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$E50mg | $£100mg
A3 RE S| 30700AMX00188 | 30700AMX00189
WRFERIE - -

2. B2 (ROEBEICFBESULENCE)
2.1 RADEST I LiBEEOBEIED & 5 BE

2.2 HEOHHEREDH S EE [9.3.1. 16.6.3%
]

3. fHRE - IR

3.1 #8m%

B4

534 3 F§E50mg [YD)

Z 3% 3 F§E100mg [YD]

BRIy

1889, 539 3 F50mg

1§, 3% 3 F100mg

NN

AFonay, BLFy . SR ATV VB
Mg, tru—2z, #)L7, e RaFrroitio—
A, RKYVEZLTILVI—L (BFTALS)., v7ad—

V. BKr A B

3.2 BF DR

WR7E%

534 3 F§£50mg [YD)

Z 3% 3 F§E100mg [YD]

IR - FIE

Cyr@an7 4 Lha—
T4 VT

BEGOT A ILLI—T 4
> T

SHiE

@D @D =

SaYsK S3YSK @
100 YD 100 YD

(BEf%) #910.4mm

(Ff%) #913.1mm

R ! <A

B (JEf%) $94.9mm (Jf%) %96.1mm
Ex #93.1mm #94.1mm
HE 125mg 248mg

*4. FHHEX TR
OTAIAEBEDEIHE (CREERILRIEZSO)
OttDHTADAETTHRBHRIBH SNBVTADA

BEOBERNREICHT A TAIAREEDHAREE

6. HiERURE

(AEA)

EE. BRAICIZZ I 3 FELTIHI00mg & D 5% B
U, 20O AML EORRL 5 THE L, #EHARY
1H200mg &4 %4, Ny 1 H2E IS TROEET
%, %B. FERICE D 1H400mg% 82 2\ #E Tl E i
W HH, BERELERM EOMBE2 53 CIHARELT
100mgbl F o175 2 &

U

ML A EO/NRICIES 3% 3 Fe LTI H2mg/kg &
DEREEFKBL. TOBLERD LoMRE2H 3 CIHAR
ELT2mg/kgd DB L., MAREAE3IOkgREO/N
WRIcIZ1 Homg/kg. (AE30kgll E50kgiED/MRIC 131 H
Amg/kgE 5. LFNG1H2EICA Y TREORET 5.
Tk, BRI K D RE30kgRIFHEO/NEITIZIHI2mg/ kg,
A8 30kgL E50kg R D/NRICIZ1 H8mg/kgZ#8 X 7\
HEACTHEHEERET A5, #HEILABMN LOBEBEZH T TI
HHA®ELT2mg/kgll R 2752 &, 7272 L. AE
50kgbl Eo/NRTIE. BRA LRI CHE - AREAV S L.

7. BERUHEICREY 3R

GihEELHE)
71 V7 F=r 707 T Y ZAA30mL/minBl RO EEK
KHEREREOH 2BEICIE. RAZIHEEHEE

7.2

7.3

*x7.4

8.
8.1

8.2

8.3

8.4

8.5

8.6

300mg. MNEZIHESHAEZ25%HEE T 2745 EHEHE
KRBT 5L, 7z, MEBHZZTTVHEETIE,
IHHEIZMA T, MEERRICERTIEHHEOFED
EMEE2ERT S5 L, [9.2.1. 9.2.2, 16.1.2,
16.6.1. 16.6.2%H]
BENIITEEOFKEREDH 2HE (Child-Pughsy
BAKUB) 123, AR IHEREAR%300mg. /N
IHEEHE225%HEE T 54 SEHBEICRET 52 &,
[9.3.2. 16.6.3%E]
RAO 1 HE SR AE30kgRiGO/NETIEIH12mg/
kg. 1A8E30kgll ES50kg RN/ NETIZ1H8mEg/kgTH
%, AA%E1H8ME/kg% B2 THE LT\ 5{4AE30kgA
WOPNEN, BERICHEVRENITEEN30kg LE %>
THEICIE, BEOREEZHFICBEL. RKUBIE
HORR2EEB LIS AT, HUZHABZEET S &
BB, REAERIIETSZ L,
CRERFEIE)
ARE %2 BERRREECH U THERT 25810, ot
TAPAREEMAT S &, [BRRBRICBWT, BERM
REMEITT T B AFI B 5 T ORI 2 10, ]

BERELRNEE
BAPICBI2BRE5RBO2BABEZ W ULEEHIEICEK
D, TAPAFRIEOBEXIITAPAERRESD 5D
NBZ2EHBDOT, BHE5E2HILTHHHICE. DL
EL AR ENTTRAICEET AR EHEEICITS S
Eo

ZEEO TV, B, RE. BRI - £ - KEHEH
BHEODRTIEIAZENDHHD T, AHZEHOHR
FICIEHBHHEHOERSE., BlEs 45 BMOBRIEICES
BRWEIFET S &,
PREBOEENHS5bHNBZ ERFHHDT. KFlOHRS
FIXE_EN EoERE 70y ZSICHET 2R BER.
IRIBER D IRIAAEE, S S 50k, K. #iE,
BN oXRICEET S L, AFloKkESEHIZZD
KO BERDH S5 bNZHEICIE. EBHiOBE2ZT S
EOBERCZFORESZICRET S &, MeERES
HEOOMER (DHFREEXNROIALE) OBFobsH
F. T MITLAF Y XVEE (TVHERES) Ob
5EE. PREBOEEZEITBZNDH 5EA % HH
LTWLaEHEETIZ. AHH SRR OAFES X
DENBREZTORE. BEOREEWMREDE(L 23
BRHET A&, [9.1.1. 10.2. 11.1.12MH]
SIS, BHE., RBESoOBMER S S bh,. B
TRICESLZEHHBHDT. KAKRESEFIIBEEDRER
WREOELZFBIRLBEIS2&, [8.5. 15.1%
H]

BEROZFORBEFICHEE. BRERFORMERRE
FOMEEICO VT HAHHAZTV. B & BEIEE
PRODES EOEET S L, [8.4. 15.1%H]

B, BREOREENECHAEESHZDT, BE
RriC. REZICOVWTHZZTOEEFEL. BEVRED
SNTHBEIITEY R NEZ2ITH 2 &, [15.2.15]
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9. BENERZFITIEEICAAT I IR
9.1 &HIE - IFEEDH D EHE
9.1.1 McEEEPEEDNMERE (DBHEEXFDTEE)
DEIFEDHZDEE. T NUILFvRIVEE (TILAH
S IEIREE) DHBHEE
AEIOPREBEEERAICEVEE 70y 7S8R T
2BENFDH S, (8.3, 10.2. 11.1.12H]
9.2 BigHEEE RS
9.2.1 EEEBHRIEEDHIEE
[7.1. 16.6.12H8]
9.2.2 MFEENEZF TV SRS EEEE RS
[7.1. 16.6.2&18]
9.3 fFigkEEE RS
9.3.1 EEDIFHEEEZEDH 2 EE
BELZWZE, KElOMPEEN ERTHBEZhN
H5. [2.2. 16.6.35E]
9.3.2 BEXIPEEDOIFHEREEDNSH S EE (Child-Pugh
DEEARUB)
[7.2. 16.6.3%8]
9.5 %
ERXAZER L TV A EEE0 » 2 ticiE, BELD
BN EREE LR 2 SRS NSBHEICOAEET
AT L,
v MZBLTHEREBTEIZO SN TS,
9.6 1Z7LIF
HWELOERERVCBARBOAREEZZEL. BALO
SR IE 2 RETT A 2 &
t IHRABITT A 2 EFBESh TV S,
9.7 INR
9.7.1 BHAEMEER., HER. AR UI4BRBOS RIZHT g
% B PRARBRIZTERE L Tz,
9.7.2 NEBEDIIFMEITR T 2 BAERICE T 2 BERR
ERIZEA - M5 E B ITIThR TR,

9.8 &
—RICEIRE TIRERBESET LTS, [16.6.4%
fE]
10. 18E{ER
10.2 HAER (HRAICERTSIL)
4% BRI - SEEA | W - EIRET

PREBOEEA2EC |FE7 0 v 7 %0 % | fHHIC X D PREFRE
TBENOHLHEH |BHIHBENDH L. | RIEAPHEMIICHE
[8.3.9.1.1, BILBENDDH S,
11.1.12H8]

11. BWER
WROBEHWERBHOSDbNBEZENHBHDT, BIEE2+7IC
o, BESEDSNHBEICEREE2PILT 545 LW
YLRMBEZEITH T &.
11.1 EXBGEHER
1111 BEJOv T, @ik, K (LWIns %)
PRERBOERE 2RI BZENNH S, [8.3. 9.1.1.
10.2288]
11.1.2 hHBHREIFFERIERIE (Toxic Epidermal Necrolysis:
TEN) . B FEHERRARAE(REE (Stevens-JohnsonfiE(REY)
(WF NG SHEREA)
FE AIBE. KIE - OB AL ZFHFE. HIER. IBRE
., OAREOREIRD 5 NBHICIEERE 2RI
L. EYRNEZITH I L,
11.1.3 BRIMEBSAEEREE (SEEAH)
FHEIR & LTHIE. REN A SN, FICHHRER
E. Y VONHiER. BMBREN, FEEIRES. ERY
VOSBRI S 2 5 BREOBEE BBIERSDH 5 b
NBEZZENFDHBD. BB, EFEALRZIT A6
(HHV-6) 07 A4 WV AOHEWLZES 2 &0
<. BERIEBLHE., HH. FREREZOERY
HRH2VIIBENT A EDPHHOTERT S &N,
11.1.4 |EBRIEREE (BEEAH)

11.2 ZOtDEIER

3% E | 1~3%K 1% SR

o AaE | FEE X | REEE. | S 2R. DR, | FeRkE
e W TR, EE) | BN, BUE, | F. 2ER
(17.8%) . | iR BESRR, 5| 2

BEFR. JEAR . RAESE,
BETH. #il
REE ERNE
TERAE. BRIR.

WEERE. B
MR, RS2
. I A 70—
XAMETANPA
AR B, B
ki3 3 I BR 55 5%
9\
Hibas D, EH | TR HEEARR. OA
/AN N
%
TEBR IDEE DA
JHF gk FFHRERE
R# & BELHR
S
] L. #wRE . | MEFE
& D FERE
R SEYBBE
HEER HiRE e
RH A [mlE o £ | g
W
ZDfth W HITRE. | EE. BE. H | mEK
SRl | . BRIEIERK.,
BT &
13. BERS
13.1 R

ERES (FA12000mg) 1k D@D 6 N7 EARER
& BB L, B, BE (SRERERRFEE,
ThPAEBEERE), MEERE, Y3y I ROEET
Holze i T3IY I F7000mg%E—E IR L7l
TREPHRESNT VD,
13.2 &

ARENFMBENTIC L DIREFTRETH D REL TV DIE
ROBEICIG L TMBEERDOEBEZEERT 52 L.
[16.6.228]

14. BRALOFE

14.1 EFIFZFEFDER
PTPEEDEAIPTPY— bSO L TRAT %
£H#EFT B L, PTPY— FOBEKICEK D, L
AT EERFEARIA U, BICIXEFFLE S U THERR
REOEELRAMELZHFETEHIEND S,

15. ZOfthDER

15.1 BRAERICE I <1ER
BN CTEMSNIEBORTAPAREIIB TS, TAD
A REHEEBEEWNRE L1990 75 & A HRER R
BOBMBRERICBWT, BRSEXRPTEREROFEHRD
URIH LCAPAEDOIRAB TS 7t RBEE L
TH2EEL HTAP AR 043%. 71K
B 10.24%). iCAPARORRARBTIR, 77 RE
EHARIO00AH 72D LINZB N EFFE S NIz (95%fF
FEXR 0 0.6-3.9)0 72y TADPAREDY T/ NL—F
T 7T RBEERI000ABH =024 B 0 EEE
ENTWV2. [8.4. 8.55/]
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15.2 FEERARERERICE D < &R

15.2.1 FEHEREMBEREICB VT, FAVIFEITY O
KEARICHREHRISHEETHMmMLEN,. T FD26
AR C104B R R ER S HERBR TRICER IIRD
5T, A XOS2BMNER S B ERRICB VL TKS
HOBLIRERD SNLD > 7. HE. BREORICH
THENEHORRRIZI TSI ABLIVEL ., 168K
50 AhHEESENHERBED 752 RETIEL.6%IIx
L. A#200mg/HET4.9%,. 400mg/HET
12.2%. EHHESTIE5.5%TH 0. B/ E MHERE

(HFAEBE) 075t RBETIZ4.4%ITH L. KF
200mg/HEET8.9%. 400mg/HET18.0%.
600mg/HEET30.5% TH -7z, [8.65]

15.2.2 RFEEETLTHAWAG/RijT v b (3. 10K
30mg/kgZBHENES) RRA b AT —)V#EEE
RBTADPATY & (15.6%T31.2mg/kg % IEFEN
BE) ITBVLT, RMFEEOHEENED SN,

16. EYENRE

16.1 MOGEE

16.1.1 A

(1) BExrs

R ABELI8HICZ a4 I F100. 200, 400mg%
ZERERIC AR ORS Lz & &, #540.5~ 40T
CmaxiZE L. 12314 TH >z AUCKT
Cmaxl 3521 HA L THEmL /22,

B SROENHLIST X -5

BE58 100mg 200mg 400mg
%% 12 11 12
AUCo.o(pg - hr/mL) | 57.0 [20.4] |116.4 [18.2] [219.1 [16.1]
AUCo.«(gg - hr/mL) |55.0 [18.7] |112.1 [17.1] |212.5 [15.0]
Cmax (1 g/mL) 2.96 [15.2] |5.84 [25.0] |11.8 [15.4]
Tmax(hr) (0.516?4(1).00) (0.215?1().50) (0.51(5?4(1).00)
t1/2(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]
VA/F(L) 35.5 [13.4] |36.3 [13.0] [36.2 [12.8]

HMTPIME [CV(%)] Tmaxld R fE (i)

(2) RiERS

TR A BHESHIC T 24 3 F200mg/El% 1 H2[E7H
BIRERZEO/REG Lz &, EEFRT 39 I NREIIH
ERah, 6 3HRICERERBICEEZE Lz, AUCo-120D
RERBI24TH 5723 FHEAT—%).

16.1.2 INB
FEMIRB RO _—EEMIRBICB L TOon AEDRS
17TRETONRTADPABEALM (HARANL60 % &
o) pofBonizmifEFRT I I NEELZRAWVWTRE
FIEEM BT 21TV, DNRICBITS 7Y I PO
MEREINT X — 2R Uiz, ABITICB IS T3y
I FOBERIE2~12mg/kg/H%=1H2MEES (K&
50kgbl Lo /NRTORERARIZ600mg/HED) T
Holzo BRPTOFHEEE (VA/F) 130.71L/kg. R
PIOLHEI VT T A (CL/F) JMEEKUERIC
&7 L. A5 15kgD 4% % 0.88L/hr (0.058L/hr/
kg). 4E25kgD 8K T1.18L/hr (0.047L/hr/
kg). AE40kgD 122 T1.60L/hr (0.040L/hr/
kg). AES50kgD 162 T1.83L/hr (0.037L/hr/
kg) LHWESINY, [7.15H]

1) AFNFELL Eo/NRICH L TCEREZBE LTV S,

*2) KAlOERBEN -1 HESHRIE, BHAROMEESOkgEL Eo/hR

1213400mg. {A&E30kgbl E50kg RGN /NEICIZ8mg/kg. AH
30kgAiHD/NRIZIF12mg/kg TH 50

16.1.3 EMFHIEF R

(GaY=RrEE100mg [YD])

Z 3% 3 F§E100mg YD) &L %8y FELOOmE %
JURAF—N—HICLDZhZTIIEE (FTaHIFEL
T100mg). EEBRABTFO7HICHERERREORS L
TIMFEPREMFREZRAE L7z 1§56 NI-RYEHE
NFA—=% (AUC. Cmax) IZDWTI0%EHERMEIEIC
THEEHENT 21T - 72 /ER. log (0.80) ~log (1.25)
DOHEFENTDH O A OEWERREE AR S N5,

HENTA—F BENT A=Y
AUCo-72 Cmax Tmax t12
(pg+hr/mL) | (pg/mL) (hr) (hr)
T a3 FEE 55.909 4.1010 0.54 15.51
100mg [YD] +8.242 +0.9870 +0.38 +2.25
B LRy ME 54.773 41113 0.67 15.51
100mg +7.633 +1.1693 +0.61 +2.13
(FHfE £ REERZE. n=67)
(pg/mL)
S —e— 5 7% 3 F4E100mg [YD]
4 ! A— Y L%y MELOOmE
i (T + B, n=67)
® 3
th
" 2
I3 L e

@ : —
01234 6 8 12 24 36 48 72
Fe5&EH (hr)
MBFEFBEETIZAUC, CradE0/$7 A= 1, HEREDRIR, HHOR
TUES - WS ORBRLFIC & > C R 5 TR 5.

16.2 IRIY
16.2.1 BEDXE
R A B 2440125 39 2 R300mg % Z2E K X i
BRICHEREOREL-EE, BAFERIITIFD
AUCo-t B U CmaxICEZ RITS k- 720 (SEA
T—%)o
16.22 N4 AT7RASEUFT «
R A 246112 T 29 X F200mg % 30K% 6053 T
A SEERAR G O BEERROZS L& &, 53
B3I FOAUCO- KU ChnaxldFAEETHY.,. T4 3
REEDHEXNA T T RATEY F 10 1X121X100% T
Ho727,
16.3 9%
ERRRR A 2441125 34 I F200mg % 3047 8 ¢ Hi[m] 251
BIRN G Lz &, 7AAHE (Vd) E31.1LTH D,
Z 3% 3 F200mgz BEREAOKS Lz L&, BRAT0
DA (VA/F) 1332.8LTH o727,
in vitro (3% 3 F1.5~60ug/mL) kex vivo
(7343 F0.7~5.5ug/mL) RHEOHKR, 7393
FOMBEABERIZISUARTETH - 729,
16.4 {3
Z 39 I FIIBHEMRCRHEIC X D END» SHEK L.
in vitro FERDOFER . FEIHENITNEE 2 EREWTH
H0-i X FIVAAEERICEICHEET ACYPHFREIX.
CYP3A4., CYP2COKU'CYP2C19TH - 729,
16.5 HEtt
16.5.1 EFERABEESFIC [14C] -F 34 2 F100mg (40
pCi) ZBEEEEOHRE RN O] B B S ER IR &%
Bl &, #5%168KME TIZ. RPICBREED
94% K% U'97% Mk S . EHADOPRMIZ0.5% K
THolzo RENIZT IV IR (F30~40%). O-Hi
A FIUE ($930%) . MBEEST (F920%) KOO
BaMR#EY (0.5~2%) & L THftsn/z910 (4LE

AT —=%)0
[493Aj003



16.5.2 ER A BHEICT 29 I F100~400mg 2 Bi[al#E
BLlzLx, BET2RERE CORPIRERI,
Y3 F29~33%. O-FEAXFINAKIO~15%TH > 7z,
MEEHFO-FEX FNEDAUC I MEFEFZ 34 I KD
H10%TH - 722,

16.5.3 R AICT 34 I F200mg % 3047 i T B0l i &
RAKEG L&, 252775 A (CL) 1&1.78L
/Arc® D, T39I F200mgx BEREORE Lz &
%, Rr0doeH5279Y 75> A (CL/F) 1&1.84L/hr
TH-7z7,

16.6 HEDERZHIDEE

16.6.1 BIEEEEZEEE
BEWEEORE DR 5 AEREEICT 39 I F100mg
PHEROBRS L&, AUC I BHEEES

(CLcr : 280mL/min) &HE LT, BEKTE
(CLcr : 50~<80mL/min) TI&27%. FEEKT
# (CLcr: 30~<50mL/min) T22%. EEETE
(CLcr : <30mL/min) T59%% <+ Cmax|XEE D
SEEOBHEETNETIO~ 14%EmDr > 7. BEDS
HEOBKEERTHEICBTS0-HAFILIEDAUCH:
EEREEEFEEZEDLS5~4.6(5TH- 721D HEAT—
7). [7.1. 9.2.15H]

B SROEMBHLINT X —5

B E¥ | BEET |hSEER] SEET
% 8 8 8 8
CLcr(mL/min) >80 | 50~<80 | 30~<50 | <30
47.0 50.6 57.6 74.8
AUColpg-h/ml)| oo g1 | (175 | 119.00 | 1269
2.69 2.95 3.06 3.02
Crmax(44g/mL) (3501 | [20.7] | [10.0] | [23.3)
1.0 0.5 05 1.0
Tmax(hr) (05-2.0) | (0.5-1.0)| (05-1.0) | (05-15)
o) 13.2 18.2 15.4 18.3
2 [17.6] [18.7] [18.9] [27.8]
213 1.68 1.74 1.34
CL/F(L/hn) [20.8] | (1751 | [190] | [26.9]
0590 | 0354 | 02779 | 0.143
CLr(L/hr) (3791 | (5131 | [24.4] | [318]

BP9 [CV (%)), AUCo-t1k0~96HFREHE. Tmaxld Hr o fE ()
CLlR:BIZ7UT IR
a) 74l

16.6.2 MRBENZEZ T TV SRS HEEEEESE
MBENT %2 2TV 2 KB EEERE O RABBRE
12y FEBENTRE R O EATBRIA2. 5B MRTIC S a3 K
100mgZ BERORE Uiz & &, JEBEIRIC 45
R DB EREETIES IY I FOAUCH-11346%IH A
L. BITICKABREDRIZT Y I F57%. O-fi X
FNARSIBTHY ., BT ZUT I ARTIAF IR
140mL/min (8.40L/hr). O-Bi X FL{k149mL/
min (8.94L/hr) TH-710.12 HEAT—%),
[7.1. 9.2.2. 13.2%08]

B SR OEMBE/NT X —5

MR FEBHTRY AR RSB
B 8 8
JayINr

AUCo-+(u g + hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax(ptg/mL) 3.18 [22.4] 2.79 [22.1]
Tmax(hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
t1/2(hr) 19.6 [19.4] 19.2 [26.8]
O-fii X F L1k

AUCo-(1 g - hr/mL) 6.63 [74.3] 3.43 [68.5]
Cmax( 1 g/mL) 0.48 [69.5] 0.22 [69.1]

HATEHE [CV(%)]. AUCOHEZ0~24R¢[E . Tmax & AP I{E (HEH)

16.6.3 FTHEEEIE = EE
FFHERED RSB IR L7z A A (Child-Pugh%#%EB)
127 2% 3 F100mg/ml% 1 H2[5HERERZ DR S
Liz& &, BERACHRTT IV I FOEFRED
AUC0-12R VU CraxlE FNZFN61% R O50% = H - 7z,
Fio. RETEENLLLEFHEREDAUC- 125 U Cnax
XENZEN4AT% R O37%E D> 720
BEEHEERERSE (Child-PughfEC) To%EY
BRIIHH L TR0 BEAT—%) . [2.2. 7.2,
9.3.1. 9.3.2%0#]

EHREOIEMBLINT X —5

[t aE EH Child-Pugh%%EB
% 8 8
AUCo-12(p g - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cmax(ftg/mL) 5.83 [13.3] 8.75 [18.7]
Tmax(hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
t1/2(hr) 14.8 [19.7] 24.1 [23.5]

BATFME [CV (%)) Tmaxid Ao fE (FEH)

16.6.4 Sifn&

65l FoEHRBEEL IFIROERLELI260IcT 24
3 F100mg/[El% 1 H2EISH MIREZO®REG Lz & &,
A5 TORABEI2H & i LT, SRBERDT
ZHIZBWTT a9 I FOEFEREDAUCo 1213 F N
FN33%K50%E < v Craxld ZNZFN29% KX
53%mpolz. Fioy (KETEMENLAAUC1213E
WREEROLEICBOWTENETN26% K TV23%5E 1>
7210.15) (AAEANT—%). [9.8%H]

16.6.5 CYP2C19:&{cFZH!
HARAKROHEANERBEABES1861%. CYP2C19
BEFHICESSARHESFHICKY., 2R

(UM) 141, =fR#E#EE (EM) 1761, JRERHE#E
(IM) 10f1. RO;ERHEER (PM) 8flIc3F. 2
DOHEMICT 34 I F100~400mgz HERFEOKS L7
LE. FJAVIVOREERNEETHEENL 2
AUCo.-old. EMIZHRTPMT24%. IMT10% 5
oz,

16.7 EYMEEIER

16.7.1 EYEEERHER
739 3 N, IREMFEHREH TCYPLIA2, 2B6.
2C9. 2C19RUBA4ICH L THEMEHZRET .
CYPIALl. 1A2. 2A6. 2B6. 2C8. 2C9. 2D6.
2E1. 3A4K%U3ASIC L CHEERAEZ RS Lo 72
. CYP2C19Ix 9 ARHEERANTRB S Nz,
Z3% 3 N, P-EEAEOHMBNZEECIEEL.
P-BEBHEICH L THEERAZ RS 2D 57219 (in
VItro ) o

16.7.2 ERREIEE{EAER

(1) AL EBEY
BERABHLIOBIC, I3 3K (200mg/E, 1H2
E|) OFFREBICBNT, BMOCYP3AFEE R UOH
BEDOCYP2COFEETH 5 HIL YL (200mg/
|, 1H2ME) ZMAKEROKS L&, AUNT
TEUIET IY I ROEEREDOAUC 12K UCraxld
B2 RITSBDP oIz, BERABELISHIZ. KN
<Y (200mg/[E. 1H2ME) OEFHKEBIZEWL
Tv 3% 3IF (200mg/El. 1H2M[E) %pPFHRER
A5 LAEE, Y FRIAWNTEEYOEE
REEDAUC)- 12K P Crax I ER RIFS 25 7217
(NEAT—%)o

(2) ARXTFSY=IL
A BM3460IC. T34 I F (300mg) OHME
BOFSITBVWT, FWCYP2CIOBHERETH 54 X
75V =)V (40mg/[El. 1H1E) ZHHREROH
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HELizEE, XTS5V —=LIET534 I RDAUCo
&Z}‘Cmaxlcﬁzg%&Li‘éﬁb")to
CYP2CIOEHETHHA A STV =) (40mg) DOH
ERREO#EICBWT,. 393 F (300mg/[E. 1H2
[|]) ZHARERO®KRS LS, T39I Fidt X
705‘j")b@AUCO-t&Zmeaxl:5‘2%@%&@?5 AQ e
7218 (SAEAT—4 ),

(3) EFVYIL
BERABEI3MIC. CYPIARETHEIFIITA
(7.5mg) OHEROHSICBVT, 393K
(200mg/Mml, 1H2ME) %ptARKEROKS LzE
E, FAYIFIEIFYVITLDCrnaxZ30%HEMS &
T BAUCo I EZ RIFTE R - 7219 BLEAT—
)

4) 277Uy
BEBRABMELI6HIZ. S-TLT7 7Y U HCYP2COE
HTHh5TL7 7YY (25mg) OHEROKSICH
WT. SI9 3K (200mg/El. 1H2ME) %pHRKE
BOKELI-EE, 539 FIISKUR-TLT7 7Y
YOAUC KU Cnax i EERIFST, Fubuy
YUEROTO b v oo EREREE (INR)
OBRKERVPAUCo- 168l EE RIS 25 > 7220)
(HEAT—%),

16.7.3 BEEFRYERERER
HRAROCHEADBAZLINEDOTANABREDS
BonifFps a4 I NEET -y 2HVWT, B
RIS BRI 21T - -0 TOFEE. CYPFHEEHZ
BT BMTADPAETHHHLNTEE Y, 722 b
AYRZT 2 I NV —LOHEICED, Sa¥3
RFOEEREDAUCIK. RART/NRET, &%25%
K O17%RAD L iz9-2D,

16.8 ZDfth
(Y= F{E50mg YD)
Z a4 3 F§ES0mg YD) & (&8 R 7% 2B 0FE A
OEMZARISEHEB T A RS54 > (FH2E3HIOHEE
HEEFK0319515) ICED &, 739 3 FEELI00mg[YD] %
EHERIFE Lo & &, IBHEHICE D SEMZENICHE &
AR ENTZ22),

17. ERIREGAR

17.1 BHMERUTR2HEICET BHER

ERPFAE (CRIEEMRILRIEZZD))

17.1.1 EIFHLESEMEHER (EREE. BA)
FHRICLIRETADA LIS NI RIE (2R
HERLFEEZ &) IRFHEOLBERERRFE
fEz B3 2168 EOBEEZNFELT, Fa¥IF
$£200~600mg/HED XX A ILNT X E > HREE

(CBZ-CR) 400~ 1200mg/H%2) % B2 TREO#K
B U7 & &, ZEFHAEE Td 5 Kaplan-Meieri%(c
K OHE LI BT AR ICH T 56 » ABRIEHERE
RIIFROEBYTH Y. BEEDISEBMXEDOT
RIEIZTFORESNIELERAME (-12%) = L
[\>722 &, CBZ-CREED6 » AMFEIEHERRICNT
HHMZEDISKEEXEOTREO L (FHNZE) 1.
FTOBRELIIELERAME (-20%) £ EE->7-2&
5, CBZ-CRICNT 2T 39 I FHEDIEL A HER
Shiz,

- s | R | B
g | mow | g | Lrmgn| RO OB AR
s ) | S | DS | ()0
XD | XD
FIHIR 327 89.8
gr || 730) |68 928 13
FAS) -6.0
CBZ-CRE | 4420 | 202 oLl 155, 28]
(69.7) | [88.2, 94.0]
FELANS 307 915
g | 1| (752 [1886, 9431 13
PPS®) 5.7
chzcRE | 307 | 295 928 |23, 271
(71.8) |[90.0, 95.5]

a) Kaplan-Meiert&ic X2 #EHE (GBX3» AMOFEERE (2L
N, 3EBE) #f8& L TMantel-Haenszelif iz & 0 §7%)

b) ZaY I NEEBDIHAER - CBZ-CREDHELR

C) HRROBMZEDISKEFEXMO TRE/CBZ-CREEDHIR X
100

d) Full Analysis Set

e) Per Protocol Set

f) BARNEGI7HI% &t

g) HANEG136% &

7B BREMERICKST 39 I FEEHT400mg/
HEAOHEESNE L 2> 2 BEZWRER+IHI & L
T 2B EDFASICB I B RENHERL-BER
(&1& (%)) 1X308%3)/444%] (69.4%) TH V.
Kaplan-Meieri£ic & D H#EE L 7= F/EHEER [95%(F
FEX ] 1£84.1% [80.5, 87.6] TH -7z,
BIEFRBUSEE . 39 3 FEERT37.2% (165/
4440)) TH -7, ELBEWERIZ. FEED £117.9%
(35/444%1) . ¥%%5.6% (25/44441). {HIR4.5%
(20/444%1) TH 7223,

*1) REAOARZES N1 HREHARIZ400mgTH 5,

H2) WU EE U REEEEAT TIIAR S TR,

1#3) 200~400mg/H#% 5 TRIEMHE L1 BEH.

17.1.2 ERSE MAEEER (BEIEE. RA)
1A OO TAPAZEZEEGE LTS 16 LD
HAR(EE AT HTAPABEEZNRELT, T
3 F$E200~600mg/ HEDRE R G & 5 BiFlEHEA
PogEZALEE, 6 AMRIEHLABRZEOH G
46.2% (6/13f1) TH -7,
BIfEFRRSEE X, 84.2% (16/196l) TH -7z E
SEWERIZ. FEED £1142.1% (8/1961). K
31.6% (6/1961), EiEED £, BLAE10.5%
(2/1961) TH 7229,

F4) RElOEBES N1 HESHARIZ400mgTH %,

17.1.3 ERHRE MAEEER (HAFE. MA)

BFEORTA D AT RIENFIZIRI RO NG
WD RIEZE T 516U EOBARANROHEADT
ADABESATH (HARANBE142Bl 2 &) 2R
ELT. 7393 F§E200, 400mg/HXIF S TR
zZ16EBREORE (BEFEORTAPAZEL~3AED
BHH) L7z& &, EEFHMIEE TH 2 BIEMIcd
BAERR D28 H B 72D OFRIFFRIBELEIT TH
DEBVTHY, TTEARBEETIY I FHE200mg/
HXU400mg/ HEF & O TREHARICER 2 Z=2 R
OoNTz. 7B, FEITBIF250% L AR F—1L—
~ (28H &7 0 O FIERBMABEHM & AT
50% EiE L BEOEIE) & T REEL19.7%
(36/183f1). Z 3% I F§E200mg/HE#38.5% (70
/18261) KT a4 I FEE400mg/ HEF49.2% (88/
17961) TH -7z,
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28H®H7-0 D 75 RERIC

g | EARERKO | plEO | w9 2EDERD

Z{LED [95% =X [H]

PAZA N 183 -1.22

29.4

200mg/HEE | 182 -3.33 <0.001 [18.7. 38.7]
39.6

400mg/H# | 179 -4.50 <0.001 [30.5, 47.6]

a) Full Analysis Set

b) HRfE

C) NEEWR L I-AERHAR D28 H &b 72 D ORI FIEEE %2 RICEH . #
SHRCEHZRET, SHEMRL-BEHRO28H 5720 055
PEE¥z B R &9 25585

d) HEET & DR S - R/N S FHEED 5 EHR U755 7 EE
BEADE (%)

BIEFRIUER L. 539 3 REERETA7.7% (173/
363f1) ThH-7. EFRBEMERAIZ. FHEED E WL
22.9% (83/363fl). HIRS.8% (32/363M). i
4.4% (16/363fl) TH - 7229,

17.1.4 B EIRBkGIZ SR (BRA)

EREEFEIE MAERE (FREE) 227 LIZBARD
FEOBEZE4736 (HAANBEL12362 &) 2R
ELT. 5393 FEEL00~400mg/H % 1 H2[E 25
FTROBE L& (FHEERE. RE7T67THHRE).
FATRBOBEMAR » 5 D28H H 72 D I F/EREIE
WA RO RREIZ55.23%. 50%L AR & —L— b
1356.3% (265/4716) TH -7z,
BIEFIRBUERE. 59 3 FEEBET42.9% (203/
47301) TH o, EABERE. FHEDE L
17.8% (84/473fl). 16AES.7% (27/473fl). HfE
3.8% (18/473fl) T -7:29,

17.1.5 ;85 MAERHER (MR
BFEOIRTADPAZET T RHIENFIRIRIB SN
WD RIEEZE T 24U E17THRREO/NETANA
BE343FENRE LT, T34 3 F ((AE30kgRH
DEHIX8~12mg/kg/H. {KE30~50kgRikDEE
i26~8mg/kg/H. {kE50kghl Lo BEIE300~
400mg/H) Xz 75t A% 16ARRORS (BFEO
MTADPAEL~3REDOMR) Liz& &, FEFMHIE
HTH 2BEMBICNT 2R D28H & 7- D O
FHEERNBELCBIETEROEBDTHD ., IR
ETaY I FEHEOBTHREIENICERLEIRD S

iz,
28HH 720 D 75 REC
figea | ERFAERED | pfEo *9 B HEDRD
(&b [95% B #H X ]
VAvA N i 170 -1.55
s 3172
FaAYIREE| 170 -3.05 0.0003 [16.342, 44.277]

a) Full Analysis Set

TI e RBEO2I. HERHABORIEEHT — & ICRH GEfEHEE

DIEED10%H) BH o770, BITICEDEP T

R

In (X+1) (XIZEFFIEEE) THEEHE L -85 ERH % H

W, BRER, AU EREREBEZET & L. N8R LB

WM D28H &7 ORI FEE B 2 HER & U8

d) 77 RBICHTHHAE (%) =100x {l-exp (B/N_FFy
DT IYINEE ST REDOE)}

oo

BIEFARBIBEE L. 39 I FEET33.9% (58/171
Bl) TH-oiz. EEIERIE. HER14.0% (24/171
). FEMED EN18.8% (15/171) TH -7227,
17.1.6 EFHESE I HRAMGEIRSHER (MR

AP S1TROBEBERINNETADPABREL36
Bl (BARAN46H1. FHEA0HI) ZXWHELT, T3
¥ 3 Fl12mg/kg/H ({AES50kgbl ko & 13600mg/
HES)) FT21IH2EICAT TROKE Lz =, #
KD 5 OBEARIC B T 2 FEIE OB ER

DOHI{EIF-52.73% (HAANT-27.63%. HHEAT
-60.56%) TH o7z
BIEFRFBSEE X, 56.2% (77/137f1) TH -7z
FEHEWERE. ZEMHED E£120.4% (28/13741). 1H
B19.7% (27/137f1). #R¥8.0% (11/13741) T
Ho7228),
#E5) ARloARSN 1 HEEHARE. BRAKREESOkgM Eo/hE
1213400mg. {AE30kgbl L50kgAHD/NRIZIZ8mg/kg. (AE
30kgAKiHGD/NRIZIZ12mg/kgTH 5

GGRERLFEE)
*17.1.7 EIRHES IR (BRARUINE
BEFEDOH TA D AR TS RN RIE S M
WIREBREEEZ BT 24BU LOTADPABRE242
Bl (HAABEIfI2ED) 2RRELT, T39I
R (FE30kgRmD/NEEEZ I8~ 12mg/kg/H. &
#30~50kgRiD/NRAEEIX6~8mg/kg/H. (K&
50kgbl ED/NRKR OB A EE1Z300~400mg/H) X
77 REBRETC24EBBZORS (BEORTAD
AEEL~3RNEDOPH) L7z& &, FEFHMEETH S
24EFOWBEHARIC B 3 201 H O R E B RFE/ESF
HIBETOHHMITROLEBYTHY, IR E

T39I FHEOBTREENICERREZNRDON
7zo
ARV M EHET i
AVAS Nl
EitdsRicd fl%> | oB% (H) D = pfE©
osou iy | [0 IR EE]
- 77.0
7IERR | 121 490, 12801 0540 | oo
ooy rE| 11 B [0.377, 0.774] |
7AFITH| 118 [144.0, -]

a) Full Analysis Set
5393 FEOLIFNE1I25MED A XY M ASFEBL L 2851 Bk A sl
ffranizrz. 261324 EM OBEHM O RIEERAE Sz
DPolzle®, BITICED RN o7z

b) Kaplan-Meier#ic & % 2438 e REIREIC B 1) % 2[E B ORER]
RIEEOFR E TORBOREEME (H5fE)

[-] 5393 FETE24EMOEEYRIC 20 B OB R R FE

M50%LL_EDFERICERD 5 Nz - J- - DHEEAREE

c) BEHRMICH ) 228HH 70 OBRERARFIEOREA2EE RO/
R 2EIBIFORRAL 2EBO/NESUIRAZ & & U7z Cox N
PF—RETIVICEDIL, WaldiEickDEHI W

BIVERRBSEE X, 539 3 FEET46.3% (56/121
Bl) THotz. ERBIERIZ. FEHEDEWVW17.4%
(21/12141), 16EER13.2% (16/12141). BE.07.4%
(9/12141) T 729,

*17.1.8 EIFERIRIEGEIZRSHER (RARTING
EEARESEIHRE (RARONE) 2%T LZBE
RO MR ER T OGRS 5 RE A FER
DEEDHEWEI- S D > - BE2396] (HRAEE
7P EEL) ZRMKRELT, a9 3IF (KES50kg
R/ NREFH 34~ 12mg/kg/H. AE50kgl o
INREHEFEIZ200~600mg/H. BABRHZIE200~
800mg/HES) #1H2EICA T TROKE L-LE

(FPRAEE. RE1416HES). KT BIEHRM
A5 OIBEHRIIC BT 528H H7- D ORERIAFIER
BB ROPRIEIZ-88.52%TdH - 7=
BIfEFASEIRBEE X, 34.7% (83/239f) T#H - 7=
FELEERIZ. FEIED E110.9% (26/23961) . 16
AE5.9% (14/239%1). MRS F W &R TEIDN3.8%
(9/2396l) T&H 7239,
H6) AADERSh-1AREHARE. RAKROEESOkgE o/
121%400mg. A&=E30kgbl E50kgRiD/NRICIZ8mg/kg, AE
30kgRiHD/NRIZIZ12mg/kg TH B

17.3 ZDith
17.3.1 DEBEICKH T BRE
R A21440125 24 3 F400mg/H. 800mg/
HENXIE T I A% 1 H2EN 5 CoHBIRERO#
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5, X@EEFT7u0FH400mg/HZEZ1H1EI3H
FIRERO®RS Lz &, a9 3 NIZQTcHRE%E
Bladof. 7343 FHOPREROFHELE
ZEOHEORS1IREBICEAEZY., S RREE
D13, 400mg/HT7.3ms. 800mg/HENT11.9ms
TH-730 SBHEAT—%),

Y7) AFORR S N | HREARIZ400mg TH 5.

18. FEREIR

18.1 {EFAR
Z 39 3 NIZBMIREET MU 7 LF v XIVOBRER
TEMEIL 2RI IR U BB IC & 2 Wil R iR
BRERSEBZEICE > THITONAERZ RS &&
A56NTN3B32),

18.2 TAHAREEICT S/ER
SaY I NIHEREEREY Y A, REF 2 RY 7%
fEw A, BEXFV RV IRHES Y . 6HZTADA
HETIARVCBERBLR Y a v 7R E (TR, Ty
b)) OMAFEROCEBFEEZ XML ZEMETIVICE
WTFMERIMEH L7233,

18.3 iCTAD AERIEIER
RZESHMF > RU Y5y MZBWLWT, FURY
> TR & I U 7239,

19. B ICBT BIELEHXIR
—fRE9EFR : a9 3 F (Lacosamide)
{t % 4% :(2R)-2-Acetamido-N -benzyl-3-
methoxypropanamide
: C13H18N203
& 1 250.29
R AE~RBCOMRTH S,
AY )= NVIZBEFRTL, =¥ -
(99.5) IZRRBE IR T L. KIZTPRBT
IZ R, ANTFUITIEEAEB T W,
LS

21. RS
R ) 27 EHEEE 2 RED L, EYNCERT 5 &

22. ag
(539 = RrE50mg [YDD)
100%% [10%¢ (PTP) x10]
(3Y=RrEE100mg [YD])
100%% [10%& (PTP) x10]

*23. FEHk
1) EE%EHE  EERWERZERIE =27 FEFHE
BB R EE
2) FREHtL ff : #E3&B9%. 2015 ;5 43(9) 1 1307-1316
3) SHEABEBRAICE T ST a9 I FRERSEOEYE)
B (EL/%y bE: 2016E7THAHAR. HEEMIE
2.7.6.3.3)

4) BAAROHNENNEEE ICB T 5 BEMEY B G MRAT

(EL8y F FSAvay 7/8 : 201941 HSH &R,
EEE RN SE2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)

5) (BR)BEELENER - A2NESERER (58100mg)
HENERRAICBIT 239 I ROEYHEICKIFT
BHEHOEE (YL%y ME:20165FE7H4H KR, BiE
BEREE2.7.6.1.1)

7) FHBA A EREMEEE 20185 21(9) £ 1223-1234
8) #Ai (B L%y Mg 20165E7HAR KR, HEEERY
¥2.6.4.4)

S

9) Rt (E2,%y M 2016E7THAHARR. HiEBERH
¥2.7.2.3)

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

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

12) BWHEOMRTH T 39 I FREKEORSROEYHEIC
FIZTEEOME (EL%y ME : 20165FE7HAH &R,
HFEERIEEEE2.7.6.4)

13) HEAFREETZFICB T 2739 I FOEYHHE (v
LSy E 1 201687 HAH AR HIFEERIE2.7.6.4.5)

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

15) FWEXROCHEEN T 2Y I FEEROCRERZORGR DO
EMFRBICRKITTHEOME (YA%y ME 201647
A4HAR. HHEEREE2.7.6.4)

16) EYMHEIEHRE (B8 ME : 201657 H4H &R,
BRI E2.6.4.5, 2.6.4.7)

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

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

19) ¥ VI LEOEYMEENER (B8 ME : 201647
H4HAGR. HFEER%E2.7.6.5.9)

20) Stockis, A. et al. : Epilepsia. 2013 ; 54(7) : 1161-
1166

21) ZaY¥ I FICEY 2 BEREMHRMENT (ELH73y b
5 1 20167 HAH AR, HFERIIE2.7.2.2.5.2)

22) (R BREEHNER  AMENREEEBE (5850mg)

23) ERoyFEIERAENEOERILFEEENEESR (VLN b

$E : 20174E8A25HARR., FHMES)

RO RIEGHRBEY & BABREAOT D B AR (YA

IS8y ME : 2017HE8H25HARE. BEEMES)

25) BHAKRUHEICE T 2 RIEFRABRED T 7 £ R
s (BA8y ME D 20164E7 HAH KGR, HEES
RHEE2.7.6.7.1)

26) HAKUHEII BT 283 FEFRABEEORRM#ERS
HEE (B4 MNE: 20165FE7HA4H AR, HREEERME
$2.7.6.8.1)

27) NREBEENRE LI RIEFRBIED 7 £ AR
HEakBE (EL%y PRI A 2uy /8 20191 A8
HA&R. HEEERMIE2.7.3.2, 2.7.6.3.1)

28) MNREE 2N E LIy R#IEFRAREO RIS
B (Ca8y b RTA vy 7/ 201941 HBH A
R, HFEERMEE2.7.6.4.1)

29) BAKO/NREE 2R E LI MERAFEEHBEED
EEHE 7T £ R ERE (L8 ME/FSAPay
7/ RMEE C 2020 12A25H&RE . HEERBIE
2.7.6.1.1, FERES)

30) BARO/PNREEZ MR E LiRERMRBEFRARED
EHMGRSSHE (CL%y ME/ RS A >0y 7/&THE
BE : 20205E12H25H&RE. HEERNE2.7.6.2.1)

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

32) Errington, A. C. et al. : Mol Pharmacol. 2008 ;
731 157-169

33) I EEMFZREBE (L8 ME: 2016F7H4H&
. HFEERME2.6.2.2)

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

24, YEEERERUREVWSHhEE
HWREHGEE BEEHEKE
EILRE TR ES3697HF18F

I8, 0120-647-734

24

=
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26. HSEIERES
26.1 SHERRSET

‘// ttas PR

BILRELMERITRE3697 &85

3 [493A]003



