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2. B3

2.1 AFN DB TR U IBBEUE OBEEIE D & % B3
2.2 BEOHEEREOH 2HEE [9.3.1, 16.6. 3%1H]

(RDOBECIIRELAZNI L)

3. AR - MR
3.1 $8Am
R4 |33 REES0mg Th—") |5 393 REELOOmg [ h—"7)
%%;Pﬁﬁoaﬁ SOH IR ceevereeennns 50mg| T AH IR ceeeeeenns 100mg
R O—X, REBRE KR O-X, KEHRE
tRoF>JovEl il RoF> ol
O— R, BEMEKT B, | O— A, BEMEKYT A EE,
tRoFJobEl bl RoFs o)l
Al | B—A, JOARERZ,|O—X, JOXRE KR,
ZFTV MR IT RV IATFTY BT R
Ly BICFZ 2. ZNT | L BIEFY >, Z7,
=T bgk. oM |EA= sk, FoMl
D%y
3.2 BH DMK
HR7E44 Z 3832 Rgg50mg [h—"7] | T 3% 3 R§El00mg [h—"7 )
PSR - Y2 EOERAD ORIEO | B ADOERRA D ORHIE O
7l T4 Ad—T 4 T TN Ld—F 1 2T
k| & 50 SaY3IR 100 a9 3 R
R | # | Sa%IR 50 h—D SaH3 K 100 h—1
#
| e G
T —— —
, 10.4,74.9 13.3./6.1
1B (mm) (B (B R
JE & (mm) 3.2 4.1
& (mg) 125 249

*x 4. WEER IR
OTADAEBEDENRE (CRESRILREEZIT)

Ot DM TANAETHRRHMRNRDOSNBVWTADAEEDE

BERIRRECHT A TADAELDHARE
6. RERUVHAE

B EE, BRAICIET 393 RELTIH1I00mgk D5 Z2B5 L.

ZTOBKLEAMY LoMEEH T THEL, HFFHREZ21H200mgs T 5
N WITNHIH2ENC/T TROKET S, b, ERICED1E
400mg % 8 A 72 WP TR R 228, HRISLERL EOREE
SV TIAMAEE L TI00mgPl F3 D175 2 &,

AN EE, AR EO/NRIZIE T a9 REL TLH2mg/kgk D %
H5Z2BAL. TORLAMLL EOREZ & TIHHREE L T2mg/kg
TOMBL., M HEZKEkg R O/NEIIZIH6mg/kg, (KE
30kglh E50kg D /NEIZIZ1 Hdmg/kgE 3%, W H1H2EIC
SUTTTROKET 2, 2B, FERICE DIREkgARimD/NEIZIZIH

12mg/kg. {KE30kglL F50kg A D /NZIZI31 H8mg/kg % it8 A 72 W i
P CHEEERET 22, HEERLEML LoME2H T TIHHAESEL
T2mg/kgb N R D5 2 &, 7272, KESOkgbl ED/NETIE, B
ANERURE - ABZANWSZ &,

7. BERUHEICHET S EE

1.

7.

*% 7,

8

* 8.

.4 BRI,

GhRESE)

1 ZL7F2 U7 T AH30mL/minbh F O & B O E ke
EEDH ZEFITNT. RATLH RS A EZ300mg. /NEZIH RS
EEDNHEL T DA EEHBIRETS I, £k MREBNTZ321T
TWBERFTIE. IHARICINA T, MEBERBICRKTIEHED
BEOBEMRGE2EERTHIE, [9.2.1, 9.2.2, 16.1.2. 16.6. 1,
16. 6. 22 8]

2 WRAE IS D FHREREE O B % BBE  (Child-Pugh/MBAKR O
B) 213, FEAIZIHREFAE2300mg. /NEI1H RS &% 25%0
BETHREMEBITRET S E, [9.3.2. 16.6. 35H]

.3 AFID1H ferm 23R E kg AR DO/NETIZ1H12mg/kg, KE

30kglL 150k D/ NETIZ1H8mg/kg TH 5, AH|%1H8mg/ kg%
A TES U TWAREIRGRIED/NEN, REICHEWZEMICHE
EH30kgLL k&2 o 2B AITIE. BEOREZHITEIRL, R
ROEWERORRZZE L5 AT, BYUBHBEZRITTS &,
BB, AEHEITET S 2 &,
GEERARE)

4 AHF|ZRERRFEEICH UTHERT 2558103 thofiTAuni
HEPHT D2 &, [HRRBICBWT, SREFRAFEIEITET D AF
B G T O ARERIZ IR, ]

. EELGEANER
8.

1 EATICB T R EGEORMABEBERVLEGERRICLD, T
ADAFIEOBBEXII TANVERIREN S S5OND I ENH 5
DT, #52HIETHHAIIT. D EHLEAMU ENT THhA
BT B EEEITD 2 &,

2 FEEw EWn, FH RE. EEN - £ - KEEBRE %
DIRFHEZDZEND D, HEHEOEREGE G2 LS HiRE
DO, BEHEROEZTEE 2 H0BHEo B EAMEREICH
WL, bz S EmIRIEZITOBEICRTAREENLETH
L LEMYICEFIRETS L, £ REENHS5ONZ
LEITE, BEEOERSGERZ M B OBRIEICEFELBnE
5, BEIEETLHI L,

.3 PREIBOEENH 5DOND I ENHZDT, AFOEEHILE

“EDEOREET Oy oS ET Rk Gk, IR,
RS, SHERS 5 5 50 Jerh, 1. BN ORI
BT5CE, ARIOBGRIZZDX S RIERAD 5 DHEHEIC
B EMOBREZTHLD BHROZOFIEEIHET D 2 &,
DRSS B OLRE (L OR2%) OBEEDD
BIE. F MU LF v RV (TIVAYREERES) 0b5E
%, PREIBOIEE 4 2T HTN0 B 2 AP LT 5 8%
SETIR, AHIEE G IR I A A 5 I DR 217 5 7 &,
B D IRAE R DI DAL 2 TEEE< BRT 52 &, [9.1. 1,
10. 2. 11. 1. 18]
B, BORMSORIERA S 5 b, BRERIC
BBHIEbHHDOT, AHIHEGHILEEORER ORHEDE(LE
HEES BET 5 &, (8.5, 15. 18]

.5 BERVZ OFMEEF KB, BREMNEORAERFEB O]

BRI OWT a3tz T, EMERBICHEKZIDED LD
fBEITS I &, (8.4 15 1ZH]



8.6 #ifl, HBHEFDIREENEL DAREMENDH 2 DT, LRI,
REEICOWTHBZITIFERL, BENRD S NHEITE
WU EEITS T &, [15. 2. 1]

9. BEDEREFTHEEICHT IER

9.1 AHHE - BEESDOHZEE

9.1.1 IMCEEZEPEED.LMRE (LHEEXELFLE) OBFE
@2;%%\thOAfv*»iﬁ(fwﬁﬁﬁﬁﬁ%)ob
58
AXIOPREMIEEERICE DV EET O 7 ER%ET 5 BZhn
H5, [8.3. 10.2. 11. 1. 1BH]

9.2 BisEEERE

9.2.1 EEEHEREDHDES
[7.1. 16.6. 1%

9.2.2 MARBRZEZ(FTTVBRIEHAREESE
[7.1. 16.6.2%H)]

9.3 FFigREREESRSE

9.3.1 EEDEEREDHIESE
BHLBWZ &, AROMPREN LR T 2BENNDH 5.
16. 6. 3%

9.3.2 BERIIFEEDHBEERZEDHZEE (Child-Pughs$EARTUB)
[7.2. 16.6. 3]

9.5 iTi%
IR ST L TW D ATHREMED & % MR ICiE. 189 L OB RN
fattz ERS EHB SN 5EICOAFRE5T D &,
Z v MZBWTHREBTENRD 5N TNnS,

9.6 127.1%
B EOFERERORARZEOFREEZZE L. BALORKE T
HikEBREdT 22 &,
b A TABITTE 2 ENRESIN TS,

9.7 INRZ

9.7.1 KHIAEREN. FiAlR.
BRI FENE L TRy,

9.7.2 /NERBEFE DO FMEITH T B HAIEEICHE T 2 HIRA RIS E
N - A E DTN TN,

(2. 2,

FLIR N34 AR D G T B BRIK

1.2 ZOMDEIER

MR/ | SWlE | 1~3uki ki SR
FEE D E | R | 5O, L. TR | R A
V(7 8%, | R GET | fE S WA, |BE, %
s, | SR, WAk, | B
REE. SR
HE R VLR N, i
BRI, IR,
HiimRE, IR, 1
EB R, S 4
O—X ZHETAN
i ae. HE
P B R EH
e | B WG | T BICRE. DRSS
Gl gilbp. R
B LI L)
Pl B R
®# O FARE
ik
o gg‘%ﬁ%\%ﬁ AR
iR SR
% HRREHE
R l&lﬁiﬁ&)i HE
e BTRE. | EE. M. 2. | mEA
20k SHRYE | BIREL. TR
if. BRI

9.8 EiE

— MR E R TIXAEESEE K F L T 5, [16. 6. 45 ]
10. #AE%EHA

10.2 HAEFE BHRICEETS L)

PP EEHER - HEESE | T - ERET
PREIGOMEE LI T |FEET Oy 7 %05 | HHHICK O PR
BENDH % EH| By a8 rhhnid s, |EEMERAHEMNY
(8.3, 9.1.1, 11.1.1 [N RS SEa g
2] nd 5,

1. 8ER

1"

ROBWERMH 5DONS ZENHDHDT, BHEETIHTITV, BE
RO SN HEIIH G 2P I D7 EEYRAEZETTD T &

1 EXZEMER

M.1.1 BEZ7Avy Y. #iR. K OWIN s

PREMEDERE ZH 23 BENND 5,

(8.3, 9. 1.1, 10.2&M]

11.1.2 PHEMUREIESEMBEL (Toxic Epidermal Necrolysis: TEN).
KREFLEARAEIRBE (Stevens—JohnsonfEf%EE) (I N HEEEAD)
FEEL, FLBE. K - B AL D8, WHEER. R, ONRED
BENRD S NHEIIREEHFIEL, BURLEZTTS T &,
11.1.3 ERIMBEAEMEREE (B RHA)

HHEIR E L TR, HENA SN, HITHEERE,

U >)NHiE

M. BmEREEIN. AFEEEREEZ. BALY CONERHIE RS BERED
BEMSBBUERN S S5ONDE T ENH D, BB, BE AR TA
VA6 (HHV-6) D71 )L ZDEEMHALZ1ED 2 ENEL. &KE5F
IEBFE. FE HHEREREE OERIFER H 2 WITBIEL T %
ZENBHZDTHEET D &2,
1M.1.4 EEFERIERAE (BEERH)

13. BERS

13.1 fEIR

HEEE (FRK12000mg) IZX VRO SN ERIERIZ. FE#E
OEWV, EL, BE (RERERRIHEE. TAnAERRKE).
DMpEEE, av/RUOEBRTHo 2, £, AP IR
7000mgZ —EICIRA L 2B THRLEAHEIN TN S,

13.2 &
AFNIMIGBHTIC L OBRETMRETH 0. FHHL TWDIEIRORE
IS U TS OEEE2ZET 5 2 &, [16. 6. 25 ]

14. BRALOIEE

14,1 ERRMAEOEE
PTPALEEDHANIPTPY — A SO ML TIRAT 2 L 51583 %
Z &, PTPY— hOBRKIZE D, NS ATAREREARIA L.
Egg%&%ﬁ:bf%@ﬁ%%@i%@éﬁﬁ%ﬁ%?é:&
DB B,

15. ZDDEE

15.1 BERR{ERICE D < 158
WA TEES NIZEROPT TANARIIBITS, Tk, K
BREBEZRNREL721990 7 F b R i IREE R O MaHE R icB0n
T, HERSERVCHBREROREBHOU 275, i TANAEDR
BT S RBEE LTRSS FiTANASKIRARE
0.43% 7obuREE:0.24%) . FiTANAEORMAEETIZ, 75t
REEEHERI000AH =01 IANZ VW EFHE I N (955 EHFEXME -
0.6-3.9). £/, TANAVBEDY TV —FTiE, 7R RE
EHENRI000ANHZD2.ANENVEEHEIN TS, [8.4, 8.5
]

15.2 JEERRRABRICE D 1B

15.2.1 JERERRERBIRERBRICB VT, T IY 2 RiZT v b OKEE
WG %A EETHA LA Ty b D26 K ON0438 R [ 18
B HEEABR TIRICEEIIEZD 5NT. 1 X O52EM R E G5
HEICB VW TRBEDOEIZED N>z, . BHSOIR
BT ARIERORRRII /S tARELDEL, 16EMREGDO AT
HFREMAHRB D 75 REETIZL 6% L. A#1200mg/ HEET
4. 9%, 400mg/HA#ET12. 2%, EMH% 5 TIE5.55TH O, #EIHHEIH
B (BEARED O TS REETII4 4% L. A#1200mg/ HEET
8.9% 400mg/H#T18. 0% 600mg/HET30.55TH> 7. [8. 6%
HeL]

15.2.2 RMFEIEETI THDHWAG/RjZ v b (3. 10K r30mg/kg%
MEENIRE) RO NS AT—)VBERERETANALT Y b (15.6
K OR31. 2mg/kg 2 MEIENIES) ITBWT, REFEIEDHEEIRD 5
Nz,



16. ZEHBHRE

16.1 MR

16.1.1 BA

(1) EREigs
@ RER A\ B PELSHIIC 5 35 X R100, 200, 400mg 7 ZEEHE |7 HA IR 4%
BLEE, 5150 5~4B I TCnalTE L. ti2l3KI14ERTH o 7=,
AUCK U Crmad 3% GBI LRI L TEEI L /2.9

HEE SR OSBRSS A — 5

®hR 100mg 200mg 400mg
Bil%k 12 11 12
AUCo-o (j2g +h/mL) 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
AUCo-¢ (£g - h/mL) 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
Crmax (1t g/mL) 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
te (D) 1.00 1.00 1. 00
(0. 50-4. 00) (0. 25-1. 50) (0. 50-4. 00)
tiz (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]

M [CV 0], tmedd POE (D)

(2) REERE
TERERR N BB & 33 2 R200mg/ (=121 H 2[=]7 H [ IER O35 L
2 & MR T Y2 REERRGHAD S 3HBICERIRBICRLE
U7z AUCo10n®D BFERENI2. 4 TH > 7= GHEAT—4) .9

16.1.2 /R
FEMIRB L P HERIRBRICBN T HEV A S 1T E TO/NE
ThAnAEFENE (HENBIZEE) nofEonizmiEhs ad 3
RIBE % W CRMEMISRMBIRERT 21TV, /NEIKBIT 2 5383 R
DIEMENHE)NT A—F ZHE LTz, ABITICBT 25393 Ro%ES
El32~12mg/kg/H &2 1H2[E% 5 ((RES0kgPL FO/NETOmEHE
13600mg/ A1) THo e AT OHHER (VA/F) 120. 71L/kg.
BnFoegr7J7 522 (CL/F) 3AEKRCERICKEL, KR
15kgD45% 2 TO. 88L/h (0. 058L/h/kg). {KE25kgD8%/a T1. 18L/h

(0. 047L/h/kg) . 1AH40kgD12% 2 T1. 60L/h (0.040L/h/kg). {KE

50kgD16/% V2 T1. 83L/h (0.037L/h/kg) EHEFEIN7z.Y [7.151/]

FED AANTARLL D NRIZE LTl 28 LT 5,

) AFIOER I N1 H AR, B CAESOkgEL £/ ICI3400mg. (K E

30kgLA F-50kg A D /NIZIE8me/kg,  REI0kg AT D/NEITIZ12me/kg TH %,
16. 1.3 EMFHRIE R
(ZaY = R§g100mg Tb—71)

2393 R§EL00mg [h—" ) EELN Y FELIOOmgZE, 7 OXF —
N—iFEicL D ENTNLE (T3P RELTI0mE) EEFERAETIC
MR EHR OS5 U Tt R MERBEZHE L., /55N 72EmH)
H)NT A—% (AUC, Cma) 1ZDWTIONEHE X LT THaHIRIT 2
TFoOHER, Wi blog (0. 80) ~log (1. 25) DHIPINTH 0. WHIDE
WA TR I . O

(ug/mL)
6 -
—o— 7% 3 REEL00mg [h—"7)
5 —— : EA/N Y MEI00mg

SEEE + ERE(R A, 3441

AREEEE

0 o L L

0 12 24 36 48 60 72
FEH ORI (h)
SEYTHHEIN T A —5

16. 2 BRUR

16.2.1 BEOHE
i FERR N B V240512 5 9 3 R300mg % ZefEi 3 A% I HERR (13 5
L7zEZE, BEIZT 393 ROAUCHK UChal I B E RIS o Tz
GEANF—%),7

16.22 NAMFT7RASEUT 4
TERERE 240112 35 3 K200mg 7 30 K% 16057 [k C B [A] s i i IR N 1% 5-
NIFHEROKS L2 E 5393 ROAUCHMK U Cnad IFEFRE TH
0. T39I REDHKIINA T T X1 FEY 71 121FIF100%5TH - 72,9

16.3 $%
fEBERL A 24011C 5 I 3 R200mg 2 3074 [ C B [a] s s IR 3% 5 L
FFEE. S (VAd) 1331 1ILTH V. T35 3 R200mg % HH
ROKELEZEE, ADTONHAEM (VA/F) 1332.8LTH - 72,9
in vitro (5393 F1.5~60g/mL) MUex vivo (53H3I R
0.7~5.5g/mL) itBROFEE., 5393 ROMEEE KA RI1Z15%
R THo 72,9

16. 4 ftzt
T Y 3 RIFB kM R OB K D ENL 5L L 72,
in vitro B OFEE. I AE LR EZRBI TH Z20-HAF
IR RRICEICEH 5T 5CYPH THElE. CYP3A4, CYP2COK TR
CYP2C19T&H o /=, 10

16.5 kit

16.5.1 fFER A BMERSFNC [14C] -5 I3 3 R100mg (40, Ci) ZHL
B 5% 5 B ONLIRE ] C B [B] s AR 5- U 7= & & 32 5% 168IRF[H]
FTIZ, RIS EDME K TS hHEI S ., Frh A DHEIIX0. 5%
K THole RHPNTTIHI R (K30~40%) . O-iAFILE (K
30%) . WRIMEE S (R920%) K OMLoMERMRHEY (0.5~2%) &L THE
MEnz GHEAF—%),10.10

16.5.2 FEEERLABIEIC S 39 3 F100~400mg % HEHRE M5 U 7= & &,
BB ETORPYEMERIE. 5 T9 3 R29~33%. O-iAF )L
R10~15%Th o 7z MEEFO-Ii A FIVADAUC-dI M HEH 5 a5 3
ROKIL%TH > 72,9

16.5.3 FEEERLAIC S 353 R200mg7% 304> CHilE S IRNIZ 5 L7z
EE 257U Y52A (CL) 3L 78L/hTH Y. T34 3 F200mg
EHEROBELEZEE, RhTo25 27U 7Y 52X (CL/F) 1%
1.84L/hTH > 7=,

16.6 HEDEREFTHEE

16.6.1 BHEfEERE
EHEBEDFRE D RIS D B AEBRE T S I 3 R100mg 2 HEFE 4% 5
L7z& &, AUCHIIBHEAEE W # (Cler - =80mL/min) & HbifgL T,
M TE (CLcr: 50~<80mL/min) TI327%. WEEELTH

(CLcr : 30~<50mL/min) T22% HERELT# (CLcr : <30mL/min)
TH59%E <+ CmaxlSEEE N 5 BE O BHAER T H TL0~14%E 1> 7=,
RN S BE OBHAER FE BT 50-i XA FIUEDAUC 3 B AE
FEHEDLS~L6ETH o7z GHEAT—4).22 [7.1, 9.2.12H]
HEE SR OSBRSS A —5

B R EH [23E2N HFEEET EEKT
Bil% 8 8 8 8
CLeg (mL/min) >80 50~<80 30~<50 <30
47.0 59.6 57.6 74.8
AUCo-¢ (£g+h/mL) [20. 8] [17.5] [19. 0] [26. 9]
2.69 2.95 3.06 3.02
Cunax (12.g/mL) [35. 0] [20.7] [10. 0] [23.3]
o 1.0 0.5 0.5 1.0
i ©0.5-200 | 0.5-L.0) | 0.5L0 | (0.5L5)
we () 13.2 18.2 15.4 18.3
12 [17. 6] [18.7] [18.9] [27. 8]
2.13 168 174 134
CL/F WL/h) [20. 8] [17.5) [19. 0] [26. 9]
0. 590 0. 354 0. 2779 0.143
Clr (L/b) [37. 9] [51. 3] [24. 4] [31. 8]

HIEINT A—=F BENTA—S
AUCo-72 Chnax tmax ti2
(g + h/mL) (1t g/mL) (h) (h)

7 39 2 FEE100mg

h—17) 56.98+6.56 | 4.495+1.046 | 0.60+0.46 |14.16+1.33

EL/8y MEl00mg | 56.45+6.11 | 4.222+1.228 | 0.74+0.62 | 14.25+1.49

SR+ ARE(R 2, 3441
M EEFREEN NCAUC, Cnax S5 D/NT A—F 13, #HBRE ORI, Kk DLRIREE -
REIS DR AT L > TRIRD AIREMEA B 5,

SEEE (CV (9], AUC-dI0~96RFEIE, tmadd HULME (HPH)

Clr:BZUY IR

a) 7

16.6.2 MREREZ(FT TSRS HAEEESRE
MHBEHT 2 21T TV DRI BAERERE O NSRS 1T, FEBHTRE RO
BTBLA2. SEFETRTIC 5 a9 3 R100mgZ HEFRR G Lz & =, kE
HrF 1T LE AR R O B A R ik TIE 5 39 3 R DAUC-t346%8 4 L.
BT K BRERNRIZS T5 I R57% O-Bi A F IV TH D, BT
2775 AE 5 393 R140mL/min (8. 40L/h). O-fii X F )Lk
149mL/min (8.94L/h) THo/ GHEAF—%),12:19 [7.1, 9.2.2,
13. 2511]



Hal SR O BIE/N T A—5

MR BTG A0 33 AT I
B 8 8
JaHIR

AUCo-¢ (/g h/mL) 43.2 [20.2] 23.2 [15.1]
Cimax (1£g/mL) 3.18 [22.4] 2.79 [22.1]
tmax () 0.50 (0.5-4.0) 0.75 (0.5-2.0)
tz (h) 19.6 [19.4] 19.2 [26.8]
O-fift A F L1k

AUCo- (1g+h/mL) 6.63 [74.3] 3.43 [68.5]
Cimax (1t g/mL) 0.48 [69. 5] 0.22 [69.1]

Bl Pl [CV (9], AUCo- (30~ 24K HIE, tmaxtd HHOLE  (EPFH)

16.6.3 RFHEEREEEE
FFHERE S PSR (X R U7z A (Child-Pugh/##8B) 15 a8 3 K
100mg/[A1 &1 H2[A]5 H KGR D% G Lz & &, R AR TS
92 ROEFIREDAUC)-120 X VP Craxt 3 T 3EF161% K 50%E 70 D
Tzo Flz. RETHEML 7ZEFHIKREDAUC)- 120K FCraxlTTNZEN
TR OBTHE N> T BRI HSREREEE  (Child-Pugh/#EC) TO3
PEREIIRET L Ty GHEAT—%).19 [2.2, 7.2, 9.3.1, 9.3.2
2]

TEHARIE DSBS T A —%

[FHE B Child-Pugh’3 B
%k 8 8
AUCo-12n (1£g * h/mL) 53.3 [17.3] 85.9 [21.7]
Cumax (1tg/mL) 5.83 [13.3] 8.75 [18.7]
tmax (h) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
tiz (h) 14.8 [19.7] 24.1 [23.5]

BEMTEME ([CV D], tuadETRAE @)

16.6.4 SihE
65/ DAL D B L1 B ONer i A 124112 & T8 2 R100mg/[81 %1 H
25 H I IERE OG- Lz & &, 455k 0L FOR A B 1261 & bl LT,
A R OB BN T T a8 2 ROEHIREBOAUCHmIFNTh
334K U50%E <+ Conad 3 F N N2 USS%E N o Foo F72. (KETH
AL U 7= AUCo-1204 i3 65 B4k Ty VL PRI B TE N N26% % U23% 5
Mok GHEAF—4),19.10 [9 82:Hd]

16.6.5 CYP2C19E{GFSHY
HA N R O E AR A BES186]Z2. CYP2CI%#Em T AR D <
R#FEESFICE D, BFEAHESE (UM 15, &SR#EEE EM) 17
fil, hRIEEESE M) 1061, K OMERA#EEES PM) 8FlICHT. 2
OHEFNICT TY I R100~400mgZ BEREOREG L& &, SaYIR
D 5B R OMAE THAE U 72AUC)-old. EMITEEXTPMT24% IM
TL0%EMND 7209

16.7 EYHEEIER

16.7.1 ZEMMAEERRR
T aY 3 RIZ, R h A TCYPIAZ, 2B6, 2C9. 2C19f% UR3A4IC
U CHEER 2 RS, CYPIAL 1A2. 2A6. 2B6. 2C8. 2C9. 2D6.
2E1. 3A4KUBASICH U CREEM 2R S oo 7275 CYP2CL9IZH %
FHEVERAVRE S 172,
393 Rid, P-REEPEOMBNAILE T3 <, PEEAZICHL
THEERZRI Mo 72 (in vitro) 1)

16.7.2 BEREREMIAREVEFEER

(1) ANTEEY
fEEER A B, 393 K (200mg/[E. 1H2[E) DEFIREIZH
W, TRNCYPSAFE K K N L DCYP2CORAEK TH 5 NN T E
> (200mg/[ml. 1H2[E) ZPFHMERO#KREG LZEE N EE >
135 393 ROEFIREEDAUC)190 M U Cmaxl S B MIE S Taln o T2 i
FEERABIEL8HIIZ, VNI YE S (200mg/[a], 1H2IE) OEHIRAEIZ
PWT, Y 3I R 200mg/[Al. 1H2E) ZHFHHAMEROKEG L& E,
T 393 RIIHIINYEE > OEFIREEDAUC)-100 M MCrmaxl TR Z i F
Iizinolz GMNEATFT—%),19

@2 FATSV=)
fERER A BME3AFIC, T39I K (300mg) DHEREIIEEGICBWT, 9
WCYP2CIFHER TH DA A TS5 —)L @0mg/ll. 1H1ED) ZPHHRIE
BOBGLEEE, FATTV—IUTT TSI RDAUCHKL U Craxd T 5528
ERIFS I o 7=, CYPCIOE TH DA A TS5 —)1 (40mg) DHA
BOKBEITBWT, 383 R 300mg/[l. 1H2[E) Z0f i KER D%
HLEE 5393 Ri3F AT 5 =)V DAUC) % U Crma T B2 FeF
Ihaholz GMEATF—%).9

B} =HVYSA
e A B33, CYPSARE TH SIS 54 (7.5mg) DHERE
FeHIZBNT, TV R (200mg/[El, 1H2E) ZHHAKEROZEL
72EE, T3 RIZI Y T LD Crax @ 305N X B 72 AUC)- (T 2
E2RIFI otz GHEAT—5). D
@ )77V
fERER A BML6FI, SSTIIVT 7 U 2 NCYP2COE TH B I T7 7 U >
(25mg) DH[EREDIHKGITBVWT, 393K (200mg/[l, 1H2[H) %
PHRAMEROKRG LZEE, 383 RIESKUR-7)L7 7 U > DAUCH
FOCmaxl T B ZKIFET, JObO ECRMETO O E R
R DERAZHELL (INR) DKMl Kk FAUC)- 16801 582 B Sl ho 1=
GENT—5),2D
16.7.3 BEEFAEMBNRERIT
AARANROAENDEARTNEDO T AN VEFNSE SN Mg S
I9 2 REEF—F 2HWT, RHEEMSEYBIRERIT 217572, T OREE,
CYPHEERAZAET DI TANAETH L HINIEES, 7= b
CXET7 = /NVEY—ILORHICEL D, T a9 3 ROEHFIREEDAUC
13 RAKOVNET, & & 25% K% ONT%EA LT, 9 2
16.8 ZDfth
(349 = Rigsomg Tb—7 1)
3493 R#gb0mg [h—"7 ) 13, SENERROBERYUR O LY
FFRSEEABR AT R0 I EDE. 5393 REELOOmg [ H—
T EREMERIRIE Uz & &, EHEENFEE S E N, EWFED
WCRI% EAREINZD

17. ERARALEE
17.1 B RVRESH(CET 588
ERFRIE CREEBRIEREEZSD))
17.1.1 EELRFEIHERER (BHEE BRA)
RIS UIBIT T AN A LB S N B 7lE (TR FIEZ
B MIIRSBEO MR E HFIEE T 2 165 LL LD B & Xt
£ELT, a9 3 REE200~600mg/ AED I IVNY P E > HrilidE
(CBZ-CR) 400~1200mg/H 2 ZHENZ TROFKG L&, £H
FEiE B T & % Kaplan-MeieriE 12 & O #E5E U 7= &l i 21 BT %
67 AFIFMEHERIITEOEBDTH Y, HHEDBUHEERMDO T
PRI TORRE S NS ERAME (-12%) % kRE->7z2 &, CBZ-
CREED6 7 A RIFEIEM LRI T 2 BERIZE D95 EREX [ O FERIE D ke
(FAX ) 13, FTORRELZIELIERAME (-20%) % EFEo>7/722 &n
5, CBZ-CRIZKT % T a4 I REEDIESLUENMHER S NIz,

b FEVEASIH R N
A FEIEHRE (9 HmEE®m X2
W% | HRE | P | LABEN Ham o EEEG EED
%[«_ﬂ < (%Uﬁ‘(%)) [95%{::?,5[2&3] ) [QDMﬂEEﬁ-ﬁ] )b (%) )
e 327 89.8
JATSIHE Y| g5’ | is6.8, 92.8) .
FASY [-5.5. 2.8] | 60
CBZ-CR# | 4420 | 308 911 S
60.7) | [88.2. 94.0]
. 307 91.5
JATIMGEE] A8 | g5y | 88,6, 94.9) s
s 285 2.8 5.3, 2.7 | ™7
CBZ-CREE | 397 | (71'8) | [90.0, 95.5]

a) Kaplan-MeierikiZ & H gl GBA3H AROFEERE CREECE, 3mHELE) ZfE&
L CTMantel-Haenszeli%1Z & O 7#%%)

b) T OY 3 REFEDISHE — CBZ-CREF DIHLH

o) THRBOREMIZE DISHEHEX O FRRAiE/CBZ-CREE DTN H:EE X 100

d) Full Analysis Set

e) Per Protocol Set

0 HANERTHIZED

2 HAARNERFILFZET
BB, FHRMITHERICK S T3V I R T400mg/ HilB A\ DR
B BREFEEDREART &L TR 7258 DFASICBIT 5 #E
ML U-BER (ElE (%)) 13308%3) /44441 (69.4%) THO.
Kaplan-Meier{%iZ & D HEE U 2 F61EWH 2 [95%(5HEX ] 1384. 1%

[80.5, 87.6] TdH-o7/=.

BITERAFEISEEIL. J Y 3 REEFET37. 2% (165/44461) Th o7z,
FERBIERZ. FEITED £W7. 9% (35/444%1) . JE555. 6% (25/444%1) .
HEIRA. 5% (20/444%1) TdH > 77,29

TED ARF DGR S 1721 H e A 1 3400mg TH 5,

1E2) TVNI T E ARBGEI AR TIIRRI N TN,

14:3) 200~400mg/ H % 5- TIHAEAH K U 7= B F R

17.1.2 ENEIAHER (BREE BA)
1K OBEFEOPFTADVEZEEG L TWD165EM EOMaFIEEET
LTAMAUBEEZNSREL T, 5393 REE200~600mg/ HEY % 014
BT XD HAEANTOEAZEE, 61 ABRBEHLBEFOEEIX
46.2% (6/13f%1) TH o7z,
BIEFFABEEX, 84.2% (16/1961) THhok. EREIERIT. FH
P F 42, 1% (8/1941), fHEIR3L. 6% (6/19%1) . [EIEAPED F vy, iy
7110, 5% (2/19%1) TH-o7z.2

154 AFI OGRS 1721 H e 1 3400mg TdH 5,



17.1.3 ERLREDHERR (BHRAEE. KA)

BETF OPTTAD AT s RBIEMBIRNRNE S N0 HiEEF
T 16U EOARAKROHEANDTANALBEMTH (ARNEE
14262 &8) 2% E LT, T39I REEE00. 400mg/HXE 75+
RE1GEFRO#RE EEOH TANAKI~IF EDOHEA) Lz &,
FHEREMIE H T & 2 BRI 6 3 2 IR 028 H & 7= 0 DR 7
EEBZLCRRITEDOEBOTHD., T REE T IV I Rig
200mg/ H &% UM400mg/ H B & ORI THEHFAINICE BN 10 SNz,
BB, BEICBIF D506 AR F—L— b (28H B 7= 0 OERsFEAER
BB & e TH0%LL b E L - BEOEIE) k. TRt
19. 7% (36/183f), 5 49 3 F§E200mg/ HEE3S. 5% (70/182f) J O}
5 %3 R§pd400mg/ HEE49. 2% (88/17941) TdH > 7=,

- BAHZHD o | 7T ERBHTHT B R
P | et omny | P (o5 3R ]
TS5 REE | 183 -1.22
29. 4
200mg/ FRE | 182 -3.33 <0. 001 [18.7, 38.7]
39. 6
400mg/ HRE | 179 -4.50 <0.001 30. 5, 47.6]

a) Full Analysis Set

b) ki

O AHEZEI L 7 MR IR 028 F 5 72 D DER I AR ES A RS, 5B U E % |

T I L 7= IR D28 H & 7= D DM TR A AR & 3 B35 UM

A B E O HiE S N B NI 5 FHEL U 2 TR SRR ()
BIWERFEBSEEIL, 5393 REERETA7. 7% (173/363%1) Tdh -7z,
EBIERE. FEtkD £1022. 9% (83/363%1). fHIRS. 8% (32/363
Bil). #1H4. 4% (16/363%1) TdH o7z,

17.1. 4 ERERRB#EERESHER (BA)
EIB IS WA (DEAEEER) 2% 7T LZHAKRUHEOEHZ473
Bl (HARNBFEL23FZ2EE) 20H£EL T, 7383 REEL00~
400mg/HZ1H2[ENZ T TROKE L & & (hR#mE. &E67TH
B5), SEfTilBR OB S D28H H 7= D OIS FEERIEE A %
DO HYLAEIE55. 23%, 50%L AR > — L — hid56. 3% (265/471%1) T
Hoiz,
RITERFHBEEIX. a8 3 REERETA2. 9% (203/473%1) THo 7z,
FREWERZ. FEIED EW17.8% (84/473%1) . 1BHIRS. 7% (27/473
Bl). SEHE3. 8% (18/473fl) Tdh > 7z,

17.1.5 B EMABHER (MR
BEF DPUT A AT IR R EMTIRN R DG S N W S EE G
T B4R E1TEARHO/NETANAVBEZMFE=MNEE LT, 7Y
I R (RE30kg A D EH1I8~12mg/kg/ H. RFEI0~50kgA D H
#136~8mg/kg/H. KES0kglL D EF13300~400mg/H) X7 Z
TRZIGHEMEO%S EOH TANAKI~IFIEDOHM) Lizk&
&, FEMIEE TdH 2 BRI T 2 MR 028 H & 72 0 O
DEERBEBCBIITRERDOERBDTHD, JoRBEEST IV I R
& ORI TTHEHFIICH B ENRD 5Nz,

e BEHD D o | T uRE AT B %
PIES | s ozipey | P (954 )

TIRREE| 170 -1.55

_ < 31.72

793 REE 170 -3.05 0. 0003 [16. 342, 44.277]

a) Full Analysis Set
T I RO, MR OFRIERET— & IRl GEEHFEOEE O10%58) 73
Holelzd, ITICEDIRN S e
b)
©) In(Xtl) XIEEHFIERERD) THEZEMR L Mo FEEEE W, 58, el
FNEEFAEB 2 KT & U, B U 7= 028 H & 7= D DR FEMERIE % 3528
& U ot
O FILRBEHTBMOE ) =100 {l-exp (A RTHOTIHI KBEE TS
TREDZ)}
BIMERFBBEEL., 303 REET33.9% 68/171#)) Th-oiz. Fix
FEIERNE. MHIR14. 0% (24/17161). ZE)iED F118.8% (15/171%1) T
Hol.2®
17.1.6 EEHRE IERBBGEIREEER (M)
FN S 1R OE SRS S N7/ TAd ABEL366] (HAN4661, 4+
EA90H) x5 & LT, a9 3 Rl2mg/kg/H (K&E50kgPL LD
F13600mg/ HED) £ TRIHA2ENI /T TROKE Lz & &, B
NS OEIFEIRNC BT 2 55 FEIEEERZE LR O L fiEld-52. 73% (H
ANT-27.63% S EANT-60.56%) TdHo7z,
FIVEFHFIBEEIL, 56.2% (77/1376)) Tholz. FRENWERIX F8)
D F 120, 4% (28/13741) . {HEAR19. 7% (27/13741) . IRH#ES. 0% (11/
13761) TH o729
TED) AFIDAEGE S N7z 1 H i AR, BRA KR OMRES0kgEA ED/NEIZ13400mg, (R
30kgLA E50kg A D/NRICI38mg/kg. RESOkg A D/NEICI312mg/kg TH %,
(RERARE

*x 17.1.7 EBERETEHR ERARTNME

BEF OPUT A AT I BEMRIEN R 25 S s Wik iE R E
EET B4 EOTANABZ2426] (HANEEF2E5T) &%t
KELUT, 393K (RE3KkgRMHD/NEEFII8~12mg/kg/H.
PR EE30~50kg A D /N R 136~8mg/kg/ H. KES50kgPL D/ R

K OB N 1E300~400mg/ H) X3 7 T 1R & ik T24B MR 4%
5 WGFEOHTANAEI~HIEDHH) Lizs &, EEFHEEET
& % 24T OIRFEFEICT BV 2 2[R H ORE M AREENTBIT S5 £ T
ORI TERDEBDTHY, FIvRETIYI REELOMTHE
FANCHEIRENRD BN,

" o | TN NEBHETORK (H)Y | NF— RO c
BRI (o5 (I T o5yl | P
_ - 77.0

7R | 121 [49. 0, 128.0] 0. 540

B - _ [0.377, 0.774] <0.001

Sa43kRE| 118 (440 —]

a) Full Analysis Set

b)

C

jeH

5 3Y I RFOLFNIL25EDA N> hFEBL L 2RI E BB S e/, 2
B3 24 DIEFIR DR VR HAYG S NTIRN o Fetzd, FRITICE® RN T2
Kaplan-MeieriiZ & % 24H R O1a RN 31T S 20 H O MEMAFEEOFKB L TD
R DHEEM (ot

(=1 53493 REECIR24ERM DR IIRTI 20 H OBRE R FFEEAB0REL L DE ]
258 5NN T2 T2 O HEEAE
BREIC BT 228 H &7z 0 OFRERFEEDEELARZELL T O/NE. 2EELF DRk
A\ 2B ONEUIR A Z 8 & U 7zCox il N\t — REFINTHE D <, Waldikiz &
DEENE

BIVERFBIEEL. 5393 REET46.3% (66/12141) Th-o7/. Eix
BIERE, 1FE O £ 017, 4% (21/12141) . HHIR13. 2% (16/12141) .
BT A% (9/121410) THo 7.0

*k 17.1.8 ERHRARMBERSHR RARUNME)

EREFRE TR RAKRTUNE) 257 L BER TS ZRET
DA EFIED S B IR E R IEIERER OFELED A 2 S /e - 72 E
F2390 (HARNEHIMFZET) Z2/HRELT, JIYIR (KE
50kg A D /N B FIT4~12mg/kg/ H. RES50kgll ED/NEEHFIL
200~600mg/H. miAE#&1Z200~800mg/ HE®) 21 H2[ENZ /0 T
05L& (PEHE. &E4I6H%E). frilbr 0B n
5 OIREIRIC BT 528H & 72 0 OB ACEIEREZEL RO F Ll
13-88. 5245 TH > 7=,

FIVEFZBIREIL, 34. 7% (83/239f) THh o7z, EIREIWERIL F8)
P FE10.9% (26/23961) . HEIRS. 9% (14/23961) . EExED T K
3. 8% (9/239B1) TdH o7z,

76) AFIDOFKR S N1 H iRl RIE, AR MR ES0kg A ED/NRICIZ400mg, (K

30kg LA 1-50kg AT D /N2 IT1E8mg/kg, R E30kg A D/NEICIZ12mg/kg TH %

17.3 FDfth
17.3.1 DERICHT 35E

fleRERk A2146112 5 39 3 R400mg/H. 800mg/ HED X375t RZ1H
2N AT TOH R O E.,. XFEF S 70F93 >400mg/H %1
H1EBHMMXEROKS LZEE, 7393 RIZQTcHFEZEZEEL &
Mmolz, T7aY I RHEOPREBEOIEEELEILEHECH B O# 5 1RFH%
CEARERD, S RBEEDEIF, 400mg/H T7. 3ms. 800mg/ HED
TILImsTH o7z GHEAT—4).%

TE7) AFIDAKGE S 721 H e 713400mg T %0

18. EEZHEE
18.1 1L

T3 I RIZBBAKGFIET B U D AT v ) ORBISATEAL % 2
REQNITEEL ., @IREIREICS 2 MR Z L ek ED 2 &I
Lo THITWRAERAZRTEEXA SN TN,

18.2 TADAREICHT 2/ER

Z Y3 MZBEEMEREEY X, mkEF 2 RY 2T RIETD X,
WBEFRUITRIET Y b 6HzCANARIEY U XA R ORKRE
K[a v Ve (TR v b)) ORI FEME R M FEE 2 Rk
L2BE T IVITB W THRIER M L 72,39

18.3 ATADARMEER

R ESHMF > R > 7Ty MTBWT, F2RY TRz
L 7z 39

19. BT ICEYT SEZHMR

g HsC
(0}
HsC” N
O
—f%4 © 2393 K (Lacosamide)
{2244 (2R) -2-Acetamido- N -benzyl-3-methoxypropanamide
7T - CisHisN203
T 250. 29
R BE~KEROM KR TH D, AY /—IVITETRTL, T

& 7 =)l (99.5) IZRREITRT <. KIZRREITIZ W,



22.

AR

(Y3 Rgs0mg Th—71)
10082 [104g <10 : PTP]
5008 [10%EX50 : PTP]

3008 [/NF]

(Y= R§g100mg Tk—721)
1008 [10%¢ <10 : PTP]

5008 [10%E <50 : PTP]
3008 [/\N7]
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1
2)
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4)

5)
6)
7

8)
9)

10)
11

12)
13)

14

=

15)
16)

17)
18)
19)
20)

21)
22)

23)
24)

25

<

26)
27)

28

<z

29

=

30)

31

32)
33)
34)

35)

FEm

HARTADAES  PITANAFEREZRAL TWS TADAD

HBNCTPBNWT, HEEEEEDGRZ S EWIRIEE T OB O™

HHIE (20264E3H17H)

BEAEHE  EERERAREBENRISEY = 2 7)) S50 8 BOE iE

1B

FIEERD ;0 SEEE SRR 2015 ; 43 & 1307-1316

SENERRNICBT 2 KGR G R OEYEEE (EL/8y Mg :

20164F7 H4H KGR, HHEEERHYE2E2.7.6.3. 3)

HA AN K OFE N /NEBFICRT 5 RHEMEYEREENT (B4

Ny REE - RIA >0y 7 - JilEsE © 20194E1H8H R, W&

AR, 7.2.2.2, 2.7.2.2.3, 2.7.2.3)

fENERE L R ER RIS (B2100mg)

SHE RN IC BT 2 BRI RITTREOEE (EL/NNY
N EE © 20164F7 HAH &R, HGEEEMEE2.7.6. 1. 1)

SPHTE AN il ERARAS SRR 2018 5 21 © 1223-1234

GrAi (ELNy M8 2016F7THAH KA, HFEERHE

2.6.4.4)

@ (ELNy Mg - 2016F7HAH KGR, HAE SR

2.7.2.3.3)

Cawello W, et al. : Eur J Drug Metab Pharmacokinet. 2012 ;

37 1 241-248

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

SE BRI T H BT 28 ERE (E L%y M @ 20164

THAHKGE, WiEERHEE2.7.6.4.4)

SAE AR T HICB T 28 MTEE (E L%y Mg 20164

THAHKGE, HFEERHEEE2.7.6.4.5)

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

SAE RSB E B 2 ERE (B8 M 20164E7H

4HKGE, WG ERHYEE2.7.6.4. 1)

M AERRE (EL/Ny ME © 20164E7 HAH KR, HiEER

HEBE2.6.4.5, 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

SHYITLAEOEYMEIER (EL/8y ME 2016457 H4H &

. G ARMEEE2.7.6.5.9)

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

RHEMSEMBIREMAT (EL/%y NE 2016457 HAH KGR, HIGEHE

B 3E2.7.2.2.5.2)

tENERL ¢ AEYER RIS (BE50me)

B> FEVE BLAIRTE O [EI PR IL A SO HtEAB (B L)Xy Mg

20174E8 H 25 H AR, HEMEE)

W FEAEOF LD 5 BARIEANOY OB AR (EL/)Xy b

B 1 201748 H 25 HKGE, HAEMEE)

H A B O ENC B0 2 585 FAEOF B O 7 5 1 R A IR bl i Bk
(EL/Sy M 2016457 HAH KGR, HIFEERHEEE2.7.6.7. 1)

H AR O HENC BV 5 E85r FE1EOE L O K ik i 5Bk (2

LNy BEE 201647 HAHRGE, HFEERMERE2. 7.6.8. 1)

INBEREZ MR E LB FEGE RIE D 7 5 1 R R Ll B
(EL)Xy RME- RIA >0y T - sl - 201941 A8 H &K

B, HEEERMETE2.7.3.2, 2.7.6.3.1)

INRIBE g & U7 B8 FEAE O Al iR O K Mk et Gkl (2

LNy BE BRI 0y T - JEEE 201951 H8H KGR, B

FHEBMETE2.7.6.4. 1)

RN VN EBE xR & U 7z shiE BT IE O F i O [E BRI [

T RMERABR (EL/Xy Mg RoA >0y 7 - SEEHE

20204F12 H25 HARGR., WIS B RMEEE2. 7.6. 1. 1)

AR OVNREE 20t R & U 7z ikiE TR OF F #EE 0 & Hl ik e

BHHRE (EL/Ny Mg - RI 20y 7 - JilFE © 20204

12H25 H R, HEEERHMESE2.7.6.2. 1)

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

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

NN EBMT D55 (EL/%y Mg : 2016457 HAH KGR, HFE&E

BHTLEE2. 6. 2. 2)

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