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1. Rt
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(3) BIrDEE
HIRD THDLRXFTHvH LA, GEEO TVTRS] L7,

2. — &%
(1) 4 (BB
L _RFFEH A (JAN)

(2 #4 (WMa%)
Levetiracetam (JAN, INN)
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Amide type nootrope agents, piracetam #%5K : -racetam
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HsC NH:2
HN. _O

T
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733« CsHi1aN202
Sy f&E : 170.21

5. L& (WA XIEFXKE
(29)-2-(2-Oxopyrrolidine-1-yl)butyramide (IUPAC)
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S
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JaARNAa—RAF NY LA BRE
KT AT, RE Ry, ATT YU U
v R LA, RV E= AT La—)b
Gy T Afed), Bk 5 ~rn=
—/L 4000, Z#/V7 | A= BR{GEk

(2) BREFORE

% L
Q) RE
L

3. RIBAREDHEREUVERE

L

4. Hifi
L

5. BAT DAIREMED &% 53R

MG R L




6. HEANDBEFHTICETHREM
(1) fnisEakER 112
<VLAR_F T X LEE250mg [VTRS| >
ABRGME £ 4022°C, T5+-5%RH
@O PTP@#% (73 vu—, #4H)

HH Hirs BR A 1A% | 3»A% | 6 v A%
HFOOEHEDO T 4 v ha— .
Pk FROHMPOZ A4/ we | Bl | sl | ZeeL
T A TEE
B (1) KO RIEDE LW ey — — Bk
HEHAK D L_F T2 H LD
- v — 7 R OBEERIE D LT
B 2 = — — &
R (2) S D E ey T A WA
1T LW
R AR 1E 2 DFERFMEL R © 0.05%LL T N.D. 0.00 0.00 0.00
e ARHEEYE R : 0.4%LLT 0.00 0.01 0.00 0.00
L 5B
N 0.5%% 0.00 0.00 0.00 0.00
ST b oLl T
Koy (%) 1.0%LLF 0.30~0.35 | 0.31~0.34 | 0.41~0.48 | 0.28~0.35
AR — B s o s —
. AL 2. HEREAREZITD
R — PR R . 0.9~1.8 — — 1.2~1.8
Al — R LE,HEATS (MEHE
15.0% & 2 72\)
TR (%) 15 2y M OVEHEIT 80% LA E 88~101 83~102 88~101 89~101
EEar (%) 95.0~105.0% 98.7~99.6 | 99.0~99.8 | 98.6~99.4 | 98.7~99.5

£va> h n=3 *: 42y b n=10X3 ok Koy b n=6X3

©@ RNV =F L BRSO (R 7L ol y o7 M)

HH Hirs BH AR Lr A% | 3»H% | 6 0 A%
HFROBMHIEDO 7 4 )V a— R
Pk FROHMBOZ A & | BAaL | Bl | BsL
T AU TEE
B (1) KO RIEDE LW WA — — Sk
HEHAK DO L_XF T H LD
e v — 7 R OEEYSHR D LT
PaaER (2 ST — _ PN
TR (2) S D E ey T A A
AP
LS SR fiE 2« DI : 0.05% L1 F N.D. 0.00 0.00 0.00
HHxw'E ARHEEYE R : 0.4%LLT 0.00 0.00 0.00 0.02
il R
N 0.5%% 0.00 0.00 0.00 0.00
ST b JoRL T
Koy (%) 1.0%LLF 0.30~0.35 | 0.32~0.35 | 0.40~0.50 | 0.36~0.42
AR — B s o s —
. ABRE 2. HERERREZITD
U 1A — P B B . 0.9~1.8 — — 1.2~2.1
Al — R LE,HEATS (MEHE
15.0% & B 2 72\Y)
TR (%) 15 2y M O¥EHEIE 80% LA E 88~101 88~101 87~102 88~102
EEabr (%) 95.0~105.0% 98.7~99.6 | 99.0~99.5 | 98.7~99.5 | 99.0~99.6

vk n=3 *: 42y b n=10X3 ok Koy b n=6X3



<ULAR_FFEH LEES00mg [VTRS] >
SERSAE - 40+22°C. 75E5%RH
@ PTPaiE (7 vm—, #5H)

HH Hirs BH A E Lr A% | 3»H% | 6 0 A%
&0, D Ef OFEMED 7 .
PR %/l/b ;iﬁiﬁ ‘/*;;ﬁ A oL | 2fe7el | Efbi L
B (1) B RIEDE LW ey — — Bk
HEHAK D L_RF T2 H LD
S E— 7 L OEHEIRIE O LT N B B N
TERERER (2) S D E e T A WA
1T LW
R AR 1E 2 DFERFMEL R © 0.05%LL T 0.00 N.D. 0.00 0.00
e ARHEEYE R : 0.4%LLT 0.00 0.01 0.00 0.01
fii;ﬁw 0.5%LLF 0.00 0.00 0.00 0.00
Koy (%) 1.0%LLF 0.21~0.24 | 0.20~0.26 | 0.23~0.26 | 0.22~0.26
AR — B s o s —
. AL 2. HEREAREZITD
U 1A — P B B . 0.8~1.4 — — 0.8~1.5
Al — R LEEATD (e
15.0% & 2 72\Y)
TR (%) 15 M O HERIT 75% L F 77~99 78~96 76~94 80~97
EEabr (%) 95.0~105.0% 98.8~99.3 | 99.1~99.8 | 99.0~99.7 |99.3~100.0
£m v b n=3 *: 402> b n=10X3 ®k 0 0y b n=6X3
@ RNz F L UREERSAE (R oLy v )
HH Hirs BH A E Lr A% | 3»H% | 6 0 A%
&0, D Ef OFERED 7 .
PR %/l/b ;iﬁiﬁ ‘/*;;ﬁ A oL | 2fe7el | Efbi L
B (1) KO RIEDE LW ey — — Sk
REHRR DL _RF T2 H LD
e v — 7 R OEEYSHR D LT . .
ol & — — &
TERERER (2) S D E ey T A A
1T LW
R R 1E 2 DFERFWEL R © 0.05%LL T 0.00 N.D. 0.00 0.00
HHxw'E GRHEEYE R : 0.4%LLT 0.00 0.00 0.00 0.02
fii;ﬁw 0.5%LLF 0.00 0.00 0.00 0.00
Koy (%) 1.0%LLF 0.21~0.24 | 0.24~0.26 | 0.27~0.32 | 0.30~0.35
AR — B s o s —
. ABRE 2. HERERREZITD
U 1A — P B . 0.8~1.4 — — 0.7~1.4
Al — R LEEATD (e
15.0% & 2 72\Y)
TR (%) 15 M O HERIE 5% 0L E 77~99 80~100 77~99 79~101
EEabr (%) 95.0~105.0% 98.8~99.3 | 99.1~99.7 | 99.2~99.8 | 99.3~99.7
£m v b n=3 %42y b n=10X3 ®k 0 £y b n=6X3

IR (40°C, FEXHREE 75%. 6 # ) DOFFR. L _XF T8 L5 250mg [VTRS] KL~ F
ZE 4 LEE500mg [V TR S| (3@ HEOHEGHE FIZBWT SEMEETHD Z & RHER ST,

10



(2) MaiLRE e EMERER 1814

<UL ARFTEH ABE250mg [VTRS] >
O WEITHtT 22 EMERE [40°C, 20 X, AT

HH TR BR A Ly A% | 3 A% | 65 HH¥
HOOEHED 7 4 Vv Aa— . . . .
Ptk FROEMIPOZ 1 /5= e e e e
T A TEE
LR SR 18 2 DFERFIE BE 1 0.05%LLTF 0.00 0.00 0.00 0.00
e GRHEEYE R : 0.4%LLT 0.00 0.00 0.00 0.00
i SR
N 0.5%%L 0. N.D. N.D. .D.
S L % LA T 00 N.D
Koy (%) 1.0%LLF 0.14 0.28 0.42 0.31
TR (%) 15 S DA 1 80% LAk 99~101 101~103 94~102 96~101
EERR (%) 95.0~105.0% 99.8 99.2 98.9 99.3
W W OSFE)E (N) 129.9 133.1 133.9 131.7
n=1 * 1 n=6X1
@ WwEICT L EMNRE [256°C, 75%RH, KHT]
EHH JRKE R 4R 1 5 A% 3 5 A# 6 » H
FHOKMAED L o—
PEgh e R o o o o
T4 T BE
i R M8l 2 DFEFIE R : 0.05%LL T 0.00 0.00 0.00 0.00
JEBE GBRHEGWE R  0.4%LLF 0.00 0.00 0.00 0.00
N 0.5%%L 0.00 0.00 N.D. N.D.
S R PR b
K5y (%) 1.0%LL T 0.14 0.70 0.86 0.91
TR HEER (%) 15 Sy ORI EEIE 80% 2L E 99~101 101~102 | 100~102 | 100~101
EEAR (%) 95.0~105.0% 99.8 100.0 100.1 99.6
T THE D SEH)fE - (N) 129.9 98.7 99.2 97.4
n=1 * :n=6X1
@ Jtizxt+ oL EMERR 25001k, 25°C, 45%RH]
IHH Rt B bR 30 Hlx + hr|60 5 1x * hr 120 f b
r
HFROBHIED 7 4 )V a—
Pk REAOHNBOZ 115 e e e e
T q T E
il SR il % ORI E B 0 0.05%LLF 0.00 0.00 0.00 0.00
MHixm'E ARHEGWE R : 0.4%LL T 0.00 0.00 0.00 0.00
N 0.5%%L 0.00 N.D. N.D. N.D.
e B pAT
K5y (%) 1.0%LLF 0.14 0.50 0.47 0.49
A ERE (%) 15 3 DA =R 1T 80% L1 1 99~101 91~102 98~102 95~100
Emabi (%) 95.0~105.0% 99.8 100.0 99.3 99.8
W JE THEOSEIE (N) 129.9 125.1 124.7 127.4
n=1 * :n=6X1
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<UL AR_RFT7EH ABES00mg [VTRS] >
O BTt 22 EMERE [40°C, 20 X, BT

HH TR BR A 15 A% | 3»A% | 65 A
WL HEDOERAY OFEHEO 7 N N N N
HRIN b g WA WA WA WA
LR SR 1E 2 DFERFMEL R © 0.05%LL T 0.00 0.00 0.01 0.00
e GRHEEYE R : 0.4%LLT 0.00 0.00 0.01 0.00
i SR

N 0.5%%L N.D. N.D. .D. .D.
S L % LA T N.D N.D
Koy (%) 1.0%LLF 0.21 0.23 0.28 0.29
TR (%) 15 S DA 1 80% LAk 87~99 89~100 88~99 82~97
EERR (%) 95.0~105.0% 99.6 99.7 99.1 99.2
W W OSFE)E (N) 161.0 165.7 165.1 162.4

n=1 * :n=6X1
@ WwEICT L EMNRE [256°C, 75%RH, KHT]
EHH JR RGN 1 5 A% 3 5 A# 6 » H#
o HEOOERAY OFEHED 7 N N N N
PER AT g A bk bk bk
i R M8l 2 DFEFIE R : 0.05%LL T 0.00 0.00 N.D. N.D.
JEBE GBRHEGWE R  0.4%LLF 0.00 0.00 N.D. N.D.
N 0.5%%L N.D. 0.00 .D. .D.
S b RELE \.D N.D
K5y (%) 1.0%LL T 0.21 0.98 0.98 0.91
TR HEER (%) 15 Sy ORI EEIE 80% 2L E 87~99 98~103 98~101 98~101
EEAR (%) 95.0~105.0% 99.6 100.3 99.3 99.9
T THE D SEH)fE - (N) 161.0 116.2 120.0 120.8
n=1 * :n=6X1
@ Jtizxt+ oL EMERR 25001k, 25°C, 45%RH]

IHH Rt B bR 30 5 x+hr |60 x - hr IZOflx )

r

M HEOERRAY OFEHIED 7 N N N N

PSR S AT—T T A WA A Bk

il SR il % ORI E B 0 0.05%LLF 0.00 0.00 0.00 0.00

MHixm'E ARHEGWE R : 0.4%LL T 0.00 0.00 0.00 0.00

N 0.5%%L N.D. 0.00 N.D. )

e Rt o T 000
K5y (%) 1.0%LLF 0.21 0.46 0.49 0.51
A ERE (%) 15 3 DA =R 1T 80% L1 1 87~99 79~91 82~94 82~94
Emabi (%) 95.0~105.0% 99.6 100.0 99.5 100.0
W JE THEOSEIE (N) 161.0 159.3 159.9 161.3
n=1 * :n=6X1
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7. RRERUVEREOREN

A% LR

8. AL NEAEILL (MELFHMELL)

S PERH L

9. BHH
i ) 15 10

<LARFFEH LEE250mg [VTRS >

G BN 28 0 BRI O AL RSB A BT A > ) (CFRk 24 4 2 A 29 H —dIE KA
FTARFE 0229 55 10 75) ([THESE, L_XF T X LEEH00mg (VTR S| #EUER L LTLRFTEHZ A
$E 250mg VTR S| OEHREEE F L7-E. wWiho

. WRFNIEMFERICRE E Al ShT,

RERE RERTE RERTRE []HR %L
X Rk pH1.2 (A ARIER IR 1))
pH5.0 (8 7= Mcllvaine DFEMER)
e 900mL 50rpm
pH6.8 (HAFEm i ek 2 #7)
7K
n=12
120 VB HEBRFE R (pH1.2,/ 50rpm) 120 B HEEE R (pH5.0,/50rpm)
100 100
4 80 V& 80
b
H 60 % 60
;% 40 —a— FEHERIF (FE5. 500mg) ;/: 40 —a— BB (355, 500me)
% 0 —e L < FSUEAG0MIVIES) o 9 " ‘
—o— L~ F S AL FE250mel VTRS |
0 : : : ) 0 : : : )
0 b 10 15 30 0 5 10 15 30
ERBRITIR e (4 SR BRI IR AN AR (4

B ELBRAE R (pH6.8,//50rpm)

120 120
100 100
0 &0
H

z, .

% —a— {EHESIF ($EF. 500ms) f{g
20 —e—L < F SR §i250meVTRS | 20
0 1 L 1 J 0

0 5 30

10 15
HBRRIREES A (5)

13

B HEBRFE R (K B0rpm)

—o— {RHERLF (5EA. 500me)
—8— L~ F T2 §i250meVTRS |

0 5 10 15 30
FERIR S (53)

AEBRIRIC BV T IR B O RS VR &




HZRE O RIFIEOHER R (1) FEIEH =R

F#i53 (rpm) 50
BRI pH1.2 pH5.0 pH6.8 K
HEREM (4) 15 15 15 15
} FRAERLA 95.9 96.2 91.9 90.0
SRR —
(%) BRI 99.1 100.2 97.2 99.1
7= (%) 3.2 4.0 5.3 9.1
85%LA |k 85%LA E 85% LAk 85%LA E
) Y
UF£10% LN | XUT£10%LIAN | Xi3+10%LIN | XUE+10% LI
HE Sl Bk e Bk

BHIZEB O RIFIEOYERSR (2 %« O

[Fl#s%L (rpm) 50
BRI pH1.2 pH5.0 pH6.8 7K
HIEEER (9)) 15 15 15 15
S E 99.1 100.2 97.2 99.1
B LA
‘ KA 99.8 101.3 99.6 100.3
%) e/ IME 97.4 96.7 94.9 96.2
N -1.7 -3.5 2.4 -2.9
£15% (1 f#LL
] 0 1 0 {i 0 1 0 {
) FEE )
£25% (72 L) 0 & 0 & 0 f& 0 &
HE Sk Sk A Sk

<V RFTEHLEES0mg [VTRS] >
[T = IS DR FRIRIEMERER T A 874 ) (CERL 24 4 2 A 29 H—#iE EAEFAR 0229 5
10 5) ICHASE, LRFTv X L 500mg (VTR S SAEHES (500mg) DEHRERA 30 L 7=
B LRF T X ABES00mg [VTRS | W FHORBRIEICEN T HIRHZEE 2L LIS 28 0%
{ELHE D) FEE T & LT

PBRE BRIk BRI [EILTRE
2R pH1.2 (H AR G HEREE 1)) 900mL 50rpm

pH5.0 (& 7= Mcllvaine ¥Z{EiK)
pH6.8 (HAFER I R A 2 i)
K

14



B HE RIS R (pHL.2,//50rpm)

—o— (BRI (5251, 500me)

5 10 15 30 45
BRI REEERE (53)

B HFAERIE R (pH6.8,/ 50rpm)

—o— L F SR FFH00meVTRS |

& HE RS R (pHB.0,/ 50rpm)

—o— FEHERIF] (FEF], 500ms)
—o—L R F S RLFE00meVTRS |

5 10 15 30 45
BRI EREEE (5)

B HE RIS R (K 50rpm)

120 120
100 100
7 80 & 80
Hi60 H g0
% o B (53R, S00me) % —— FEABIRI (377, 500me)
~20 —o— L ~F SR LFE500meg[VTRS 20 —e— L~ F S & 55500mel VTRS |
0 : . ' 0 : : : . '
0 510 15 30 45 0 5 10 15 30 45
BRI IREVESRN (9) SHERTRIREVRS I (43)
T B O FA UM O H) E A F
[Flis%L (rpm) 50
R E pH1.2 pH5.0 pH6.8 7K
HIERES () 15 15 15 15
FEE HE LA 93.1 87.5 +94.7 95.1
SR —
(%) ERHLA 95.9 96.2 +91.9 90
0O
7= (%) 2.8 8.7 -2.8 -5.1
‘ 85%LA 1 85%LL I 85%L4 I 85%LL I
) FEvE
SAFE15% LA | UF£15% AN | UF£15% 00N | 3£15% LN
HE A Bk Bk Bk
10. &5 - 8%

(1)
L LR

() a%

L RFF & LEE 250mg + # 500mg VTR S|
100 # [10 6 (PTP) x10]

500 $& [/37]

Q) PREE

BARWANA

15

RS ELGER - A, NENERTERR - ARICHY AER



11.

12.

4) BHROME
L RFF & LEE 250mg + # 500mg VTR S
PTP>—h: Ry, 7A3IE
AV (NZ) AR —RV=F Ly Tyl =R 7rE LY

AERE SN L EHE
Bz L

g2k
A% LR

16



V. aRICET 45IHE

1. HEEXRIIHE
OTANAVEEDHDHIE (ZRESIRIERIEEZED)
OthOMTANAETTHLEIELAZROONENWTANAEEDRERARREIZIRT I TANAEL
DB RA’E

2. PEEXIIHRICEET 5FE
RESH TV

3. AERUHAE
(1) AERUAEDMESR

6. HERUHAE

BN EE . RAIZIXL_F T X AL LT H1000mg 2 1 H 2 BN TRAOKET 5, 72
BIERIZEY 1 H 3000mg %48 2 72 Wi Cill I 5 2%, R 2 WL EoMEE
HIFT1HHEL L TI1000mg L F92179 Z &,

AN aEE . 4L EO/NRIZIZLRF T X AL LT 1 H 20mgkg & 1 H 2 BN TRAO&
59%, 728, JERICEY 1 H 60mg/kg % 2 72\ & T BT 543, HEElE 2 #HH
U bofEzZH T C1 HHARELE LT 20mgkg UL F92175 2 &, 7272 L, IKE 50kg UL ED
NRTIE, AR CHE - HEZHWAH Z &,

(2 FERUARORERE - B
DR L

4. RERUVAEICEET HEE

1. RZERUVARICEET IR

7.1 AFZRERREICH L THEAT 25 810E, Mo TADAKE AT S 2 &, SRERARE
VEIZ %92 ARFKI BB 5-C O RRRFRER 1252056 L CTUVh7eu,

1.2 BHREEEZ G T R NBF AN Z G T 25513, TRIORTZLvT7IF=27 07 7 Al
5B L UTARAIORGERORGMBZHETT 52 &, £, MKET 2320 TV DA EE
T, ZVT7F=0 7 V77 AMEICE U2 1 BAEIDIZ T, MENT % % L 7-% ICARH O
BINEEEZITH) 2L, B, ST TRLTWDOHELAUCHEIZY I 2 Lb—r g URERIZESS D
DTHHZ D, FREZLICEBICER LA2NL, AELROCHEZHRE T 2L, 2, B
PERERE E A2 A 3 2/ OV T H BRERE D FREE TS U T AHI 0 $e b8 J OV - [H10 4 Fi i
THApLEEICES TS 2L, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 &[]
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IVTF=V )T 7% BT | MiEENT %
>80 >50-<80 >30-<50 <30 )
(mL/min) BRERE | OMKAE
1000~ 1000~ 500~ 500~ 500~
1 H&E &
3000mg 2000mg 1500mg 1000mg 1000mg
1= 1 [=] 1= 1105 1 (=]
SR E N 500mg 500mg 250mg 250mg 500mg 250mg
1H2MH 1H2MH 1H2MH 1H2MH 1H 1M
1 [ 1] 1m NEE] 18]
b 1500mg 1000mg 750mg 500mg 1000mg 500mg
1H 2/ 1H2[MH 1H2[MH 1H2[MH 1H 1M

1.3 HEOIEREEDH 2 EE T, HEToOZ LT FUEANMETLTEY, ZL7F=21
T T 2 AE S TIXE R RERRE ORRE 2/ Nl 9 D ATREMEA D D T E D K VAR & B

e i, [EE| :E%%éﬁ%—f LR HELAOCHEEZRE T2, [9.3.1, 16.6.3 &
]

5. ERERAUAA
(1) BERT—%/8yr—3
LR L

(2) BRERZEEHER
HEERR L

Q) AERGERRHER
FEERR L

(4) HRIALAIEAER
1) BZHEREERER

(TADNABEDERIRE (ZRELBIEREEZED))

ENEIAERE (A Eﬁlﬂﬁ;ﬁ)
BRI TP LI SIIZE D BIEE AT 5 16 U EDBEZE x5 & LT, bF T8 X L1000
~2000mg/ [ (1000mg/E| BB G IS RAEDN 2 D LT 5B 2000mg/ B IZHE ) XiE 3000mg/ H (3§
TEOFEEIZ 23030 53, 3000meg/ H IZHRAITIE) ZHEANC TRAKEG Lz &, FEFEHEA TH
% 1000~2000mg/ H B D F G-I B2 31T 5 6 » A RIFIEIE KRB OFIA 13, 73.8% (45/61 1)
T > 72, 1000~2000mg/ H FED Fe A& 3Tl A BT 1 AR BIFVER R HBE OBIA I 59.0% (36/61 Hi)
Tholz, E£72. 3000mg/ HFEZIRIT D 6 1 ARIFIEHAEE OEFIGIT 22.2% (2/9 1) . 1 4%
VB BFE OEIAIE 11.1% (1/96]) Th-o7-17,
RITEFFBUBE X 54.9% (39/71 ) Th o7z, FRFENWERITEIR 32.4% (23/71 ) Th o7z,

18




EMREI/MMERR (A, StREX)

L _RF T4 A 1000mg/H, 3000mg/H N N7 TR %E 12 @R D& BEFEOFTADARKL
OO LA, FEFHMEEA TH 2B H 720 O RIERED R TEOEBY THY, 7
FHRREL LAR_F T & LR (1000 KO 3000mg/ H) W NZ L_F T+ % L 1000mg/ HFHE DR T
Mt FR A B ZANED bz (2R EH p<0.001 W ONZ p=0.006, #5-#EZ K1, BIZEHMICE
T DX U T2 B 72 ) O RAERE A A & L 5 LSBT . k. BHECE T D 50%
VAR —L— Lk (l&H720 OFIRIEREABIERIRM & T 50%2L Ltk L= BE0FIE)
X, 77 B AREE 13.8% (9/65 f3i]) . 1000mg/ H & 31.8% (20/64 1) . 3000mg/ H #% 28.6% (18/63 i)
ThHotz 18,

BdHt=-Y OE D FEREHD TSRS BiFD D
il %5 . i [95% (S 5EX ]
U mmwm | m@Ewm | momeo (pf@ )
75 AR 65 2.73 2.67 6.11
18.8
1000mg/HEE | 64 3.58 2.25 19.61 20.9 [6.0, 29.9]
[10.2, 30.4] (p=0.006)
\ (p<0.001) 23.0
3000mg/ A | 63 3.44 2.08 27.72 [10.7. 33.6]
a) BIEY M K OFEM I I O i 7 — 2 234 > T D IEFIEL

b) HgfiE
c) AL I IS < b
d) FBE5EEZRF. BEPBICBT 208 LB H 7= 0 O RIERE 2 88 &4 2 AR T
HE A I M OFEA I o0 B VR P Z8 B FE 13 1000mg/ B % 5-8 T 56.9% (41/72 1) . 3000mg/ H #%5-

BT 54.9% (39/71 fl) TH - 7=, ERENWEMIX 1000mg/ B #% 5 T. {HIR 13.9% (10/72 ) . &0
SA 8.3% (6/72 f5]) . FFEMWED F > 8.3% (6/72 f51) . 3000mg/ H % 5-#E THEIR 9.9% (7/71 1)), &
MHEEZ 8.5% (6/71 B) . HEMWED F U 5.6% (4/71 ) TH -7,

RNEMMERER (A, SFREEX)
L _FZ & A 500mg/H, 1000mg/H, 2000mg/H, 3000mg/H } ' 7" 7 &R % 12 @ E#E O£ 5
EEFEOHLTANAIE L OHR) LeGa, FHMIEIC I T 288286 0 & 72 ) O3 1E
B R (R fiE) 13, £ 12.92%, 18.00%., 11.11%., 31.67%}&% (N 12.50% CTH v, FH
FHMETEH TH D L_F T & H L 1000mg/ HEE, 3000mg/ HEEL N 7 2 AREED 3 BER] COFEAm M
B LBIEWIN S O BT 0 OFRSFIEERBDRIZ, FEHENREREETED b kol
(p=0.067\ Kruskal-Wallis 7)., 723, FHIZHBITDH 50% L AR X —L— ML, 77 BRH
11.6% (8/69 fil) . 500mg/ H#f 19.1% (13/68 f5il) . 1000mg/H #f 17.6% (12/68 f3) . 2000mg/ H ##
16.2% (11/68 #). 3000mg/ H#f 33.3% (22/66 i) TH -7 19,
B ] R ORI R o0 BV FH S8 B S 1. 500mg/ H % 58 60.6% (43/71 1) . 1000mg/ H £ 5-#%
61.4% (43/70 f51]) . 2000mg/ H % 5-8 58.6% (41/70 1), 3000mg/H & 5-#f 64.3% (45/70 f5) T
otz FRRIERIL 500mg/ H £ 5T, SIHIEZK 14.1% (10/71 1) . FH 9.9% (7/71 1), #
D EV 7.0% (5/71 fi) . IR 7.0% (5/71 #1) . 1000mg/H #5-# T, SMHEEZ 18.6% (13/70
B) . IR 10.0% (7/70 #1) . 2000mg/ H & 5-#E T, IR 17.1% (12/70 f) , SMHIARK 15.7% (11/70
Bl) . P15 7.1% (5/70 #i]) . 3000mg/ H # 5-HF T s HEHZ 21.4% (15/70 f) ., IR 17.1% (12/70
B) . PR EREIA 7.1% (4/70 ) TH o7,
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ERR ARG 5EHR
FEINE I/IAERRER (BN, OFFREE) 258 T L2@BE 11 a4 s LT, L_F T4 A 1000
~3000mg/H % 1 H 2 AN/ TRAOKES Lz L S OESREREIIUTO LY Th o7 2022
ARBRIZSIN LT D 5 B 76 I D% EHE S -kt BAT LARBR A K T L7z (24
~36 » AT 164, 36~48 » HT47 4, 48 » ALK T 28 i),

6.00

() il

5.00

4.00

FE30M 567 50

3.00

[ I []

l\"\q»—i - (29) @2 13

(55 109 B 8

Ml 7z Y DRy FEAE B Y

51) (1500

151)

(135) (103) (96)
(122)(117) ©91) (89 (8) 85 B (78 (77 7o) 60

L DDA A3 A A3 A3 A3 3333333333333
N v‘\\\\\\\v‘\v‘\\\\‘4\‘4\@\

' DD
W o AP AP AP AR N A e o WSS
ol N N R Y N AN S R R R o
& ® AN NI

AT
BIVEF B EARIE 1T 92. 1% (139/151 ) Th-o7-. FE2BIERIZEEEES 55. 6% (84/151 ) .
GEYR 24.5% (37/151 f5)) . ftHRR 22.5% (34/151 f5) TdH -7,

ERNFEMMERER (NR)
BEAFOPUT Ao VST 223 BB R DG DR WIS BAEZ BT 5 4 mlh b 16 Bkl D/
IRTAMIBE 130235 E LT, LR_XFFE XL 40 Xt 60mgke/H (KEH 50kg BL X
2000 X% 3000mg/H) % 1 H 2 [ENZ431 T 14 @R AL BEFORTANAIEE OHFHE) L
& & FEIHMBIEE Th 2B D OB B 72 O HAERIEI 2 0 YLAE (95%(F HE X [E])
1%, 43.21% (26.19%, 52.14%) Toh v | FIEHEE DR BFED b iz,
£, MR TADAUBRE 55 B 14 LS L_F T & & 4 20~60mg/keg/H  (KE 50kg DL B
1000~3000mg/H) % 1 H 2 [ENZ/01T Tk G- L7z & 2 OERGRIEREIILL FO LB Tho7z

23)

o

20
() : %

18

=

K 16

S% 14

B o

E o 12

iR

8, 10

IS i

N

s g 73)

SR

S H g

"2 F (73)

<8

= (55) (29) (14)
) (54) (53)

0 1 1 1 1 1 1
WA RAUNIR RERERS  RERERYG AERERYT  AREERS AERERYS
(14#) 1H~3»H 3~65H 6~97H 9~12»H 12~155H

BIWEH AR 1L 58.9% (43/73 #) ThoT=, ERFIEAIL. IR 42.56% (31/73 ) TH -7,
F 72, BEBREMEAEY EIER) 1, P EREED 1.4% (1/73 B1) . EMmEREIEM 1.4% (1/73 f1)

ThoT,
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2) REMHBR
LB L

(6) BE - FEARAR

MO\ TANMAETHRLGHNENRO ONBVTANAEEDRERAKREECHT IR TANAE

& DHRRE)

EfR£RFEIHEGER (A

BEAF DHUC AD A TH O 22 3B RS SR WIREFNREIEEZ AT 2 16 L EoTAMN
AEBE 251 Bl (HAAN 43 Bl gie) 265 E LT, LFTEH A 1000 #5 L < 1T 3000mg/H
(1000mg/ H M & 52 Bt L, &5 8 £ TITHIEN A B L2541 2 KR T 1000mg/ H 37>
3000mg/ H I &) X7 78R % 28 MM AL BEFOITANAIRKE OPFH) Lz &, &
LR H Cd 2 BEHIMN 6 Ol & 72 » OFMEFRRFEEEEHDRKITTROLBY THY, 77
BRI E VAT T X LAFEOM THEHFRZRAEZNF O bivlz (p<0.0001, #5-# & ONE % K1,
BB T 2 & 72 0 OMERIIERES 2 L& & T 5 35 H ) 22,

W 7= Y ORE RIS VR ED) 77 R ANHE L DEY
o — : - [959% 1= I #]]
B2 TR R T 2R (%) (pfi)
75 R 109 0.83 0.65 19.64 56.13
[44.02, 68.24]
LT T8 MY 117 0.89 0.16 76.98 (p<0.0001)
a) Full Analysis Set
b) LA

c) WEREEONEZR T, BEMBICBIT 5 H7- 0 OmEMAISIERE 2 288 L 4 5 L5 8T
FIVE AR 1T 23.8% (30/126 #3)) THo7-, F2EIERIIEIR 2.4% (3/126 %) TH o7z, F

7o, EREERAEERY GEUWER) . IRPEBABME 7.1% (9/126 #1) . I/MKEE) 4.0% (5/126
) . R EREE A 3.2% (4/126 1) Th -7~

EWNEIARER NR)
PR DOPLT A DA T3 2 BB RS SN2 W BRIE R IEEZ AT 5 4 mLL b 16 sk
DO/NETANAERE 13 FlextR e LT, LRFTE'H A 40 T 60mgkg/H ((KE 50kg LA EIX
2000 (% 3000mg/H) 7% 24 #MHFE &G BEFOFTANAZEE DOOFH) L& & FEEEHiE
HToh 2B O O & 72 OSRE RRIEAEEEI D RO Jufilfl (95% (X)) 1%, 56.52%
(-15.74%,98.18%) T -7z 29,
BIVEHIFE B IE 38.5% (5/13 f5]) T o 7=, BIMEMIIEIR 23.1% (3/13 f51]) . dEEFEIE 7.7% (1/13
Bl) . SEIE 7.7% (/13 B, THI 7.7% (V18 B) Thoiz, Fiz, EERBREMRET @IEH) 1.
DEX QTR 7.7% (1113 ) THh o7z,

ROAMKIE SRR (BRARU/NMNR)

[ B 3 [R]85 AR RRBRAE L < 13/NREPNE IR A 52 7. UL EREIER 2 MR & W R AR 157 0
To b 20 WURRICH IR L7 AR NS 44 B2 k5 L LT, BN (16 Ll b)) TIELRFT&H
2 1000~3000mg/ H . /NETIZ L _F T+ Z A 20~60mg/kg/ H (K HE 50kg LA 1 1000~3000mg/
H) Z&O&FE5LE &, W47 0 OMERCEEREIILL TO LB Th o7 2627,

21



() pI%
(43)

43) 19)
0.8 (32)

0.4 [—f 9

(41)

0.4 ; @8) 22) 9 TEIRNNTEY

(BB, HE3PY5 L)

W 7z Y ORI FARFELE R D L fE

> > >

\ul M N ] v i N
> © [~ P ) A Q el ©
vg& & o ca’\ N (0/\ %;1, Pl {‘L /\/‘b Q;b Q)/‘b
@ & N A
& & A

RIVE S B 1X 38.6% (17/44 1) Th o7z, FERENWEHIIMEIR 11.4% (5/44 #) Th o7, F
7o, ERRERAE SRS (RIEHD) 1%, OEN QT ER 4.5% (2/446), 77 =TI/ P70 A7 =
7 —EHM 2.3% (/44 ), TANRTGXU]@BT I ) v T A7 27 —EHM 2.3% (1/44 f5) . C-
BOSHER FHEIN 2.3% (1/44 1)) . KPS 2.3% (1/44 #) TdH o7z,

(6) AEAIGRA

1) FERARERE (—REARERAE. BEEAAERE. FRAMBLERRAE) . RERFRT—F~A—
ARAE. RERTERERZBRONE
Y L7

2) EBEUELTERPEDNNEREEEL-HAE - RBROBE
M LR

(N Zotth
M L
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VI.

”»

EFEIEICRI HIHE

1. REZFHICEEHSELESYMRITEESYE
Tx= b, ANATEEL ANV T BT YU LA ZaFBRA YW IR T aaAF A
TN F o FETw—FEOTE RN F
R BhED S HILEMORIRE « SIRFITEFH OB LELSRT D &,

2. XBE#%HR

M

)
1)

2)

3)

©))

EREME - e

LRF T X ML, FEEZEEREOEERA AT ¥ 3V EFHA L0 UV MiREERD 7 A
IMETZAEE 2A (SV2A) L OfEA 12, N B Ca2+F v 1 /LFE 9, Ml Ca2+0 el «.
GABA KOV o UAEEWEBTICT 27 v 27 U v 7 LEOG] 5 ke o@E 22 F e o
i O 7o ERHER SN TN D, SV2A KT DAEA BRI & AR C AN AT T T D FEIEM
FIVER & ORICITFBENRD HND T b, LRF T Z AL SV2A OFEENR . RIEMEIERICE
HBLTWAbDEEZEZLND T,

EFRAT T HHEBRAAE
TAMAREIZHT H1EH
TR ) == TET N THLIRREBBITOVNAETT VKRR F LT T — L iks
TFORAET VR ETIEE, TONABRWER 2R S /e o072 289 03, ARESHILY v R v 7~
228 NRUOFLUF RIS —AF U RY Ty 22 Pah L I, = BEREDT v
k28 A KT AT VERERMCANAT v b (GAERS) 29, BEEMEFRIE~ 7 2 30 72 Oy
BB, BRRFEVEE M LT CADABIMTET MZBW T, RBIEMGIER 2R Lz,

RTAMAREER
FREEBESHNEY  RY 7Ty MZBWT, 2 R v 7R E i Lz sY,

PIREEICHT S EDMmDER

7w @ Morris /KRR CRRAWERBICE B A LT ST 32 m—¥—n v FRERCILER)
PEREIC B2 RIE X I o Tz 28

T, PRMEBIIERR T » MCBW TSR EIER 2/~ LT 39,

{EFRSE TR - Fristiefl
R L
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VI. BRI HIEHE

1. IPREDHR
(1) AELEHGmPEE
MR L

(2) BRERFRBRTHEESN-NFRE
[AAA]
1) BEEEE
R A LT F & & A 250, 500, 1000, 1500, 2000, 3000, 4000 {¥), 5000mg i) (&5
B 64l ZEMEMFICHEIROZES L&, TRTOBLERETLRF T4 L0 Mg E T
BATIE 1 RIS @iz R Uy IR (Twe) 3B G-EIZH Db LT T~9 R Th o7z 3¢,
B[] 5 D SR B RN T A — 5

HEE Crmax tmax AUCo-48n t1/2
(mg) (ng/mL) (hr) (ng - hr/mL) (hr)
250 6.9+1.3 1.0+0.6 56.7+6.2 6.9+0.9
500 16.444.8 1.0£0.6 148.7+18.4 7.9+1.0
1000 29.7+9.3 0.8+0.6 288.9+34.0 7.9+1.0
1500 40.8+7.2 0.8+0.3 458.1+50.9 8.1+0.4
2000 53.3+8.3 0.8+0.6 574.6+£71.4 8.0£0.8
3000 892.9+7.4 0.6+0.2 925.2+102.1 7.8+0.8

4000 ™ 114.1+£11.0 0.9+0.6 1248.2+152.4 8.6+1.0

5000 P 115.1+14.3 1.0+0.6 1363.3+151.9 8.1+0.7

¥R 6 ), THfEESD
Comax © BEMLPHRE  Tmax 1 g ML B2 R
AUC : i P 3&Wpi FE- et Fifg Tz« I

) ENTERS AR O 1A KE#GRIT 3000mg Th %,

2) REZE
BRI L _F T8 H AL LT 1A 1000mg ik 1500mg (5&E5E64]) 2 1 H 2[H 7 H
MG Lz &, &5 1HE (PSS &7 HH (R&REEGR) omfEhgesisdtici
5%%2~3ﬁﬁ:cmm%%b\%@%%8%%@%%¥ﬁﬁfﬁ?bkoik\mﬁ¢%
FEiEf 3 B BICIXERRBICET 2 Ll S iz 89,

SHAYEHRE 2000mg/ H (N=6) 3000mg/ H (N=6)
TA=S AR | BKER G | PIRIBE G | AREIR G
Cmax(pig/mL) 24.1+3.0 36.3+5.7 33.3£3.6 52.0+4.6
Tmax (hr) 2.2+1.2 2.8+1.0 2.2+0.8 9.5+1.0
AUCo120 191.8+26.7 318.3+63.2 253.7+30.3 445.6+56.9
(ug * hr/mL)
T2 (hr) 8.0+1.4 8.3+0.9 7.5+0.7 7.7+0.4
B fEESD
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3) REMIRAKRELBORSDOLER

fERERA 25 B2 L_TF T & & A 1500mg % 15 47
T ZLOEYTEANRTA—ZIFLUTOLEY Tholo, HAKERE LKL T, &
RFD Cmax 1349 1.6 5@ <. AUC KO TiplTFHLL L Tz, 2B, LRF T8 X AROEKGREOE
W ERIRI R IEAD 100% T - 72 30,
KP4 B R OEYERE T X —F

SEEHE SRR 5 (ERE 23 KA @

IRT A=K (N=25) (N=25) (90%ZHEX )

Crmax(pg/mL) 97.0[27.6] 58.9[37.0] 1.64(1.47-1.83)

(p;¥§ggh) 472.3[15.4] 487.4[15.9] 0.97(0.95-0.99)

Trmax (hr) 0.25(0.17-0.27) | 0.75(0.50-3.00) -

Tue (hr) 7.11[11.7] 7.23[12.7] —

LR

NIRRT A& G Lo L &, LT
G R AIRP 45 5

T EE [CV (%) ], Tmax I3HRAE R/ IME-F R A)
a) A ERIRPIB G DG

6~12 DO/NETANAUEEICL_RF T X L E LT 20mgkg ZHEFRAOKRG LIZLX, LRFT

T AOMIEPREIIHRGHITIE 2 IR EEZ R L, RN 6 R Ch o7z 3738 (ShE
ANT—4),
b Cmax tmax AUCo-24n te
(mg/kg) (ng/mL) (hr) (ug * hr/mL) (hr)
20 25.8+8.6 2.31t1.2 226+ 64 6.0t1.1
24 B (Tiz : 23 41)) . FE - IEHE R A

4) EMFEHRIFURER

<URF T X LEE250mg [VTRS| >
LARF T4 LEE 250mg [V TR S ik, [EESEZR D80 ERRA O A0 [R5
RZ4 ) OFRk 24 52 A 29 HEAEAT 0229 4 10 =)
[VTRS ] ZAEAERAIL Uiz b & IEHEE %

B A
ICHESE | LRF T B X Lk 500mg
U<, AR L i STz 39,

<UARF T X LHES00mg [VTRS| >

TR A BIEIC L A_F T 2 2E 500mg [VTR S| LA —4~7F§E 500mg DTNLTH 18 (L
RFFEH AL LT500mg) %, MARERBRROES L CiEh L XTI 2 AREZHEEL, 5
SNT-HENRE X T A —# (AUC, Cmax) 1Z2WT 90%IEHE X B THEHENT 217 - -5 5.
log (0.80) ~log (1.25) DFFANTH V) . WA LW LRI SEMENHER ST (F 8 ZF—"—1E)

40)

o
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HENNT A—H BENRT A —H
AUCO-48 Cmax Tmax T1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
LRF T & LEE
500mg [VTRS | 157.48+18.46 17.10+4.83 0.9+0.4 7.5+0.6
A —4 77 & 500mg 159.07+19.38 16.96+3.31 0.8+0.4 7.7+0.7
W R EZE (n=22)
(ug/mL)
25 ¢
20
il 15
i3
fP —— LRFFEXALES500mgVTRS)
R -0 A—% 7 §£500ng
g 10 (Mean+S.D., n=22)
5
>
5
0 - s

0 6 12 18 24 30 36 42 48
IRF [ (hr)
MAEFREW N AUC, CuaxZD/37 A — X%, #RE OBIR, AR OBIEE - BEfEZE 0

ARG £ - TR D FAHEMEA B 5.

(3) i
AR L

4) B - tREOXE
1) BEDOEE
fREEREA 12 B, LRFFEH A 1500mg & ZEfER I RZICHBEIR 0L Lz & & 228
IR & e T, BRI GRE T Tmax 2349 1.3 BFFIZER L, Cmax 1% 30% A% F L7223, AUC [E[R%
Thol- 4,

2) BrREOXE
D7z=ba >
T = M UOBEATRE TSI Ty hr— L TE WIS RIEIRER A IEEH T 5 %
ANTADIEE 6 BlaitEs, L _XF T H L 3000mg/HEZHAKEGLIZLE, 7= b2 D
I35 R RSB RE T A — Z TR RIE S b o T,
T 2= b Vb LRF B X LAOERYBIEIC B R RIF S ot 249 BHEATF—4),
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@ TOEF R L

RN 16 Bl 2RI A7 mig Y v AOEFRETICEWTLRF F 4 L% 1500mg
HEREORG Lz &, A7 e M) U AT LRF T2 AOERYEREICH RS KIE S ek
Sl LRF T AL vTaiEt N U AORYEIREICE RS KE S eh ol W GHEAT
—%),

QROMIE (TFZILIRAMSTH—ILERULKRI LT R RLILOEH]D)

fERERR AN &t 18 Bl &2 /f5ic, BOBHER (=mF =1 X 7 V4 —/L 0.03mg LV R L7
A RV 0.15mg DEAIZ 1 H 1) KOLR_FZ7EX A% 1[0 500mgl H 2 [F] 21 HEKER
A LIZEE, LRFTEZ LI T =LA N T VA — VLDV R VT A N LD E)
HBRT A — R B R RTE R oT-, BWRE O 707 2T 0 0 R OERTER R LVE
FEIIRIREE THERS L. R OB OB L RIT S eholz, RABTIKIL, L _XFT7EH
DO BREIC B L JE K7 p o1z 4546 SMEANT —4),

@odx> v

TERERR A 11 Bl gic, 3% (1 0.26mg & 1 H 1[A) KRL_FTEH A 1[E
1000mgl H 2 [B] 7 HIRER AT G L L &, LXF T X NIT IF T OFEYERE T A
— R E RIS o lz, VXV B LARF T X AORYEREIC B E MIE S o T
a0 SNEAT—4),

®IINTFY

7 hr e R OERIEREL (INR) % BAEEOGHNICHERF T2 X5, 9LV 77 U ok
B A0S 52 1 T B IERERR A 26 Bl &2 %212, U7 7 Uy (25~T7.5mg/H) KOL_FF
T4 1E1000mgl H 2\ 7 HRRKERAKG L&, LRFITEZLIULT 7 U VRE
WS BE RIEST, e b B URR SRR T e hoTc, UL T 7 U b LRF T L A
DIRMBNREI B RIE S RpoTz ® GHEAT—4),

®FaRRxT K

TEEERR A 23 5l & %6810, 7 X%y R (1[H 500mg % 1 H 4 [[]) K ONL_FF & # 4 1[[ 1000mg
1H2F4 HRKERNEG L&, 7Ry RIZLRT T AOEMEREICITREL K
EE 2o T2, FEHM uch LOBT OB 27 VT T v A% 61%K F &7z 9 GrEAT—4),

2. RMEERANSA—4E

(1

)

RT3k
U B L

IR
AR L
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Q) HEEEEH
LARF T &4 LfE500mg [VTRS] :0.0930+0.0078 (/hr) 40

@ 29U732R

DU

/NAR

AARANK OSNENDEFERAKR O TANAVBE (VT F=027 07T A 0 49.2~256.8
mL/min) 22O N MIET LT T v 2 ARET — 2 2 VT, REEHEEYE R AT 217
Slc, TORER, AT o2y s V772 (CLF) IZxt LT, K&, 3], CLer KOWHA
PLCAMAIE, AT ONMiEE (VIF) 1Zx U TRE, PRI CA DAL OB E ORERE
RAE (RERERRA U T AN ABE) DHEHAIICHE RN T & L CHEE STz 50,

PR (4~16 %) KON (16~55 %) DO TANABENLELNMET LXF T & & L

BET—2 %W, REREWBIEMRIT 21T o7, ZOfESR, CL/F (2% L THRE LK ODRH
PTAMAZE, VIFITH L TREDHEHFIICH B DBIRIICE®R DO H DK+ & L THEE S
iz, MREOBATANVBEOMSETEDIREL I 2 L—ya v LIEfRER, DNETAn
ABFEIT 10~30mg/kg & 1 H 2 [A1# 5 L7 B0 A3 1L, A TAMABIFIZ 500
~1500mgl H 2 [A# 5 L7=Bg & [kk & Pl S iz s,

(5) HEEM
AR L

(6) Eith

R L

3. B%H (KREaL—Lav) @i

5.

(1) f&FA
% E

(2) 1854
Bl

. RN
E R

kil

&

B L

— 3 EHER
B L

L

(1) mg-BrER
AP L

(2 ma-HEBEPTERE
DR L
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&)

¢

®)

(6)

LA DB
AR L

BEA DB
AR L

ZDthOEBA~DTEITH

AN TADABEDRLDNT OAARAEIL, REEHSEBIREARIT OfE R 5V, 0.64L/kg & HEE S, 1K
PNFEK T B ZIT VMl & 72 o 72, SMERERERR A 17 Bl % %512 LT T & 4 A 1500mg % HiEEFIRN
BhH L E & 52 SAAREOFEEMEIL 41.1L (0.56L/kg) THY . ENERAKSEICTVETH -2,

mMPEOFESE
in vitro KON ex vivo BREBROFER, L _XF T X AR OERBEWTH 5 uchb LO5T DILE-A AFES
Fix, 10% A4 T B 5354

6. R

M

)

©))

¢

%

%GR L

RBHERGL R UM HR ER
EEARNHIEEILT £ b7 I FEOBRIKIHETHY . TS ERSTD OFZERHBH O
uchb LO57 (WAARF LK) Thd, 7ol AEHMITHEBARTEIET 20 59,

RHFICEE5ETIBER CYP %) OHFE, F5=X

LARFZE'H AL, JFF b7 m— L P450 RAREHEER TR S e,

in vitro RERICEWT, LAR_F T X LK uch LO57 1% CYP (3A3/4, 2A6, 2C9, 2C19, 2D6,
2E1 XN 1A2), UDP-Z v 7 v Vgl (UGT1A1 LV UGT1A6) LK ONTR¥F Kbk FaJ—
Bloxt L CHEEHZ RS o Tz, £z, 27 afi@t M) oA 7 V7 v U BRAIC L EE K
EE otz 56,

DEERNROERRUEOHE
AP L

REVOFLEORBERVEMSL, FHELE

7. it
TERERR N (K58 6 1) 12 L _F T &4 A 250~5000mg ™ % 2SR IC R O# G Lz b & 39 &
5. 48 Wi & CoO®RG-EIKT 5 R P HRIEROFEEEIL, REARE LT 56.3~65.3%. ucb LO57 &
LT 17.7~21.9% Th > 7,
S EEEER A B 4 fllC UC-L_F T & X L 500mg & AR OB Lz & & 59 85 48 Brfl#k £

TIZHGED 92.7%DHUHENIRT 26, 0.1% B3P SR S iz, &5 48 K% £ TOR G &I
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10.

5 R PEIERIE, RELAR L LT 65.9%. ucbL057 & LT 23.7% ChH -7,

L RF T & 4 AOPEIITIISRERIR A3 & ORME U2, ucbLO57 (ZI3-RERIKR A1 & REEN I JRABE 43
WRBEE- LT 5 57,

F) EANTERSNEAFKIO 1 B EEES RIE 3000mg TH 5,

k5o RK—5 —(<ET B
R L
. BRBICLBIREE
AR L
HEOWREHT ZBE

(1) BHEEESRE
EHERE DOFEE DR 72 D AR 2 XI5, LARF T X AEHEROKREG LIz, ArTosy
70T T ATEHEELE R (CLer : >80mL/min/1.73m2) & bl L ¢, B\EEK T4 (CLer : 50~
<80mL/min/1.73m?2) Ti¥ 40%., FEEILTH (CLer : 30~<50mL/min/1.78m2) T 52%., FHEKT
# (CLcr : <30mL/min/1.73m2) T60%M T L7z, L _XFTFEZLE ucb LOS7T DEZ U7 T A%
JVTF=r I YT TR EAEICHE LT 5,

O B RE DTS
SR, T (3 T T
(N=6) (N=6) (N=6) (N=6)
gﬁfﬁnth73nﬂ) >80 50-<80 30-<50 <30
BHE 500mg 500mg 250mg 250mg
LRF S8 XN
Crmax (ug/mL) 21.9[31.2] | 15.5[25.3] | 10.8[24.3] | 9.2[30.4]
Trmax (hr) 0.5(0.5-2.0) | 1.0(0.5-2.0) | 0.5(0.5-1.0) | 0.5(0.5-1.0)
AUCo+(ug - hr/ml) 166 [16.5] | 248[16.9] | 169 [16.5] | 212[19.1]
Tz (hr) 7.6 [6.9] 12.6 [11.3] | 15.5[17.5] | 19.7 [26.5]
gi{innvL7&n@ 51.5[7.8] | 30.9([14.6] | 24.6[15.0] | 20.3[20.9]
CLr 31.6[28.5] | 15.3[22.3] | 9.7[23.4] 6.0 [53.6]
(mL/min/1.73m2
ucb L057
Cmnax (ug/mL) 0.36[9.4] 0.75 [25.8] 0.57 [26.0] 1.06 [29.3]
Trmax (hr) 502080 | 8060120 | 12.00.0-12.0) | 240120240
AUCo+(ug - hr/ml) 59[9.7] 22.6 [45.9] 18.7[26.0] 57.8[57.3]
Ty (he) 124 190 20.3 268
(11.315.3) (17.3-19.9 (19.723.6) (17.2-33.3

KA FEIEICV ()], Trmax SO uch LO57 O Tz 1L 9ufE (e IME- e K fiE)
CLF : Aok 7 )72 CLR:B27 V7 7%
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(2) MEBHEZTTVSIRUBTHEESES
MAEFEHT % 520 TN D RKIE B REREE O B ABEERE (2 LT Z & & 4 500mg & AT B AA 44 FERFRTIC
HERR OG- LIz E &, LRF T84 AOIEBHT RO EWIL 34.7 Wi Th o 7=23, BEHTHIX
2.3 WfRIC M L7z, L _XF T & & LK ucb LO5T DFEHTIC & 2BREDRITE <. 81% 4 N 87T% Th

o758,

SRMENHE /N T A —H LRFTEH A Ucb L057
Crmax (ug/mL) 18.7 [8.1] 8.84 [7.0]
tmax (hr) 0.7(0.4-1.0) 44.0(44.0-44.0)
tue (hr) 34.7(29.2-38.6) -
AUCo-440x (ng * hr/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/1.73m?2) 10.9(9.4-13.1) —
HAT B AP —DBREDNR%) 81 [7.5] 87 [7.2]
MAEZEHT H D1 228034 (hr) 2.3(2.1-2.6) 2.1(1.9-2.6)
MiEET 7 VT Z v A
(mI/min/1.73m) 115.7 [8.1] 122.9 [7.1]
N=6, (T FHHE[CV(%)]
Tmaxs Tue. CL/F, HEEHTH O I 00 gl (/M- g K M)

(3) HFHteEEESRE

WEHE K NP4 (Child-Pugh 4338 A XY B) O AFFHEREIR TH I LA_F T8 & L& HE R O 5
Lizb &, VLRFTHLLDOEH I )T T ACETA LN - T, EE (Child-Pugh 434 C)
DOIFHEREIR FETIX, &5 7 V7T 7 0 ADEER AN DK 50% & 72 - 72 5960 (S E AT —H),

» ) R
HENE fEHEX A [Child-Pugh| Child-Pugh |Child-Pugh
R"TA=S (N=5) |~ /% A 49 B ¥ C
(N=5) (N=6) (N=5)
CLcr
(oL /min/1.73m2)" 93.1+13.8| 120.8+11.9 | 99.6+13.2 | 63.5+13.5
LARF T H L
Crmax(pg/mL) 23.1+1.2 | 23.6+4.9 24.7+3.3 24.143.8
tmax(h) 0.8+0.3 0.6+0.2 0.5+0.0 1.6+1.5
AUC(ug h/mL) 234+49 224+25 262+58 595+220
T12(h) 7.6+1.0 7.6+£0.7 8.7+1.5 18.4+7.2
CL/F
(mL/min/1.73m2) 63.4+9.7 | 62.5+8.7 55.4+10.5 | 29.2+13.5
SEEIELSD
a) L _F T v & AR 5% OE
4) EEmE

BEEICBIT A L R_RF T X LAOHEYEREIC O, 7 LT F =027 U7 T A 30~T71mL/min ®
W 16 B (4ES 61~88 %) Z k5 & U Calli L7-fE R, milind CIlIib Il 234 34%IER L,
K10 B L 7p o7z 6V (SRNEAT—#),

1. Zdih

UERR L
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VIL.

7L O

T2t (ERLOIESF) ICEI HEE

ERBETDER
TEIN TN

2. ERANRLEDEH

. BER (ROBHICEEBRELEWVNI L)
AR ORG AF e m VR FEERI S LilEUE OBERE D & 5 B4

3. DEXITIHERICEAET 5FE L TNDEA
BEEN TR

AZERUVARICEEY 5B L TOEE

(V. BIRICET2HA] 2205528,

5. EEGEAMIELENER

8. EELERNIE

8.1 HAHIZKIT A2 BGEORAMRWEL DN LEGFILICEY, TADABEOHEEX I TANAE
BRENHGLDLND Z RSO T, L 2R IET 256123072 < &b 2B ENT TH~
ZIE T D70 CEEITITO 2 &,

8.2 IR&., HEN - £ - KIHEBEENEOR TN D2 ERH DD T, ARG FOBE X
HEh L OEERE | LR O M OBIEICIER SR nWE Y FET D2 &,

8.3 S, SEEL., MM, BE LBRMEORBMIERI’ S bbb, BEAERICELZZ L HDHDT,
AKPEGHILEBE ORERXR OIFEOE 2 FER BT 5 2 L, [8.4, 11.1.6, 15.1.1 ]
8.4 BELOZDOFHEHICHEN, BESKEORBAERBE O REMEIZ DN T Haoi 21T, &

il & BREBICHAR A &9 K o852 L, [83, 11.1.6, 15.1.1 HH]

6. RENERERISBEICHI IR

(1

2

B6HE - BMEESFOHLIBE
REEN TR

BHEEEEE

9.2 BRREEESRSE

9.2.1 BEHEEEZEOHIBE
(7.2, 16.6.1 ]

9.2.2 MAEBHMEZITTLWSRNABTHERZTOHLBE
(7.2, 16.6.2 &]
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@)

4

(®)

(6)

)

(8

FrHtReEsEE

9.3 FipepEERE
9.3.1 EEHMEEEEDHSEHE (Child-Pugh 5348 C)
[7.3. 16.6.3 ]

HREReEHTHE
RESH TR

YEUR

9.5 #EIR
9.5. 1 IEIF XUTIFIR L CW A RIREMED & B e EICid, LT L H 72 ) A7 2 EE LIBE Lo IEMN
falfttz B LS5 acoRr &k 5 T52 L,
B MZBWT, EFICLARF T 2X AOMPREMET LIZEORERHY, H3 M) ARX
—HIMNCZ < BRTHIRATO 60% L 72> 72 & DRENRH D,
« 7y MZBWTREBITHENGED LT 5,
B EBRICEB VT, Ty b TR hOIREE L [FFRELLEORTE CE R A B OMRFE O/ % 57
WO, RERIE, WORTREMAED S, VX T, & h~DIRFERED 4~5 FOIRE
B CIREE, B ERE OWEIE OFEOBEINNED LTV 5,
9.5.2 KA ZHE LI b HAE L RICH W T, HiAdEREMBEUEER R b S b d 2 &N
%o

R

9.6 ZFLIE
IR EOARIER ORFLRBOARMEZEE L, RO UTTIEEHRETT 25 2 L,
b PP ABIT TS 2 L HESATVWD,

INREE

9.7 MRSE
IRHARE RSO AR 23t g & U2 IR RBRIXEWN - M7 & B I35 L Tuany,

B

9.8 BinE
JVTF=r I VT T AMEESEIERGRE, BERRBEZRE T2 P EBEICERET D Z L, Sl
FCTIHEBHENE T LTWD Z E23%0, [7.2, 16.6.1. 16.6.4 &R]

7. HHE{H

(1

2

GFRES EZTDOER
BRESN TV

HREEEFDER
BRE STV
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8. El¥eH

11. Bl{ER
WOBWERMNSH LoD ZENRNH DD T, BELE 0I4TV, BENRD LN HAIZITE 5 2%
I3 57 L@ a2 T Z L,

(1) EXGEIER & REIR

1.1 EXGEMEA

11.1.1 hEMREIEIERMAE (Toxic Epidermal Necrolysis : TEN), BEHEIEEREEMEEE (Stevens-
Johnson fEMRE) (W9 & B A)
FEEN, RLBE, AU - OB AL ZOFE, W, IR, ONREORENRD G513
ZHIEL, @UIRLEEITO L,

11.1.2 RHMEBBUEREIREE (BUE )
PIFELR & U TR, BENA S, BICHTHRERSE, U o EilEIR, BBk, AFBRERIEZ
BALY VRERINBLE 2 0F 0 IBRMEO EERBEUERRH S b 2 ENH D, 2B, B bR
TA R G (HIV-6) DA N ADFEIFIACE D 2 E8S <, fHM % b I5, A Ik
BE S DRER DS R B 5 WITBIELT 2 Z N H DD THEET H Z & 62,

11.1.3 EELOEEET (FELRH)
PLImERAD | BERERIERIE . B BRI, P ERECD . /MO RS bbb Z EnH b,

11.1.4 FFe, & (T b EERR)
HAE, FREOERELRHEERSLOND I ENH D,

11.1.5 2% (GEEAH)
BLUVIEE, A IR, WREEOERN S bbb RO EF 23580 b - Ha ik
HazmIEL, @YRMEEITY 2k,

11.1.6 EE, BREE (WTHLh 1%
SHRIBAE, BEEL, R, B WEMEORMIERS S Db, AREKICELZ L H D, [8.3,
8.4, 15.1.1 ]

11.1.7 SEREE (HEAN)
PR, B, CK F5. MR ORF I AT m ey FRERL b SaIciTk 52 ik L,
YR IE AT Z &,

11.1.8 R HEREET (GEERH)

11.1.9 EfE®RE (L RP)
FEEN ORI, M3 CK E5-. Bk, MEOES), EbEE, BiTii%, BmIROEMERG b
NG AT G 2R IE U, RWEL Kok, WHREHREOMYRWEZITI Z L, £, 34
ra U RENED BRECIK TRALNDL Z LN 5,

T
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2 =ntnElI{ER
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11.2 Z ot EIER
3% L 1~3% A 1% i AR ]
R U AL GO EEL | W, 5. BERE, | EELRE. BE. &
(10.4%) . 5 RN, SR GO, EEBL . RN | B AL A
(11.8%), FURAE, | FetiE, 415 - MR, ERE. | K. Hhms)
IR (27.9%) I@ﬁ% BIERLE, | TutE, BT T h—
o %@m%ﬁ@@A CHE), IR, TA
PR A BY | URERT— R | AR, MR
de. AT E S, IR |
BXAEVESEG . S
TR = o 2 RAE,
B
" W, R B, KR, BT O
PERE, ZERIfE
o Bk e b i, PR
B SR TR,
1% o
BOEOR . A B
s, A ERER
e LR QT IR, e
M, GRS, T | MAZ. EEEL BR | WILRR. E%L. WA
Wikse | Bk B 0W | B, WEE, M %
Je. WENE, PR
FFF i ALP 4/ JERRHE S )
W%, Rt Ry | s
WA - A BB ME R EP LB
2 AR AR, A
R
BAEZE (30 2%), | G, Wk, B | SRHULL MZ
REREE | ORI . WEEEA. A7
EREORIE RN T
ra o | BECRIE
. e RS, O FEE. | BBAE. HMI~LSA L | S, T
Ri5, St BARAIS . PR i
g | . WA, A | S, R, S
BRI, BS ¥
R Hg EILRERELA
BBR R RE | P RY 2V N | e, g, KRR | B K5 AME (%
O | S B AR BRI R | AU
i
. BERBRERERICRIZETESE
BRE STV R0




10. BEHRS

11.

13. BERS

13.1 fER
SNEO T IRBEHREICBNT, LRFT'H LE—FI2 15~140g IRA L7=BInH 0 . EIR, k., %
B EER LUV OIRTT, PR NS R OV MES R STV D,

13.2 g
AFNTMAGBEHTIC LV BREAETH Y . BI L TODIEROFRE G U CIEEN O 3% %845
Z &, [16.6.2 2]

BRALOEE

14 BREOZEE
14.1 RFIZMABRDIE
PTP cl#EDHANL PTP v — 2O H L TIRAT2 L 98452 L, PTP ¥ — F ORAKIC &
D RS S BIEREEA~RIA L, BRI R AR 2 L CREBIAR SO HEREIHEZ T2 2
LMD D,

12. £0HDERE

(1) ERERERICEIER

15. 1 BRERERAIZE D < &R

15. 1.1 ¥4 CHEM S NI AH 2 ELEIROPTADARKICE T 5, TAbA, FEESE L5 L
L72 199 O 7' 7 2 R REEARBROMREHERICB W T, BEASELOAZREROIEDO U R 7 )3,
PICANAEDIRHBETT 7RI L TR 2 FR< BTTADASERMEE : 0.43%, 77t
R 0.24%), FLTADAIDIRARETIZ, 77 BREEL L1000 AH720 1.9 AZ W0 EFHR S
iz (95%[EHEHXH @ 0.6-3.9), £7o, TANABEOY T 7V —7"Tlix, 77 BARHE L H~< 1000
ANHT20 24 AW EFFR STV D, [8.3, 8.4, 11.1.6 & #]

15.1.2 SMEARRA TAN B 1208 Bla k5 L Lic 7 7 2 R 5HRERRRER O OF A f#TIZ 38V T
IEREMIRIE TR R O EHER (RN, WML, R0 R, B BEAE, #1900, HEARR
E. HUE, EENRZ ., SR, MR, PRRE, AAEEE) ORBIEIIAHRET 13.3%, 7T
EREET6.26CThH o7, [FEEIC, SMENNRTANABEE (4~165%) 198 flazxtg s L7 Tk
Rt R IRRRBR IC B T D Mk A EFROBIRIIAAIRET 37.6%., 77 AR T 18.6% ThH 7.
Fo SMENNETANAERE (4~167%) 98 Bl x5 & LT iBRIBERE K OMTENC x4~ 2 B 4 5
lid %77 B ARXHREEARRERIC BT, IRBENRMFTh 220, 77 BRRE L bk L CHIRAITE)
DEALIRE STz,

(2) FEEGERFERICK D HER
PRE STV
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X. JRERPREERICEA9 HIEE

1. ZEIEHAER
(1) ZEHZEEHAER
[VI. BZIEFZEETAIEH | DR

(2) REMEBHR
DR L

(3) TOHOREEHR
DRI L

2. SHHER
(1) HERSSHERR

TR L

(2) REHRSHEHR
TR L

(3) EfEEMEER
DR L

) HARERR
LB L

(6) AMSEZMRBR
LB L

(6) BFTRIMMERER
TR L

() Z0HORHSE
LB L
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X. BEEMFEEICHYTLER

1. RERS
fH| . L_F T X LEE 250mg - 500mg [VTR'S | VA AVE S
) EE-EREONGFECLVERTLZ L
BRESy  LRT TR L FEE LW

2. H3HAR
B - 3 4
(Tv. WANCEAT 2B @ T6. WHORFEEM TIZBIT D LEM] ODHESH)

3. BERETONE
i RAF

4. FIEWEDEE
TAIER—AENTS T AF Y 7R MVAERERITIER ST TR T AL,

5. BERAITEH
BEWERLTA R HY
KTOVDOLEY : HY

6. E—H% - E#hE
[Al— s 3
SeREIMNA - A — 7T §E 250mg + 500mg
o zh 3
FERIX, bETw—bh, IR F o JuanPFLa Y=hI K ZaFER4A
NATafEF R A IANRSTBEU KRR T == A v

7. EFRSEEFRAR
1999 411 A 30 H
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10.

11.

12.

13.

14.

. BERFTEAEEABRUVERRES. EOELENHBEAB. REMKERE

l_ B R AR - ST AL, l_
HR5E4 HKRE S e H A
H#£HH H#£HH
L R_F Tt H ALEE
30300AMX00422000
250mg VTR S |
20214 8 A 16 H 2021412 H 10 H 202241 A 17 H
LT T L
30300AMX00423000
500mg VTR S|

. PIREXEHHREM. AERUVRAEZEENEFENOFABRUEZOAR

BA=ROANA

BEEHR. FESERLARFABRUZTOAR
AR

BEEUM
AL

BRI FIRICEET 2158

ARFNE, LRI B O R RIS QNS fH S UE (L5 & AR 7 B R AVE 0 2 R FIE%E (PR 18 4F
JRAETIE SRS 107 B) O—8ZLIE L2 Tk 20 ERASE SRS 97 5 (P 20 4£ 3 A 19
A o TESEMIRIZ ERRARR T O TV A EHES ) ITIEEY Ly,

&Ea—F
o HOT (947) | WAkt | MBIEIEm=— 1 | Lt~ e
52
&5 INEEHR L o — R YJ =2—F) VAT LAHa—F
LARTF T2 X LG
128757802 1139010F1040 1139010F1040 622875701
250mg [VTRS |
LARTF T2 X LG
128758502 1139010F2047 1139010F2047 622875801
500mg VTR S |

R LDIE
AFNE, PRIEZIRE EORFEERMITEE T 5,
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XI1. Xk
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1) Noyer,M.,et al.: Eur.J.Pharmacol. 1995; 286: 137-146
2) Lynch,B.A. et al.: Proc.Nat.Acad.Sci.U.S.A. 2004; 101:9861-9866
3) Lukyanetz,E.A. et al.: Epilepsia 2002; 43: 9-18
4) Pisani,A.et al.: Epilepsia 2004; 45: 719-728
5) Rigo,J.M.,et al.: Br.J . Pharmacol. 2002; 136: 659-672
6) Margineanu,D.G. et al.: Pharmacol.Res. 2000; 42: 281-285
7) Kaminski,R.M. et al.: Neuropharmacology 2008; 54: 715-720
8) T RKIE) : [T L RSNV = R—=P LTV A 7 5 FOBZE (1)
—HEIR, Ty IR, 2= A=A TS RO AR O g —) 8 35 [EEREAYT v
NY T NGEEEm SCER 25, 2009
9) HH HHIE)  [ZEF U R CEASW 2= R—HF LT A T 3 OB (2)
— R VIREE T ORI D bl — 1 ¢ 55 35 BURFAT S AR Y U AGEEGR U 29, 2009
10) 1A 720 [T v RSN = R—P T A 7 5 FORF (3)
—fK=2 > b T A MREETOREMEO E—] : 5 35 BIRERITY VR Y v AGkER SCE -
33, 2009
11) HNERF - ZEERR (INERER) (L _XF 74 A8 250mg [VTRS))
12) #ENER - et OnERER) (L _XF 784 A8 500mg [VTRS )
13) thNEE  EAOIRREOZEMERR (L _TF T8 F L5 250mg [VTRS )
14) tHNEE  BEOIREOZEERR (L _TF 718 F L5 500mg [VTRS )
15) #ENER : R (L _XF T4 L8 250mg (VTR S )
16) fENEERL : EHEEBR (LT 784 L8 500mg VTR S )
17) BARIZE T 2R ERAFIEOFEMARER (1 — 7 7 T8R4 vy 7 #2015 4
2 H 20 HKFR, FAREE)
18) HAIZ I 1T s 3RO A D 77 7 & A IR LGSR ([EIPN S T/IAHRRER (R OFFIRIE) )
(A —/ 7" Z§E: 2010 4F 7 H 23 HAGE, Hi&EHEE 2.7.6.7)
19) HAIZRIT 220 MRED 7 7 1R EEGARR (EIREIHRER (oA, OFEE))
(A =47 Z§E: 2010 4F 7 H 23 HAGE, Hi&EHMEE 2.7.6.7)
20) JUKRFI— fth: TAnAMFFE 2012; 29t 441-454
21) ERNEWkER 5RO (—7 7752 2010 45 7 A 23 AR, HEEEHEE 2.7.6.8)
22) ENEMkR 5RO (1 —7 7 7882010 45 7 A 23 A/&R, FHHEBLE )
23) AARIZBIT 2H0 RO HRIEO/NEEMFARER (1 —27 7" Z 88 2013 4F 5 J 31 HIKGE.
HEEERME L 2.7.4.7, 2.7.6.4)
24) AR OFEICET 2 EERRBESREDO 7 7 2 R IR (1 —47 7 7 8 2016 4
2 H 29 AR, HEEEEHEIE 2.7.6.1)
25) HARIZIRT 2 mERAFIEGFRIEO/NEBEMAERER ((—7 7 I8/ R T4 v a v 7R

FdE 2016 45 2 A 29 HIKGR, HGEEEMEE 2.7.6.2)
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26) HARIZERIT 2 RERRIEEOFIREEO BRIk R 5RO (=77 I8/ R4 vm v 7
SR ERE2016 4F 2 F 29 HIKRR, HEHEEMIEE 2.7.6.2.2)

27) AR 5 sRIE R IR AR IE ORIk i 53R © (f —7 7758 2016 422 1 29 A
AR, FAREE)

28) Klitgaard,H.,et al.: Eur.J.Pharmacol. 1998; 353: 191-206

29) Gower,A.J. et al.: Epilepsy Res. 1995; 22: 207-213

30) Gower,A.J. et al.: Eur.J.Pharmacol. 1992; 222: 193-203

31) Loscher,W.,et al.: J.Pharmacol.Exp.Ther. 1998; 284: 474-479

32) Lamberty,Y. et al.: Epilepsy Behav. 2000; 1: 333-342

33) Hanon,E. et al.: Seizure 2001; 10; 287-293

34) HARNEEERRANICE T 2 LT T4 AR GRORYEIE ((—7 7 76 2010 4 7 /]
23 HIKR. HRHEEMIEL 2.7.6.3)

35) HARNREERRANICE T 2 LT T v 4 ARG R ORWEE ((—7 7 7§ 2010 4 7 /]
23 HIKRB. HRHEEMIEEL 2.7.6.3)

36) HARNREEEMAIZIIT D LA_TF T8 F LEEROESAO BB 5RO (1 —7 77 5
AL 2014 45 7 H 4 AUKRE. HEEEEMIEE 2.7.6.1)

37) SMEVNETAMABEICRBT D LARF T 4 LA GREOIEYEED (—7 7 78
K74 vy 7201845 5 A 31 H&GR, HFEEEHESE 2.7.6.2)

38) SMEVNETAMABEICEIT D LARF T 4 LA GRORYEED (—7 7 T
RIAvmy 720134 5 A 31 HAKGR, Fa#MEE)

39) thNEEL . AW FRIESENRER (LT T8 L6 250mg [VTRS )

40) tENEEF : A TFRRSEERER (L_XF T4 A8 500mg [VTRS )

41) AARNBER AT 5 LA_F T & AOEYBEBIZ KIS BFEORE ((—7 7 F 5
2010 4 7 A 23 HIKRR, HREEEMIEE 2.7.6.1)

42) Browne,T.R.,et al.: J.Clin.Pharmacol. 2000; 40: 590-595

43) FMEAER (7 == bAoA ) (=77 78 2010 4 7 7 23 AAGE, HEHFERTE 2.7.6.5)

44) Coupez,R. et al.: Epilepsia 2003; 44: 171-178

45) Ragueneau-Majlessi,I. et al.: Epilepsia 2002; 43: 697-702

46) FWAHEAER (ROBAEHE) (1 —~7 7 7§E 2010 48 7 H 23 HKGE, HFEEEHYESE 2.7.6.5)

47) Levy,R.H.,et al.: Epilepsy Res. 2001; 46: 93-99

48) Ragueneau-Majlessi,I.,et al. :Epilepsy Res. 2001; 47: 55-63

49) VAT T Z LR OREOIEENEIC RIET T u Ry RORE (—7 7 752010 4 7 A
23 HIKRRS, HRFEEMIEEE 2.7.6.5)

50) LAF T NIET D MR EEARIT-1 (1 — 7 7 T 52 2010 4F 7 J 23 HIKGE.
HEFE B 2.7.2.2)

51) Toublanc,N.,et al.: Drug Metab.Pharmacokinet. 2014; 29: 61-68

52) Ramael,S.,et al.: Clin.Ther. 2006; 28: 734-744
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54) A (A —/47 7 7522010 4 7 A 23 AAR, HIHEEMEE 2.6.4.1, 2.6.4.4)

55) Ui (RUEHRE) (f—47 7 78 2010 4 7 A 23 HA&AGR, HiFEEMEZ 2.4.3.3, 2.6.2.2)
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56) R CEMWBIEAAEWR M) (1 —F 7 F8E 2010 4 7 7 23 HKR, HEEEEMIE
2.6.4.7)

57) PRt (f —7 7 Z8E: 2010 4F 7 A 23 H/KGE, HEHFEEMIE 2.7.2.3)

58) Yamamoto, J. et al.: Clin. Drug Investig., 2014; 34: 819-828

59) Brockmséller,d. et al.: Clin.Pharmacol.Ther. 2005; 77: 529-541

60) JFHEREMEERE (1 —~ 7 75 2010 4 7 A 23 HA&R. HHEEHEZE 2.7.6.4)

61) =i GMEN) (BT D VA_F T & LB N OER A& G OEyEIE ((—7
77522010 45 7 1 23 HUKRR, HEHERMEE 2.7.6.4)

62) JEATEE HERIEMBEENRIS~Y =27 /0 A EUERE G

2. F0tnsEIH
MR L
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XI. &8

1. ZEHETORIRR
H R L

2. WM BEREREIRIAR
MR L

43



XII. &

1. FAA - REIEICKR L TERHAKZETS ICH=-> TOSEHR

AEDIFHRICET FE

CARHITIIAAREZZ T Ty E
ERHNL L TORVARLEENTEY, HETHRBMEIN TV DRBEFIETH LN RE
FERELTHRRLTWD, BEREFEDPBAENZHBFT 2 ETOZEFERTHY . IMTHED A
BT HO TR,

BT D ERAEEND,

R 71k

PEFARML - T faE F = 28 D MR FEIE AR R ENC P32 WA KT A VBT % Q&A IO T (2D 3) |
(oL 9 A 6 BT RAG @A RS - i A R ARE « BRI SRR RS

(1) B

<LARF T X ABE250mg [VTRS] >
OIREICxT 222 EMRER [40°C, RV WX, BT

HH JEA% BR A 7T H% 14 H#% | 30 H# | 90 H#
o HODT gV ha—T 1 N N N N i A
PESR R St Ry & WA & A A 1A

HRWE R : 0.06%L
ol i e fEi« OYRRIEE : 0.05%LL 0.00 0.00 0.00 0.00 0.00
FE% )i T
#E?f%%ﬁ Y = N
AHEBEYEE  0.4%LLT 0.00 0.00 0.00 0.00 0.00
LT SRR
N 0.5%% N.D. N.D. N.D. N.D. N.D.
S oLl T
K5y (%) 1.0%LLF 0.20 0.27 0.27 0.28 0.21
EERER (%) | 95.0~105.0% 99.6 99.7 99.8 99.9 99.6
@RIzt 2L EMERER [25°C, T5%RH, IKFHT]

IHH Hik BHAREE 7 H#% 14 A% | 30 A# 90 H %
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L SRR fB % ORI : 0.05%8L 0.00 0.00 0.00 0.00 0.00
ST I
ERtERRmE R 0.4% LT 0.00 0.00 0.00 0.00 0.00
LA SR
. 0.5%%L N.D. N.D. 0.00 N.D. N.D.
S B WELF
K5y (%) 1.0%LLF 0.20 0.95 0.97 1.03 1.04
EERE (%) | 95.0~105.0% 99.6 98.8 98.9 98.7 98.3
@Yeizx4 D E iR 25001k, 25°C. 45%RH]
5 H HikE BH AG B 30 Hlx+hr | 60 5 1x«hr |120 5 Ix * hr
FOOT ANV ba—T 4~ o . : .
PHH . ZAN %A\ AN AN
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KE % )il =N 0O y
i e BR Ek®£@%£i'a%/u 0.00 0.00 0.00 0.00
BT S B
BRI L EPEGE R 0.4%LLTF 0.00 0.00 0.00 0.00
L SRR
N 0.5%%L N.D. N.D. N.D. N.D.
o R T
Koy (%) 1.0%LL T 0.20 0.48 0.47 0.50
EmabR (%) | 95.0~105.0% 99.6 99.6 99.0 99.1
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. HBEDT 4T —TF 4 N N N o A N
PESR b St A Ry & WA T A A A 1A
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ol i e fEi« OYRRIEE : 0.05%LL 0.00 0.00 0.00 0.00 0.00
FE% )i T
#E#%%E EYR A =, N

AHEBEYEE  0.4%LLT 0.00 0.00 0.00 0.00 0.00
ol T BR
N 0.5%% N.D. 0.00 0.00 0.00 N.D.
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L SRR fB % ORI : 0.05%8L 0.00 0.00 0.00 0.00 0.00
ST I
ERtERRWE R 0.4% LT 0.00 0.00 0.00 0.00 0.00
LA SR
N 0.5%%L N.D. N.D. 0.00 0.00 0.00
S B WELF
K5y (%) 1.0%LL T 0.22 0.94 0.91 1.12 1.05
EERE (%) | 95.0~105.0% 99.7 99.1 98.9 98.9 98.2
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N 0.5%% N.D. 0.00 0.00 N.D.
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EEabR (%) | 95.0~105.0% 99.7 99.7 98.9 99.1
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