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$E50mg | $€100mg
Rind 5 [30700AMX00188 | 30700AMX00189
il - -

]

2. 2 (ROBEICIFIBSULEBWVWTE)
2.1 RAORES I UBEEOBERED & 5 BE
2.2 BEORSERENH HE [9.3.1. 16.6.3%

3. f8RK - R

3.1 #HRk

H7E 4

Z a4 3 F§ESOmg YD)

5 3% 3 F§E100mg [YD]

BRRSY

1889, 349 3 F50mg

1858, 5349 3 F100mg

Al

SIvFooNay, Bery >y, ZZ@esk. ATT7) VB
Mg, tllu—Z, #L7, e RoFoFfuditiuo—
Z, RYEZ LT LI—L BIFALS) ., v7aT—

W IR A B

3.2 BEI DMK

HR7e 4

534 3 F§E50mg YD)

Z 3% 3 F§E100mg [YD]

IR - FIE

vryran7 4 VhAa—
T4 v TEE

WEEDT A LLI—T 4
> T

@D GO =

SaysK SaysK @
100 YD 100 YD

(Bf®) #910.4mm

(B%) £13.1mm

BE i iy
B (s1%) #94.9mm () #6.lmm
B #93.1mm #4.1mm

g 125mg 248mg

4. FHREXFFHR
T AEBEDERDHRIE (CRIEERIERIEZSO)

6. ERUAE

(Al

BHE. RAIKIEZI3 I FELTIHIOOMEg & D #5 %5
Bl 2OR AR EoRRELH T CHEEL., HivHAREE
1H200mg& 9545, WInd1H2EICH T TROKS T
%, B, FERICK D 1H400mg % 8 2 7\ #i [ < # EH i
W oH, HBEVABN LoMBEH T TIHAEE LT
100mgBlRg 2475 2 &,

CINR)

BE. AR EO/NRICIEZ 39 I FELTIH2mg kg &
DEREERBL. ZOREBN LOMEZ > TIHHE
ELT2mg/kgd DR L. MERFFARZAE30kg R/
Ri2i&1 Hémg/kg. RE30kgbl E50kg R/ NEIZIZ1H
4mg/kgEd b, WINBIH2MENC I TROKRET 5,
7B ERICE DAE3OkgREED/NRICIZ1IHI2mg/kg.
{kE30kg bl E50kg i D/NRICIZ 1 H8mg/kg & H A % L
W THEERKT 24, HREDABMN EorMEEH T T
HHEE& L T2mg/kgBl R 21752 &, 2720, A&
S50kgPl EO/NRTIE BRA LRI U - AEEZHVWAZ &,

7. RERUREICEET 2R

710 V7 F=2 27T Y AA30mL/min A FOEE KO
RABREREOH2BEICE,. HARIHBEEARZ
300mg. /NAIF]HEEARE25%HE ST 5% CHE
IKRET B L, oy MBENZR T TVAHERE T,
THABRIZHA T, MBGETRICERRTIRMAEDOFED

BMBE52EZET 2 &,
16.6.1. 16.6.22H]

7.2 BENIHEEOFHEREDOH 5 EE (Child-Pughsy
BAKRUB) I2i&. RARIHRESHE%2300mg. /MNRIE
|HREHEZ25%BRET 2R EEBICRST 22 &,

[9.3.2. 16.6.3%18]

7.3 7|01 HEEARILAE30kgREO/NE T2 1 H12mg/
kg. fAE30kghl E50kgRiED/NETIZ1H8mMEg/kgTH
%, AHl%Z1H8mg/kg B2 THE L T AEE30kgHR
WO/PNEA BRRICHEVWEENITAFEN30kgl L7z -
HAEIE, BEOREBETSICBE L. RKUEIE
RoXH%2EE L1252 T, BGHEBEMFT S &,
7B, ABLREEILETSZ &,

8. EEREXRNEE

8.1 HAHFIZBI2BREEORBGEELZ VW LKSHIEICEK
D, TAPAFRIEOHBENXIITAPAERRKEXH 5D
NH5ZEBHHDT, BEEFILT 2HEICIE. Dl
ELERMU EP T THRAXICHEEBT 2R EEHEICITH
&,

8.2 #EEv T\, B, R, BN - £45 - RahES
BEHZEOERTPRIBZENHHDT. KEHBRESFOR
BT EHBEOEERS, BREEIBROBREICHRES
BRWEIFETHI &,

8.3 PREIBOEENH5DNBHZENHHDT, AFlOKRE
FETEN EOREE 70y 7SICEE T B (SR,
IRIGERAD . IRIBAREE, IS 5 56/, K. #i3,
BUInE) oRBRICEET S &, KAOHBRSHIZZED
EOBERDT D S5 bNGEITIE. EMOZEE2ZTS
EOBERVZFORBESZIIEET S L., MEBEES
HEOMEE (DHFEEXIIOALE) OBF0OH 58
EH. T MITLF Y INVEE (TVHYERES) Ob
pBE. PREBOEEZECTBZIDDH 5HH % HtH
LTWBEHEETIE, AF SRR LKA S I1E
DERBEZITOHE. BEOREBROREOE(LZE
BELBET S, [9.1.1. 102, 11.1.128]

8.4 Sk, HE. XBEZOBHERS b, B
ERICESZEDHHAHDT, KEBETRIZIEEDORER
WREOEL 2 ERELBEIT S L, [8.5, 15.1%
i ]

8.5 BHERVZOREFICHRYE. BRERFORBHERR
HOREEHICOVTHAHIAEZITV. Eh & B ICEE
EWMOES EOHET S, [8.4. 15.18H]

8.6 B, BHEOREENSLE L AWEEESHHDT,. BE
Rlc, REEZEICOVWTHZR2ITOSEERL. EESRD
SNTAGEIITEY B EITH 2 &, [15.2.1208]

9. REDERZHIZBEICHTIER

9.1 GHHE - BIEEEDH B EFE

9.1.1 MEEBEVLEEDLVEE (DEIEERXZDLFEE)
DEREDHZEE. FRUILF P RIVER (TILH
TEREE) DHIEE
AAOPREBERERICEVEET Oy VENRIT
ABENNH%. [83. 102, 11.1.13H]
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[9.2.1, 9.2.2, 16.1.2,



9.2 BigHEEEERE
9.2.1 EEEBHKEEEEDNGHIEE
[7.1. 16.6.12]
9.2.2 MFEBENEZF TSRS HEEEEEE
[7.1. 16.6.22H8]
9.3 FFikrEE=EEE
9.3.1 EEDITHEEEZEDH 2 EE
BELzWZE, KElOMPBEEN ERTHBZLD
H5B, (2.2, 16.6.321]
9.3.2 BEXIIPEEDIFEEEEDNH 3 EE (Child-Pugh
DFEARUB)
[7.2. 16.6.32H8]
9.5 1%
ERXATER L TV A O » 2t iE, iBELD
Bt EEEZ LR 2 WS NEBHICOARET
BT &,
v MIBOLTHEREBTEIZO SN TS,
9.6 1F7LIR
HWELOERERVBARBOAREEZZEL. BALO
MR SR IE 2 RETT A 2 &
b MR ABITIAZEARESN TV S,
9.7 INR
9.7.1 BHAEEER., LR, AR IR RBOL RITHT g
B B PRABR X FEHE L Tz,
9.7.2 NEEEZE O FMEIIH T 5 BAEEICHET 2 EKRR
BIERN - e b IiTbh Tz,
9.8 &
—RICERE TIIEEKESMERL TV S,
i)

10. 18E1EA
10.2 HEEE (HRAICEETSIE)

[16.6.4%

BB % HAIER - $EE ST W - fERRE T

PREIBOEEZEC |FE7 0 v 7 EH% | HFHIC L VPRERBE
ITBENOHLEH | BRI 2BENDPH L. | RIEAPHEMEICHE
[8.3.9.1.1. BIBBENDDH S,
11.1.12H]

11. BIfER
WROBHERDSH5bN B ENH DT, BEE+THIC
T, BEPRDONHAICEEEEZHFIET 50 EH
PRMBEETH>Z L,
11.1 EXZEIEA
1111 BEJOv T, @Rk, K (LWIns 1%RH)
PREROEEZEITBENIH 5. [8.3. 9.1.1.
10.22H8]
11.1.2 hEBHRRIBSERIERAE (Toxic Epidermal Necrolysis:
TEN) . 2 S#5RARIEREE (Stevens-JohnsonjE(REY)
(LN L SHERH)
FB, KB, KE - UHA. FHFE. WEE. IRAE
m. ORREDORENRD SNIFEICITBREZ2HIE
L. BYRNEZTSZ L,
11.1.3 ZRIMEBBUEEIRE GHEAH)
MHER E LTHE, AN A SN, FICHHEAERE
=Y OOSHIER., AmBREE, iFEEERE S, BRI
UOSERHIAZE 2 S EREOBEE BREIERSH 5D
NHEZZEDRDHD. B, EIALLRZATA A6
(HHV-6) %07 A4 VAOEEELZE> 2 ep%
<. HBEHIEBOLFE . FHE. FEERESOERY
BRHDVIIBENT A ENDHHOTRERT L&D,
11.1.4 S\EBRIERAE (GEEARH)

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

TER. AR B, ORAMEE.
HEETH. $EE
REE, EESRE
AHREE. BRIR.
WEERE. B
MR, RS2
W, IAr0—
XAMETANPA
AR B, B
ki3 3 I BR 55 5%
2
Hibas D, EH | TR HEEARR. OA
/AN N
%
TEBRES IDEAEY DEAEY
JHF gk FFHRERE
R# & BELHR
S
] L. #wRE . | MEFE
& D FERE
R SEYBBE
HEER HiRE e
RH A [mlE o £ | g
v
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
TREPRESN TV S,
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 %
LOEEIT S, PTPY— FOBEKICKD, BOLH
AT EERFEARIA U, BICIXEFFLE S U THERR
REOEELRAMELZHFETEHIEND S,

15. ZDHhDFER

15.1 BRRERICE D B
BN TEBESNTEROMTAPARIZBITS, TAD
A FEHRBEZ MR E L1990 75 1 ARt BREG R
BoMFHERICBWT, HRSERUTEBREROFEHRD
YZITD, FLCTAPARDOIRAB TS S R REE B L
THR2EEL HTAPAERAR : 0.43%. 7&K
B 0.24%) MTAPARORREBETIE. 5 RE
EHARIV00AH =D 1IANZVWEFTES N (95%(F
XM :0.6-3.9), /2y TADPABEOY T/ NL—T
Tld. TSI RBEEHANRI000AH 2024 B0 EEHE
ENTWV5B, [8.4. 8.5%IH]

[4934AJ002



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
[4934AJ002



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 OB NS X —5

T FEBATI ATRE RS EATT
B 8 8
FaHtIF

AUCo-(p g + hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax(t g/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-fi X F 4k

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

HATEHE [CV(%)]. AUCO-tEX0~24R¢BHE. Tmax & HRSAE (HEFH)

16.6.3 FrikREE=EEE
FFHRE BT T L7 A (Child-Pugh%3#iB)
127 3% 3 F100mg/[E% 1 H2[E5H B REZORS
Lz &, BEBRAICHRTT 34 3 FOEFERED
AUC0- 12X U Craxtd ZNZN61% KX T50%E D - 7z,
iz, FRETEELLIZEFREDAUC)- 125 FCmax
WX ZNZNAT%ROBT%ED > 720
HEF#ERERE (Child-Pugh®EC) TOEY
R LT a0 WEAT—%) . [2.2, 7.2,
9.3.1. 9.3.2%M]

EFIREOENBE NS X -5

iR IE® Child-Pugh43##B
Bl 8 8
AUCo-12(1 g + hr/mlL) 53.3 [17.3] 85.9 [21.7]
Cmax(u g/mL) 5.83 [13.3] 8.75 [18.7]
Trmax(hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
t1/2(hr) 14.8 [19.7] 24.1 [23.5]

HIPI9ME [CV(%)]\ TmaxldH R AE (i)

16.6.4 SifinE
65 LoERBEEL IR OSRZELI2HICZ a9
I F100mg/[E% 1 H2RISHEREZOHREG Lz & &,
ASELI T ORABEI2F E KL T, EHRBERT
ZHIZBWTT Y I FOEHEKRRBDOAUC12IZF N
FN33% KR V50%E < v CrnaxlZFNZFN29% K
53%@E P o7z. £l ARETHEELLZAUCH12EE
BEERUOLEIIBVLWTENETN26% R U23%E D >
721405 (AAEAT—%). [9.8%08]

16.6.5 CYP2C19&{FZE!
HARAKROHENERBEABEEZ1861%. CYP2C19
BEFHICESDIAHESHICKD., 2ERHES

(UM) 141, =R#EE (EM) 1761, REAHEE
(IM) 10M1. RMERHEEER (PM) 8flicHiF. &
OEFICT 3% 2 F100~400mg% BEFOKE L7
LE, JAVIVFORSERVEETEENLL -
AUCo-wld. EMIZHNRTPMT24%. IMT10%5
o7z,

16.7 E4EEER

16.7.1 EYMEE1ERASER
7 a4% 3 N, \BEMEFEER TCYPIA2, 2B6.
2C9, 2CI19KRUBA4IC L TCHEERZRET .
CYP1Al. 1A2. 2A6. 2B6. 2C8. 2C9. 2D6.
2E1. 3A4BU3ASICHR L THEERZ RS 2D o7
. CYP2C19icxtd 2 BHEEH S RE S Nz,
Fa% I N, P-EEHEO#MBINZEE TIEEL.
P-HEEBEICH L THEERAZR RS 2P 57219 (in
Vitro) o

[4934AJ002



16.7.2 IRREMHEEAER

(1) ALK EEY
R A BME19FIC, T35 3 K (200mg/El. 1H2
[\) OEFFREIZBNT, BMOLCYP3AFEER U H
EEOCYP2COFEIETH 5 L NvEE Y (200mg/
[\, 1H2ME) 2MAREROKS L&, AUNT
YT IET a9 I FOEFEREDAUCH12% U Craxi
HEERITShP ol BERABELISHNIZ. AN
< ¥E> (200mg/[lE. 1H2[E) OEFREIZBW
Tv 3% 3K (200mg/El. 1H2ME) %P tHRER
5Lz E, SaTIFRAMNTELEVDOESE
%%@AUCO-IZ&U‘CmaxKﬁZ%’Z’&Li\é o121
(HEANT—%),

(2) ARXTFSY—=IL
R A BME34%c. 538 3 K (300mg) B[
BO/SICBWT, HWVWCYP2CIOBHERTH 54 X
7V =)V (40mg/Mll. 1H1[E) %HtHREZOR
BELizEE, A XTS5V —=LIETa4 I FOAUCoH-t
&@Cmax“?gg%))—ufé&ﬁ‘ﬁ 7zo
CYP2CI19EETH 54 AT —)L (40mg) D
EREOHESICBVWT, 343 F (300mg/El. 1H2
[|]) 2HFARKERO®KREG L&, T8I Fidt X
75T = IVDAUC) K Cmax S EZ RITS D>
7218 (MAEAT—% ),

(3) EFVYI LA
BEFERABMI3MIC, CYPIARETHSIFIITA
(7.5mg) OBEROHBRGIIBVWT, FI¥IF
(200mg/ml. 1H2[ME) #/AKEROKRS L&
E, AV IFERIYYITLDCraxZ30%HEM S &
T2 WAUCoICEZ RITS - 7219 SLEAT —
%)o

4) 977Uy
BERABMELI6HIC. S-TILT7 7)) YHCYP2COE
HThA5TL7 7YY (25mg) OHEREOKREICH
WT. 3% 3IF (200mg/ll. 1H2ME) %HHAKE
BOKSLAEE, a9 I FESKRUR-TLT 7Y
YDAUCo KR U Cnax I EERIES T, Subuy
Y UBBRC 0 ba s U REOEBRIZEEE (INR)
DOFBARMERPAUCo-168I I EZE RIS 2 h > 7220
(HNEANT—%),

16.7.3 BEEEYERERRT
HAERAKRUCHEADRAKR S NEDTADPAEBEDS
BonizmfEdS a4 I NRET—YE2HVWT. B&
FE B RERENT 21T > 720 ZDFER. CYPFHEER%Z
ETA2MTAPAETH S HUNTEE Y, 7=
AR T I NVEY = LVOBRHICED, Sa43
FOEEREBOAUCIE. RAKRT/PNET, £%25%
KO17% A Liz2D,

16.8 ZDith
(539 = Rr#E50mg [YD])
Z 3% 2 F§ES50mg [YD] & &8N E % 5RO EA
DOEYZENRI ST A RT74 > (SR2E3A19H%EE
HRFKO0319515) ICEDIE. 739 I FEELO0mg[YD] %
A E Lz & &, BHEHICE D EEMZENICHE L
BIE ENTz22),

17. ERPRRRAE

17.1 EMUERURLSEICET B5HER

17.1.1 EFHES MRS (BEEEE. BA)
FRICEBATAD A LB S NI B FHIE (ZIR
BB EELZEDL) NIERSEO LB ERE R RS
E2EI 216U EOBEEZNRELT, JaY3IF
$8200~600mg/HEL X A VN< ¥ R EE
(CBZ-CR) 400~ 1200mg/H%2) % BAF|IZ TREOK
B U7 & &, FEFMAIEE TdH 5Kaplan-Meierikic
KD HE LB RICB T %6 » ARRIEHERE
RIITROEBOTHY ., HEZEDISKEEREOT
RERXTFORESNIFLERAME (-12%) =Lk

[H>7zZ &, CBZ-CREFD6 # HBFIEHRRIINT
BHEZEDISHEHXME O NRMEO (HE) &,
FORE LI ELERAE (-20%) 2 EE->722 &
75, CBZ-CRIZXY %5 a4 I FEEOIEL TR
SNz,

FEIRHR Rz

W | s | n |rean| KO e | BHE
pit ey | (OSBIER | [0SR | (4
o XM | XRp
FE AL 327 89.8
wr | Y| 736 |868 9281 13
FASd -6.0
oBz CRE | 4420 | 308 oLl | F55, 28]
(69.7) | [88.2, 94.0]
FIAFIF 307 91.5
s | %% | (750 |1886,9431| 13
PPS® 5.7
cBCRy| 307 | 285 | 928 15327

(71.8) |[90.0, 95.5]

=

a

Kaplan-MeieriEic X 2 #EEME GBE3» ABORERE (2E DL

T. 3EELE) %2/&& L TMantel-Haenszeli% < & 0 FH%2)

oo

Z a9 3 FEEREDIHAR - CBZ-CREFDHAER
HRRORFRZDISWEHXH O TFRE/CBZ-CREEDIHER X
100

d) Full Analysis Set
e) Per Protocol Set
f) BERNEG7HI%Z &t

g

HARNEERI 136 % & L

7B, BRENERICKS T 39 I N T400mg/
HBAOHEESREE 2 > 2BELZHREATOHE L
TR 2B EDFASICB I 2 RENHEEL-BERK
(814 (%)) 13308%3)/444%] (69.4%) TH D,
Kaplan-Meieri%ic & O #EE U 7= F/EHEER [95%(F
FEX ] 1384.1% [80.5, 87.6] TH -7z,

B FFISEEIX. 539 I FEERT37.2% (165/
44401) T o7z, ERBEWERAIZ. FEIED F17.9%
(35/44441) . ¥%55.6% (25/444%]). IHAE4.5%
(20/444%1) TH 7223,

EL) AAlOER SN HESHARIEZ400mgTH %,
E2) AN LU BRBEERARTIIET S TVRL,
¥3) 200~400mg/H#% 5 THRIEMHEE LI BEH.

17.1.2 ENSEIEEER (BREE. WA)

1A OBEFEORTAPAFREZERG L TVD 16K ED
HOREZHET A TANABEEZNRELT, FaY
3 F§E200~600mg/ HEDR O 51 & 5 BAFIREA
PogZALEE, 6 ABRRIEHRREOH G
46.2% (6/13f) TH -7

BIVEFRFSEE X, 84.2% (16/196l) TH o7z £
ZEIER. PO EV42.1% (8/1941). IR
31.6% (6/1961). EiEHED £, BLA%10.5%
(2/1961) TH - 7229,

*4) RAOARS N7zl HREARIZ400mgTH 5,

17.1.3 EIfHRES DA (HAEE. BA)

BREOH TA D AT L RIENEIRIRSE S N
WA HEEEET 16 EOBRARTHEAD T
AP ABESATH (HRNEFL1420 2z &) 2R
ELT. 393 FHE200. 400mg/HXIE TR
Z16EMEORS (BEORTADPAE]L~3HEOD
BEH) Lz & &, EERHMAEE T 2 BB
AR D28 H & 72 0 ORI FAELIBELEIT TR
DEBVTHY, P LREEETIY I FEE200mg/
H&%U400mg/ HEE & O THEIERICER 223
OoNTz, BB FEIIBIFB50%L ARV F—L—
b (28H® 70 OB FRERMPBREHM E LT
50%2L FoiE L BEOEIG) & I REEL1.7%
(36/183f) . Z a4 I F§E200mg/HEE38.5% (70
/182fl) KU'T a9 I F§E400mg/ HEE49.2% (88/
17961) TH -7z,

[4934AJ002



28H®H7-0 D 77 REIC

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).
FATRBOBEIM S 5 D28H H 72V O FAEEE
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
7T REO20IE, MR ORERIE T — & ICRAl (FIEHEE
DEED1I0%HE) Wb oiz7®. BITICEDRDP o7z

b) HR{E

c) In (X+1) (XiZ#B7FIERIE) TS L 7285 FIER Kz A
VW, BE5E, HELUEBEEEEZERTE L, BERL-E%
WM D28H &7 ORI FEE B 2 HER & U8

d) FIERBICHT HEPE (%) =100x {l-exp (B/N_FH
DT IYINEE ST REDOE)}

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

17.3 Z0fth

17.3.1 DBRICHT DHE
R A214611c5 39 2 F400mg/H. 800mg/
HEOXIZ T T &A% 1 H2[EN 53 ToHBRERO#
B, XiFEF7uF4400mg/H=1HIE3H
BREROKRS Lz &, 5393 FIIQTCHEZKE
Bl o7. 7343 FHOPREBOFEHE(LE
IZEOHEDOBRSIBERICREAERD., FSEREE
DZE1¥. 400mg/HT7.3ms. 800mg/H%0T11.9ms
TH -7 NHEAT—%).

6) AHIOEKES N1 HEEARIZA00mgTH 5.

18. ESHEIE

18.1 {EAER
Z Y I NITBEMKFEET M) T LF v XIVOBRZA
ML 2 BRI (2 U BEEIREEIC B 2 i i
PRERSESIEICE > THITOWNAERZRT &
A6 TWn3B30),

18.2 TAHIAREICHT SER
SaYy I FIBEREEHEEY 2, RkGF O RY V7%
e A, BBFY RV IHET Y b 6HZTANA
HETTARVCBRBLR Y a vy 7R E (v R, T
N OEAFERC2BFEL KLU BMETVICSE
WTHEAEZRIHI L 7230,

18.3 FiTADAREIER
REERREF Y R TIy MZBWT, ¥V FY
> TR A I L 7232,

19. B3 ICET 2IB{EFHAR
—f%f&HR 0 39 3 R (Lacosamide)
{t % 4 :(2R)-2-Acetamido-N -benzyl-3-
methoxypropanamide
4 F 3 CisHisN203
4 7 & :250.29
% R HB~REEOMETH 5.
AF )= VICBFRLTL, =¥ —)
(99.5) IZRRHEIFLT <. KIZRPEBEIT
IZK K AT H VI EAEB TRV,

{brEE
H,C
)=0
RNEYe
e~y
(0)

21. RERRM
BRI 2 7 EHEEE 2 RED b, BYNIERT 2T &,

22. @&

(534S R§E50mg [YD])
1008¢ [108E (PTP) x10]
(53Y=RF#100mg [YD])
100%2 [10%¢ (PTP) x10]

23. EEVHk
1) BAy@E - EREFRREIMISY =27V Al
MRBRERE (R
2) FEHEEKHL o FEEEIBE. 20155 43(9) 1 1307-1316
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3)

<

13)
14)

15)

26)

27)

28)

29)
30)
31)

32)

NENMBRBRAICBIT ST 3 I FRERSHEOENH

e (EA/%y ME: 20164E7 HAHAGE. BB RS

2.7.6.3.3)
HARAROHENNREE B 2 BEMEY ST
(B89 R4 vay 7/8E : 20191 HSH &R,

HEEERMTEE2.7.2.2.2, 2.7.2.2.3. 2.7.2.3)

(R B E LN ER © A2 RS EREE (58100mg)

SEANERBEANICE T ST 3% I FOEYHREBICKITT

BEHOEE (VA% ME: 2016FE7HAH AR, BHiE

BREE2.7.6.1.1)

FHBA i BB 20185 21(9) 1 1223-1234

A (CL8y ME: 2016FE7HAHARE, HiEERHT

52.6.4.4)

R (B2 ME - 2016FE7HAHARR . HFER

$2.7.2.3)

Cawello, W. et al. : Eur ] Drug Metab Pharmacokinet.

2012 ; 37 : 241-248

Cawello, W. et al. : Clin Pharmacokinet. 2013 ;

52 :897-906

BEREOETA T 3% I FREREORGROEYHEIC

RIFTHEORKE (B8 ME : 201657 H4H &R,
FER BRI E2.7.6.4)

NEANFREETEICBT 2539 I FOEYEHE (Y

L%y MEE © 20165E7 HAH AR HEE BRI E2.7.6.4.5)

Schaefer, C. et al. : Clin Drug Investig. 2015 ;

35:255-265

FRERVCEENTZ 2Y I FRERORERZORSEO

BB RITTHEOMET (YL%y ME : 201657

HAHAGE., HEEREE2.7.6.4)

EMHEERARE (CL%y ME  2016FE7H4H &R
R E2.6.4.5. 2.6.4.7)

Cawello, W. et al. : ] Clin Pharmacol. 2010 ; 50 :

459-471

Cawello, W. et al. : Clin Drug Investig. 2014 ;

34 :317-325

IYVITLEOBEYHEEER (E4%y ME : 201657

HABAGE, HEEERME2.7.6.5.9)

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

FaY I FICET 2 REFAEYFHBHEN (BEL8y b

$E : 2016E7THAH AR, HEBERHTE2.7.2.2.5.2)

(PR B E A NE R« EMPNRS RS (5850mg)

) B FIEBAFEO BRI EEEAS B (L8 b

$iE : 2017EZH25H AR, HERED)

R RIEGHRBED o BABREANOY D B AR (YA
I8y NEE L 2017HE8H25HAKRE. FEMES)
HAKOHEICE T 53 RIEFFRBED 7T 2 AR
Mk (YA ME D 20164E7HAH AR, HREE
RHEEEE2.7.6.7.1)
HAROHEIC BT 2 EIRIEHFAREORAMERS
HER (EA%y ME: 20164E7THAHAR. HEERHET
$2.7.6.8.1)

NREEERFRE LIS RIEMARED 77 £ Rt
HgaEE (BL%y PRI >ay 778 201941 A8
HA&RE. HFEERMNE2.7.3.2, 2.7.6.3.1)

NREBE ZNR E LT E 0 BRI O BRIk 5
HEE (CL8y R RS >ay /8 20191 H8H%&
. HEEREE2.7.64.1)

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

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

BT HEE (EL%y ME D 2016FE7H4H A
. HFEERIEIE2.6.2.2)

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

24, XEREERERUTEVWGHEE
HASHIBEE BERERE
EILRE LRI B 3697 H 8 S

BI8. 0120-647-734

26. BHERRSTEES
26.1 EH&EERSETT
‘// et b EE

ELRELMEHIRSE3697&#i8S
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