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) FEEMSOASTZICLVERTLL

2. 22 (ROFJBEICEBS LBV L)
2.1 FEIDRT TN UBBIEDBHEED H 5 BE
22 HEEORHEREDH 2 EHE [9.3.1. 16.6.3 ]

3. #HRK - K

3.1 #8588
BR5E 4 SAYIFRSA2ay710% [r3I77]
AT 534 3 F100.0
(lgs) F a9 3 .0mg

D—v>=ZbFr—J, EROF ol tiuo—

AL 2 25502, B 2oMlHS

3.2 WHEIDMAR
HR7E% SaAYINRIAay710% (3177
FERR e~ MEREOE

* 4. FHHEX EFHR
O TAhhABEDERDHRE (CRESRIERIFZSO)
O DM TADAETTIBHMRIEBHSNBEVTADIA
BEOBERNARFICHT IR TANARELEDHARE

6. HERUHE

R EE. BAICIE T3 I RELTIHIOOmE (K3
fayFELTlg) J0HEESERIBL. 20K AR
LoOMBEH I CHEL, MHAEE1H200mg (K5
Oy FELT2g) ETAHH WIABIH2EIIHTT
FREE L CROKET 5, b, FERICED1H400mg
(Ko vmy FELTag) 2BARVEECHEHEEET
A7, #HEBIEMM EoRBEExH FTCIHHAEE LT
100mg (K1 vmyF&LTlg) URTDTHT &,
NRCEE. AR Eo/NRIciETar I FELTLH
2mg/kg (R4 vmay7ELT20mg/kg) &0#H5%H
wmL. ZoRABY LoREZHITTIHHEE LT
2mg/kg (RS54 >¥my7E&LT20mg/kg) 3OHEEL.
MrEFE 2 (A E30kgRi\O/NEICIFIHomg/kg (KT A
vmy 7 LT60mg/kg). EE30kgLl E50kgHiED /I
Bicld1H4mg/kg (RS54 > my 7&LT40mgrkg) &
T35, WINGIH2ENCH T CHBEER L TROKSET %,
B, ERICE D AE3OkgRmD/NEICIZ1H12mg/kg
(K54 0vyFELT120mg/kg). AE30kghl F50kg
KmO/NRICIEZIH8mg/kg (FRI14 >y F&LT
80mg/kg) ZHEA L WEFCHEEEET 52, HREII1E
BLl Lo 513 CIHARE LT2mg/kg (FIA S
0y /&L T20mg/kg) LR OITH T &o 272U, K&
50kgbl Eo/NRTIE. A LR CRE - HEZHVWA 2 &,

7. BENUREICEET 3R
(GhEEE)

70 7VL7F=> 2752 AH30mL/minBl FOEE RO
KEBHEREDH L BEFHICIE. RARIAEEHAER
300mg. NEZIHEEHEZ25%BEET 574 SEHE
W5 528, /2. MRENMZZTTVWREETIX.
IHASICMA T, MEEMZICRAKTIEHAED¥ED
EBMEE2EEB TS5 &, [9.2.1. 9.2.2, 16.1.2,
16.6.1. 16.6.2 ]

72 BEXNIHEEZEDOFHEREDH 5 EE (Child-Pugh
AR OB) 1ZiE. AKX IHRSHE%2300mg. /»
RIZIHESHEZ2S%HEL T 540 CHEEICKET S
Z&. [9.3.2, 16.6.3 ]

73XRAOIHESHAERAEIOkgREO/NETIZ1H
12mg/kg. 1&E30kgll E50kgHKiiD/NETld1 H8mg/
kgTH 5. A% 1H8Mg/kgZBA THEG LT 5k
H30kgRIHO/NEA, BRICHEVRENITAEN30kg
DlEEm 572581003, BEOREZH7ICBHEL. W
BRUBWEROREAER LS AT, W LHAEEH
T L, ud, BHLERBIETSZ L,

(GRERHCHEE)
*7.4 RHIZREMARFEEICOF L TERT 258101&. okt
TANPAEEHAT AL, [BRRRICBLT, BE
RIARFEEITN S 2 A B 5 C O EREERR I 2 0]

8. EERREANER

8.1 HHFICB I 2R EEORHEE LV LIRSHIEIC K
D, TAPAREDEENITAPABEEBRENH 5D
NBEZENHZHOT, BEZFIETLHEHICIE, DL
EHLARLL ERP T TR~ ICHET 54 EEEIITS &,

8.2 HEMEH T ., FH. RR. EED - £y - REHEH
ROEOETPECLS2ZEPHLDT, KAZRSHOE
FHIIZEHBEOELGE, GREFE D BHROBRIEICHES
HaVWEIERIT S &,

83 PREIRODERNPHSDOND I ENHLHDT, KAIDRE

FIEEZEN FoEE T 0y 7 FICHET 25K (BER.

IRBEIRAD . IRIOAEE, LS 5o/, KA. BiE.

BEUnEg) oRFIERT 52 L. RAIOHBEGHIZZED

EORIERD H O DNIFEITIE, BRIOZELZX TS

FORBERVTOREEIIEEST 52 &, MeERESD

BEOLEE (DHFEXIOA2E) OFE0H 28

EH. T MUY LF Y RVRE (TVHYERESE) Ob

2HE. PREBOERZREC IBZNDH 5 %A = A

LTWBEEETIE FARESMIR L UOEAFRS I

DENBEZTIZE, BEORERREOLLZE

BRCHBE IS &, [9.1.1, 10.2, 11.1.1 28]

ZRIEE. BE, XBESEORMERYH DN, BR

ERICESZ LB HHDT, RAKRSHIZEE DOIRER

CREOE(L 2 ERRBEIT S &, [85. 151 &

]

8.5 BER VT ORBEEFICHERE, BRENFORAERTE
HOFBEEICOWTHaFHAZITV, ER & BT H
ZHDES XSEET LI L&, [84. 15.1 2]

8.6 . BHEDREENELLDHREEIHHDT, BE
B, IREZFICOVWTRHRZZTOEEE L. BEPRD
SN HEIIEY ZLE = [15.2.1 ]

8.4

s -

iT52 &,

0. HENERZHT IFEICHT IR

9.1 GIHE - MFESFDHZEE

9.1.1 MEEREPEEDLKRE (DHEEXFDAEE)
DEEDHZDEE. FRUDLFvRIVEE DILA
TEIREE) DHZEE
RAEIOPREBERIERICEVFEET Oy 7 ENHRT
2BENNH B, [83. 10.2, 11.1.1 2]



9.2 BikrEE=EEE
9.2.1 EEBKEEEDHZEE
[7.1. 16.6.1 ]
9.2.2 MRBNZEZ(F TV B RPSHAEEEEE
[7.1. 16.6.2 ]
9.3 fFikeEE=EEE
9.3.1 EEDTHEEEEDG 2 EE
BE LW &, RAIOMHABEEN LRI 2BZF1D
D5, (2.2, 16.6.3 Z&]
932 BRENRFPEEDHEEREENDH 2 EE (Child-
Pugh£48AK: U'B)
(7.2, 16.6.3 ZHA]
9.5 1w
IR AIIER L T W ARTREE O & A I 1E, BB LD
BN EREE LR LTSNS/ ICOREST
HT &,
v MIBWTREBITEPIZD N TS,
9.6 1ZZ.1%
WELOERERUVCBIARBEOAREZEE L, BAD
RE IR 2 ET 52 &,
N FRABITI A EPMESINT NS,
9.7 INR
9.7.1 EHEAEMAKER., iR, AR
T HEERRERIIEM L T,
9.7.2 /NREHE DI FHIEICHT T 2 HANEFEICE T 2 KR
ENIEA - B EBITIThN TV,

1XAR AR DS RIS

9.8 EitH
—RICERE CIIEEBESERTLTWS, [16.6.4 &
)

10. #E{ERA

10.2 HAEFR (HAICERISIL)
kRS BRREER - B E

PREROERE %L |FE 70 v 7 &)

ITBENOHHEA \REAT L2BZND

[8.3. 9.1.1\ 11.1.1|H %,
HIR]

EZ N

WP - fabEA T
BEAIIC & U PREIFRIER
PER AR A I 850 9
2BENDDH B,

11. BIfER

ROBWERDH 6bNBZENHHDT. BELE T

W, BEEPROONIEEIEKE2RILET 570 882

WEEITH T &

11.1 EXBEHER

1111 BEJOv T, @ik, K (LWInd %K)
PRIEBOEEA R T BZ NP H 5. [8.3. 9.1.1.
10.2 2]

MA2hSHRREIFFEFMBE (Toxic Epidermal
Necrolysis : TEN) . BZFEHSIREREIREE (Stevens-
JohnsonfEIREE) (V9 b SHEARER)

FE ALBE, K - S A FHEE. THIERE. ARIEIM,
ANRFOEREPRD SN-HFEIIEIBREzHIEL,
WYL MEEFTS Lo

11.1.3 FRIBAEERSE (SR AEH)

ERERE LTHE, HENA SN, BICHERERS.
U OSHERERR. HIMBREN. FERERIEZ. BRIY S
BRHHEZ > BREOEELBBIERPH 5D S
CEDNDHD. BB, BEMAILRATA I A6 (HHV-
6) EOVANVADEERLZHS ZENZL, &BE
RIEB L RE, HE. FRERESOERSERS 2
WIEBELTZ 2 EPHHDOTHERT S LY,
11.1.4 SBERIRE (SEERHH)

11.2 Z0HDEIER

WEEE| %L | 1~3%km | 1%kE  BEAH
FHED E | EEEE. £SO, 8. EeRk
(17.8%). TA|#h. EBHE [l B4 . W, jEE, 2
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REERE. MRIR.
mERE, B
. HEERR
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13. BERS

13.1 fEIK
B\EHRES (FA12000mg) X VED 5N EBRER
. FEEO E L, BD. BE (SRERERARE.
TADAERRE), MeBEE, a3 v I RUEET
Holee Fiow T3Y I F7000mgz —EICARA L 74l
THREDPRESN TV S,

13.2 &
AFNZMAENTIC L OBREFTRETH O FEHLTVDIE
ROBEIISCTMEERNOERZZEERT 2 Lo
[16.6.2 1]

15. ZODFER
15.1 ERIRERICED L &R
B CEBENZEROIR TAPAREIIBE TS, TAD
A FEEREES LR E L21990 7T+ At BRES FF
BOBEHERICBLWT, BRSERVEREROFEHRD
YRATH, MTCAPARORABTT I RBE L HBEIL
TH2BEL TADPAZERAR : 0.43%. IR
Bt 0.24%) . MTAPAROIRAR T, 5 REE
EHANRI000A B2 019N W EEHEES N (95%EHE
XM :0.6-39), /2. TANPABEDT 77V —FT
Z. TS5 RBEEHRIO0AD D242 N EFTES
nNTwb, [8.4. 8.5 %H]
15.2 JEEREREERICE D < B3R
15.2.1 EBEREMFERBICB VT, IV I NETY O
KERICHRE#ISHEZTOMLUED. Ty FD26
RO 104 K ER 5 BB TRICER X7
5NT . 4 XOS2AMKERSEERBEICB VL TKS
EOEIZED SNLE DS, BR. BREDRICH
THREEAOKALIE ST RBELVE L, 16EME
S HmHREIHEREBED 7S5 REETIX1.6%I1x0
L. A&#I200mg/ A& T4.9%. 400mg/HEET12.2%.
EHEESTIE5.5%TH D BIVENHERE (HEak
) O RBETIZA4%ITR L, KHFI200mg/ AR
T8.9%. 400mg/H# T18.0%. 600mg/HET
30.5%TH -7, [8.6 BH]



15.2.2 RMFEEETFTLTHHWAG/RijF v b (3. 10K
30mg/kgZ IEENIS) RUA ~ T AT —LBEIEHER
HMTADPATY M (15.67%0°31.2mg/kg% FEFEN
5) 2BV T, REEEOHEENRO 5N,

16. EHEHE
16.1 MAEE
16.1.1 BEA
(1) BEEmrs
R A B 1861 24 3 F100. 200, 400mg% Z2
ERFICHEERROKRS L- & &, #%5%0.5~ 4B TCnax
IE L. inldN14BE Th > 720 AUCK U Craxld s

BICHAILT

L 722,

HEHR SR OENFHRE ST A -5

w58 100mg 200mg 400mg
B 12 11 12
AUCo- (pg-h/mL) | 57.0 [20.4] | 116.4 [18.2] | 219.1 [l6.1]
AUCo+ (pug-h/mL) 55.0 [18.7] | 112.1 [17.1] | 212.5 [15.0]
Cmax (s g/mL) 2.96 [15.2] | 5.84 [25.0] 11.8 [15.4]
fmax (D) 1.00 1.00 1.00
(0.50-4.00) (0.25-1.50) (0.50-4.00)
ti2 (h) 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F (L/h) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
Vd/F (L) 35.5 [13.4] | 36.3 [13.0] | 36.2 [12.8]

AEME [CV (%)) tmaxEHRE (FE)
(2) REEES

R A BHESHIICZ 29 3 F200mg/[E% 1 H2[@7 HE
REFOKRS L&, EFRT a9 I NRERESH
670 H53HBICEFREICEE L7z AUCo 100D RFEMGRE
1324TH 723 GHEAT—%).

16.1.2 INR
FEBRIHBRK O —EERIABRICBWTOoH AE) 2517
WETONRTADPABEALAH (HEANL6H % &)
P oBeNTMEEFT 2V I NEBEEZ AW TREREY
BIREMENT 21TV NRICB I 2535 I ROEWERE/S
TRA=F ZME LIz, RBFTICBIT ST I FORE
Hi32~12mg/kg/H=1H2E# S ((FES0kgl LD/
ReomaAg13600mg/HE)) Tho7z. BT
A (VA/F) 120.710L/kg. RPTOEEI )T IR
(CL/F) BMFERUERITKF L. (AE1SkgD4RRE T
0.88L/h (0.058L/h/kg). 1kE25kgD 8k e T1.18L/h
(0.047L/h/kg). AE40kgD 12 B T1.60L/h
(0.040L/h/kg). {kE50kgm 1642 <1.83L/h
(0.037L/h/kg) EHEES NIz, [7.1 BE]
1) AANGAEL EO/NRICH U CHEAZBE LTV S,
F2) AHlOER S 1HESHAEEX, AR MEESOkgH Lo

/NEIZIZ400mg. {AE30kgbl_E50kgAT D /NRIZI1x8mg/kg.

1AE30kg AR D/NRICIE12mg/kg TH 5o
16.1.3 E£WMZFHEEFE
BRI ABE24611C7 29 2 F100mg (RF 4 >ay 7
10%% 1gX13100mght = 158) = ZEERHBEREG L&
E.TATIFOENFHENIA-FEILRTOEBD T
Hotze RT420v T10%E 100mght D EMEIIF %
MR S N5,
B SR OEYHLIST X -5

SenEn e o s | FT1YEY710%| 100mghE | METFEO )

FIIIRTAY | m=24) | (A#=24) | (Q0%MERAE)
1.05

Cmax (1g/mL) 446 [235] 424 1295) | (9271
1.00

AUCo (ug-h/mL)| 562 [147) | 56.0 11571 | (561 02)

— 0.25 0.50 _

max (0.25-0.75) | (0.25-3.00)

Cmax %X O AUCo-tl3 3 F5E [CV (%)]

tmax|EFRORME (HiFH)

a) RoA>vay7/4E

16.1.4 &EYPFHIEIE
SAYIRNRIAavF10% (73 77] 828y
FRIA Y F10%%. JUOAFT—N—FEIZEDFh
ZFNnlg (539 I FELTI00mg) EEMRABEICHE
HEZEO®RS L cmiERS a9 I NEEZHEL., B85
th¥%§jﬁ§/€5X_y (AUC\ Cmax) LZ’)LV(9O%%
FEX RIS THREMRIT 21T - 7285 R, log (0.80) ~log
(1.25)) OHHENTH D . WAHIOEYZIR S HER
n7zo,

—e— SOYIRRSAIuvS10% [r3i77)]
~ o EAUSy R I Ey 710%
T PfE + R, FIE=29

20 30 40 50 60

70 (h)
B
HENTA=% BEINTA=4
AUCo-72n Cmax tmax t12
(pg-h/mL)| (pg/mL) (h) (h)
ZJaYIRKNIAay| 50.7225 4.2349 0.36 12.91
710% 737 7] +7.7952 +0.9611 | £0.14 | £1.48
Y8y M RIA4ay| 51.1458 4.5267 0.33 12.96
710% +7.3190 +0.9452 +0.12 | £1.41
S E AR R, B15=29
MEEFEEN CICAUC, CraxZFD/8T X =413, WEE

DOFER (KEOFIEL - BHAEORBEFICL->TE
2 AHTAREEN D B

16.2 DRIY

16.2.1 BEDOXE
TR A B 240012 F 24 3 F300mg % ZEE R X IZ &%
ICHERROKRS L& X, BFIE 739 3 FOAUCHM
VCmaxlCHEE RIT S 2720 HEAT—%)0

16.22 NAATPRASEUFT 1
TRFERA 246112 F 24 3 F200mg %30 V06057 TH
B RIS IR EREOREG L L&, T35 3
FOAUCoi KU CnaxldFBETH D, T3 I FEEDOH
RINAFTRAFEY T 4 121F1F100%TH - 728,

16.3 921

fRERRR A 246112 F 24 3 F200mg#% 30453 ¢ B[] S & AR

NExE L& &, pmARE (Vd) E31.1LTcHhbh. T34

I R200mgx BEREOKEG L& &, AL 0o HAERE

(VA/F) 1332.8LCH -7z,

invitro (7 3% 3 F1.5~60ug/mL) KUex vivo (72

# 3 FO.7~5.5ug/mL) HEOER., 7343 FOIMEEE

HEARIZIS%RMTH 2728 9,

e

Z a4 3 NIEBHR R OB K D IEAL» SHE L,

in vitroitBRORE R, EEZNIIRNEELZEREHMTH 2

O-Fi A FIARERICEICHF ST 2CYPHTHEIZ. CYP3A4,

CYP2CORKU'CYP2C19TH - 7210,

16.5 HEtt

16.5.1 2R ABHEESHIC [“C] -F 34 2 F100mg (40 1 Ci)
% BOE OGO Bl C B MR NI 5 L - & &
5% 168K M & TIZ. RAICHREEDI4% K U97%H HE
s, EHAOHRMIZ0.5% KM TH > 720 IRIENIET I
B IR (]930~40%). O-BEAF LK (F930%). EiEE sy
(¥920%) ROthomEzR#Y (0.5~2%) & L THhlts
710 .10 (9\{‘)\7—“_‘&)0

16.5.2 K ABMHIZT T34 3 F100~400mg# HEFO#KS
Liz& &, BE72E®Z T CORPHIRIZ, T35 3
K29~33%. O-Fi X FINAKIO~15%Td -7z, MMEEH
O-i A FIAEDAUCoZMEEF S I I ROH10% T
%7?:2)0

16.5.3 {2 AICT 25 I F200mg% 3057 [ ¢ B Bl s EAIR A
BE5 L&, 252775 A (CL) 1Z1.78L/hTH
D, Z3Y I F200mgzx BEREOREG L&, B2l
D7) 7Z A (CL/F) 1X1.84L/hTH-7:9,

16.6 HEDERZEIHEE

16.6.1 BiEEEESEE
EREEDEE DR L 5 AWEEEICT 3% 2 F100mg % H
ERRFOEES Liz& &, AUCHIXBHEELER#E (Cler:
>80mL/min) & HEL T, BEHKTHE (Clcr: 50~
<80mL/min) TIx27%. FEEETRE (CLcr: 30~
<50mL/min) T22%. BEEETF#E (CLcr : <30mL/min)
T59%E <y CoaxdlTBED S EEOBEMKBEETETIO~
14%Eh > Tz BED»SEEDBRKEE TEICBIF50-
RAFWERDAUC- I BHEEEEED]1.5~4.6f5TH - 712
FHEAT—%). [7.1. 9.2.1 ]

16.4



HERSROENHL/ ST X -5

ZHRE NG BERT |PEEERT| EEKR
%L 8 8 8 8
CLor (mL/min) >80 | 50~<80 | 30~<50 | <30
270 506 576 748
AUCo: (ug-h/mb) | o'e) | [17.5] | [190] | [269]
2.69 2.95 3.06 3.02
Crmax (s1g/mL) (3501 | [207] | 11001 | [23.3]
o 1.0 05 05 1.0
e (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
s 132 182 154 183
(17.6] | (187] | [189] | [27.8]
2.13 1.68 1.74 134
CL/F (L/h) [208] | 11751 | 11901 | [26.9]
0590 | 0354 | 02774 | 0.143
CLr (L/h) (3791 | (5131 | [244] | (318

BEFHE [CV (%)]. AUCO-tE0~ 96K EIE, tmaxiEHHIRE (i)
CLR:EZVT IR

a) 71
16.6.2

MRENZZF TV S REBE RS TE

MRENT % Z 1T T2 KRB MEERE O ARERE 12,
FEFEHTRE K OB A2 SREREIRTIC 2 24 3 F100mg & B
[EfE S Uiz & & IEEMNTIRIC H 4 O BT SR M
T3 7 3Y% I FOAUCo1346% A L. BEITIC K HFRE
WMERIET IV I F57%. O-fiX FILAES3%TH D BT
VU7 Ty A&7 3Y I F140mL/min (8.40L/h). O-
it X FLE149mL/min (8.94L/h) Ta -7212 13 (S4E
AT —=%)o [7.1. 9.2.2, 13.2 ]

HEHREGROENFRE ST A -5

MRET BT AR BT
e 8 8
JaY IR

AUCo+t (pg-h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (¢ g/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
ti2 (h) 19.6 [19.4] 19.2 [26.8]
O-fii X F L1k

AUCo-+t (pg-h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (¢ g/mL) 0.48 [69.5] 0.22 [69.1]
MAFHE [CV (%)), AUCO-tE0~ 24K MHME. tmax|IFRHRE (H5H)
16.6.3 FTikEEIEERE

FFREREATREE KR L7z (Child-Pugh%3#6B) I
Z 3% 3 F100mg/El% 1 H2ES5HERERZOHREG Lz &
. BEBRAICHKARTT a9 I FOEFREDAUCo 121
KO CnaxldZFNEN61% R OS50%ED» > 72, Tz AE
TEHEBELLZEBEREDAUCH X P Crnaxld ZNZH
47% KR O37%&E P> 72, BEEFBEREEE (Child-
Pugh%C) TOEMEREBIIMEITL Tz nd JLEA
FT—4%). [2.2. 7.2, 9.3.1. 9.3.2 2]

TERREDEN B/ ST A -5

JFH e E% Child-Pugh% B
Bil%L 8 8
AUCo-12n (1g - h/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (ug/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
ti2 (h) 14.8 [19.7] 24.1 [23.5]

HEFEE [CV (%)) tmaxi3FR(E (HFE)

16.6.4

16.6.5

s

65 EoEwmBEELIfIEROCERZELI2BICT a3 I R
100mg/[E1 % 1 H2E5HEREREOHREG Lz & & 455 5L
TOMANBEEI2F & B LT SEEEEOCZEICBWL
T7aH I FOEFEKREBOAUCmEZFNEN33%RT
50%E < v Craxld ZNZN29% KX 53%@m» 572 £z
(RETEENLZAUCLnEEHBEROREICBWT
FTNFN26%B KV 23%E M - 7219 10 (AEAT—%),
[9.8 ]

CYP2C19&(EF%H

HAAROHE ANERBEAFBEE18%1%. CYP2C19:&
PRI E D RBEESTEIC K V.. 2#RBEEEE (UM)
161, EREEEE (EM) 1761, FRRHEEEE (IM) 10
B, ROERBEEE (PM) 8ficHair. COEMICT I
H I F100~400mgx BEEOHREG L& &, a3
ROBREERVOFETEE(LLZAUCo-IE. EMICHAN
TPMT24%. IMT10%&E D> 722,

16.7 EYMEEER
16.7.1 ZEEIERER

Z 3% I N IREMFEFRESH TCYPLIA2, 2B6.
2C9., 2C19K UBA4ICR L CHEERZRS T,
CYPIAIL. 1A2. 2A6. 2B6. 2C8. 2C9, 2D6. 2EI.
3AARUV3ASICH L CHEEREZ RS 2 5 72 M5.
CYP2CI9IZ /3 B BREEHAARB S N7,

Z 3% 3 N, P-EEREOMBIN A EE TR, P-
WEEAEEICH U THEERZRES 2257217 (in vitro).

16.7.2 ERFREMBEERRER
(1) AILNIEEY

R ABELOfNIC, T34 I F (200mg/El, 1H2[E)
DEFREBIZBVT, BMOCYP3AFEE N OHFEE D
CYP2COFEEETHH M NYEE Y (200mg/[E. 1H
2[]) ZHAMEROKRS LEE, WU EE TS
IY I FOEEREDAUC 1R U CraxiZHE L KT S
Tholz. BMEBMABMHISHIC. HUNNTEE Y
(200mg/[El. 1H2[E) OEHREICBNT, Fa43IF
(200mg/[E, 1H2[E) #HAKERFOZKSLELEE. T
IV I REAMNTEE OB FEREDAUCo- 120 T
Cmaxﬂzﬁzgif&Lfé o118 (9\{‘)\7_:’—9)0

(2) AXTSY=IL

A B 34601, 343 F (300mg) OHEFRED
BEIZBWT, FWCYP2CIHERETHH A XA ST —
)L (40mg/[El. 1H1MH) =HAREZORS L-E &,
FRATFS=ET 3% I ROAUCL KLUV Craxl S E %
K\EE%h o7z, CYP2CIOBETH A A X TSTYV -
(40mg) OEEKOBLSICBWVLT, FIH IR
(300mg/MEl. 1H2MH) ZHARERORG L&, T
IH I RIEART TV = ILDAUCo L P CraxlC EE T
FE o719 HEAT—%).

(3) =TIVSL

BERABEI3MIC. CYPIARE THS IV T L
(7.5mg) OHEKOKREICBVWT, I8 3IFK
(200mg/MmEl, 1H2ME) 2HAREROZS LI-&&, T
392 RIEI Y YT ADCrax® 30%IE I S 72 ASAUCoqt
ICHEETITE D722 BIEATF—%),

4) oWo7uY

R ABEL1I6H1IC. S-7 L7 7 ) »HCYP2COEHE T
HBHTNT7 7Yy (25mg) OREREORGICBVWT, T
a9 3R (200mg/[El, 1H2E) ZHARERORS L
JoE&E, a3 I RIESKUR-TL7 7Y »DAUC K&
UCnaxICEEZRITST, TuburCrUBEE0T O
fo v rEMoEBEZEER (INR) ORKERED
AUCo- 1680 C LR TS 227220 BHEAT—%),

16.7.3 BEEEIZMEELRENR

HARARONEADBEARTNEDTANABRE»SE
SN7-IMEEFT IY I NBET -V 2HWT, RREME
MR EIT 21T > 70 ZOFER. CYPRHEERZET S
MTAPAETHANILNTEY Y, 7= A i
Tz I)NLEY— LOMREICED. T39I FOEFIR
RROAUCIE. BARO/NRET, E425% K O 17%HEAD L
t4) ,22)0

17. BRPRRE
17.1 BHERUREHECEET B HER

ERRE CRESRIERIEZZD))

17.1.1 ERHESINEHR (BREE. BA)

FRICUIRE TADP A E TS NI-E 3 360E (TS
ffbFlEE &) NERFEOLMIERERARFEEHT
Sl EOBEEEZWNRELT. 739 3 FEE200~
600mg/HED XN~ ¥ U IRiSE (CBZ-CR)
400~1200mg/HE2) ZBANITROKG Lz L&, FH
FHEIEH T HKaplan-Meierik iz & D #E7E U 7o B A& 3T
HEIZB1T %67 ABREFHARIITROLEBOTHD,
MEZDISBEEXEONREIXTFORES NI LM
IRAME (-12%) # E[l->722&. CBZ-CREED6 % AR
FIEHERRIINT 2B ZEDISKEEXE O FIRED H
(FER2E) 13, PORELLIFAERAME (-20%) = £
\->72Z &5, CBZ-CRICNT % F a4 I NEEDIELHE
PHEER S N7z,



AT TR [RIFIERE (o) BERIE (6) [0
MR | BERE | GIE| L7oBES| [O5%EMK | [95%EHEX (%) O
£ @& (%)| w2 p @b |
TS 0| 327 89.8
s | R (736) | 1868928] | -13 | o
CBZ-CR|, .| 308 91.1 [-5.5,2.8]
B (69.7) | [88.2.94.0]
393 0e| 307 915
ppser | R (75.2) | 18869431 | -13 | ..
CBZ-CR| 4o, | 285 92.8 [53.2.71 | ™
il (71.8) [90.0,95.5]

a) Kaplan-Meier#ic & 23EE (BE3» AMOFRERE 2EMT. 3
[\ E) #&8& L TMantel-Haenszeli% I & 0 #5%)

b) T 3% I FEEREOHAR —CBZ-CREEDIHAR

c) HEROBREZEDI5%(EHEX K O T RE/CBZ-CREEDIEEER X 100

d) Full Analysis Set

e) Per Protocol Set

f) BEARNEGI7HIZ &

g) HARNEF136% &t

BB, BERMBITHERICKS T 3% I FEERT400mg/Hid
NOHEBPREE L > -BEEZNEATFHE L THE-
7235 B OFASICB U 2 RIEMEE L7-BES (EE& (%))
13308%3) /44445 (69.4%) Td . Kaplan-Meieri%ic
KOHEELULREEHIR [95%FEEXME] 1£84.1%
[80.5,87.6] TH -7z,

BIVEFAFIASEE X, 739 3 NEERET37.2% (165/444
Bl) ThHote. EREIERIE. FEEDENT.9%
(35/444%1). FEH5.6% (25/44441). IHEHE4.5%
(20/444%1) TH -7z,

#1) RAlIOERRS N1 HEEARIZ400mgTH %,

F2) WA EE U BRBEEIIARTIRERS N TV,

1#3) 200~400mg/H¥%5 THENPHE L - BEHK.

17.1.2 BRSEIIEEER (BEEE. MA)

1BIOBFEDOITANPAEEZE S L T2 16 LD
FRIEABITHTANPABEEZNRELT, 7393 FiE
200~600mg/HE EOHEIC & 2 BAEEAT D &2
el E, 6 HREREHEABREDEA1346.2% (6/1301)
‘(“@Of:zmo

BIVERFIRSEE X, 84.2% (16/1961) TH -7z, FzH|
PERIE, FEMED £ 142.1% (8/194)) . 1EIE31.6%
(6/1941), EEEMEDE V. BLAE10.5% (2/1961) T
Ho1

E4) ARIOERES Wiz | HEEHRIZ400mgTH 5.

17.1.3 ERHESNERR HRAEE. BA)

BFEOIHTADPAZETH LRIENHIRPES N2V
HrHEEZET H16BULEOHBARARTFERADTA D
ABESATH (HRANBEHE1426% &) 2XREL T,
Z 34 3 F§E200. 400mg/H XL 7Tt AR % 16 EMZED
B (BEOMTAPAEI~3FEDOHA) LicL &,
FEMIEE ThH BB T 2R~ O28H H
720 DEMAFIEAMENBIITROEBOTHD., 75
T AREEE T3V 3 F§E200mg/ H K% U0400mg/ BEE & DO/
THETZENICERREZDPRD LN, %H. FRICBY
250% VAR F—L— (28HH7- 0 O FIELOH
PEEMM & HRT50%L, FeE L2 BEOEHIE) &,
T REE19.7% (36/183%1). T 34 3 R$E200mg/H
B£38.5% (70/182f) *U'Z a4 I F§E400mg/ HEE
49.2% (88/1794) TdH -7,

28BH 7 0 O TTREE TS
e womimy| PEY HHHD
FAFEHO LR [95%{EHEIX ]
7o AEE | 183 -1.22
200mg/HEE | 182 -3.33 <0.001 [18279.348 7]
400mg/ BB | 179 450 <0001 | 303592167 6]

a) Full Analysis Set

b) HRfE

C) MHEE U HERIR 028 H &7 D O FHERE 2 RISER. &5
BROEZRE T AR L-BREMBO28H &7 D D7 FEIEE LK
EHEE LT HESEOHT

d) HOEOH &L HERE SN B/N R FHED 55 E L 50 FEREK
AR (%)

BIERFBBEER, 739 I FEERT47.7% (173/363
Bl) THotoo ERBIMERIE. FEHEDE22.9%
(83/363#l). 1HEKS8.8% (32/363%1). #HH4.4%
(16/363f1) TH-7z.

17.1.4

17.1.5

EFFHEREMEIRSHER (BA)

EFRHRBIEGE (FFREBE) 2% T LHARUH
EoBEATIH (BRABEFI2361%2 &) 2RRELT,
Z a4 3 F§ELI00~400mg/H %= 1 H2[ENZ 73 CROK S
Li-& & (FE#E. BR767HHS). £ITHBOBE
AR 5 D28H @ 72 © O ER5 FE O ERA R O R E 1T
55.23%. 50% L AR ¥ —L — ~E56.3% (265/471
) T o720,

BIERFIFSEE L. 739 I NEERET42.9% (203/473
Bl) THoto EFuBMERIZ. FEBHEDEN17.8%
(84/473#1) . 1HERS5.7% (27/473%1). FEE3.8%
(18/473fl) Td o7z,

BASEINEHER (MR

BEOTC AN ARE TS REENHEHNRIE S N
BAREE2BT 4R LI7TERBO/NRTAP AEE
343l EHFE LT, TaY I F (KE30kgRHDEH
138~ 12mg/kg/H. {AE30~50kgRiFDEE L6~
8mg/kg/H. {AE50kgbl EDEHIX300~400mg/H)
N7 7 REIGABRORS (BFEOHTANPASE] ~
3FIEDPIH) Liz& &, FEFMIEE T 2 BEMMIC
g B O28H & 72 0 O A FERME(LEIET
KOLEBDTHD, TILARBEETIVIFELEOMT
EHERNCER B ZNRD 527,

28H B D OHS 7RSS
P | s temmoz gy | PE (i
[95% (B EP]
7oA EE | 170 -1.55
Za4% 3 FEE| 170 -3.05 0.0003 31.72
- ) i [16.342,44.277]

a) Full Analysis Set
7RO, B OREEE T — & ICREl (BIEHFEOE
HO10%#8) b o770, EIcED o7z

b) HR{E

o) In (X+1) (XIZEAFEIEEE) TREEE L D FERBE AV,
BE5R, HELLEEEREEZETE L. AR L-FEEAMO
28H®7- 0 OEIFIERIS 2 HER & L H 58T

d) T RBICHT DR (%) =100% {l-exp (B/N_FFHDF

atr

17.1.6

I FBE ST RBEOE))

BITEFRFBBEEIL, 739 I FEET33.9% (58/1714l)
Tholz. EaEIERI. EHIR14.0% (24/17161). %
B F18.8% (15/1714l) TH -7z,
EfFHRSIMERAMGEIR SHER (MR
AR S5 1 7THOBEHEEZRSNI/NRTADAEE 1364
(BARAN46H61. SEA0HI) xR LT, FaY IR
12mg/kg/H ({RES50kgbl Lo #E#E12600mg/HE) %
TrIA2ENIC T CRAKE Lz &, BEHE» 5D
2HERAMBICB T 2o RERNKERO P REIX
-52.73% (HARANT-27.63%. HEANT-60.56%) Td->7:2,
BIERFBSHE X, 56.2% (77/1376]) Tho7-. Fix
BIfER . HHEOF120.4% (28/13741). fHEE
19.7% (27/13761) . #&48.0% (11/137fl) TdH -7z,
F5) AHlOEFE SN BEEARIE. RAKROEESOkgH o
/NRIZIZ400mg. (AE30kgbl E50kg A D/ NRICIZ8mg/kg.
{AE30kgRHD/NRICIX]1 2mg/kgTH %

GCEERRREE
*17.1.7 EEHRSENEER RARTINE

BEEOTCA D AT R EEMEIR PGS Mk
MERRREEELHET 248U O TAN»ABE2426] (H
RANEFfz &) 2MRELT, a9 3IF (FE
30kgAiHO/NREEIL8~ 12mg/kg/H. {KE30~50kg
Ko/ NEBE L6 ~8mg/kg/H. AES0kgbl ED/NE
FORBABEIZ300~400mg/H) XiE 7Tt R2mET
24ERRORE (BEOHRTAPASE]L ~3F &L DOHH)
Lice &, FEFMEETH 5 24BMOEEHBICH
22E B OREMKRRFEENHKIFT 2 TCORBIITRO L
BOTHY., o RETaY I REEOBTHREIEN
ICERBZENRD 57z,



IRy ERECO e
RER B | HE (5) O [;gg{gﬁggﬁg] Do
[95% (58X ] oIRRIRR
_ N 77.0
77eAE | 121 [49.0,128.0] 0.540 <0001
a3 FE| 118 - [0.377,0.774] '
7T [144.0,-]

a) Full Analysis Set
FaY I REOLFNZ1 25001 R kS FHE U7 &I EIEALEIT

ENTtzD. 2L24EH OB ORIEFHRPE S Nk o /2729,

FRITIC & DR P o7z

Kaplan-Meiert12 & % 24 0 aF M IC 5 1 2 2 B ORERAF
TEDFIE TORBOHEEE (FJ{HE)

[-1: 73493 FRCIE24EMOBELRIC20E B ORERRZEES
50%LL EDREGICFRD 6 Nk h o 1o 7o OIEERNEE
BRI BT 228057 0 ORERRFEEOEE A 2EEITO/NE.
2B FORBA 2EHEBO/NEIIRAZE & L7z Cox BN — FE
TIVZEDL . WaldiFick D EHS N

BIMERFBUEE L. 739 3 FET46.3% (56/1214)
ThHolzo FLBEERIZ. FEMHEDOETWV17.4% (21/121
Bl) . 1EER13.2% (16/12141). BED7.4% (9/12141) T
Ho7ze

EFHRREMGERSHR (BRARUINE
EEHEFEIERE (RARONE) 27T LEBEXK
UHEZRBE CORBERRED S b RERAFRKERROE
BOHE IS5 > 72 BE2390] (HRABEI7H %
&) AXRELT, T3V I K ((RESOkgRIHDO/NE
B34~ 12mg/kg/H. AES0kgll Eo/NREE X200
~600mg/H. AEBZEIZ200~800mg/HEY) %1H2
BN CROKES Lz & (FH#RE. RE1416H#%
5. EITHBOBIZEHEY o OREHREICB T 528HH
720 OREBARREEDNKECEDOFHREIX-88.52%T
o739,

RIEFAFIEE X, 34.7% (83/2394l) ThH -7z, Eix
BIER X, FEMEDEV10.9% (26/23941). {HIR5.9%
(14/23941)« [EEEMED F W R UEID3.8% (9/23941) T
Ho7ze

16) RAIOAES N1 HEEAER. AKX OEESOkg ED

g

*17.1.8

/NRIZIZ400mg. (AE30kgLL E50kg RN/ NRIZIZ8mg/kg.

{AE30kgARMmO/NRIZIZ]12mg/kgTH 5.

17.3 ZDfth

17.3.1 DEEICN T ZHE
[BERRAZ 14012 24 3 F400mg/B. 800mg/H D
Rz 7SR Z1IA2EICH T COABRERO®RS, X
EFTT7uFY T 400mg/H =1 H1[E3HERERE O
SLl/EE, a9 I NEQTCHRZEE LA -7,
Z 3% I FEOPREROTFHE(LEIZEOH B 0K G 1K
MBIcRAkERD, T RBELEDZEIX. 400mg/HT
7.3ms. 800mg/H%" T11.9msTd > 723" (SEAT—

7)o

E7) AAOERS N HREARIZA00mgTH 5.
18. FEMEE
18.1 {EFtERF

S5 a3 RIZBAKREET B 7 LAF v 2L OBIR ARG
HALZBIRMICIEE L, BEEREICH 2 HRMREL &
FLEEAZEICE>THRITLWNAERZRT EEZZ 5N
T332,

18.2 TAHOARIEICTT D1EMA
SaY I NREEMEREYT A, R FY » 75E
YU, BEFURYCTEET Y b 6HZzTADPAREY
TARUBRKBER Y a v 75E (7 A. Ty ) O
REROLBRFEEZ B LULZBMET VICB W THERZT
HL 7233,

18.3 M TADNEMIER
FHEBESHMF Y R 7Ty PicBWT, FY R >
TR & A U 7239,

19. BRI (CRIT 2IE{LEMFR
—HI&FR - a8 2 K (Lacosamide)
{b%#4 : (2R)-2-Acetamido-N-benzyl-3-

methoxypropanamide

BT
AT
# R

: C13H1sN203

1 250.29

THEBE~RBEOMEKTH D, A¥ ) —IVIKBTPT
<y IHJ =)L (99.5) IZRRBEFLT L. KIZ®
PBTIK L ATHT UITIFEA LB T 20,

21. EEBRMY

EHam) 2 7 EEFE 2 FED L BNICERT S &

22. Q=

100g [RUzFL>EV]

*23. FEXHR

1) BEEHBE  EERERBERINE Y= 27 )L AR
FENEMRRE

2) FEEM fh @ B S5 2015;43:1307-1316

3) NEABEBRAICE T2 38 3 NREKSROEY )RR
(B8 MEE 2016 7HAHAR ., HFEERME
2.7.6.3.3)

4) BERAROHNENNREZICB T2 BEMREYBREMENT (Y
L%y N RTATay 7 - 8E D 20191 H8HAR. HE
BHEEE2.7.2.2.2. 2.7.2.2.3, 2.7.2.3)

5) FEH fih @ FIHE IR 2018;46:1331-1338

6) HAY 27 7 MERN&t - AWENREHICET 288 (A
j=v2))

7) SMEANBERAICB TS5 39 I ROEYHEICKITTARE
DOFEE (L% MNE : 2016FE7HAH AR, HEERE
2.7.6.1.1)

8) FHIEA i - R MEIE 2018;21:1223-1234

9) vt (B4 %y bEE : 2016FE7HAHAR., HEERE
2.6.4.4)

10) & (E2/%y MEE: 2016FE7H4H AR, HFERMTE
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13) BHEDETA T 24 I NEERFOKRSROEY I KT

EEBOME (CL%y ME : 2016FE7HAH AR, HiFE
RHEEE2.7.6.4.4)

14) SAEAFREERTHEICB 2739 I FOEYFHE (YL
% NEE D 2016F7A4HAR. HEERMTE2.7.6.4.5)

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

16) FpZEROEEN T 349 3 FREER CREROK SO ZEY)
BRI RITTHEDOMET (VLAY ME: 2016FE7H4H KA
. FEERNE2.7.6.4.1)

17) BYHEEEARE (V2% ME: 2016FE7H4H &R, H
AERMTEE2.6.4.5. 2.6.4.7)

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

19) Cawello W, et al. : Clin Drug Investig. 2014;34:317-
325

20) IFVILEORYMEERER (EL8y ME D 20165FE7H4
HA&GE, i ERME2.7.6.5.9)

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

22) ZaYIRFICHET 2 BEFENMFREMENT (EL/0y ME:
20165E7HAH AR, HFBERNZE2.7.2.2.5.2)

23) B RERANRE O E R R ESSREEE (L0 ME:

201748 H25HA&R., FEMES)

o FIERBEED S BABEADOYI O B 2 3B (Y%

NEE © 20174E8H25H&ARR., BEEMES)

HAROHENZ BT 28 FEHARIED 7 2 A5l

B (L% MEE D 2016FE7H4H AR, HFERTE

2.7.6.7.1)

26) HARKOHIEIC BT 2 S0 5EHRREEO BRI 5353

(B8 MEE 2016 7HAH AR, HEERME

2.7.6.8.1)

INREBE AR E Lo REMRBRED 7 F AR iR ik

RE (L8 b RIS vay T - 88 201941 HSH&EE.

HREERME2.7.3.2, 2.7.6.3.1)
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28) NEEBE 2 NRE LB 0 RIEFAREO R 5 H 5
(EL8y P RIAvmy 7 - 8 2019E1 ABHKEE. B
BERHEE2.7.6.4.1)

29) ARO/NREEZMR & LB MRFEENAEEOERE
HETT v ARMNERE (CL8y ME: Fo1vny 7 - &
WEE 1 202012 H25H &R, HFEERME2.5.4.1,
2.7.6.1.1)

30) AR OVNREE 2R E L BERRKEEAEEOR]
MR EGRE (CL8y ME- FI120y 7 - SHEE
20205 12H25H4&RE. HFEERE2.7.6.2.1)
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