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2.2 EEOFHEEREDSH HEE [9.3.1. 16.6.3 58]
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3.1 #8AK
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10% [JG Za% IR 100.0mg
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4. FPRENIFFIR

OTANAEBEDBDFEE (SREERIEREEZZST)

Otts DM T D AETHHBHRIEBH SNBVTANAEE

DEERREEICHT IR TADNAREEDHARE

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).
{hE30kgl_ESOkgAED/NEICIZ L H 4mg/kg (K4 >0y
FEUT40mg/kg) EF 5. WERS 1 H 2 EIC5 T THES
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/
Rk, RAERCHE - HEZHWA Z &,

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 ]
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7.2 BEXIIHEEOMEEREDH 5 BE (Child-Pugh/riEA
KOB) 1ZiE. AR 1 HESHE%300mg. /NEIE 1 HES
HE25%FEsd 20 EHEICKRST ST &, [9.3.2
16.6.3 2&]

7.3 AH O | HERE A& I$AEOkgREO/NETIE 1 H12mg/
kg. 1AE30kgll_ESOkgHRimN/NETIE 1 H 8 mg/kgTh b, &K
Alz 1 H8mg/kgZ B A THE LT\ 2{RE30kgRiED/NE
By BRIV ENIAENkg L& - 2EEICIE, B
BEOREZ+FICBHEL, WRKVEIEHOREZZE LS
2T, BYLHABERMET AL, B, AMGEEILET S
Z&,

CRERFEE)

7.4 KA EERARFEECH LTERT 25411 fioRTA
PAREGATZZ Lo [BRREBRICHB T, MEMRREEIC
Xt B AKI BRI 5 T ORI 2 0]

8. EEREAIE

8.1 EBAHFICBUY2H5BOABZBE LRV LFESHIEICXD,
TADPARIEOEBEN I TAPABERESS DML EN
HHDT, |EZHFIET HHEICIE. D ey 1EBMEDY
FTHRAICHEBT A2 Y EEIITY 2 &,

2 FEto v, BR, RR. BB - £ - REDES)EE
HDRTIPEI B END B, HBEOBEHES G2 S
BEOHETIZ. BEZEOREFHE 2 +oEREO L. Ry
EHEICHET L. ERE LS BRIRIEZTOER IR+ ER
PURETHS A BEYICEFICEET L&, /-, RS
BHEbNIIGEITIE. BBHEOEESEGEEZ 4 RO BRE
ICREELEWES, BEICIBET S &,

8.3 PREBOEENH5HONEZ ENHHDT. KEIOEEFIZ
ETEN EOBEE T Oy 7EICEET ER GEIR. IRIEEE
DL IRIEAR, FEERS S SO, L. iR, BUINE) oX
RICERT A2 L. ARIOHFBSFICEDO LD BERPH SbN
AR, BMOBEL2ZT5 &5 BERVTOREEICIE
BIpE, MRERESPEEOWMER (DFHFEEIOAL
%) OB FEOHHEE. FRUTLF v IVERE (TLVHYIE
1ERES) Od5HHBE. PREBOEE#E T BZNDH 5HH
EHALTWABESETIE. KERSHAELOARRS T
DERBEZTO G E. BEOREBROREOER(L 2 EEFEL
B|mI A&, [9.1.10 10.2, 11.1.1 B8]

8.4 SHEME. HE, RBESOBHERS D Sb. BRER
IKEHZELDHEHDT. AERSHIIBEDRERREDE
bZ2FEFERLCBRT S &, [8.5. 15.1 2]

8.5 BERUZTOFRESICEE, BRENFORBHERFERD
AHEHEIC D WA FEE TV, B & BB ISEKERD 55
£H18ET B &, (8.4, 15.1 BE]

.6 B, BREORBRESECLAHEESH S DT BERIC,
REZICOWTHBZZITOEEFEEL. BEIPZDONIHEIC
WSEY 2 MEITS 2 & [15.2.1 ZHE]
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9. HEDERZFITIEEICHTIER

9.1 GHIE - BIFEEDH I EE

9.1.1 iMCEEEVPEEDNMRE (DEIEEXFDTEE) DO
FOHZDEE. FTPMIILFvRIVER (TIVHTEIRES)
NHZHEE
AHEIOPREBEEERAICEVEE 0y VESHHAT BTN
NHb. [8.3. 10.2, 11.1.1 =H&]

9.2 BikEEEZSEE

9.2.1 EEBKEEESDHZEE
[7.1. 16.6.1 Z&]

9.2.2 MKEREZIFT TV RASHAEEEESE
[7.1. 16.6.2 =&]

9.3 FFikEElEEEE

9.3.1 EEDITEEEEDGH 2 EE
BELZWZ L, RAIOMFBREP LRI 2B8ZNDH 5.
[2.2, 16.6.3 %#]

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

9.5 HiF
R SUIIEIR L T W A EREME O & A I iZ. iGE EoEREHE
el A5 EHE SN A BEICORBRET B &,
Fv MZBWTIREBTENRDO SN TWA,

9.6 1EZLiE
BELOBEHREROBARBEOAEEZZE L. ZALOMEY
WEHIEERET 52 &,
b NTHRARITT A EARESN TV S,

9.7 INR

9.7.1 EHEAEMAKER. HiER, AART4mEmOSN I 2
S R ER B 1L S5 M LT WL,

9.7.2 NEBE DI HME T 2 BAEEICR T 2 BRI
EA - @ EBITfThbRTWizn,

9.8 S
—fRiCERE CIIEEBENET L TWa. [16.6.4 5]
10. 1BE{EA

10.2 HHAES (HAICERTSI L)
] BURER - B ik
PREMOER 2R T 5|HR7 0 v 7 ENER
TN B TBBINSD B
[8.3. 9.1.1, 11.1.1 BH]

1. ElfERA
WROBIERPH6bNBEZENHHD T, BELZTHTITTV,
BEEPRDONIEEICIHRE 2 RIET 5% EHE) 2 A8 %17
AT &,

1.1 EXGEHER

N1 EEJOvT. Rk, k8 (WIhd 1 %RiE)
PREBOIEREZEITBZNTH 5. [8.3. 9.1.1. 10.2 Z&]

11.1.2 hEEREIBSERIARAE (Toxic Epidermal Necrolysis :
TEN). REFIRIRAEIREF (Stevens-JohnsonfE(®EY) (W3
NHHEREA)
FE, K. KE - O A O, WEERE. BREM. ORRE
EOREPED SNBAICZHRSEhIE L, B RLEBEZT
AT &,

11.1.3 EZIMEBSIEEIREE (SHERH)
MEER & LTHS. BES A SN, BICHTHERE, Vo3
HifEAR. BMBRIEHN, FEAERIE S, ALY D OVIRHEIEZ S
EFRMOEERBBUIERSHGO DN ENDH S, 2B, b
ANIURATA VA6 (HHV-6) FEDO7A NV ZADEEELEZMES
ZENEL, BERIER O RS, FE. FEERESOERY
FHMRH 5 VIIBENT ZZESHHOTEET HI &Y,

11.1.4 SEFERIRE (BEERER)

11.2 Z0fthDEIER

R - falRE T
BEAIC &V PREETRRIE R AF A
IR T 5B X NHH 5.

TEEE/BEE | 3%BE |1~ 3 %Ki 1 %Ki SAEARBA
EEMEO V| FREE. &S OR. IR, SR, BREEELERE.
(17.8%). BH|%¥%. MEBEH M. BEMHR, SBEH. R (222D
Ja AR HbEE. RETH. SR

HERRRER BB ERIbEE. PHERE.

HRAE, ARAR. B,
TEHR, WHAREHRE, IA4
s u—XAETANA

FERE/BERE | 3%LLE | 1~ 3 %Ki 1 %A1 SRR

R HH. BR

i B M EkE

N ED. IEH | T HEARR MR, 5205,

HLER L

TEBRER DE DFEHHE)

iy PR aE R

R R U AHER
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] REZ. BRE. TOFE  |EFE

FESR SEYBEE

B EER filed

BEE EHEHED V| HIE

Zof bl ST, 5 EE, G, 2. SN IFE5
Tl 2. FE EIRE. BRETRE

13. BEKRS

13.1 fEIR
BEHRS (FK12000mg) 12X VERD 6Nz ERERIE. FE)
HHF WV, B, FE(EREEERRFEE. TAPAERIRE).
DMEEBEE, Y a v I RUBETH 72, /2. TAF IR
7000mg % —FEICIRA L7z Bl CREPRE SN TV S,

13.2 @&
AENIMPGENIC L DRERETH D, FEL TV AERORE
ECIE U CIMEBITOEfRi 2 E8T 52 & [16.6.2 BE]

15. ZOfDFRE

15.1 ERIREAICE DK 1B
WA CTEBESNT-EROMTANPAEIIBITS, TADA.
MEBEERR E L721990 75 & Rt BB B PR E B 0 it g 5
IZBWT, BRESELVHEBRERIOFEBRD ) 270, TAD
AHDORAB TSI RBEHEBEL TR 2EEL HTAPA
BARARE : 0.43%. ST ARBE0.24%). TADPAEDIRA
BTIE. T RBEHERIN0AD V]I IANZVEEESM
72 (O5%EHEXM : 0.6-3.9)c /2. TADPABREDY 77 )L —
TTIE. T RBEEHARI0AH - 024NV EEHES R
TWw5, (8.4, 8.5%ME]

15.2 FEBRERERERICE DK B8R

15.2.1 JEEREMFERBICE VT, T39I FIZT v boKk
EARICHEBSHEE TOM LD, T v b D26ERM K U104
HEERERSSERBRTRICETIIFZED NI 1 X D528
REFSHEERBICBLOKEAOELIZED S NED 5.
R, BEEORICET 2EIERHORBERII I RELIVE
<. 16EMES O AP FEENHERAERD 75t REETIEL.6%IC
f Uy AEI200mg/ BEET4.9%. 400mg/BEET12.2%. B
5TI35.5%TH 0. BHENIHERE (HFEE) 077t R
T134.4%I2 5% Ly A F1200mg/H B ©8.9%. 400mg/H B T
18.0%. 600mg/HEET30.5%TH > 7. [8.6 BME]

15.2.2 REFEEETILTHAHWAG/RjZT v b (3. 10%U30mg/kg
EREENES) ROA ST AT = VBEERBTAPAT Y b
(15.6% U31.2mg/kg % EREN & S) ICBWT. REFEEOH
ENRO SN,

16. ZEHEHRE

16.1 MAGEE

16.1.1 BRA

(1) BOxs
R ABELSHICT 24 3 F100. 200, 400mg 2 Z2EHREIC B E]
BOKE LzEE, %#5%0.5~ 4B TCnaxdlT3E L. TildfS
4B T H > 720 AUCK U Craxl I G2 ICHAI L CHEIIL /2%,

HE SR OENEE T A~

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]
Crax (pg/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]

HAFEE [CV (%)), TradddRE (FEE)



(2) RiEES
fRERRR A B 5 Fic 7 24 2 F200mg/[El% 1 H 2 [\ 7 HERE
BO/E Lz &, MRS a3y I NEEIRSMEY»S 3 H
BICEFRBICEE L7z AUCH0 REHENZ2.4TH > 7Y
HEAT—%).

16.1.2 I\R
FEMIRBRUO_EEMIABICIBLTOo» A 5175
FTONRTADABELNM (HRNOBZES) 2555
nizim#Ek S a4 3 FBE LAV CREFEY B BRI % 1T
Wy NRIZBIT AT 3 I RO ST X — & ZHEE LT,
REEFICBIF2T73% I FORERIT2 ~12mg/kg/H% 1 H
2[B1#% 5 ((kES0kghL B /NE T o & A& 12600mg/H#)
Tholce RPTOSHER (VA/F) 1320.71L/kg. B2 D
2527077 A (CL/F) ZMEEXROEHITKE L. KE15kg
43R 0.88L/hr (0.058L/hr/kg). {A&E25kgm 8 4%V C1.18L/hr
(0.047L/hr/kg). 1AE4A0kgD 125 2 T1.60L/hr (0.040L/hr/kg).
AES50kgD167% 2 ¢1.83L/hr (0.037L/hr/kg) EHEE S N7
[7.1 18]

E1) AFNE 4 EO/NRICH U THERZE LTV 5,

F2) AFlOAB N | HREAEIE, BAKRUEES kgL
ED/NRIZI3400mg. R E30kg Bl _ESOkg A /N R IC 1
8 mg/kg. 1AE3OkgRIHD/NRIZIZ]12mg/kgTH 5.

16.1.3 &£YSHEZE
TR A B 24617 39 2 FI00mg (K1 >0 v F10%%
1 gi3100mgsE % 1 §8) #ZEMEBEEFZES L&, S35
INDOEMFHENIA—FRILUTOEBD THoTze FIAY
0 v 710% & 100mgE DALY LRGSR S 7z,

WA SR OB S5 A— 5

FHEE K54 >y 710% 100mg#E BT O
IS8T RA—% (B%=24) (B%=24) (90%(ZHEX )
Crax 1.05
(/L) 4.46 123.5] 4.24 129.5] (0.93-1.19)
AUCs 1.00
Cag-br/mL) 56.2 [14.7] 56.0 [15.7] (0.95-1.02)
T 0.25 0.50 -

(hr) (0.25-0.75) (0.25-3.00)

Crud% UAUC BT THIE [CV (%)]

Tuaxl 3 FFRAE (HiE)

a) Roqvuay S5

16.1.4 R HEIS R
FAYIRRITA Ty FI0%[JGl EELSy PRI ATy
F10%%. 7 OAF—N—gickDenehlg (Fa43IRE
L C100mg) R ABEICEEREEORS L CmiEhs 2
YIFEEERHEL. Bon-EYHEIS £ —% (AUC,
Crmax) 12DV T0BIEHEX FEIE IS THRETARIT 21T - 72458, log
(0.80) ~log (1.25) O#ENTH V. WHIOEYER %M
DR E N,

(pg/mL)
5
<. —O0—FaAYIRRIA2ay 7 10%[]G]
—e—t L8y b RIAa YT 10%
4 4 |- Mean+S.D., n=26
Il
5%
i
7
a
Y
i3
B

#HE5#%OKE (hr)

HEANBNRE)ST X — %

HEIST A —% BENTA—Y
AUCon Chmax Trmax T
(pg-hr/mL) (pg/mL) (hr) (hr)
FaAYFIRNKNTA
<1y 710%[G) 54.0+6.8 3.84+0.79 0.46%0.21 14.42+2.21
B8y b RIA
S0y 710% 54.246.2 4.02+0.96 0.51+0.65 14.20+2.00

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

MEEFEEN FICAUC, CaadFED/8T X — 713, & OEIR,
REOREEEL - FREFEORBERICE > TR SN H
%o

16.2 ORUN

16.2.1 REDFE
TR B 240012 Z a4 3 R300mg % Z2RE i SIS 1% 1 Hifm]
BOBEBELZEZ, BEIEZ T39I FOAUCHME I Craxll 82
ERIEE o7 HEAT—%).

16.2.2 NAAT7PRASEUFT 1
TEERAR A 246112 Z a9 2 R200mg % 30% 16077 [ ¢ B [E] s &%
PRABR G SOIBERROKS L&, 938 I FOAUCH KD
ConlZEEETHD. T39I FEOHEINAFTRATEY
T 14 1FIFIE100% TH - 729,

16.3 9t
TRERAR 246112 Z 24 3 R200mg % 30473 il ¢ B [0 5 i A AR P 4%
ElLiz&&x, pmAEME (Vd) 31.1LTcHH., a4 I K
200mgx HERFEOKE Lz & BrTonmERE (VAd/F)
1332.8LTH > 720
in vitro (7 3% 3 F1.5~60ug/mL) K& Uex vivo (734 3
R0.7~5.5ug/mL) REEOMER. 739 I FOIMBEEARER
X15%AKimCTH - 72910,

16.4 {35
Z a3 NIEBRE R OREIC K D IERD» SHE L,

n vitroRB OFE R, HIHZHICANEE L EREW TH SO0
X FIWARERRICFEICHFE ST ACYPHFHEIZ. CYP3A4, CYP2C9
NOCYP2CI9TH - 7210,

16.5 Hkitt

16.5.1 KA B S 5 Flic [“Cl-7 34 3 F100mg (40uCi)
ZEAREOHEG KO | RECRESHEFRARE L&, &
%168 &£ Tz, RAAICER G E D% 097% P HEt =
FHhAOHEK0.5%RE CTH o700 REANIZTIF IR (K30~
40%)+ O-Fi X F LIk (£930%). ffEE 5 (£920%) KOO
a7 R (0.5~ 2 %) & LTHRtts Nz D (HEANT—%).

16.5.2 A BT 29 3 F100~400mg % BEEFEO# 5 L
o &, BEDKEMEKZE TORFPERHERIZ, 39 3 F29~
33%. O-Hi X F WAKIO~15% T dH - 720 MEEHO-fii X F LK
DAUC X IMEFEFR T T5 2 ROHNI%TH > 72,

16.5.3 BEAAICT I I F200mg% 3047 ¢ B [o] s i & AR A
‘BELI-EE, 257075 A (CL) X1.78L/hrTdH 1,
Z3Y 2 R200mgx BEEOREG L&, BRroe57Y)
7 A (CL/F) 121.84L/hrch - 79,

16.6 IEDNERZHIT 2 ES

16.6.1 BHEeElEEEE
EREDOEE DR 2 AHERE ICT 29 I F100mg % H[EfE
A5 L7z & &, AUCHIZBRBEEF®E (Cler : 280mL/min)
EHEL T, BEETE (Cle : 50~<80mL/min) TIX27%.
FEEETE (Clek : 30~<50mL/min) T2%. EEETE
(CLcr : <30mL/min) T59%E <+ CraxlIEEEH» & EE O BH
B TETIO~14%Em > 7z, BEN,SEEDOBHKEETEIC
B B0 A F MEDAUC |3 BEHBEEH FH D1.5~4.6f%T
Ho72¥ HEAT—%). [7.1. 9.2.1 ZE]

HEHEROZENE LT X —5

ETE TR BEET | THEET | BEET
B 8 8 8 8
CLox (mL/min) >80 50~<80 | 30~<50 <30
47.0 59.6 57.6 74.8
AUCo+ (ug-hr/ml) [20.8) [17.5] [19.0] [26.9]
2.69 2.95 3.06 3.02
Crax (1g/mL) (35.0] 20.7] [10.0] 23.3]
1.0 0.5 0.5 1.0
Toex (f) 0.52.0) | (0.5-1.0) | (0.51.0) | (0.5-1.5)
13.2 18.2 15.4 18.3
T () [17.6] [18.7) [18.9] [27.8]
213 1.68 1.74 1.3
CL/F {L/n) [20.8] [7.5) [19.0] [26.9
0.590 0.354 02779 0.143
Cle (L/hr) [37.9] [51.3] [24.4] [31.8]
AP [CV (%)]. AUCoE 0 ~96RERIME, TradlIFo4E (HFH)
CLe:BZU792 %
a) 74l

16.6.2 MRBENZZT TV S RABHEESES
MFENT 2 Z T T2 KBRS O RABERE T JRENT



&% ONEATBRAA2. SEE AT IC T 39 3 F100mg# B[R % 5
Lic& &, FEBMRRICHA 4R OBTERRECIEZ a4 IR
DAUCH1F46%EA L BHTIC K BBREZIFRIZ T T H I F57%.
O-fi A FNARS3%TH D, BH /YT I RAETaAH IR
140mL/min (8.40L/hr). O-fii X F L {£149mL/min (8.94L/
hr) Th-79 9 HEAT—%), [7.1. 9.2.2, 13.2 3]

HE SR O LB/ IT A -5

AT JEBATE: 4 R
[ | B | 3
ZaY% 3K

AUCo+ (pg-hr/mL) 43.2 [20.2] 23.2 [15.1]
Cinax (ug/mL) 3.18 [22.4] 2.79 [22.1]
Tmax (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 X F LIk

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

BEEE (CV (%)), AUCHIZ0~24RFRIE . TraxldPOR{E (HIFH)

16.6.3 FFEEEESEE

eSS ERE IR L7z B A (Child-Pugh%338B) (25 a4
2 F100mg/El% 1 H2E 5 HERERZORE L& &, BER
AT T 349 3 FOEFEREDAUCH2K U Chradd Z 11
ZN61% K US0%E D > oo Fiz. RETEME L EFIRE
DAUC)128% U CraxlE ZF NZFNAT% K 3T% =D > 720 EFERFHE
HERERE (Child-Pugh/3EC) TOEYBRIIMHETL TR
W (HAEATFT—%), [2.2. 7.2, 9.3.1. 9.3.2 Z&]

EHREOHEMBN L/ $F X -5

i EH¥ Child-Pugh%%8B
B 8 8
AUCs12 (pug-hr/mL) 53.3 [17.3] 85.9 [21.7]
Crax (pg/mL) 5.83 [13.3] 8.75 [18.7]
Tiax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
Ty, (hr) 14.8 [19.7] 24.1 [23.5]
BAFGE (CV (%)) TraddFHIAE (HFH)

16.6.4 Sin

65 L Lo Sl BEEIGE SR AEIREIICT a3 IR
100mg/[El% 1 H2[E5 HEIREZO®RS L & &, 45K 5T
ORABERAIE LT, EREEROREICBVWTT Y
2 ROEFIRRBDOAUC)H21ZZNZFN33% % U50%m <« Craxld
FTNEFN%ROS3%E D> Tz, Eizy (FETEENLIZAUCH:
& BN O ZHEICBWTENZN26% K U23%E - 7216 1D
(HEAT—%). [9.8 %]

16.6.5 CYP2C19&(FZEY
HARAR O HE AEREABEE186]% . CYP2CINEZETFIIIC
EOARBRESTHICK D BEEAHES (UM) 16 SR
#eed (EM) 17640, FRRIREERES (IM) 1061, R OMRAHEE
& (PM) 8flicrir. COEFICT T4 3 F100~400mg# B
ERFEOKES LI-EE, a9 I FORGEEROEAETEELL
72AUCowld EMIZHARTPMT24%. IMTL0%E 2> - 729,

16.7 Z¥HEEER

16.7.1 ZMEEERARER
Z Y 3 NI, IBEMSEFRER CCYPIA2, 2B6. 2C9, 2C19
ROBALIH L THEERZ/RET . CYPIAL, 1A2, 2A6. 2B6.
2C8. 2C9. 2D6. 2El. 3A4K OF3A5ICx L CHEHEERA 2R S
7257z CYP2CIICH 9 2 HEMEA S RB S 1172,
Z3% 3 N, P-EEAEOHRENLEECIEE L. P-IEEA
Bzt UCHERRZRS A o7 (in vitro)'®,

16.7.2 ERFREYIEEEREER

(1) AlLNIEBEY
R AB®EIfIC, T35 3 F (200mg/l|l, 1H2[E) @
EFEREBICBWT, BMOWCYPIAFEE N OHFEEDOCYP2CI%H
HETHAHNIUNTEE Y (200mg/E. 1 H2ME) =HHK
EROBELI-EE, AT IET a9 I ROEFIREE
DAUC) 2 O CraxlCFHEEZ RIS 2D o 120 BERAEELS
Blic, AANTEE Y (200mg/El, 1 H2ME) OEFKEC
BWT. FaH 3K (200mg/El. 1 H2ME) %#HHKERO
BELLEE, SATIREANMLNTEELDOEFERED
AUCo 2B VP Craxl T E R RZ S 2o 20 (HEAT— %),

Q) AXTFSY—-IL
REREN A B34, 34 3 F (300mg) DH[ERFEOHRSIC
BWT, BWCYP2CIHERETH B4 XS5V —)L (40mg/

m. 1HI1[E) 2AKEROKS L& A X TSTT—
X5 3 I FOAUCH M UCnaxlC B E 2 RIT S o 72,
CYP2CIOBE TH 24 AT 5V — )L (40mg) OHEROHRS
KBWT, 5393 F (300mg/E. 1 H2ME) %tHAKER
O#fELZEE, T39I REA XTIV =ILDOAUC KT
Coadl CEEBEEZRTE LD 5720 HEATFT—%).
3) =FVYSL
fRERER A B 33001, CYPAREE TH S I ¥V T L (7.5mg)
OREFEO#KSICEVWT, 243 F (200mg/El. 1 H 2[E)
PHAREROKRE LLZEE, TV I RIEIY YT LDCnax
Z30%IEIMN S 72 WAUCHICEE R TS 2 h - 7220 (SHE A
F—%)o
4) JILI77rUY
R AEELI6NIC. STV T 7)) Y HCYP2CORRETH ST
V7 7))y (25mg) OBEHREOHRGICEVWT, 733 IF
(200mg/El. 1 H2E) #HAREROBRE LEES, 534
2 FIESKEUR-TILT 71 Y DAUCH M N Crax I E % K 1T &
. o borEUEREO SO O v U EROERBEE R
(INR) OEBEAMERVPAUCHslc %2 KITS 55722 (FHE
ANT—%)o
16.7.3 BEHISEYIENRERENT
HAEARONBEANDEAR N NEDOTANPABENPSBONT:
Migh s a9 I NEEF—¥ 2BV T, BEFSEYE R E
fTo7ze ZOMER. CYPHEERZET AN TANPAETH S
ANWNTEYEY, 722 b U RIET 2 ) NLEY —LOFHH
IC&D, T39I FOEFREOAUCIE. RARNET, &%
25% % 17%A L7252,

17. ERPRRGE

17.1 BERUREMICRET B8R

ERAFE (CRESRILRIEZSD))

17.1.1 ERHERESEIBEHER (EFREE. BA)
FHICEEETAPA LIS N8B FlE (ZIRME2 AL
REEED) VERPEOLRERERRREELET 2 16 7%
DEoBEEAZFNRE LT, 739 3 FEE200~600mg/HEY X1k
AN EE REE (CBZ-CR) 400~1200mg/H™? % BA
ICTROKEG L & &, FEFEEE & %5 Kaplan-Meierik
K OHEE L RBAEHTE A RIC BT 5 6 » AMRIENERIIT
KOLEBOTHY. BEZEDOSWEEXE O FRMEIETHFHE
SNTIELHERAE (-12%) % k6572 2 & CBZ-CREED 6 »
AR RT3 B2 D 95%(E B X E o R BRME D H: (1
x22) 13, FORELLIELERFE (-20%) = ER->72&
5. CBZ-CRIZNT 5T 39 I FEEDIELHEMIHERR S iz,

FEHT EERIEPS

TR (%) | BEE (%) |G
wg | moE | pm | Lamy| SN DO BEE W)
P ey | IS EEAY | 95%EHCH | (%)
S 377 .8
g | W @36 | 1868, 92.8) 13|
308 91.1 [-5.5, 2.8] .
CBZ-CREF | 42 | (qo.7) | [88.2, .00
o 307 9.5
- TAVIRGER) A8 | (75.5) | [88.6, 94.3] 13 .
285 9.8 [-5.3,2.71 | >
CBZ-CRE | 397 | (718) | 190.0, 95.50

a) Kaplan-Meieri%ic & 2 #EE GBE3 » ABOFEEEE (2ELF, 3EELE)
% Jg & L CMantel-Haenszeli% 2 & 0 #7%)

b) 734 I FEERFOHAFE —CBZ-CREEDIHER

c) THEROBEMZEDISWIEHEXE O FIRE/CBZ-CREEDIHALE X 100

d) Full Analysis Set

e) Per Protocol Set

f) BARNES 7§z &t

g) BARNEG3M % &L

B, BERBMERICK 2739 I FEERT400mg/HEBAD
HEPBELE L S 2BEZWRATHHE L TR 125E5D
FASIZBIF 2 REMHER LIZBER (BlE (%)) 133085 /444
Bl (69.4%) T@ V. Kaplan-Meieri%ic & 0 #E7E L 72 FEH
LR [O5WBEHEXM] 1384.1% [80.5, 87.6] TH -7z,
BITEF RIS X, T O I FEERET37.2% (165/44441) TdH -
Too ERBIEAIE. ZEIED E117.9% (35/44401) . FE555.6%
(25/444f51) . 1ERR4.5% (20/444f1) TdH -7z

1) AHOEKES N | HREAREA0ME T 5.

FE2) WIUNTEEURBEEEAR TIRAR STV,
%3) 200~400mg/B#H5 CRIENHE LI BER.



17.1.2 EREMEHER BEFEE HMA)
1BIOBRFEOTTADPAFEERS L TS0 EOEFE
EETHTAPABEEZNRELT, 739 3 FEHE200~600mg/
HE BOKRGICK D2 HAREANTD OB L&, 6 7 A%
PEHREE DEIE1346.2% (6/1361) TH o7,
BIEFFIRBERE 1L, 84.2% (16/1961) TH > 7z. FEIEMAIX
FEIED £ 1042.1% (8/1961). {HER31.6% (6 /1941). [
ﬁ&)i W, EBLAE10.5% (2/1961) Th -7z,

F4) KAlOEZE SN | HEmARIZ400mgTH .

17.1.3 EFHEEEMAEEER (AL BA)

BEFE DI CTA D AT L RIEMEIRIE S Nk WERS 5
ez B9 510 EOBRAKRTHFEAND TA DA BEFEATH
(HAANBE 202 &) 2xRELT, 735 IFHE200, 400mg/
HXZ 77t Rz16AMEORSES (BIFEORTAPAZE] ~ 3
AleoftH) Lz &, FEFHIEE TH 5 BEHEITTd 2
MM D28H H7: 0 O FEEHE(LBIITROEBD T
HO. ST ARBEETIY I FHE200mg/ H K U400mg/ HEf &
DRI CHREMZMICERGENRD 6Nz, 5B, FFHICBIT S
50% L ARy F—L—k (28H® 72D O FAELIE B
B & HANT0% EeE L-BEOEE) & I AR
19.7% (36/183f) . 7 24 I F§E200mg/HE£38.5% (70/1823)
KOT 39 3 F§400mg/ HEE49.2% (88/179f) TdH -7,

g | BABEDOBARIE] ) [ T ABIHT HkSHD
E DT (LY P [95%(5 & X [4]
TSEAREE | 183 -1.22
29.4
200mg/HRE | 182 -3.33 <0.001 [18.7, 38.7]
39.6
400mg/ARE | 179 ~4.50 <0.001 [30.5, 47.6]

a) Full Analysis Set

b

) MR L AIROBE S ) O HRR R R CE R
R L 7- BRI D28H & 72 0 Oy FIEOE 2 AR &I 50 HT

d) FSEOH & DIEE SN zB N FeFafED 5 5 H LB ARIEEHED R (%)
RIERFBSEE X, 7 2 3 NEERETA7.7% (173/363f) Td -
7oo EBWERIX. FEED F1122.9% (83/36341) . {EHAES.8%
(32/363f5l) . #E84.4% (16/36361) TdH -7z,

17.1.4 EHEREMERSHER (HA)
EFEAESE IR (MAEE) 2% 7T LEEARRUHEOE
FATO (HAANBEZFIBGIZET) 20RELT, FaYIF
$£100~400mg/H % 1 H 2 [ENC31 CREOKEG Lz & & (R

& mE767THHS) . BITHBOBZHMY» 5 D28HH 720
B SR RIEOR A R O R {EI1E55.23%. 50% L AR & —

L — ME56.3% (265/47141) TH - 727,
BITEFZEIBERE L, T 2 3 FEERFT42.9% (203/47361) Td -
Too EBEIERE. FEMED E17.8% (84/47341) . 1HARS.7%
(27/473f51) . SEJE3.8% (18/473f1) TH -7z

17.1.5 BHEMAEEER (NR)
BEE DT A D AETHR L RIEIIRIRNRIE S s WS F
Ex2 BT % 4L LITR KO /INE T A » A BE343MG] % /R
ELT IV IR ((RE3OkgRMOEE L 8 ~12mg/kg/H.
(R E30~50kgR M O B E X 6 ~ 8mg/kg/H. (AES0kghl Eo
BEI3300~400mg/H) XiE 7o v Rz16EMEORS (BfF
DICANAEE] ~3FEDOHA) Licss, EEFHEEE T
» B BEHAMIN T 2 MR AR D28H & 72 D O3 FAEEEE
LRIETEROEBOTHD, TIABETIY I FEEOM

THEIERICERLRENRD 5 ND,
REBEVOBARR| .. | 7o REHT B RO
A2 Gy mpgy | PE [959% A< )
TS REE 170 -1.55
I B 31.72
FaY 3 REE| 170 3.05 0.0003 [16.342, 44.277]

a) Full Analysis Set

T RO 2 Fli. MR ORERIE T — & IR (FERFEOEED10%H)
Wi olzizd. BICED R 57z

Rl

In (X+1) (XIZEBDRIEEE) TRBESR L BMaRERKER V. B58#, &
U7 EMEEFREEEZ E T & U, W3R L BRI 028H & 72 D O#R5 FIEEEL
EREEE LSBT

TR RBIIHT HEADE (%)=100X {l-exp (F/h=
T REEDE))

BIfEFHRIBUERLIL, T 39 I FEFT33.9% (58/17141) TH > 7z,

EBIEA L. EIRELI4.0% (24/17160). FE 1 £ 128.8%
(15/17161) TH -7z,

o o

[}

FFHOT AV I RBEET

17.1.6 EEHESE IBRIAMGIZRSHER (VR
AT SITHROEEEHFSNI/NETAPABEL3M (A
N46H1. SHEIAO0) 2tk & LT 5 a4 2 Fl2mg/kg/H (1A
BS0kgll F 0 BE12600mg/BE) T4 1 H2EICH T TR
AR5 L& &, B o O2RBHRIC B 280 FF
E#Z LR O P REIZ-52.73% (HAANT-27.63%. SEAT
-60.56%) T& > 7%,
BIMEFRFISEE L. 56.2% (77/1376) TH-7z. E72BIERIZ
FEIE D F1020.4% (28/137f1) . 1EER19.7% (27/13761) . #R
B8.0% (11/13761) TdH -7z,
F5) ARlOERRSNz 1 HREHER, E}U\&O%ESOkgLJ\

EoNRI i%mg\WEWQMLw@$ﬁ®$E
8mg/kg. RE3OkgARIHD/NEITIF12mg/kgTH .
(GRERLFEE)

17.1.7 ERHEREEIEEER RARVINE
EEF DL T A D AT FAENHIZI R DG o N 7s W ERER
RFEMEEET 2 4L EOTADABE226] (HAANEE30HA
2ET) ZRRELT, TV IF ((FHE3OkgRHDO/NEEE D
8 ~12mg/kg/H. {AE30~50kgRiHD/NEEEIL 6 ~ 8 mg/kg/
H. 4E50kghl £ /NRR OB A BE13300~400mg/H) X1
Tt R ERECHBERREORSE BEIEFEORTANPAE]L ~ 3
BlEDfAE) Li-& &, FEFHMHIEE <5 224 B 00 R
IBI B 2 EHORERNRFKESFHKIT 2 CORBIITED
EBODTHD., T5ERET TV I NEEORTHEIENICE

BEREDVPRO SN,
|V MREBEETORK (H)Y N — RHe
T a) c)
Rt e [95% (A losfamErh | P
. 77.0
7R | 12 [49.0, 128.0] 0.540
<0.001
ooy rE | s - [0.377, 0.774]
) [144.0, —1

a) Full Analysis Set

FaY% I FEO L BNI125HFEDA XY S AFER L7 RICEIERLEIT T S hiz /-9,
2 FNR24E- OB OREBRP B O N LD o 1270, BITICED LD o7
Kaplan-Meieri% 12 & %24 O FARICH 1) 5 2 B H O REMARFEEOFKIL £
TOREOHEEM (FRfE)

[—1t 739 I FETIR2AE— OEBEARMIC 2 B B OB B R FEIENS0%LL_EOE
PUICERD 5N o Fe D ITETHE

o) BEHMICBT228HH 720 OMERRFEEDEEA 2 BLLIRO/NE,

B 2 B DN

HWICLDEH SN

BIWERSIRSEE X, T O I NEET46.3% (56/1214) T -7z

FEaEIERIE. ZEHEO EWI7.4% (21/12141) . EARL3.2%

(16/12141) . HD\7.4% (9 /12161) TaH -7z,

17.1.8 EEHLEIRPBMERSHR (BARUINE

ERESEE IR (RAKUNR) 27T L-BEROTYEH

BT OB ED S SRERRFEEBOEED H 2

S o 7 BE23M (HRANEEIz &) 26RELT,

T3P IR ((RESOkgREO/NEBEEL 4 ~12mg/kg/H. A=

50kgll _E/NREE1£200~600mg/H. B A EE13200~800mg/

HE)) % 1 H2ENIZT TROBS Lz & (EPF'EE@E:.\ BE

1416H#5) . FATHBROBEIAR A 5 O1aBEHEIC BT 528H

H7-0 OERERARFEERBELROHREIZ-88.52%TdH > 723,

BIERFIASEE L. 34.7% (83/2391) TH -7z, EEIEH

. EEIHED F1010.9% (26/23961) . EHRS.9% (14/2394)

EERTED F VR OEID3.8% (9 /2396l) TH -7z,

H6) KAlOARS N ] HREARIE, AKX UCEKESkgS
IOYN A i%%g\WE%@uLw@%ﬁ®$E’
8mg/kg. RE3OkgARFHD/NEIZIZ12mg/kgTH 3.

17.3 ZOfth
17.3.1 DERICKT BHEE

TRRERL 214611 5 34 3 F400mg/H. 800mg/HE) XL 75

tARZ1H2EICHTT6 HEREZO®RS, XIFEF> 70

FH 2 400mg/HEZ1HIE3IHEREZOREG L& &,

Za% I FEIQTCHEZERLZ» >/, 3% I FEEODOPR

HREOFEEEIZE 6 HEORS | BEBICRARERD, 7

Z Y ARBEEDEIE, 400mg/H T7.3ms. 800mg/H™" T11.9ms

TH-722 HEAT—%).

H7) RAO#ER SN | HEEHARIZ4A00mgTH 5.

b)

ACIVaNO)
W3RN %8 & U 7zCoxefiNg — RETIVICED <, Wald



18. ERHEIE
18.1 {ERERF
5 a9 I FREMEFEET N 7L F v 2L OBRZANEEL
ZRINAICIEE L, BEEREICH 2 MR »ZELs ¥
HIEIE>THITVWNAEREZRT EEZ SN TSP,
18.2 TAHAFEIEICKT H1ER
SaY I RRBEREREYY A, RS> R V7 HiE<
A, BEFURIUIRETY M, 6HZTADARIEY Y A%
UBRKREBRVa v ZHIE (T A, v 1) OWAYFKEERDE
Ve REL L 7-811E TS B W TRERINE L 7=,
18.3 i CTAD AEEIER
REBESHE Y FU Y75y MZBWT, FYRY VT
B2 A L7,

19. B ICET BEBILRHIER
—f% 7349 I N (Lacosamide)
k24 : (2R)-2-Acetamido-N-benzyl-3-
methoxypropanamide
Ci3HisN203
250.29
HE~REEOMRTH 5.
AZ )= ITETFRT L, T =) (99.5) 1I29®
BT Y <L KIZTRRBEFIT W

a7
NTE:
15NEVNE

OCHs3
o /
., H {
M 2N
HsC N
H
(0]

21. XGRS
EHERY 27 EHAEEZRED £ BYNCERT S L.

0. G
100g (75 AF v 7758, NT]

% %23, FEM

1) HRTADPA%E  HTAPAREREEZRALTVWATA
MADBHNIIHB T, BEERER G % D BRI
EITHOBROEEEIE (202643 A17H)

EAEFEE  BEERERAERRNE Y= 27 )L FHH B
FERE (ERE

FSEE o EEFE SR 2015 ; 43 1 1307-1316
HNENBEBRAICB T 2T 39 I FREZRSROZEY )&
(E2%y M 20165 7 A 4 HA&AR. HFEERHEE 2.7.6.3.3)
HARAEROHEANNREEICB T 5 BEREY 8 BRI
(EL8y b RIAvay 78820194 1 H 8 H&ZR.
EHREERMIEE 2.7.2.2.2. 2.7.2.2.3. 2.7.2.3)

FSEE o EEFE & IA9E 2018 ; 46 1 1331-1338

HNER D AN RE SRR

NEANEERAICB Y2539 I FOEYHREICKITITE
EOFRE (L)%Y MNE:20165E7 A 4 HA&AZE. HEER
W2 2.7.6.1.1)

9) FHNFA A BEARB IR 2018 ; 21 : 1223-1234

S (EL0%y ME:20165E7 H 4 HAGE. HEERTE
2.6.4.4)

R (€% NEE:20165E7 H 4 HARE. HEERE
2.7.2.3.3)

Cawello, W. et al.: Eur. J. Drug Metab. Pharmacokinet.
2012 5 37 = 241-248

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

EHREDOEKTA T a9 I FREEEORGROEEREIC K
T EEOMKE (EL/%y ME: 201657 H 4 H&ZE, H
BERMIE 2.7.6.4.4)
NEAFEERRNEICB T 2EMEE (CL0y ME:
2016527 A 4 HAGE. HEERHIE 2.7.6.4.5)

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

15)

16)

17) F@EROEZEN T Y I FRERORERZOR S RO
WEIRGIC KT T R EOME (KLY ME 20166E7 A 4
HA&RS. AR 2.7.64.1)
BEYMHEERRE (YA%0y ME 201657 A 4 AR,
B ERE 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
IYVTLEOFEYEEER (L% ME 201657 A
4 HA&GR. HEEERMIE 2.7.6.5.9)
) Stockis, A. et al. : Epilepsia. 2013 ; 54 : 1161-1166
) ZaY I RICBY 5 BEMEMEREART (LL%y ME:
2016%E 7 A 4 HARR. HFERMEE 2.7.2.2.5.2)
BB SEME B ARE O E RS R RO IR (E L%y hE:
20174 8 H25HARR ., HEWES)
EOFREGFRABED O BAREADOT DB X HE (Y4
sy MEE 201748 8 A2SHAR, BEHRES)
HAKOHEC BT 2 BAFEMFABEED 77 R
BB (C20%y MEE D 20166E7 A 4 HA&ARR, HHEERMT
2 2.7.6.7.1)
HAROHEICE T 5B FEH AR ORI 5
B (CLvy MEE20160E7 A4 HAR, HFEERME
2.7.6.8.1)
NREBEENRE LI FEMAERED 7 L Rl
BB (B2 NI vuy 7820191 A8 H
KRR HEEERIBIE 2.7.3.2, 2.7.6.3.1)
NEEE ZNR E U728y FAEHRERE O RIS
B (€280 REIAuy 7 /88 20194 1 A 8 HA&RR.
HFFERIEE 2.7.6.4.1)
AR OV/NREE 2 5R & Ui RERRFEEMRREREOR
BHET T AR (CL/8y ME/ R ay T/
FRUEERE 1 2020FF12A25H &R, HHEEEREEE 2.7.3.2.1.
2.7.6.1.1)
AR NEEE 2R E LRERRRBEFRABEEOR
Rt 5B (K08 ME/ FIAay 7/ st
20204F12H25H &R HREERINE 2.7.6.2.1)
Kropeit, D. et al. : Acta Neurol. Scand. 2015 ; 132 : 346~
354
Errington, A.C. et al. : Mol. Pharmacol. 2008 ; 73 : 157-
169
N EBMT S8 (EL0y ME 201657 H 4 HA&AR.
FEF ORISR 2.6.2.2)

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

HAY z 20 v 7Rt BES IHEHKE

T108-0014 FEEEXZHT H3I3ELLS
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