
4RI TH > 7ce AUCK U Craxl IS EICHAI L THEIIL /22,

HE G R OB T A -5

k58 100mg 200mg 400mg
B% 12 11 12
AUCo (ug-hr/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo+ (ug-hr/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Cumax (pug/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]

B F9ME [CV (%)]. Tmax

(2) RERS
RS S HIICT 39 3 F200mg/lEl% 1 B 2[6] 7 HERIE
ROKS LS, DT oY I FREIREM®BE»S 3 H
BICEFRIRBICHE Lz, AUCHD BREMAHIF2.4TH o 72
HEAT—%),

IHRE (i)



16.1.2 IR
FERMIABLO_EERIABRICBWVWTO 7 A% 25175
L TONRTANABELNM (HRNOBIZET) POEDS
N7-M#EFRZ a9 I FBEZ W CBEREY B RET Z/T
W NRIZBIT 25T 3Y I FOEMERR/ ST A —F 2H#EE L7z,
KEHICB 5534 3 FORS5RIZ2 ~12mg/kg/H% 1 H
2[E#% 5 (f£5E50kgbl L /NRE T o & E13600mg/H*)
THote RPTOIHER (VA/F) 120.71L/kg. BHFD
252775 A (CL/F) ZMEEROFEMICHKAF L. AE]5kg
® 4 #770.88L/hr (0.058L/hr/kg). {AE25kgm 8 % TLISL/hr
(0.047L/hr/kg) {KEAOkgM12# 2 C1.60L/hr (0.040L/hr/kg).
1AE50kgD165% 2 T1.83L/hr (0.037L/hr/kg) &HEE S N7z,
[7.1 28]
E1) ARENG 4L Eo/NRICK L CERZB LTV S,
F2) RAOABS N 1 BRESHARIE, BRAKROEESkgE
Fo/NRIZI3400mg. (AE30kgL E50kg R i /N R I 1
8 mg/kg. 1AE3OkgRIHD/NRIZIF12meg/kgTH .
16.1.3 EMEHIEIF N
R B4 5 34 2 R100mg (KT 1 > u v F10%%
1gX13100mgHt % 1 §8) =E=EREERE LS, TaY
I FOEYFENT A=V IZLUTOEBD TH->7z0 FTAT
0 v 710% & 100mgE DALY L REE SR S iz,
HEHSROZEYEEL ST X -5

LB HE B4 >ay710% 100mg#E PO
KT A= (B15=24) (154=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

(hr) (0.250.75) (0.25-3.00)

Coa X AUC- 3158 [CV (%) ]

T SHPRIE (FiEH)

a) R4 oy 7/5

16.1.4 E£ZHESFEEHER
FAYIFFIA2ay FI0% ]Gl L8y P RIAay
T10%%. 7ORF—N—FEIckDENnZFhlg (TaFIKE
L T100mg) R ASHEICEAEREROKRS L TmiEdh T a
PIFBEZEEL. Boni-EYEHE/IIT X -4~ (AUC,
Cinax) 12DV TI0%ERRENEIC TREHENT 217 > 72/E8R. 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—YLNy FRTA Ty T 10%
4 4 |- Mean=S.D., n=26
1
g
h
7
a
Y
b3
4

BE5&OKH (hr)

HEMBRE S A—5

HEINT A —% BEINTA—H
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
B8y b RIA
S0y 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%, #EE DOFEIR,
R OREE R - FEEORHBEMFICE > TR RN H
%o

16.2 DRUN

16.2.1 REDOEE
TR A B 2460125 39 3 R300mg % Z2RE R S IL &% I B E
BO/ELI-EE, BHIZT Y I FOAUCH KU CraxlIEE
ERIETS o7 (HNEAT—4),

16.2.2 NAAT7PRASEUFT ¢
TR 2460125 24 3 R200mg 2 305 U604 [ ¢ BL[a] s i
RS IZHEEREOHRS L&, 539 3 ROAUCHLKRY
CraxlZFAIEETHD. T3 I REDHINA T TRA S
T 4 1ZIFIE100% TH - 728,

16.3 9
TR 2461125 39 3 F200mg 7% 3047 ¢ B [0] VR B AR PR 4%
Sl E, AR (Vd) 1331.ILchHH, a4 I R
200mgz BHEREO#KEG Lz &, B2 TonmAERE (VAd/F)
1332.8LCH > 7z,
in vitro (5 3% 3 R1.5~60ug/mL) KUex vivo (a4 3
R0.7~5.5ug/mL) REBOMEER, T39I FOIMPEAZBEER
X 15%KRIMTH 27289,

16.4 {35
Z 39 3 FIEBEHR R OREICZ DAY STER LT,
in vitros B OFER . EHEZRIRNEEZ ERBY TH 50
A F IRERICEICES T HCYPHFREIE. CYP3A4. CYP2C9
T O'CYP2C19TH - 7210,

16.5 HEttt

16.5.1 2R A B 5 Flic [“Cl-Z7 24 3 F100mg (40uCi)
ZEEAREORE L O | B CHEEMEERNES Lz e &, &
ER168K A & TIT. FRPICIER G B DA% U97% 7 HEill = .
FHRAOFENI0.5% R CTH o720 REANIZTIT IR (K30~
40%)+ O-fii X F U1k (£930%). fEtEE s (£920%) KOO
ME R MRHEW (0.5~ 2%) & LTHEtS N0 D (SHEAT—%),

16.5.2 R ABMEICT 39 3 F100~400mg% HERE OS5 L
el &, BEDERKE CORPBPEMRIZ. 3% 3 R29~
33%. O-Fi X F WAKIO~15% T DH - 7o MEFEHO-E X F ILIK
DAUCZIMEEF T T I ROHI0%TH - 722,

16.5.3 EFEAAIC T I 3 F200mgZ% 3053 i ¢ Hila] s i &R
B L&, 2527975 A (CL) 121.78L/hrT¢H 0 |
T 3% 3 R200mg#x BEREOKE L&, Rrdoegs)
7> A (CL/F) 1&1.84L/hrcdh - 729,

16.6 FENERZHIHEE

16.6.1 BiEEEEEEE
BHEEDTEE D B2 5 B AMERE 12T 39 3 F100mg % B[al4%
A5 L7z & &, AUCHIEBHEEER#E (CLler @ 280mL/min)
EHE LT, BEHRTE (Cle: 50~<80mL/min) TIx27%.
FEEHETH (Clek: 30~<50mL/min) T22%. EEETE
(CLcr : <30mL/min) T59%& <+ Cral IEE D & EE O BH
BEETETIO~14%Em o7z, BED SEEDOSHEKTEIC
BIF20-Hi A F NMEDAUCHITBHRELEEED]L.5~4.6(%T
Ho722 (HEAT—%), [7.1. 9.2.1 BIR]

HEHRSROIEMEL/ ST X -5

B T BEET | THEET | WEET
Bl 8 8 8 8
CLcr (mL/min) >80 50~ <80 30~<50 <30
AUCo: (ughr/ml) 08 Hr o0 6.9
Cras (ug/ml) o) oo oo B33
Trex (1) (o.éi(z).o) (o.(s)j.o) (o.(s)j.o) (o.éﬁ.s)
Tuz (hr) e e oo o
CL/F {L/hr) oo 078 o0 ool
Cls (1/h0) oo | G | Dra | Bia

BAEFME [CV (%)), AUCoZ 0 ~96REEIE, TraxldHRME (HEE)

CLe: BV T TV A

a) 74l

16.6.2 MRBEHZZFTVNSKRPBKEESES
M % Z 1T T2 KRB MRS OBARERE 1. FEEN
R OB AT BRAA2. SREREIATIC 5 39 3 F100mg% B AR L% 5
L7z & &, JEBITRRIC AN 4 B OBITEMEF TIE 5 a9 I N
DAUC-1346%FA LU BITIC K HBRERFRITT 5 I F57%.



O-FR X F WAKS3%TH D, BNV T T AETIH IR
140mL/min (8.40L/hr). O-f# X F )L f£149mL/min (8.94L/
hr) TH-72 B (HEAT—%). [7.1. 9.2.2, 13.2 %]

HEHRSROENHE/ T X -5

B JeBHTHE 4 BEREHTR
JES 8 8
FaYIK

AUCo+« (ug-hr/mL) 43.2 [20.2] 23.2 [15.1]
Crnax (p1g/mL) 3.18 [22.4] 2.79 [22.1]
Timax_(hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
Ty (hr) 19.6 [19.4] 19.2 [26.8]
O-fi A FL{E

AUCo+« (pg-hr/mL) \ 6.63 [74.3] \ 3.43 [68.5]
Crax (p1g/mL) 0.43 [69.5] \ 0.22 [69.1]

HEFE (CV (%)) AUCoI30~24RFREIE. TraxldFPoRfE (HEH)

16.6.3 FFHigEEEE RS
FFHSREDS & IR R L 72BR A (Child-Pugh%#EB) <5 a4
3 F100mg/El% 1 H2[E 5 HEREROHRS Lz & =, (@
RAICHANRTT 34 2 ROEFREDAUCH 2K UCrarld Z 1
ZHOL%RVS0%E D > 70 7o, (KB TEE(L L ERRRE
DAUC) 1% U Craxld £ N ZNAT% L V3T %7 > 720 T EEFFHE
BEfEERE (Child-Pughf$C) TOEMBIIME LTV
W (HEATFT—%). [2.20 7.2 9.3.1. 9.3.2 58]
EEREBOEMEE TR —F

AR g Child-Pugh77 7B
R B 8
AUCo12 (pg-hr/mL) 53.3 [17.3] 85.9 [21.7]
Crmax (pg/mL) 5.83 [13.3] 8.75 [18.7]
Tmax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
T (hr) 14.8 [19.7] 24.1 [23.5]

AATME [CV (%)]. TaddHoR{E (HEE)

16.6.4 SEnE
05i% DL b o & e B LG & OV s e LB T a3 2R
100mg/[E % 1 H2[E5 HEREZO®RSE L & &, 45T
ORABHREIEHE LT, BHEERTLEICBVWTT IY
2 FOEFREDAUC 2 FNZFN33% K TV50%E <« Cmaxld
FNZEN29% R O53%E N> Tz0 Fizy AETHEENLZAUCH2
& BEENOZEICBWTZENZN26% K U23%E - 7219 10
(HHEAT—%). [9.8 5]

16.6.5 CYP2C19&{zF=2H
HARAR O E AMERBABES186]%2. CYP2CIN&EETHIIC
EOLRBESHEICKL Y. BEAERBHESE (UM) 14, &R
#EEE (EM) 1761, FRRIRHEEE (IM) 1061, K OMRAHEE
# (PM) 8flicrir. COERICT IH 2 F100~400mg% B
EREOFREG LA-EE, a9 I FORSEROCEAECEE(LL
72AUCoold. EMIZHARTPMT24%. IMT10%E D > 722,

16.7 EYEEIER

16.7.1 ZEEE{ERER
Z a4 3 N, BEMEEFEEE cCYPIA2, 2B6. 2C9. 2C19
FOBALCH L CHEERZREST . CYPIAL 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2El. 3A4K% OBA5ICx L CHEHEEH 2R S
o7z CYP2C19Cx 4 2IHEERASRKB S Nz,
Z 3% 3 N, P-EEREOHABINZEE I P-EER
Bt U CHEHEER 2RSS LD > 72 (in vitro)™,

16.7.2 ERFREYMEEERHRER

1) AlLNIEEY
RERABEIfIC. 29 I F (200mg/El., 1H2E) @
EFEREICBWT, BMWCYP3AFHEERE N OHIEEDCYP2CoH
BETHAHHLNATEEY (200mg/El. 1 H2ME) %HAK
BROBELEEE, AANTEEUIET Y I ROEEIREE
DAUCH2 R PCunx I C B A2 RIZE 2D > 1. BEBRABHELS
Bz, AANTEE Y (200mg/E. 1 H2ME) OEFIRES
BWT, Ta¥IF (200mg/El. 1 H2ME) %2HHRERO
BELEEE, AT IREAMLNTEE Y DOEERED
AUC) 0B VO Cnax IO E# RZ S 5729 (AAEAT—% ),

2 AXFSY—-IL
R ABE3AFIC. 3% 3 K (300mg) DBEFEO#KSIC
BWT, BHWCYP2CIHERETH S 4 X STV — )L (40mg/
|, 1HI1E) 2ARKERO®KSLIEE A X TF—)L
139 3% I ROAUCH K UCnaxll HE %2 RIT S D o 72,
CYP2CIOBEETH B A AT TV =)L (40mg) OEREEOHRS

IZBWT, 3% 3R (300mg/El. 1 H2ME) %ptHRER
O#%E5LAzEE, ST I REFATTYV—=ILDOAUCH KT
CoxlCHEBLZRITES -7 (HEAT—%),

3) =E9VYSLA
TR B33, CYPIARE THAI¥ YV T4 (7.5mg)
OBERO®REICBEWT, 34 3 F (200mg/[El. 1H2[E)
PHARERZROKRE LLZEE, IV I FIEIYYTLDCnax
%3003 S & 7o AUC I E Z KT S 2 p 5 7220 (SEA
T—%)s

@) 2IL77UY
R AEEINIC, SSTL 7 7Y U HCYP2CORE TH ST
L7 7y (25mg) OBEREO®RSICENT, a4 I K
(200mg/[El. 1 H2ME) 2#AREROKG Lz &, a3y
I NIESKRUR-TLT7 71 > DAUC & O CraxiZ % R IT S
. FubnrEryEEEROTO bo v U EROEREER
(INR) OBKMERFAUCHsll &L RIT S - 722 (4 E
AT —=%).

16.7.3 BEEEMENRERRT
HRAROHNEANDEAKR I NEOTANPABRE» B/ ONT:
MmEEHs a9 I NEETFT -5 2 H T, BERSEY BT+
To720 ZOMER. CYPHEEERZET AT TAPAETH S
ANNTEXE Y, 722 b U RIET7 2 ) NILEY —LOHH
KD T39I FOEFEREOAUCIE, AKX O/NET, &4
25% K CF17% A L7292

17. BRIRERHE

17.1 BERUTREEICREY 28R

(ERPFME (CREEMRIEFIEZZE))

17.1.1 ERHEESEIBEHER (BEREE. BA)
FRICUIRETADP A LIS NS FE (TIRE2MRAL
FEEZEGT) VISRFHEO LB EBREMARREELZET 5 16 K%
DEoBEEZNRELT, 739 3 F§E200~600mg/H™Y X1k
AN EE U REE (CBZ-CR) 400~1200mg/HE % BA
ICTROKEG Lz & &, EEFHEIEE T & 2 Kaplan-Meieri®
ICEDHETE LI mEEHEARICHE T % 6 » HRFREBEARIZT
KOEBDTHD, BEEZEDOBREEXMEO NREILX T ORE
SNTIELIEBRAE (-12%) % £l - 7= 2 & .CBZ-CRE{D 6 #
ABFEEERITN T 5 BEREZ D S%EREX E O RRMED H (17
W) 13, PORELIELERAME (-20%) = EE-722&
5. CBZ-CRIZHWT 5T 34 I FEEDIEL MR SNz,

T TR o :
HIEEER (%) HEZE (%) |HHRz=
AR | mEE | A | LemEm| oo T L
e (#2 (%)) [95%(EHAX ] | [95%(F5EX ]2 | (%)<
o 327 89.8
oagy TSR | 36 | 1868, 2.8 1.3
S 308 91.1 [-5.5, 2.8] | ©0
CBZ-CREF | 4429 | (5 7) | 188.2, 94.0)
o 307 95
ops TSI A | g5y | 1886, 94 13 .
265 92.8 [5.3,2.71 | >
CBZ-CRE | 397 | 71.8) | 190.0, 95.5)

a) Kaplan-Meieri#iC & 2 #EME (BE3 » ABOFMERE (2ELF, 3EEE)
% J8 & L CMantel-Haenszeli%IZ & 0 #%)

b) 7 a4 I FEERFDIHAER —CBZ-CREDIHAE

C) HEREOBERZE D% E X i D FHRE/CBZ-CREFDIHEE X 100

d) Full Analysis Set

e) Per Protocol Set

f) BARNER 7 flx &t

g) BARNEGN3MZ &L

7B, ERMATERICES T IV 3 FEERT400mg/ HEBAD
BEPDEE L >TZBEEZNRATHHEE L TR -725BE5D
FASICH T 2 RIENHE LI BEH (A (%)) 13308%)/444
Bl (69.4%) Td V. Kaplan-Meierik iz & 0 #E7E L 72 #{EH
KR [95%FFEXME] 1284.1% [80.5, 87.6] TH -7,
HITEFFIASERE L. 7 O 3 FEERECT37.2% (165/444f51) Td -
Too EBUWERIZ. FEIED F17.9% (35/444%1) . 1555.6%
(25/444f51) . 1ERER4A.5% (20/444f51) TdH 57z
&) AHlOERS N | HEEARIZI00mgTH 5.
E2) WANTEEURBEEIIR TIRER SN TR,
#3) 200~400mg/ B#%5G TRENTHE LI BER.

17.1.2 BERSEMEHER (BEEEE. KA
1B OBAFEOT T AP AFE LS LTV 2166 EOES 3
BT HTANPABREEZWNRE LT, 73Y 3 FEE200~600mg/



H#* ROKEICE2BABEANDOBEZ L&, 6 7 ARISE
PEHLEEDEIE1346.2% (6/1361) TH -7,
BIfEFFIREE 1. 84.2% (16/1901) TdH > 7z EBIERIZ.
FEIMED E142.1% (8/1961). 1EAR31.6% (6/1941). [mliEx
HHF WV, BLAEL0.5% (2/196]) TH-o7z.

H4) AHOERS N | ARSHRI40mgTH 5.
17.1.3 EISHFESEMERR HRAEE. BA)

BFEOHRTAD AETHS L SEMEIRIR DG 5 s W5
B2 BT 510 EDOHRAKRTHFEADTA D A BESATH
(HARANEE1261%E&T) ZRRELT. T39I FEE200. 400mg/
HXE 77t Rz 16AMKEO#RSES (BFEOMTAPAKE]L ~ 3
REDOHA) Li-& &, ZEFMEEE ChHHBEMMITHT 2
MR O28H & 72 D OMIFERBE(RIETROEBD T
HO. TTLARBEEE T IV I FEE200mg/ H % 0M400mg/ H B &
ORI THEMZNICERGENRD 6Nz, BB, FHICB IS
S50% L ARy F—L— b (28H& 72D OEFFIEL BRI
MlE AT ST L-EBEEOEA) 3. IR E
19.7% (36/183%1) . Z 24 I F§E200mg/ HE38.5% (70/18251)
KOVT a4 3 FEE400mg/ HE£49.2% (88/179f5) T - 7%

ES0kgll £ B EI12600mg/H™) £T% 1 H2EICH T
O#%5 L & &, BREE D o 02aREEIC B 5B FE
E AR D FHRIEIZ-52.73% (HAANT-27.63%. SFEANT
-60.56%) TH -7,

BEIfRFAFIRSAE L. 56.2% (77/1376]) TH->7z. EBHEMAIZ.

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

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

E5) ARAIOAR SNl HEsARER, AR TIEES kg
L o/NEIZI3400mg. (AE30kgll 50kg i D /N RIS &
8mg/kg. 1RE3OkgRIFHD/NRIZIZ12mg/kgTdHh 5.

CGRERINREE)

*17.1.7 EFHREENERR EARTIE)

BEFE DT T A D AFETHI L FEIIRIZN R G 5 e W iIRE R
REEZET 5 4R LD TANABEE22H (BARANEE3F
EEL) AWRELT. T3V IR ((RE3kgRmO/NEEEIL
8 ~12mg/kg/H. {KE30~50kgRiED/NEEE L 6 ~ 8 mg/kg/
H. {AE50kgll Eo/NEER A BEI1£300~400mg/H) ik
T R ERRECUBEBREORSE (BEORTANPAE]L ~3
AlEDftH) Lize &, FEFHEEE Cdb 2248 0 1GE R

o |BEBLVOEARE] | TIERBCHT 2EAED 1281 % 2B HOREMARFENRIRT 2 £ TCORHITTRD
PR Egonmy | P [95% R SRR Loy
v E 5 5 PR EBOTHD, I RET Y I REEOBMTHREIZNICE
— : 5 BUESBD SN,
Wome/ HE | 182 o <0.001 [18.7, 38.7] aom | g |~ PEAECORR (B)Y] - R .
9.6 [95% (R HBI] [9s%(Emm=m] | P
400mg/ HE¥ 179 -4.50 <0.001
[30.5, 47.6] S5 KB 121 77.0
a) Full Analysis Set [49.0, 128.0] 0.540 <0.001
b) HRfE SRR | 18 - [0.377, 0.774] )
C) HEUEH L RIS E 57 O DU RIEER E RISER . 25 B R O & B : [144.0, —]

W L 7B O28H & 72 D DR FIEEEE HER & 555 BT
d) $SEH & DHEE SN R NS ED S FHE LB RAEE BB R (%)

a) Full Analysis Set
Z 3 I B 1 FII125HO A XY+ HFE L RICRERLEIM T SN2D,

BIEFRRIBEE X, T 349 3 REERET47.7% (173/363f1) TH -
Too FERBIWERIX. FEIHED F1122.9% (83/363/) . IEARS.8%
(32/363f1) . #4.4% (16/363%1) TH -7z,

17.1.4 ERHRIRAMGEIRSHER (BA)
EERERSEIERE (FREE) 2% 7 LHARUFEO B
FHAT30 (BAEANBEI2W2Et) 20RELT STV IR
$£100~400mg/H% | H2ENZ 3 CROK G Lz & & (i

&, BR767TH#ES) . RTRBOBEEHM,» 5 028HH /-0
D5 FAE R D> RO YL 1X55.23%. 50% L AR & —
L — F356.3% (265/47161) TH - 722,

BIfEFRIBERE L. T Y 3 FEERET42.9% (203/47361) TH -
7o EBEIWERAIZ. ZEIED T 117.8% (84/473M1) . EER5.7%
(27/47301) . FEIE3.8% (18/473%1) TH -7z,

17.1.5 BHEMARAER (VR
BEFOH T A D AT 2 FIENHIRIRSE 6 s WET 5
E2HBT % 4L E1TR AR O/NETA D A BE3BM 205
ELT, 3V IR ((KE3OkgRIMDEE L8 ~12mg/kg/H.
1A E30~50kg R D EF X 6 ~ 8mg/kg/H. 1AES0kgl D
BHFHI3300~400mg/H) X375t Rz 16RMREO®RES (B
OMTANAEL ~3HEOMAE) Liz& &, FEFHMHIEE T
& HEEHARNICT I 2 MEFHR 028 H B 72 © OER > FAE[EBE
(LBEITEDEBDTHY., FSEREESTIT I FEHEOM
THREHZICEB L ZPRD 5Nz,

g | BRBED ORI | 75 CRBIAT SR
EHOZ(LEY [95% (S 4RI ]
FowAE | 170 1.5
Sy RE| 170 -3.05 0.0003 31.72
[16.342, 44.277]

a) Full Analysis Set
7T RO 2 flE, MR ORIELL T — £ 1ICRE] (FEHFEDEED10%)
W -7z7z0. BIFICED R -7z
b) HRfE
In (X+1) (XIZEDFIERE) CHBER LB REEBER V. BE58, e
L7-EMEREEZ R T & U, ot L -SRI 028H & 72 U O3 FAEEEL
EHEEE LSS
T RBICHT DR (%)=100% {l-exp (B/N_FFHDT I I REEES
TR RBEDE)}

BIVERFIFSEE L. 7 39 3 FEET33.9% (58/17141) TH - 7z,
E 2 BEIER K. EIELI4.0% (24/17161) . FE1E D £ 18.8%
(15/1716) TdH -7z,

17.1.6 EIEHESE [ BRI SEHER (IR
A OITHROBEBEF S NI/NETADPABREIN (B
N46f1. FHEIA90BI) 23t E LTy I3 3 Rl2mg/kg/H (&

o

o

2 B4 BRI OBRBHE O REBRPB o Nk ir o 1o led, BITICED L o7

b) Kaplan-Meieri%iZ & %24EM O GFMAMICH 1 % 2 BIHORERMARFEEOFKR E
TORROHEEME (FRIE)
[=1: 5343 FEETIE24EM OEEIEIC 2 B H OB R FEIES0%LL L ORE
BNZERD & N2> > T T O HEEAREE

c) BIEHMICB T 228H &7 D ORERARFEMEDBIEA 2 BIEIRONE. 2E RO
A 2 EBO/NERIGR A% B & LizCoxtffiNg — FETFLICED L, Wald
HWICEDEHEN

BIEFRIRSERE 1. 5 O 3 FEET46.3% (56/12141) T -7,
EEIERIE. BEED EV17.4% (21/12141). EHEL3.2%
(16/12161) . BEin7.4% (9/12161) TH -7z,

#17.1.8 ERHARPBRERSHER (RARDNME

EFEHEE AR (RAKU/NR) 27T L-BEROYH

BT OB ED S 5 RERAFIEE K DEED A 27z

S o 7o BE23G (HARANBEI = &) 2HRELT,

I a9 IR (fFESOkgRO/NBEEIL 4 ~12mg/kg/H, (AE

50kg Ll D/ BB 13200~ 600mg/H B B2 13200~ 800mg/

H®) z 1 H2EICST TROKEG L& (PRRE. &E

1416H#%5) . FEITRBROBREHHE A & OnBEHHICB 1T 528H

B 7= OWEMAFIEEHELRDOFRIEIZ-88.52%TH > 7=¥

HITEFFBBEE L, 34.7% (83/239f) Td-7z. E2EIEH

. FEIED E110.9% (26/23961) . HARS.9% (14/2394)

EEEED F VR OEID3.8% (9 /2396l) TH o7z,

F6) AAIOARS Nl HEsARER, AR TIEES kg
Fo/NRICIZF400mg. 1AE30kg L ES0kgoR i O /NI IE
8mg/kg. 1RE3OkgRIFHD/NRIZIZ12mg/kgTdH 5.

17.3 Z0fth
17.3.1 IDERICHT BHE

fRERE R A214611C 5 29 3 F400mg/H. 800mg/HE i 75

TARZ1H2EICHTT 6 BRRERORS, g+ 70

FH ¥ 400mg/Hx 1 HIE3HBREZO®RE L L &,

Z3% I FIQTCHEZER LZ P>/, T39I FEEODOPR

MREOFSELRIZE 6 HEOHRS | BfERICRARE LD, 7

T ARBEEDZEIL, 400mg/H T7.3ms. 800mg/H*” T11.9ms

Th-72 HEAT—%),

H7) AFlOAR SN | HESHARIZ400mgTH %,

18. EEINEIE

18.1 {ERER
5 a9 I RIREBMKREET MU 7 LAF v RILOBREAREREL
ZRIRAICIEE L. BEEREICH 2 WRMEEL2ZE(L S Y
5L THTVNAERZRT EEZ SN TWSY,



18.2 THAHhAFIEICKT S1ER
Z a4 I FRBEREREYY X, REF 2 N V7R E<Y
A BHEFURVIRIET Y b 6HZCAPARIEY T A
UOlRARBR Y a v 78(E (VA Ty b)) OFGRIERTE
M FelE 2 KB U 72 B E T IVICB W CRIEEINH L7123,
18.3 MiTAL AEIEIER
RMZESHEF > R 7Ty MIBWT, FU Y TR
F 2 I U 723

19. B2 ICAT 2EEENHR
—fi%4 : 3% 3 N (Lacosamide)
k24 © (2R)-2-Acetamido-N-benzyl-3-
methoxypropanamide
CisHisN203
250.29
HE~KECOMRTH S,
A5 ) —=VIZEITPT L, TF =)L (99.5) 120%
BIRT L, KIZRRBEFITL W,

AT
STE:

R

OCH3s
o/
H
0

21. RGBSR
EHam) 2 7 EHEEFEZFED L BICERT 5 &

22. G
100g [T 2AF v 758 NT]

%23, FEH

1) BA5E4E  EERIEREBRRNIG Y= 2 7)1 A EE
NENEMRRE

FEHEN o ZEFE SR 2015 ; 43 1 1307-1316
AEINEERAICB Y 2T 39 I FRIERSEOEY EHHE
(€208 ME 2 20165 7 A 4 HAGR B ERME 2.7.6.3.3)
HARANFKEOHNE ANNREEICB ) 5 BEM Y S REfENT
(EL8y b RI Ay 7 /420191 A 8 H&EF.
BRI 2.7.2.2.2, 2.7.2.2.3. 2.7.2.3)

FESEN o ZEFE S IA% 2018 5 46 : 1331-1338
FENER} @ YRR [E SR

HWEANBERAICB T2 3Y I ROEYEFREICKRITTE
EORE (L% ME:2016FE7 B 4 H&AZE. HEER
W2 2.7.6.1.1)

FHIBA fth BRI 2018 5 21 1 12231234

S (EL%y ME 201657 H 4 HAGE. HiFERMTE
2.6.4.4)

Rt (CL8y MoE:20165E 7 H 4 HARE., HEBERME
2.7.2.3.3)

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

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

BHEDERTA T 29 I FREEGEORGREOEYEREIC K
FTHEORE (Y48 ME:20165E7 A 4 H&S, H
AERHIE 2.7.6.4.4)
HEAFEEERTZEICBA2HEYHE (CL8y ME:
20165E 7 A 4 HAGE. HFEERIE 2.7.6.4.5)

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

FlEROHEZENT 3V I FNEAEIROREROR S RO
MR IS T TR EDOMKE (EL/%y ME: 201657 H 4
HA&GR. BRI 2.7.64.1)

EYMEEERARE (E42%y MEE 2016457 A 4 HA&GE.
HEEERMIEE 2.6.4.5. 2.6.4.7)

Cawello, W. et al. : J. Clin. Pharmacol. 2010 ; 50 : 459~
471
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IYVITLEQEWHEEER (EL/%y ME 201657 A
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22) ZaYy 3 RICBY 2 BREEMEREHAT (YL%y ME:
20165 7 A 4 HAGR. HFERMEIEE 2.7.2.25.2)

BRI FEAE AR O E FR LR KRR (B 40y M
20174 8 A25HARR . EFEMES)

oSG RBREY S BRANREAOT D BEXHR (L4
sy MEE 201748 8 A2SHAR. BEHRES)
HAROHEICE T 5 EBAFREFRARED 7 7 £ Rt
BB (Y208 MEE 1 20164E 7 A 4 HAGR. HEEERHT
2 2.7.6.7.1)
HARRUHEIC BT 2 8B 3EF BRSO Rk 5
B (B L%y ME:20164E7 A4 HARL, HEERTE
2.7.6.8.1)

NEEEENRE LB REFRRED 7 7 2R
BHE (C28y PRI ay 7 8E 20191 A8 H
AR FREERIE 2.7.3.2, 2.7.63.1)

NREE 2R E Uz FAE G RIERE O RETk G 5
B (EL%y PRI vay 7 /5820195 1 A 8 HAR.
HEFERIEE 2.7.6.4.1)

AR NEEE 2R E L MERRREHFRABEEDE
BEE 7T AR IEREE (K208 ME/ R4 ay T/
RUMERE  2020F12H25H &R, HRFEREEE 2.7.3.2.1,
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20204 12H25H4GR . HFERIBIE 2.7.6.2.1)

20)

23)
24)

25)

26)

27)

28)

29)

30)

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

32) Errington, A.C. et al. : Mol. Pharmacol. 2008 ; 73 : 157-
169

33) HEBEMTBRE (YL ME 201687 A 4 HA&RE.
HFEERIEIE 2.6.2.2)

34) Brandt, C. et al. : Epilepsia. 2006 ; 47 : 1803-1809
24, NHEERERTEVEDEE

HAY z 20 v 7Rttt BES EHKE

T108-0014 FREEHEXZATH33EILS

TEL 0120-893-170 FAX 0120-893-172

26. BUEHRTERES
26.1 BUEHRSETT

@ BAYIRUvOKAEH

RRPEXZAHATBHEHIIE11 S

002



