020230700 M 0100

oo0ooooooo

0ooooo30 booood

oooooooooo
871139

gboobooobobooobooobgoobo

connnnt PAFS A Lk 250mg Y04 |
DN\FS T+ 500mg 9D 4

LEVETIRACETAM Granular Tablets [SAWAI]

oMmo—-0000000000000000

000 250mg 0 0 0 500mg
0 O O 0O 30300AMX00334000 | 30300AMX00335000
20220 20 20220 20

2. 0@ooooooobooooooon
goocoooobooooooooooobooobooboooon
oooo

3. 000oo
3.100

Oooo0o0000002s0mg|000000O0O0O0OO500mg

Hoo goooo goooo

gooo goooooo

01000 250mg [ 500mg

goooooooOo0oooOoOoOoooooOoOooooOooo
NaOOOOOOOOOO0OO0O0000000000MgOO0O
goooo0oo0oO0ooo00ooo000ooo0o0oobOo0o0ooo
gooboo0oO0o0oooooooooooooooon

ooo

3.200000

0oo J00000000O02s0mg|00000000OOOS500mg
goooo ooooo

ooo 0o0ooooooooooo

ooo goooooo

0 M mmO 2.1

0 M mmO 2.1

4. 000000
ochbOO0OOOUOUOOOmOobOOoOoOoooOoDOObOO
chbOOOOOoOOOoODODOOOOOOOOOOOOOOOOn

gboooboooboobooooooooboooboo

6. 000000
gooooooooooboooooofoddldiooomgdld?2
gooooboooooobooooooobdldsooomgtdd
goooooooooooooobo200oooooboooonos
goooobioomgOOOOoOooono
ogoooobo4o00ooooboooooobobooogld
20mg/kg0 10200 0000000000000 O0O0O0O0O1
O60mg/kg 00 00000O0COO0O0OOOOCO2000
ooooooboi10ob0o002mg/kgd 0000O0OOO
OO0oO0O0O0O0s5kgC O00OCO0OO0COOO0OO0OO0OO0OOOOOO0OO
oooooo

7.doooooooooooon

rlo0o0googobooooooooboobooobobooboooooon
gbooboobooooooboooooboboobooboooo
gboobooboooboooo

or7.20000000000DOOOO0OO0OO0ODODOOOOOO0OD

gbooboobooooooboooooboboobooboooo
gbooboobooooooboooooboboobooboooo
gboooooboobooooboooboooboooboobo1loooo
gboobooboooooboooooboboobooboooo
gbooboobooooooboooobooboboobooboooo
gooboooboobooooboobooobobooobobbooooobooo
gbooboobooooooboooooboobooboooo
gbooboobooooooboooooboboobooboooo
gooOo0DoobDooobOOoobOOoobobOooDbOODe.2.10
9.2.20 9.80 16.6.10 16.6.20 00

gooooa
oooooo >80
OmL/min0

oooo (0obooo

>50-< >30-
>50-<80 | =30-<50 <30 ooooolooooo

100000 10000 5000 5000 5000
3000mg | 2000mg | 1500mg | 1000mg | 1000mg
10 10 10 10 10
ooooDo| 500mg 500mg 250mg 250mg 500mg 250mg
1020 1020 1020 1020 1010
10 10 10 10 10
goooo| 1500mg | 1000mg | 750mg 500mg | 1000mg | 500mg
1020 1020 1020 1020 1010

7.3 00000000000000O0ODOODOOOOOODDOO
gboooboobooooobooobobooobooboooo
gboooboobooooboooboboooboobooobo
gboboobooboooobooobobooobooboooo
oooooooo00Do.s.10 16.6.3000

10000

(o]

oooooooo

.l 0o0o0ooooooboooooooooboooooooon
ooooooooooooooooboooooooooboobooo
oboooooooooooooooooboob200000
gooooooooooooooobooo

g.2j0OoooOO0OoOoOoooooboobobooooooobooOoo
oooooooooooooooooooooooooboooo
ooooooooooooooooboooooo

g3 oooobooooooooobobooooooooboooo
ooooooooboooooooooooooooooboooo
goooooooboboobobooooo0nonons.40 11.1.60
15.1.10 00

g4 0oooOb0ooOooooooobobooooooobboo

oooooooooboooooooooooooooooboooo

gooooooooos.sd 11.1.60 15.1.10010

(o]

[{e]

ooooooooooooooooo
20000000
9.2.1 0000000000
07.20 16.6.10 00
9.220000000000000O0O0O0O0O0O0O000
07.20 16.6.20 00
9.3 0000000
9.3.1 00000000000 Child-Pughtl O CO
07.30 16.6.30 00
9.5 00
oooooooobooOooooooooOoonooooooOoag
ooooooooooOooooooboooonooooooOoag
ooooooooooo
oooooooobooOoooooooooonooooobooOoag
gooooooooosgooooooobooooooog
oodewOooooooooood
oooooooooooooooooooooo
ooooooooooOooooooooooooooooOoa
goboooooooooooooooooooooboOono
gooooboooocooooooooooboooooooboo4s
gsdb00ooooooooooooooooooooog

[{e]



goooooo

9.6 OO0
gboobooooooboooooobooboobooobooooo
gboobooooboooo
gbooboooobooobooobooooo

09.7 oo
gbooboooooboooooobooboobooobooooo
goboooooogoo

9.8 000
gbooboooooboooooobooboobooobooooo
gbooboooooboooooboobooboobooobooooo
gbooobooobr.2d 16.6.10 16.6.40 00

11. 000
gjoooooo0oooooooooouoooooooooag
gjoooooo0ooooooooooooooooooogg
oooo

11.1 000000

11.1.1 000000000 Toxic Epidermal Necrolysid]
TENDO OOOODOOO O Stevens-Johnsond 0O OO0 0O
goooooo
gjoooooo0oooooooooouooooooogoo
gjoooooo0ooooooooooooooooooogog
oooo

11.1.2 00000000mMoOoO0Og
gjoopooooU0oooooooooouooooooogog
gjoooooo0oooooooooouooooooogoo
gjoooooo0ooooooooooooooooogog
Jd0ooooooeHHV-eO00OO0O0O0ODOOOOOODOOO
jjoooooo0oooooooooouooooooooogog
000000000o0o0ooOoooooooooo™

11.1.3 0000000 ooooo
gjoooooo0oooooooooouooooooogoo
ggooooooogooo

11.1.4 000000 00000000 o
goo0oooo0o0dooooooooooooooogog

11.1.5 00 000dog
gjoooooo0oooooooooouooooooogoo
gjoooooo0odooooooOoooooooooooag
gooooo

11.1.6 0000000 MOODO1% OO0
godoooOdooOoodooOooodoUooooooodg
000o0ooooo0oouoooooons.3d 8.40 15.1.1000

11.1.7 000000 0000OO
g0oo0dooO0oockoooooooooooooooood
goooooooodUooooooooouoooooooog

11.1.8 000000OoooO

11.1.9 0000000O0o0oo0O
gopod0opoOoOoockoDoooooooooooouoooo
godoo0oo0ooO0oooOooooDoodooooooodg
gjooooooU0oooooooooouooooooogoo
gjoooooo0oooooooooooooooooogoag
od

11.2 0000000

3%0 0 10 3%0 0 1%0 0 oooo
gj0oo0o|0ooooo|ooooo0o|boooooo|oDooobooao
P10.4%M0 O |000000O00000000O00000004
M11.8%0O 0000000000000 |ODOO0OO0O0OO0
oo0oooo|ooooo |boooooo|oooooao
P 27.9%0 poooooo|oooooo
gpoooooo|oooooo
goooooo|oooooo
o0ooooo|oooooog
gooooooopooooo
ooooooo
ooooooo
ooooooboo
ooooooboo
ooooooo
goooo
O gooooo|obooooobg
ooooooo
oo
oo gooooo|oooooo
gooooo
gooooo
oooooo
oooooo
gooood
ooo oooQToOog
oo
ooo |[ooOoOooOO0O|oooooboooobooooo
goooooaoooooo|ooooooo
goooooao ooo
goooo
oo ALPO O goooo
ooooo oooooo|oo
O ooooao
gooooo
gooooo
oooooo
0o
goo |0 0O 0 O|ooO0oooo|oooooo
[130.2%0 O|000000
ooooooipoooooo
goooo |[opooooo
0
oo0o0ooo|0ooo
0
oo oo gooooo|ooooooo|joooooo
0o0o0ooop|ooboo00oo|oooo
oo gooood
gooo (ooo goooooaobcooooog
oooooo|ipoooo
oo
ooo 0o gooood
ooo |([Doooooooooooo|pooooooo|oooood
oooo gooooo|ooooooo|@moooo
gooooo|ooooobooo oo
]
13. 0000
13.1 00
ooooooooooooooOooCocCboOoboOoooosa
g 0ooooboooooboooooooooooooon
goooooooooooooobcoooo
13.2 00

ooooooooooooooooooooooobooboOooo
oobooooobocooooooobcOoO0oOoOnle.e.200O0

14. 000000

141 00000000
goobooobobooooboboobobbooooboooboooo
gboobooooooooo

020



15. 0000ood

15.1 0000000000

15.1.1 J0O0ooooooooobooboboboooooon
gboboobooooobooobooboobooooooo
gbooobooboooooobooooboobboobooboooo
gooboooboboobooooboobooboooboooobao
0MooooobobobDo0.43%00000000.24%00
goooboooboooboobooboboobiloooOOOt.e
goobboooomeswdoobooo.e-3.0mboooOog
gooboboooboboboobbooooobbloooOd
2400000000000008.30 8.40 11.1.60010

15.1.2 0000000000 Db12080 00000000000
gboobooboooooobooooobboobooboooo
moobooboooooooboboobobboboboooboobo
gbooboooboooooobooooboobooobooooo
obomMoooooboD1s.3wdloooooone.2»ndnd
gboobooboobobooboboo4olebmesooonog
gboobooboooooobooooobboobooboooo
0bo0s37.6x000000018.6%00000
gooooobooboobom4bebmOOOnooonDog
gboobooboooooobooooobboobooboooo
gbooobooboooooboooooboboobooboooo
gboobooooboooon

16. O0OOO

16.1 0O0OO

16.1.1 OO

o1mooo
0000000000000 2500 5000 10000 150000 200000 300001 4000 1
5000mg" 000060 00000000D0DO0O0OODOOOOO
0000000o0oooooooooooooooloooooooo
0000000 t-0000000000709000000%0

000000000000000

00000ooooooooono

ooooooa oooao ogooor®
poooooooo 0 N=250 0 N=250 0900000
Cmdd y g/mLDO 97.0127.60 58.9137.00 1.641.47-1.830
AUCoi p goh/mLO 472.8115.40 487.4115.90 0.97 0.95-0.990
tmdd hOJ 0.2610.17-0.270 | 0.7610.50-3.000 O
tu2 hO 7.1011.70 7.2812.70 O

DooomcocV %Mt 000D O0O00-0000
02mo0o00o00v/0000

16.1.2 00O
601200000000000000000000020mg/kgd 000
00000000000000000000000000020000
0000000000000 D000DD™E00D0000m

aooo Crax tmax AUCo-2an tue
0 mg/kgO Opg/mLO 0O hO Op glh/mLO O hO
20 25.8+ 8.6 | 2.001.0-4.00 226+ 64 6.0+ 1.1

240 t,0230 000+ SDOtmax0 OO0 MO OO0-0000

16.1.3 000000000
goooooooooooooooooooooomooobooboobo
00000049.2025.8mL/minf0 00000000000G000OO
go0ooocO00oo0oo0oo0O00000Ob0000o000b00000000
gooo0oooo0oOmOcCcw/rFmOOoOooOOoOoooOCLerOOOODO
goooooooooooo@OwrmMOOOOOOO0OO0OO0OO0O000
J000o000000mMmooo000oooob00oo0moooooon
0000OO0Oooooooo™
J000m401e0MO0Omie0ss0 M Oooooooooooon
go0o00oo0o0Oo0o0oo0oo0O0ooo0o0o0o0o0oo0oo0o0o0o0oO00o00o
goooooooocw/rFOOO0O0O0OOO0OO0O0DOOOOOO0OV/FD
goooooooOoooooO0oOoooOoOoOoO0oOooobOOoOoOoOoooon
go00oo0o0oo00O0O00O00o0o0b00o0o0oo0o0oo0o000o00o
0oooooooooooooooo1o03omg/kgl 10200000
00000000o0o00o000000000s50001500mg 102000
0000o00ooooooo®m

16.1.4 000000000
goooooooooseomgOO0O0mMOoOdooooscomgdddnn
000000010 001m0000000000s50mgtmoooo
goomoboo0oooboomooooobooooooobOooooo
gooboooooboooo0omAUCOCmaxDOooeo0O0on0n
00000000000000leg 0080 log 12500000000

0Doo0ed0O0O0O+ SD
Crax0 00000000 0000000000
AuCOOO0OO0D-000000006w.000000

0i1mo0o0oooooo001000000030omgtdnon

020000
Oooooo0o0o0ooooo0n01d1000mgt 01500még 0000600
010207000000 0000010@0 0000000700000
goomooooOooooobOoO0O0203000CmxbO00O00OOOOS8
00000oooooooooooooonooooooo3nooooo
000000ooooooo®*™o

0oooooooo 2000mg/1] N=60 3000mg/C1] N=60
ooooo oooooo ooooo oooooo
Cmdd p g/mLDO 24.1+ 3.0 36.3+ 5.7 33.3+ 3.6 52.0+ 4.6
tmdd hO) 2.2+ 1.2 2.8+ 1.0 2.2+ 0.8 2.5+ 1.0
AUCo-1d p goh/mL0O| 191.3+ 26.7 | 318.3+ 63.2 | 253.7+ 30.3 | 445.6+ 56.9
ti2l hO 8.0+ 1.4 8.3+ 0.9 7.5+ 0.7 7.7+ 0.4
0Oo00+Ssb

O3mOo00oooo0ooo0oooo
go0O02s000000000150mgO015000000000000
go0oooo0oooooooboooooboOoooooOoOoOoOooooon
0000000000000 0000000000000Cmx001.6
ooOooAuCOOw.0000C0C0CCOCOCOOOOCOOOCOCODOODO
0000000000010 000040

030

ooo Crax tmax AUCo-4sn ti2

0 mgO Opg/mLO 0 hO Op glh/mLO 0 hO 0o0o0BD00OB0OBODO0D
250 6.9t 1.3 1.0t 0.6 56.7¢ 6.2 6.9+ 0.9 gooboobooooobooo2somg 000 OO0DOdnosoomgd
500 16.42 4.8 1.0: 0.6 14872 18.4 7 08 1.0 0000000000000 0000005mg 00000000
1000 29.7+ 9.3 0.8 0.6 | 288.9t34.0 | 7.9+ 1.0 uooooooooooooooooooood

1500 40.8+ 7.2 0.8+ 0.3 458.1+ 50.9 8.1+ 0.4 000000000050mg0 000000000000

2000 53.3+ 8.3 0.8+ 0.6 574.6+ 71.4 8.0+ 0.8 Cmax Tmax T AUCo-anr
3000 82.9+ 7.4 0.6+ 0.2 |925.2+102.1| 7.8+0.8 Op g/mLO O hrO O hrO Ou gohr/mLO
4000 1” 114.1# 11.0 0.9+ 0.6 |1248.2+ 152.4| 8.6+ 1.0 000000000 20 oy 10t 0.5 735 0.5 |125.035 14.62
5000+ 115.1+ 14.3 1.0+ 0.6 |1363.3+ 151.9| 8.1+ 0.7 050mg 0000

000000500mg| 14.65+ 3.94 1.0+ 0.8 7.3+ 0.6 123.63+ 14.97
[0 Meanz S[D.[h=3000
16 —e— L XF T4 HKHREES0NE 7 1 )
% * 0= A = T 55E500mg
th Mean=+S. D. (n=30)
D12y
e
7
T8
5
B
=
):g 4
(11g/mL) ‘\ﬁ\{
1 1 1 4 1 ,z\Q
% &Qm i 6 8 12 24 36
017705 \LT 15 1215 5O (hr)

033 0.75

gooooO0o0oOO0AUCOCmaxOOOOOOOOooOOoOOOOO0O0O0O
pgoooooooooobooooobooboooooboooo

16.2 00O

16.2.1 00000
Oo0o001rOooooooooowscomgd 000000000000
0000000000 000000000000tmx001.30000
O0Cmx030%000000AUCOOOOOOOYT

16.3 00O
g0o0oooo00o0OoO0OO0o000oOoOooO0b0O00oooOooOobOoOoooon
0%00.64L/kg0 00 000000O0DODOOODOOOOOOOOOOO
godwroooooooOooooOmsomg00o0oooooon
O 000000000041.100.56L/kgl0000000000OO0O
goooooo
in vitrod Oex vivoOOOOOOOOOOOOOOOO0O0O0O0O0OO



uch LOS7T00000D0ODODODODO10%0 0000 E.

16.4 OO
oooo0oo0oCooO0ooOobooopP4s00O0OOCOOOODOOO
ooo0oOoooooOooooboOoOoOoOoOoO0oO0OooOoOoboO0Oooooon
0000000000000 00uch LOSDOOO0O0O0O0MMODOO
00000000oO0o0oOooooooYg
in vitro0OOOOOO0OO0O0O00O00O0OOOuch LO570 CYR 3A3/740
2A60 2C90 2C190 2D60 2E10 D 1IA2D UDP-0 D OO O OO OOO
OUGTIALD O UGTIASD OO OOOOO0OO0OOOOOO0O0OO0O0O0
oo0o0ooo0o0o00o0oooooo0o0oooboboO0ooooooooon
0000o0oooooooo®g

16.5 00O
000@M0O0006e0 M O0000O0O025005000mg"* 000000
000000000*J00400000000000000000ODO
OooooooooDO0OO00O56.3065.3%0uch LOS70 O 017.70
21.9%0 0000
00000000040 0%C-0000000500mg00000000
000®00048000000000092.8%0000000000
0.1%0000000000000480000000000000000
00000000000 065.9%0uch LO5700023.7% 00000
oooOooooooooooOooU0oooO0o0O0O0O0O000uch LOS7
0000000000000 0000000OOOooOYm
O3oo0b00000000100000003000mgbO00O

16.6 OO0OOO0O0O0OODOO

16.6.1 0000000
ooooooooooooboOoooooOoOoOoboOoOoooobobooooon
0000000000000000000000000003 CLerO =
80mL/min/1.73m’00 0 0 0 00 O O O O I CLerO 500 <80mL/
min/1.73m?10 0 40%0 O O O O O [ CLerO 300 <50mL/min/1.73m*0
052%0 0 00 0 I ClerO <30mL/min/1.73m?(1J 61%0 0 000 0 O
oo0o0oo0oooo0ooooooOo0oOoOoOobooO0oOoOooOoobooooao
0o0O0YQ07.20 9.2.10 9.80 16.6.40010

000000
000000000 00 oo ooo 0o
0 N=60J 0 N=60 0 N=6J 0 N=60J
L /m?r';;;_nmm =80 50-<80 30-<50 <30
ooo 500mg 500mg 250mg 250mg
FEEEEEE
Crndd P g/mLD) 21.9131.20 | 15.5125.30 | 10.8124.30 | 9.2130.40
tmdd hOJ 0.50.5-2.00| 1.000.5-2.000| 0.5 0.5-1.00| 0.5/ 0.5-1.00]
AUCop goh/mLO| 166116.50 | 248116.90 | 16@16.50 | 212119.10
w2 hOJ 7.66.90 | 12.6111.30 | 15.5117.50 | 19.726.50
. mL/nihlejszD 51.517.80 | 30.014.60 | 24.6115.00 | 20.8 20.90
DmL/m%iJstD 31.6128.507 | 15.822.30 | 9.123.40 | 6.0053.60
ucb LO57
Crdd P g/mLD) 0.3619.40 | 0.78125.80 | 0.57126.00 | 1.08]29.30
i hO) 5.0 8.0 12.0 24.0
02.0-8.00 | 06.0-12.00 | 08.0-12.00 |0 12.0-24.000
AUCp goh/mLO| 5.99.70 | 22.8145.90 | 18.7)53.40 | 57.8157.30
i hO 12.4 19.0 20.3 26.8
011.3-15.30 | 017.3-19.90 |0 19.7-23.60 |0 17.2-33.30

0000 CW OO0t Duch LOS70t.0 00 M O000-0000

CL/F00000000000000CLI0O000000

ON=4

16.6.2 000000000000 00000O0
goooo0oooooooOoooooooboOoobooooooOooDooo
500mg0 0000400000000 000000000D0ODOO
00000000000034.70000000000002.30000
000000000000 Ouch LOS7TO00O0O0O0O0OOOODOODO
81%0 0 87%0 0 0 0¥ 07.20 9.2.20 13.20 00

00oo00oooo 0oooooo uch L057
Codd 4 g/mLO 18.78.10 8.84) 7.00
tmdd hOJ 0.7 0.4-1.00 44.01 44.0-44.00
tuf hO 34.7 29.2-38.60 0
AUCo-«da) g goh/mL0O 462 10.50 2301 7.80
CL/E) mL/min/1.73m?0 10.919.4-13.10 0
00000000000 %0 80 7.50 87 7.20
0000000000 hD 2.812.1-2.60 2.0 1.9-2.60
00oo0Do0O0o0o0o
O mL/minD 115.8 8.10 122.917.10

N=60 0000000 Cw Om
a0 t.0CL/FO000O000D0O00D0O000OO0OOOO-0000

16.6.3 0000000
oooooomchid-Ppugh DAD OB OOOOOOOOOOOO
go0o0ooooo0ooooboO0o0oOoooooboOoooooboOoooao
oo0ooooooooooOdmcChid-PughOCM OOOO0O0OO

000000000000 000005%0000% 900000
00o07.30 9.3.1000

0ooooo
Hoooooooo nooo Child-Pugh | Child-Pugh | Child-Pugh
0 N=50 O0A 0ooB ooc
0 N=50 0 N=60 0 N=50
b mL/mir?/"lc_anZ[N 93.1+ 13.8 | 120.8+ 11.9 | 99.6+ 13.2 | 63.5+ 13.5
0000000
Crmdd 4 g/mLD 23.1+ 1.2 | 23.6£4.9 | 24.7¢+3.3 | 24.1* 3.8
tmdd hOJ 0.8+ 0.3 0.6+ 0.2 0.5+ 0.0 1.6+ 1.5
AUC y goh/mLO 234+ 49 224+ 25 262+ 58 595+ 220
12 hJ 7.6+ 1.0 7.6+ 0.7 8.7+ 1.5 18.4+ 7.2
g mL/ni";;lF_nsz 63.4+ 9.7 | 62.5£8.7 | 55.4%10.5 | 29.2+ 13.5
00O+ SD
04000000000000
16.6.4 O OO

0o0o00ooooo0ooooo0ooooo0o0ooooobooooon
ooooooseo7imL/min0 0001600061080 O0O0O0O
oooooooboOooO0ooOooboOoboO4woobooodnoono
000*M000000MOI09.80 16.6.1000

16.7 000000

16.7.1 000000
0o000ooooo00oooooo0ooooooopooooooooon
goooooooooooboooboooe0OoOOOOOODOODODOO
oomg/000000O0O0O0O0000000000O0O0OOOOOO
0o000ooooo0ooooo0ooooooooooobooooo
00000D000000000000#P2000000m

16.7.2 0000000O0OO
0000w0o0o0oo0oo00ooooo0ooooooooboooon
oooooo0oookoomg 00000000000 00o0o0oooon
ooooooooooooooooooboboOoOoOooobooOoobobOoooao
0000000000000 00000000D000O0o0ooo&o
ooooom

16.7.3 0000mMOO0OO0O0ooOO0oO0oO0O0oooOoOobOOoOooooOooOo
oooo
ooo0o00O01s000O000o0oo0O0o@mOoooooooooooo
0.o3mgOO0OOO0OO0O0OO0000O0.1SmgO 0001010 MOO0000
0D00010500mgl02021000000000000000000O
oo0ooooooO0ooooboo0ooooooOooooobOoooo
ooooooooooooooooOoooobooOoOooooboboOoooo
0o0oooooo0ooooo0ooooooo0oooobOoooon
oo0ooooo0oo0ooooboOoo0ooooocOoOoooobooooon
000OoOoooo*#Ppoooooom

16.7.4 D0O0O0OO
ooo00dnoooooooooomilbo.2smgbi010 M OooboOO
OoO00101000mgl02070 00000000000 O0O0O0O0O0OO
0o000ooooo0ooooo0ooooo0o0ooooo00oooo
000000000000000000000000000% 000
ooomm

16.7.5 000000
ooooO0o0o0oO0oooOO0OO0OmINRCOOOOOOOOOOOOOO
oooooooO0ooOoooOooOoOoboOoooO0ObOOooboOoOz2e00000
oooo0o0o0o0m2.507.5mg/0 0 000000O0OO101000mgl0 2
gvoooboooooooooooOOOOOOOOOOOOOODOO
oooooobo0o0Obo0Oo0oO0oboO0oooOoO0oO0OOb0O0ObOO0OOOOOO0OOn
0000000000000 00000000D0000O0D0oO0#Mon
oooodd

16.7.6 OOOOOO
0000230 00000000000010500mg01040 00000
0o000101000mgl020400000000000000000O0O
ooooooooooooooooooOoOboOoOoOooobooOoboOoooo
ucb LOS7T0 0000000060000 MO0DD000M

16.8 0 OO

16.8.1 D0OOOOOO

pooooooscomgb 00000000000 0O5000
Oo0002000000000500mg 00000O00O00OS50%01900
socomgd 010 0000000000000 00000000O00
Do000O0000000000b000000000050%0500mg
00000D0D000D0D000000000%0

040



000000000000000

nopooppon| 0800000 | 0 | ygpgpos
0o0%0 0000
Crdd b g/mLD O iiiga o ;g:im 0 0.9eslsé?6?(?177zm
AUCH b gth/mLD 015 60 01520 o 0.97gi?81%oo44u
tmdd N Do.2itsn | 00.250.2.000 v

CmaxJ 0 AUCo0 0 000 0 0 CVI %]
tmax0 000 0O00-0000
050000000500 /500mg0

17. 0000

17.1 0000000000O0DOO0O

gooooooo0oOoomoobooooooooom

711 000000mooooooobon
00000000000 DO000DO000DD1e0000000000
000000000 0D0100002000mg/01000mg/0 00000000
goooooO0z0mg/0000MMO3000mg/lO0 000000000
gOoOos3o0omg/0 000000 000000000000 DO0OOOO
OJOoO0oOoo1ood2000mg/0 000 000000ODOOBODOOOOO
000000 0073.8% 45/610 [0 O O O 010000 2000mg/0 O 0O O
00000001 000o0o0o0o0o0n0O59.0% 36/610 (00000
OJOoO3oomg/0 0000060000000 00O0O0OONO?22.2%] 2/9
0M100000000000011.1% /90 M 000 %40
0000000054.9% 39/710 00000000000 O32.4%
023/710 0000

17.1.2 0000/000@0 00000000
Jo0oo0ooOo10omg/003000mg/0 00 0000012000000
gooooooooooooo@moooboooobooboooooboOoDo
gooboooooooooooboooobooobooooooooDo
00000010000 03000mg/0 (D 00000000 0O1000mg/0 00
gooooboooboo0oooO0oDbDO0O0mOnoDdp<o.00100 00
p=0.0060 00 000D00OO0O00O0DOOO0OO0DOOOOOOOOOO0
000000000000 00000M 00000000 O50%00
goo00ooODo0mo0o0ooO00obOo0oboO0oD0O0OO0DOO0OO0DO0Os0%nd
000000000000 O0ooOoOs.8% 9/650 (11 1000mg/0 O
31.3%] 20/640 (11 3000mg/0 0 28.6% 18/630 (I 0 0 03

00000000000 |opo0000000nnPsees

oognw ooo o9snbooon
oooo|joooo O%n opoo
ooooo 65 2.73 2.67 6.11
18.8
1000mg/0 O 64 3.58 2.25 19.61 20.9 6.0, 29.90
[010.2, 30.40 | U p=0.00601
0 p<0.0010 23.0
3000mg/0 O 63 3.44 2.08 27.72 010.7, 33.60

0imooo0o0000000000000000000

o2mon

O3Mooo0oo0ooooooooon

04Mmo00000000000000000O0O000DOO0O0000OO00000
ooooooooo

O000O0oo0oo0oo000oO0oO0oo0O00DnO1000mg/O0000O56.9%
041/720 [1J3000mg/0 000 054.9% 39/710 (0 0O O0OOOODOO
01000mg/0 O 0 O 00 O 013.9%)10/720 DO O O O 0O 8.3% 6/72
0MoO0oO00o0o08.3% 6/720 1 3000mg/0 0 00 00O 09.9%! 7/71
Jmoooo0s.5%e/710MO0000005.6% 4/710 10000
17.1.3 0000000 00000000
000000 0500mg/0 0 1000mg/0 O 2000mg/0 O 3000mg/0 O O
go0oob0120000000000000000000MOO000
00000000000000000000000000000 00
0000000 012.92%0 18.00%0 11.11%0 31.67%0 0 12.50%0 O
000000000 0oboo000001000mg/O 00 3000mg/0 00
g0o00000s3xboboooooooobooooooboobooboobobo
g0ooO0oO0oOoO0OO0OOoO0OoO0ooO0oO0oOoO0oOoOoOoOoOOoOoOoOoOoOooon
0 p=0.0670 Kruskal-WallisO 0 (0 0 0000 0000O50%0000
00000000000 011.6% 8/690 [0 500mg/0 O 19.1%! 13/68
0 I 1000mg/0 O 17.6% 12/680 (11 2000mg/0 O 16.2% 11/680 [1J
3000mg/0 [ 33.3%) 22/660 (D 0 O 0O ]
000o00o00o0o00oo0ooo0oo0o0oo0o0ooOsomg/o 00 nen.e%
043/710 [0 1000mg/0 O O 0O 61.4% 43/700 [0 2000mg/0 O O O
58.6%) 41/700 [1J 3000mg/0 0 0 064.3% 45/700 (D OO0 O0OOOO
Oo0osomg/000000000014.1% 10/710 [0 0 09.9%! 7/71
OMoo0o0O000v7.0% 5/710 O O 07.0% 5/710 10 1000mg/0 O
0000000 018.6% 13/700 (I O 0 10.0%] 7/700 [1J 2000mg/0
000000 D017.1% 12/700 O 0O 0 0 015.7% 11/700 (D O O
7.1% 5/700 [0 3000mg/0 0 O 0O 0 O 0O O O21.4% 15/700 (0 O O
17.1% 12/700 M O0000007.1% 5/700 (00000

gs0

17.1.4 0000000000
go0oo/00000000000MO000000151000000
Ooo0o0oO0ooooloo0d3000mg/0 010200 000000000
0000000000000 000000O®esg
g0o0oooc00ooooo0ooOo7e000O0O0000000000O
OO0000000000O0240360 00100360480 O 04700480

Oooozs0m
6.00

)%

& 500
K

=5

SE 4.00

"R

=EE

2=

=& N

2 3.00

REEREEEEN

=E 2,00 ]

QR | (22 <13
o -

= 100

(151)(150) T 11
(135) (59)(117)(103) % 1) 89) (g6) (85) (81) (78) (77) m 0)
(39

F LD DR DR ‘?\ 2 % Q\ ‘?\ AN
F I LS9 G e & g SR
S OSSN S m m A i % R P S
2 Sy & ,;3, © \ia cg\

d’-fﬂﬁ,ﬁﬁl‘ﬁ
0000000092.1% 139/1510 (0 0 0000000000000
55.69 84/1510 [T 0 0 24.5%) 37/1510 (1 0 0 22.5%) 34/1510 00
oooo
17.1.5 0000000000
0000000000000 000000000000000000
0040001600000000000073000000000000
0 0 0400 O 60mg/kg/C0 O O 50kg0 O O 20000 O 3000mg/0 [0 10 2
000001000000 O0000000000000MMO000
0000000000000 000000000000000000
0000 95%0 0 O 0 0 0 43.21%) 26.19%0 52.14%0 000000 O
0ooo0o0o0o0o0oo
00000000000500140 0000000000200 60mg/
kg/C0 O O 50kg0 O 0 10000 3000mg/0 [0 1020 000000000

00000000D0D000000000000%9g
20

0.00

()%
18

16

—
'S

—_
Do

(73)

(A 1Y 5337 K7, 55304 53 8)
S

Wy 720 OFGFENE R E o L fiE

(54) (53) (29) (14

o N e O

BLE IR IR kB G RkBexS Mk MRS Mk
(143)  1H~37 /1 3~67/1 6~92J 9~127J] 12~157+J]

0000000 0Oss.wm43/730 00 0000000000000
42.5%131/730 (00000

poooooooooooooooOoOoOObOOOOOOOODOOOOOO

goooooooooboooooooooo

17.1.6 D00O00O0O0O0MMOOO
g00oooo0o00oooOoOooO00OooOoO0OO00O0oOOO0O00OoOoOon
O0001e0000000000210 0004300000 000BDO
000000000100000003000mg/101000mg/0 000000
O00o00s0000000000o0o0o0oo0200001000mg/000
00mg/0000MO000002000000MO00O0ODOODOO
00000 ooonoooooooooooooooooooooog
gOo0o0oo0oo000ooO0O0o000O0OO0OO0O0000oOoOooOobO0oO0ooon
goobooooooOO0oO0oOoO00oO0O0oOobOoOobOmp<o0.000100000O
gooooooo0ooooboooooooooooooooooon
0oooooooo™

000000p0ooo0ooo®? (goooogooi™
0o oso ooo o9t ooon
0ooo |0ooo 0 %0 Op0 O
ooooo 109 0.83 0.65 19.64 56.13
[144.02, 68.240
oooooooo| 117 0.89 0.16 76.98 0 p<0.00010]

0 5[Full Analysis Set

gemon

07mO0000000000000000000000000000000000
oooooooo

0000000023.8%30/1260 (D 0O O0O0O0O0OOO0OO0ODODO2.4%
03/1260 D OO000O000OOO0O0OOO0OO0MOOO0DmMmOODoOO
007.1% 971260 M O00000DO04.0005/1260 M O00000O0O



3.2%14/1260 (D OO0OO

17.1.7 0000000 OO0
oo0o0ooooo0ooOoooboOooOoOoobooOooooobooooao
gooo4000160000000000001BOOODOOO0OODOO
00000400 060mg/kg/0 O 0 50kg0 O O 200000 O 3000mg/0 17
00000 OO0OC0OO0OO0OODOO0OOOOOOOOOOOO
oo0o0oo0oooo0ooooobooooooboOoOoooooooooo
095%0 00 0 [ 0 56.52%) -15.74%,98.18%(1J 0 0 0 *0
0000000 0s8.5%s5/130 M 000000000 023.1%! 3/13
0Mo0o007.7% 17130 M 0 07.7% 17130 (0 0 0 7.7% 17130 O
0000000000000 0M000000000QTHDOT7.7%
01/Bomoooo

17.1.8 00 00000MOO0OO0O0OOO
oo0ooooo0oooooooooooo0o0oooooobooooao
go0ooooo0o0ooOoOoO0O0OoOobz2p0Ob0b000000O00O00O0
4000000000 M0W1600 0000000000 010000
3000mg/0 00000000000 0O20060mg/kg/t O O50kgd O
01o000003000mg/0 (DO 000O0OOO0O0OOOOOOOOOOOO

000OoOooo%emeyg
1.4

3 () B

12

: 10

(43) (19)

0.8 (32)

= 06

\ (29)
Y Uy (38 (22) (19) (12)

; an

\ (16)

0.4

W72 Y Ok AR R B gL
(B 10U 53 B A 530U 53 L)

& & AR N N RNt
e &8 ) N P R
NN P FEAY R

O0000000D038.6% 17/440 D 00000000000 D11.4%
054400 0000000000000 MO00mMmOo0oooQTUO
4502440 D 0000000000000 00000O02.3% 1744
0Mmoo0o0o00000ooooooooo000D2.3% 17440 M
C-00000002.3% 17440 M00002.3% 174400000

18. 0000

18.1 0000
go0o0oooooo0oOoOooOooo0oOoooOoOoboO0oOooooboOoooao
000“00000000000000002ASV2AM 0004
NOC00D0D00%®*0000C*00000%0GABADIDDDO
0000000000000 00000000O0®*00000000
000o0oooo*0o0000o00oooosSv2A000DOO0nooon
oo0o0ooooo0ooooooOooooooooooooooooaon
gooooOooooOOOOOOOO0OsSv2A0000000000O0O
ooooooooooooooYg

18.2 000000000000
oo00o0oo0ooo0o0oO0oOoobo0o0oO0oo0oOoboOo0oOoooOoooOoooao
oobooooooboooooooooooooooooobooooon
000000000%*00000000000000000%0000
0000000000000 0000%®g000000000000
0000000 0®gooooooooDoooooooooo
OGAERSF*O 000000000 000000000000000
ooo0o0o0o0ooooOoO0o0oO0O0O0ooOoOoO0OO0O0O0oooo

18.3 000000000
goo0ooooooO0ooooooOooooOoOoO0boO0Oooooboooao
ooo®g

18.400000000000000
O00O0OMorris000000000000000000000%0
0000000000000 0D000D00O00D0DO000®0000
0000000000000 0000Oooooooooo®g

19. 000000oO0ooooooon
0000000000 LevetiracetamO

00 0 0 [@2S)-2-(2-Oxopyrrolidine-1-yl)butyramide
0 0 0O O CsH14aN202

000oo170.21

oooo o

ocoboopoooooOooo0ooOoO0OoOoOooOoOoO0ooboOoOooOoOoOooOO

goooooOoooooooOee.smooooooooon
gooooo00o0o2-000000000000000O00
goooboo0ooooo0oOooooOoooOoOooOoboOoOooooboOoo
goooo

21. 0000
ocoo0ooOooooooOoOoOooooobooOoOoOoOoOoooo

22. OO

ooooooooboo2som@gOooom

00 0e60I 100 x 60

ooooooooboosomg 000

00060 100 x 60

23. 000D
0 0000000000000 0000000o0ooOoOooooOOo
O
200 0000000000000 0DO00DO00DOUOOODODOOOO
goooooooez0007023000000000002.7.6.3.10
JJOooO00oDO0o0oDoo0ooDOoooDOoooDOoooDoooOooooan
0o0ooooooez0007023000000000002.7.6.3.20
A0 0000000000000 0000o00DOoOo0ooDOoOOo
00moooooooooOou407mm40000000oonon
2.7.6.1.10
50 0000000000000 00Oo00oOoOoUooOoOooO
0Mo0oo0ooo/000000002013050310000000
0oo00n2.7.6.2.10
60 00000000000 0o0o0ooOo0oooUooooooo
0Mo0oo0ooo/000000002013050310000000
ooo
/7ioo00000000o00ooU0OooU0ooU-D000UOooo
20100702300 00000000O02.7.2.2.30
80 Moublanc,IN.[etlal.0J DrugIMetab.lPharmacokinet. 20140 2901 61-68
90 00000000000 120210 58 9LT] 656-665
00 000000000 o0ooodoDoooooooooooooooo
JMoo0ooUoz010070230000000000012.7.6.1.20
110 RamaelJS.letlal.00 Clin.Ther.120060] 2801 734-744
120 StroliniBenedetti,UM.Jetlal.0 Eur.lJ.0Clin.0Pharmacol.[20030 590
621-630
B OomMoooOoooOoz00070230 00000000 0O002.6.4.1,
2.6.4.40
40 000000000000 02010070230 00000000010
2.4.3.3, 2.6.2.20
50 0000000000000 000000OO00O0O020100702300
00o00o0o000R2.6.4.70
160 DM O00o0o0ooOg201007023000000000002.7.2.3.20
170 Yamamoto,lJ.Jetlal.0 Clin.IDruglInvestig., 1201401 34[] 819-828
180 Brockmoller,1J.letlal.0 Clin.0Pharmacol.lTher.020050 770 529-541
190 000000 0o000oooz010070230 00000000010
2.7.6.4.50
0000000000000 D00O00DDOOOUOOOODOOOD
Jo00mooooooOeo070230 0 000 0OooOoOaor
2.5.3.4,02.7.6.4.10
210 Browne,[T.IRetlal.d J.IClin.Pharmacol.120000] 4001 590-595
20000000 00000000000ooOo2010070230 000
Oooooonn2.7.6.5.60
230 Coupez,/R.letlal.00 Epilepsia, 120030 44(] 171-178
240 Ragueneau-Majlessi [l letlal.C] Epilepsia, 120020 430 697-702
20 000000000000 000b0000D2010070200000
0o0o0Oon.7.6.5.10
260 Levy,IR.IH.Jetlal.00 EpilepsylRes. 120010 460 93-99
270 Ragueneau-Majlessi/Jl.letlal.00 EpilepsylRes.[20010 470 55-63
20 0000000000000 0DO0OO0DOOOODOOOODOOOD
goooooooez0007023000000000002.7.6.5.40
20 000000000000 00o0ooo0moooooo/0oon
Jo0oo0O0201305031000000000002.7.6.1.10
0000000000000 Oo0o0oooDmouoooo/00O
go0oO0O/000002015020200 000000000
3WD00000000000o000DoO00DUDoOooUDmoouoo/
000Moooooo0omuooooooOe010070230000
ooooonn.7.6.7.10
20 00000000000000000000D0DODODODMIOOOO
00Mmodooooomoooooooez00070230 0000
00000dmr.7.6.7.20
B ODO0O0DO00000000O0O,N20120 290 441-454
0 OD000000000MOOooo0Ooze0070230 00000
0o0oooDn2.7.6.8.10

oe60



B0 DOD0D0D0D0000D0MoO0ooooooz010070230 00000
oooo

0 0000000000000 0o0ooooDmoooooo/Zo
JO000000201305031000000000002.7.6.4.20

W DO000000D00D000000DO0oDooooooooogon
Mo00000/0000000/000002016020290 000
Jooooorn2.7.6.1.10

I ODODOO0O0DO0DODODODO0DOODO0O0OO0DO00O0DODO0O0O™@ODOOoOon
0/0000000/000002016020200 0000000000
2.7.6.2.10

WMODO0O00000000000O000D0D000DODO0OooDMmoon
Jo0/0000000/00000201602020 0000000
0002.7.6.2.20

A0 0000000000000 o0oooooooooomoogd
Jo0/0000000/00000201602020 0000000
oo

410 Noyer,M.[etlal.0 Eur.lJ.Pharmacol.[19950 28601 137-146

420 Lynch,IB.IAletlal.00 ProcINat]Acad.Sci]U.S.A. 12004 1010 9861-
9866

430 Lukyanetz,JEA[etlal.00 Epilepsia,]20020 4301 9-18

440 Pisani,JAletlal.0 Epilepsia, 200401 451 719-728

450 Rigo,0J.JM.[etlal.0 Br.0J.JPharmacol.[2002[] 1361 659-672

460 Margineanu,lD.]G.Jetlal.0 Pharmacol.lRes.[ 120000 421 281-285

470 Kaminski,JR.IM.let’al.00 Neuropharmacology,[2008[1 541 715-720

480 Klitgaard,'H.letlal.0) Eur.lJ.JPharmacol.[19980] 353(] 191-206

490 Gower,JA.1)Jetlal.0 EpilepsylRes. 119950 22(] 207-213

500 Gower,JA.0J.letlal.d Eur.0J.lPharmacol.19920 2221 193-203

510 Léscher, /W letlal.00 JIPharmacolExp.[Ther.,119980] 2841 474-479

520 Lamberty[Y letlal.0 EpilepsylBehav.[20000 100 333-342

530 Hanon,IE.Jetlal.00 Seizure, 120010 1000 287-293

024. JO00OOO0OODOODOO
0ooooo0o0o0oooooo0oo0o
0532-00030 0 00O0O0O0OOS002-30
TELD 0120-381-99900 FAX[ 06-7708-8966

26. 00OOOOO
26,1 00000

R RERASH

Kb IXR=RE5T H2-30

gr7o

KA1l A230604



