*k 20234F 6 HIGET (55 4 i)
*20224F 1 HUUET (38 3 iR, FRERR)
IR - EIRRAF
BYMHE 364 A

HAZESEE SRS
871139
L= TS8E | A= T8
\ | 250mg 500mg

NTADAH AFES | 22200AMX00864000| 22200AMX00865000

L5 S 1R R ) HRZEMME | 20104E 9 H | 20104 9 A

LRF S5ty LEE
1-T25,5E250

1—T A 3.5E

E Keppra® Tablets

F) ER—EMFOMGEIC KV ERTHI &

500™¢

w172 BREREZH T 2RABEICARAZHRET 55513,

4. FHREN IEZHER

O T ABEDEDFEIE (CRIEERIEFEIFZS D)

O DM TADAWETTRIBRHMRIERH SNV TAD A
BEOBEBAREIEICHT 2R TANAREEDHBEE

6. BENUHSE

B EE. RAICIELVARFFE Y4 ELTIHI000mg
ZIH2ENC DY TROKE T 5. 2B, ERICKDIH
3000mgz B A s WEF THEEEE Y 525, HRIT2EM
Dl EoME%2H 1> CIHAEZE LT1000mgll 32175
Z&,

AN CEE. R EO/NRICIELARF I L ELTIH
20mg/kgz 1 H2[ENC 71 TROKE T 5. LB, ERIC
KD 1H60mg/ kg% 8 2 75 WHIF CHEEERT 20, HEE
2B EofEEH I CIHHAE L LT20mg/kgblR
TOFH T e 2L, (FES0kgM EO/NRTIE. BRA
ERIUHE - HEZHWS Z &,

7. BENUHAEICRAET 3FR

7.1 KElZmERAREIOS U THERT 25512, loht
TAPATEGAT 22 & RERRRIEITNT 2 AA
B S TORRRBIIER L Tha,

2. B2 (RDBEICFBRS LBV L)
p O ) R SRR~ o L ; TRIGRT VLT F VIV T ITVAEERSEL LTAR
A e m Y R LRI AORSREORSHBEBNT 52 &, £, MKE
FEZHTVERABETE., JLFPFZ 2 IUT 5
3. 48R - x@uﬁut15%§g%if‘Mﬁﬁﬁ%%mbt%
31 485 WICAKIOBIMEEZITH> 2. BB, TTTRLTVS
—— _ _ FEROHEIEY I 2L —Ya VIERICESLLDOTH
Wt | A—4778250mg | A —4775500mg BIEND, BESLICHECHELLNS, FIERS
Wﬁ%g& LARF 51 % L250mg | LARF T+ 4 A500mg g%i?%giéi%éﬁiE%§E§§§§§¢§§
- 3 B % He i) U, i<y )
SO KA SO BEREEET 5% CHEICRET 52 £ [9.2.1,
6000EP. #EMAY 1 |6000EP. HEMAS 1 9.2.2, 98, 166.1, 16.6.2 Z1 _
B, 277U VBT R | ATTY VBT R kit Fifeng (LB
WA |v A, BUEZ LT YA, FYEZ LT L 7977 R| 280 [250-<80|230-<50] <30 | g g (B OHITE
T — L (A AL |2 — L (BT AL (mL/min) TR R
BtF 5. vrud—|®tFy >, vr/ud— | [z 1000~ | 1000~ | 500~ | 500~ | 500~
L4000, &7, FE2(L4000. ¥ N7, EE 3000mg| 2000mg| 1500mg|1000mg|1000mg
B7LIZYLL—F | STEME 16 | 1@ | 16 | 1@ | 1[E
3.2 BIF|D MR WHE&S5E | 500mg|500mg | 250mg| 250mg| 500mg | 250mg
Wik | {—»r 755250mg | {—4 775500mg 1 5 20al| 1 5 2[E 1 H 206 |15 2[E) 1H1[E
BoAR e 7N b3 TR BB/ T VAT P BEits 1%? 1&? 7&? S&F uﬁ? 500
. mEiRGE mg mg mg|500mg mg mg
e | @9 CO = |@nC O== 1 F 20| 1 B2/ | 1 B2 |1 H20E| 15 1
EE, 81| £812.8mm. $6.0mm | $16.4mm. $7.7mm 73 EEQEREDH 2 BETIE. FETOZLTF
s #94.6mm #95.8mm BASETLTED, L7 F=2 o075V AERS
__EE #9277mg #1554mg TIABH AR E O 2/ NS B TR A B B &
i el ucb 250 ucb 500 P65, KOERRDSHAT DL L I, HEICKERY

BELZPOHEBERVCHEZHEI TS Z &, [9.3.1,
16.6.3 ]

8. EEREARWER

8.1 HAMIIBIF 2R E5BDAMRBE W LESHIEICX
D, TADPAKEOHEENIZTAPABERRESH 5D
NBEZENHHOT, BEE2FHIET HIHEICIE. DL
EH2BEMUEP T THRXICHET 272 EEHEIITH Z &,

8.2 IRZ. HEJI - &) - KEHEHRENEOE RIS
ZENDHAHDOT, REKRSHOBREICITEEEOEERS,
falg % LD MO BIEIC B S VWX STFEBIT S 2 &,

8.3 GfiltE. $EEL. BB, BE. RNBEZOBEERYSH
S5bh. BRENRIIESLZELHLHDT, AFERSFIZ
BEOREBRVREOE(LZERIELBEEIT S &,
[8.4. 11.1.6. 15.1.1 ]

8.4 BERVFOFREZICNEME. BREREORBHERF
HoOmfEHEICOVTHaHEZT V. EE & 8BEICE%
FHMOAS &S5 T B &, [8.3, 11.1.6, 15.1.1
eI

0. HENERZBIDZREICHT IR
9.2 BHeERERE
9.2.1 BHRAEFEENHDEFE

[7.2, 16.6.1 2]



9.2.2 MRENZZIFT TS RABHEAEEEDH D EE
[7.2, 16.6.2 ZE]

9.3 fFikeEE=ESEE

9.3.1 EEFTHAEEZED&H 5 EE (Child-Pugh448C)
[7.3. 16.6.3 Z#]

9.5 {F®

TRIE SUTIEIR L T W A RREE O & B4 EiIcid. IR &

AR AT EEE UIBE LOBREYSEEME L2 BRI &

K SN BBEEICOARKRET B &,

B MIBWT, BIEHRICLARF T & ADIMHEEH
BRLEEDORENHD., B3N AR —HICE
<, MRTHIERIO60%EE 57 EDRENH 5.

Ty MIBWTRERBITEIZED SN TS,
- EMERICBLT. I b TRE M OBER EFRE
B EOBRE TEHRE RN OBREOBKEE OB,
RESREE, WOFEREMAED 5N, T F TR,
b M OBRBEDA~SEDORE TR, BIREED
Bk UOHEOEMARD 5TV 5,
9.6 %317
WEEOERE R OCBAFBEOEREZER L, BAO
e IR I 2 ST 5 2 &,
b FAHPABITT S EARESN TV S,
%% 9.7 I\
{EHAERE R XIIHAE R 20 R1 & U BRI EN -
WHEBICEBBL TR,
0.8 Bt
TJVTFZU VT T AMEESHICRERE,. BEHE
PRSI A EEBICRET A L. BlpE TIXBREE
PERLTWVWSEZ ENFZW, [7.2, 16.6.1. 16.6.4 &
]
11. BWER
WROBWERDBH 5bNB T EXBHBDT, BEE+5I14T
VW, BEISEDSN-BEICIBEEDRILT 25 EEY L
WMEZITS T &,
11.1 EXREIER
MANThSEEREIRFEMMBIE (Toxic Epidermal
Necrolysis : TEN). FEE#SEERAEIRSE (Stevens-
JohnsonfEIREE) (W N EEEAR)

FEEN KLBE. KA - 'S A ZTHFE. WHEE. BRI,

AWNREZEORENVRD S NIGEICIZREGZHRIEL,
B RLEZITS T &o

11.1.2 EFIMEBBUELEREF SHEAH)

HENER & LTHRE. DA SN, EITTHERERE.

U JOSHIERR. HMEREENN. (FEAEREE ., BRIy >¢
HREFSE 24> BHREOBEELBBIERH S5bNhb
ZEBBHD, BB B RAILRZAY AL A6(HHV-6)
ZOIANVAOBEELZES 2 ENEL, BEHIE
BOLIE. R FEERESOERIEHRD 50T
BT HZEFHHIOTERT S LY,

11.1.3 EERIREE GEEAH)
WMERERAD . EEEAERE. B MmERED.
MM/MRIED D S5 b B ENDH 5,

11.1.4 &2, IR (W h b 3EEAH)
FARE, HREOEERHRESH SHONEIENDH D,

11.1.5 BEX (BEEANHR)
BMLUWIER. ¥&. BR. EHRZEOERTH S5bhi
0. EEREO EREFROSNEEICIZRE2HIE
L. WY ZMEZITS &,

11.1.6 2%, BRER (TN 1%RT)
S, sEEL. R, BB, WRESOBEER
Hobh, BRERICESZ L HH. (8.3, 8.4,
15.1.1 8]

11.1.7 AR RERE (SHE )
AR, B CKER., MPERUCRFIF7Tar
v ERENHSLNIGEICIERS 2 HIE L, EY) s
WMBZITH &,

11.1.8 2HEBEE (SEERH)

11.1.9 EBMXEAEIREF (BHEREH)
FE, ARRRAL. MECKESR. SR, MEOEH. &
HEE, BTBEZ. AMROEMNENH S5 bhizgs

IF BRI |

k3K

G edib U (RmEl. Kokits, HIREEED

W) e E %

42 -

752 & Fiz 3

BEREDETAALNDE I ENDH B,
11.2 Z Dt DEIERA

FruVREED

ME| 3%LLE | 1~3%KM| 1%KE | SUELH
EE T £\ 6 50 R . B . [R5 ALK JE
(104%). BRALEH. 5. REHEE. K9
B (11.8%) ., R¥. sfmllle % . 9|#1E. W
RS, (RIS ME . % |RE. SEBNEBAEL. A
(27.9%) % M55 |2, EiEmEEE. g
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/S

3%SAE | 1~3%ARM | 1%AR | SHEANA

B GROEMBRE/ ST X —5

Z DAt

R, FEmp LY 7 EOE. KEFRICKS
B FRERD |V ) RS KRR S5 (B8
. B R PURERA] HEE)

REHEI R

13. BEKRS
13.1 fEK

NEOTHRBHREICBNT, LRF Ty LE—EIZLS
LARLVOET ., FEIRINE R CEEARE SN TV 2,

13.2 g

AFNF M ENTIC L DBREREETH D HHLTVWSHIEE
ROBECIE U TMBEENOEREZERT S &,
[16.6.2 ZH&]

14. BRALDER
14.1 FAIZMFEOER

PTPEEDHEFZPTPY — b2 SWD L TIRAT % &
58T BT &, PTPY— bOBEARICE D, BELHHAL
MPEBEREATIA L, BICZEA2EC U TRRIRRS
DEELAEMEEZHET L EPH 5,

15. ZDtDEFF
15.1 BRRERICE DB
15.1.1 BN TEBS NIRA 2 ECEBORTAPAZEILS

5. TADPA. BHEREBEZWNRELIZ199D TS
T A RERRBROBEHERICBWLWT, BRSERV
HEREROFKEDOY AT, i TAPAEDOIRART
T ARBEEHEBLTR2EEL FLTA»AZERA
B 0.43%. ST ARBE0.24%). FTANPAED
RABETIE. 79 RBEEH~NI000AH7=D19A%
WERTHE SN2 (95%EHEXM © 0.6-3.9), £/, T
ADPABEDS TN -7, oSt RBEHAN
1000ABH7-V24NB VW EHEESNT WS, [8.3,
8.4, 11.1.6 ]

1512 AEABRATADPABEL208f 2 0RELIETTE

AN RRER PREABR O OF & EITIC B WV T IR MRIETTEY
TEROEEER (BRI, Bl &0 AR, B,
BENIE, 15O, BEHALE, B, B3Rz, 5l
Wk, MRREREL MRE. ABREE) ORFRITAH
BTL13.3%. T LARBET6.2%TH -7z, FKIC,
HENNETADAEE (4~165%) 198F12 R E L
7o 7T L R IRERRABRIC B 2 UEAZEFEROFI
RIIAAIBET37.6%. TILRETIBO6%TH o7z,

F7o SENNRTA DA EE (4~ 167%) 98%1 &2 1R
& U72RBAIMRE R TSN I 2 B2 FHEid 2 75
L ARNBEERAEBICB VT, RN TH 255,
772 AR B U CRBENTROBLATRR E N,

BE& Chmax tmax AUCo-48n ti2
(mg) (ug/mL) (h) (pg-h/mL) (h)
250 6.9+1.3 1.0£0.6 | 56.7%£6.2 | 6.9+0.9
500 164+48 | 1.0£0.6 |148.7£184| 79+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%x71.4| 8.0£0.8
3000 829+74 | 0.6%x0.2 (925.2+102.1| 7.8+£0.8

4000%® | 114.1+11.0| 0.9+0.6 |12482+1524| 8.6£1.0

5000® | 115.1£14.3| 1.0x0.6 |1363.3+151.9| &8.1=%0.7
HHREEOM. FHHEESD
Crax * B MR tmax - B MRS 2 R

AUC : M3 - R AR Rt @ JHREIR
F) BN AR S NAH O HEER S5 E133000mgTh %,

(2) REHRS
BEBRAICLXXFFTEHLELTIEIO00mME NI
1500mg (#5866l = |H2EI7THEKR G Lz L&, #
S51HHE (ME#SE) &7HH (BB 5R) O MR
BRI ER2~ 3R ICCnax® /R Ly £ DRKI8IE
MOHEEFEATER Lz, 7o, MERREREKRS3H
BICIZERREICET 2 LHERI SN,

SEYERE 2000mg/H (N=6) 3000mg/H (N=6)

INFGA—% | %58 | R&R 5| fR# 5 | RKRE S
Coax(pg/mL) | 24.1%+3.0 | 36.3%5.7 | 33.3+3.6 | 52.0+4.6
tmax (h) 22412 | 28+1.0 | 22408 | 25%1.0
AUCo12h 1191 34 967(318.3+63.2| 253.7+30.3 | 445.6£56.9
(pg - h/mL)

t12(h) 80+1.4 | 83+09 | 7.5£0.7 | 7.7£0.4
FHfELSD

(3) REEEIRAIRS EROKRS DR

BERRA56IC L RF T+ 4 L1500mg % 1553 sk
RS IROKRE L&, LRXF T 5 LDIMEE
FIEEER R OEYBEST A —Y I ToEED T
Holz, MOBEGRRELEL T, SH#E#RARSRO
Crnaxldfy1.6E5E< . AUCKULIRZEEIL TV, BB,
LARF Tt ¥ LROKSROEYZOFHARIZF100% T
HotY,

(ug/mL)

110 —o— RIS -o-RORS

(P19 95 % fE R )

/mL.
100 (hg/ml)

90

2 U o N ®
S & o &
I 1 1 1

i SaRTEN R ANE V-

S
|

TR D D, © RS

16. EYEE

16.1 MHRE

16.1.1 A

T T T
0 4 8 12 16 20 24 28 32
5% R

(1) BOis
R AICLXF % 24250, 500, 1000, 1500,
2000, 3000, 4000%), 5000mg® (£ 5. 26/4l) % 228
RFICHERORE L L&, TRNTCOBREETILARF S
& LAOMFHEE 5% ST RRICRSHEZ R L.
THEERH (112) IREGRB ISP P D 5T 7~ TH - 722,
(ug/mL)

150

I

5 —o—250mg

i —o- 500mg

1 —o—1000mg
~N —&—1500mg
F —v—2000mg
= —e—3000mg
+ —=—4000mg ™
% —&—5000mg
A (N=6:*F43fH+SD)

i3

i3

H 5%

B[O S ROEMBLINT X —5

@) RN S | &O®RS Fefr] 3y e
INT A—% (N=25) (N=25) (90% 5 HEIX )
Cmax(ug/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCo-t
(stg - h/mL) 472.3[15.4] | 487.4[15.9] |0.97(0.95-0.99)
tmax (h) 0.25(0.17-0.27) |0.75(0.50-3.00) -
ti2(h) 7.11[11.7] 7.23[12.7] -

FEIEEEICV (%) ]y tmaxld FRRAE (R ME-FRAME)
a) RHEIRN R 5/ R 2 L5

16.1.2 INRE

6~ 12D NRTANPABEILARFSEYLELT
20mg/kg % BEEE G Lz & &, LAFS¥ & LD
B IR 5% 1T T2 IR EE 2R Uy ERE
X6 TH 5725 (EAT—%),



BERRAL260IC, LRF T 15 L1500mg % Z2E R 1%
BRHRICHAROKREG L& &, BEREENT, BBK
5‘%‘(“Litmax7§§%gl3ﬂ§ﬁﬁ@§ L. Cmaxti30%'f&‘ﬁhbfcﬁ§\
AUCRRFAETH > 728,

16.3 £

HEAATAPABEZEORP TOSHERMIZ. RHEMIEYH
BT OFERD . 0.64L/kg&HEE SN, (ANRKSBICE
W E o720 SAEANBEERALTHIZHRICLARF T H
241500mg % BEEIRNES Lz & &9, SHAROFEE
1341.1L(0.56L/kg) TH 1 . AFHRAKSRIGEVVETH - 72,
in vitrokUex vivoikBE O DFER, LRXF T 5 LAKVFE
K@ TdH Huch LOS7TDIMEE - A FFEARIEL. 10% KT
H5,

16.4 X3

LRF It F Lz, FFF b 70 —LP450RREER TR
#panwv, FTELARIREKI7ZE T I FEOBENM
KABTHD. ThIZKDERSNSDEEREWDOuch
LOS7T(HVARFVIR)TH B, B, AREYICHEEEY
A E A

in vitroilBiICB VT, LRF 5+ ¥ L KEFuch LO571
CYP(3A3/4. 2A6. 2C9, 2C19., 2D6. 2E1XU1A2).
UDP-Z' V7 a v ER (UGTIAL R UOUGT1A6) KO
IRFYRe Ras—BIc LTHEERZ RS L o7,
T ALVTFaBEF MY LDV VAT L
BRIFS o7,

16.5 Bttt

RBFRBA (&5 86/)I12LRF T+ 4 4L250~5000mg®)
MR ICHEEREORE Lz & &2, #E548KHZ T TD
BEBICH T BRPHMROPISEIR. REMEFELT
56.3~65.3%. ucb LO57& L T17.7~21.9%TH > 7=,
HHE AN BERRR A B 4G 14C- L R F T £ ¥ 4500mg % B
EHEOHRES Lz & &0, H548RHBEE TICRESED
92.8% DA BEN IR A 5. 0.1% P EHP 2 5 [EE iz,
B 548K £ CORERITNT S RPHRMERIL, REL
A& LT65.9%. uch LO57& LT23.7%TdH - 7z,
LRFF1 5 LOHMICIIRERIE S 58 K O PRI E RS
ucb LOS7ITI34B/MAE 2 i & REBI IR E 7 RIS LT %,
F) BN TAR S N AR Ol Hem 5 2133000mgTdh 5.

16.6 KEDERZEI 2EE
16.6.1 BiEEREERE

BHEOREDR L 2B ABBRE ZRRIC. LRF L
Y LARBOKRO/ELZEE, RPAT0L2E7Y 75
AT BHEBEIEHE#E (CLer ¢ 280mL/min/1.73m?2) & Hoiit
LT, BEMETE (CLer : 50~<80mL/min/1.73m2) T
340%. PEEMETFHE (CLer: 30~<50mL/
min/1.73m?) T52%. EEER#H (CLcr : <30mL/
min/1.73m?) T60%E T L7ze LRF T ¥ L Euch

BEs Crmax tmax AUCo-24n tLa LOS7TOB VT IV RAEI VT FZ U T IVTITVRER
(mg/kg) | (pg/mL) (h) (1g-h/mL) (h) BIHBA LD, [7.2, 9.2.1. 9.8, 16.6.4 Zg]
20 25.8%8.6 | 2.3+1.2 | 226+64 | 6.0£1.1 — BREEORE
241(t12 1 2361) . T ~SD 5 R— % (Eﬁ') (ﬁfﬁ) (EP%“%% (ifﬁ)
N=6 N=6 N=6 N=6
16.1.3 EEFRYBERT o
A BERARUCHEADBRERAR O TADAEE (Z (mL/min/1.73m2) | =280 | 50-<80 | 30-<50 | <30
L7F= )T T VA 49.2~256.8mL/min) » 515 BE58 500mg | 500mg | 250mg | 250mg
Sif 5 & o720 FER. p !
;%@i’j (Cﬁfﬁﬁgggf if%“%ﬁg?ﬁcigii{;é Com(pg/mL) _ [22.846.3]16.0£4.1[11.022.2] 9.5£3.0
e At A B DA (VP I3 LT AT tmax (h) 0.5(0.5-2.0) | 1.0(0.5-2.0) | 0.5(0.5-1.0) |0.5(0.5-1.0)
ﬁﬁﬁﬁf/uw‘u%&zf%&%ﬁﬁmﬁ%ﬁ%(fé)%ﬁjz}\mi% AUCo(pg - h/mL) [167.9+27.9/2505%41.0|171.2£27.8]215.3+41.0
St ) B - A LT & LT R & T, t1/2(h) 7.6+0.5 [12.7+1.4[15.7+2.6[20.3%55
AN IR (4~ 1680) BURA (16~ 558) DT AN AR (CLg /1. 73me) |51 7E41312£4.8|249£3.9/206£4.0
EDO/BONEMERLARF Sy LABET -5 2L C“ﬁ /2. £om
T BEEEMBEANTE T ZORKE. CL/RICH ( L min/1.73 |32.5+8.3|15.7£4.1/10.0£2.4| 6.6+2.7
UTHRER BRI CAN A, V/FICH L TRESH L/ 2. £om
FENICERD OBRNICERO S B ET & LTHES ucb L057
Nize MNERUOBATADABRZD MIEREYEES Crmax (st g/mL) 0.36+£0.03]0.774£0.17/0.58 £0.17|1.10£0.36
Ial—Yay LR, NETADPABRZIZIO~ tmax (h) 5.0(2.0-8.0) | 8.0(6.0-12.0) | 12.0(8.0-12.0) | 240(12.0-24.0)
30mg/kg# 1 H2MEHR S L7 MRSy k. mA AUCo+(pg-h/mL) | 5.9£0.6 [24.0£7.6/20.7+10.0/66.5£45.8
TANABEIZ500~1500mg 1 H2E kS L7k & [k t12(h) 124 190 203 268
CRHEERLD, (113-15.3) | (17.3-199) | (19.7-23.6) | (17.2-33.3)
112-22 ?gg@ﬂ,ﬂ (CHLIE Jnin/1.73me) | BLAE358| 1118£439/88.8%44.1 313+ 116
2. = .

SFASMEESD. tmax % Uuch LOS7 Dt /21& HHHR{E (B ME- A MH)
CL/F: @i 0es )77 R Clr:EZ7VT TV

16.6.2 MKEZZFTVDKEE

RERERE

MAENT 2 Z VT2 RKETBEHRERE O RARSRE I L
NF F 1 & 5500mg % BT s 440 AT IC B ERE O35
L& &, LRF Tt 5 L0IEENROHEKERIZ
34.7RRTH o 72 BIFTHIF2. 3R M L7, LA
F 7% % LKk Tucb LOSTDENIC &L 2BREDRIEIEL
81%KU87%TH 7=V, [7.2, 9.2.2, 13.2 BH]

HYEE/ ST A —F LRFI+4 4| ucb LO57
Cmax( M g/mL) 18.7x£1.6 8.86+t0.63
tmax (h) 0.7(0.4-1.0) |44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo4an (g - h/mL) 464.6+49.6 | 231.0£18.0
CL/F(mL/min/1.73m?2) 10.9(9.4-13.1) -
TAT TP —DRENR(%) 81.3+5.8 | 86.9+5.9
M R DR (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MET 7V 75> A
(m/min/1.73m?) 115.7+9.3 | 123.1£8.6

N=6. Fi5fE+SD

tmaxy tiav CL/F. IUHEMTH O WU 13 A JefE (B )Ml -

KAE)

16.6.3 FHRERERE

1% K O & (Child-Pugh A K O'B) O R # HE
BERFICLARF Iy LE2REROKEL-EE, LR
FIEYLDOEETZ YT TV ACELZASNEP 5T,
HE (Child-Pugh%EC) O FFEEE TE TIE. 257 Y
75 v ADMBEERADKS0%E 2> 121D (HNEAT—%),
[7.3. 9.3.1 2]

FFREREIR 35

EYIBME | @EERA |Child-Pugh|Child-Pugh[Child-Pugh

INTGX—% (N=5) A 3¥EB HC
(N=5) (N=6) (N=5)

CLer 93.1+13.8/120.8+11.9|99.6+13.2|63.5+13.5
(mL/min/1.73m2)2 | 770 =1 O L7 FFOE 1361020 10,
LRF S5 L
Crmax(pg/mL) [23.141.2]23.6+4.9[24.7+33]24.1+3.8
tmax (h) 0.8+0.3 | 0.6+0.2 | 0.5+0.0 | 1.6+1.5
AUC(ug-h/mL)| 234+49 | 224425 | 262+58 | 595+220
ti2(h) 76+1.0 | 7607 | 8715 | 184+7.2
CL/F
ml/min/L73me) | 63:4%9.7 | 625£8.7 | 554%105|29.2+135
FH5fE £ SD

a) LRF T4 LEREHRDE



16.6.4 StmE
BRFEICBIALARF Sy LOEYHEIZONVT, ¥
L7 F=r 270752 AN30~71mL/minD#:ExE 1 64
(FEfR61 ~881%) Z MR & U CHHMl L7z 4558, SfE T
LRI A HA0%ES L. 10~ 118 & 72 - 7213 (4%
EATFT—%), [9.8. 16.6.1 BIH]

16.7 EYEEER

16.7.1 Jx=hA
Tz b VOBERGETHRICa Y PO =L TE W
WAFE TR 2R LRERRREEEZET AT
AP ABEOHIZNRIC, LT FE& A3000mg/H%Z
PEHZBEG L& &, 7= b A > OMEFERE DY H
FESTG X —FICHEBRZRITE R P oTe T2 AU D
LRF Ty LD EREICEHEE RTS 57219 (5
EAT—%),

16.7.2 NILOBF RUD L

BERAL6HIZRNSRIC, NLFOBF M) T LADEFER

BRICBVWTLARFSEyL21500mgBEEO#RE L

X, NLTOBF NI LIZLARF TR Y LDOEY

BRI EBERIFSEDP ST LRFSEILENLS

OfEF MY L OIEYENEEICHE L RIFTE L - 7219 (4}

EAT—%),

BOBIR(IFZIVIA NS IF—ILRUOLKR/ILTR

~UILDEHE)

TR AL 186 2 0t RIC, OB (ZF =)L A b

V4 —=10.03mgk VLA LT A L IL0.15mgDE

BlZ1H1E) R LARF Tt L%]1E500mgl H2[E21

HERERZOBSL-EE, LRFSEYLAIZIFZL

IAMTIF—IROLVERI VT AN LUILOEYERE S

FSA—FIIHEERIFES LD T, BHBEOMF 7O

FATA Y R OERTER AL E S EE I REE TS L.,

RO I E R RIS Lo/, ROBHTE

. LRF TSI LB BHEICHEZ RIS B>

O HEAT—%),

IAFIY

R AL LB Z550c, %2> (1H0.25mgx1H1

E) RO LARF S5+ L1E1000mgl H2[E7HERER

M5 L&, LRFITEI LRI ITFT L OHEYE)

FBINTG X —FICHEBE RIS ko7 VTFTUBH L

RF Ty LOENBREIHE R RITS 20> 7217 (FHE

AF—=%),

16.759)LT7 77U
7u oy ey O EREEE T (INR) % B E o #iF
WICHERI T 2 & S5, TILT7 7Y Y OERES 2 #kGENICZ T
TWVAHRERA266l 235, TIL7 7)Y (2.5~
7.5mg/H) KU LAF S+ % L1[E1000mgl H2[E7HRE
REKZOFREGLI-EE, LRXFSEYLIZTILT 7YV
HEICEKELRIFTST, Fulu b UERRELEEL S
Fahrolze TLT7 7Y B LRF Ty LOEYENRE
ICHEERIFE LGP BIEAT—%),

16.7.6 ORI R
TERRRR A 2301 % R ic, uxxy K (1EI500mg% 1 H
4H) KO LARF S+ 4 4 1[E1000mgl H2[E4 3 RIERZ
5 L7z &, TuRR Y RIILARFTEY LDOEY
HRBICIIHE R RITS D o 2, EREIucb LOS7D
BE7VT TV AZOIBE RSB HNEAT—5),

16.8 ZDfth

16.8.1 £EYZFHIEIEFHE
A 266112 L RF T+ & A500mg( R4 >ay T
50%% 1gX1&500mgsi % 1$F) % Z2RERF A 5 L 7z & &
LRF FX 5 LD EHER K O EREINT X —
FEIUTOEBDTHoe FIA4uay 750%&
500mgsE i ZEMEMICRS TH 5 2 L PR S N7z,

16.7.3

16.7.4

—— I 1 >uv750%

- -0 - 500mg §E

7
Y 25
v
~N 20
9: N
7 [',“ w5
g " Ill-l ?é 0¢”
Z 10 I 0 1 , 2 3(h)
b ] B 5% R
4
51
0 i
0 3 6 9 12 15 18 21 24 27 30 33 36(h)
B %R
B EROEYHREIST X —4
SEMEE | o vnyT| g | UHOLE
Kox—5 | (N=26) (N=26) | ATk
(90%f5 FEX )
20.9 19.6 1.0680
Crnax( 11g/mL) [24.5] [28.1]1 | (0.9689, 1.1772)
AUCo- 149 151 0.9871
(pg - h/mL) [15.6] [15.2] (0.9701, 1.0044)
tone(h) 0.500 0.633 _
e (0.233-1.50) | (0.250-2.00)

Conax L O AU Co- 3R FH3E [IRICV (%) ]
tmax |3 HRAE (/I ME-F A fE)
a) K71 2 a v 750%/500mgsE

17. BRERRLAR

17.1 BERURLMEICET 235
(CTADAEBEDEDRIE (CRIEERILFEIEZSO))

17.1.1 BN MBHEER (A, BEIEE)
RIETANA LIS NI DHEEZET H16RU LD
BEEMNRE LT, RFI1000~2000mg/H (1000mg/
HzE#HEHRICRENA BN 125E132000mg/ HICHER)
Xix3000mg/H (0B RICH»» b 59, 3000mg/H
ICERTE) 2 BANC CROKE L & &, FEFMEER
T#»%1000~2000mg/ HEFORMFHAHARICH T 567
AMFIEHREZEOEI A, 73.8%(45/6141) TH o7z,
1000~ 2000mg/ H# @ & 31 A & T O 1EERIFEAEHR
BEOEHEIE59.0%(36/6181) TH->7. Fio.
3000mg/HEEICB T 26 » HEKEEHEREZOH A
22.2%(2/901) . 1FHFIEHAEZEOE A1X11.1%(1/9
Bl TH > 7220,
Bl R BUBERE 1354.9% (39/7 1) TdH - 7z E 72 HEIME
FISMHEAR32.4% (23/7161) TH > 7zo Fizy HEREEE
FH (BIMER) & ALTH#I01.4% (1/7161). v-GTP#EAN
1.4% (1/714) « WFHRERE0EA1.4% (1/7161) . R+ b
ARG HEL.4% (1/7161) TH - 7z

17.1.2 ENE I/ MEEE (KA. HAEE)
AFI1000mg/H. 3000mg/HR T T K %1 2:HM4%
O%5 (REOHTANPATRELE O LizGe, FET
MEETH 2EH 72D OFFFREMERDRIE TR &
BOTHY. 7T REEEARAEE(1000%03000mg/
H) i M AAI1000mg/ BB OB CREHEN LB REN
o & N7 (£ N2 Np<0.0013 TN p=0.006, #r58E
ERTF. BEHBICB ) A BERL 2B H -0 OHS
FAEOB 2 AR LT 25 HIT) . BB, FRICBY
Z50% L ARy ¥ —L— 1+ GEH 7= D OEFFIERE A B
R & AN T50% L EeiE L BEOEE) X, /It
REE13.8%(9/6561). 1000mg/HEE31.3% (20/6441)
3000mg/HE$28.6% (18/63f) Ta - 7222,



R 72 Y OE T FELEEE)
BEIRE | ST AR D (%)
273 | 2.67 | 6.11

77 AR DRI
[95%( FHHIX ]
(pfE)

ik

A

1000mg/
B

65

18.8
(6.0, 29.9]
(p=0.006)
3000mg/ 230
e | 63 | 344 | 2.08 [10.7, 33.6]

BRI R ORI O™ 7 — & 2% > TV 2 RERIEL
HoRfE

FHBUCIHEEF P EICE D B R

BEFZHET. BEAMICB T SNHERLEH -0
FEIEMIE 2 R &I 2 H T

BT T ORI A R 0 Bl P R B AR 12 1000mg/ H #%
ER756.9%(41/7241) . 3000mg/H¥% 58 T54.9%
(39/7141) T - 7z. F2EIWERIZ1000mg/HIE 58T,
fEHR13.9% (10/72f5) . BNATEA8.3% (6/724) . 1Z&)1E
HFEWN8.3%(6/7261). 3000mg/H 58 TIHAK9.9%
(7/7141) . BIFEEZ8.5% (6/7161) . FEMED F115.6%
/71B) TH > 7z

EARSE MR (A, HEED

A#I500mg/H. 1000mg/H. 2000mg/H. 3000mg/
ARV SR %1 2BEBEORS BEFEORTADATEL
OPF) L7zi5A . FHliHERNIC B 2 BRI 2> 5 0E»
72 0 O FEAERIBUR AR (R RE) 1. £ Z2h12.92%.
18.00%. 11.11%. 31.67%%012.50%TdH . EEFF
i E <& 54K 1000mg/HEE. 3000mg/HEER VT
Z & AR O SEER T OFMARK I B 1) 5 BEME A 5 Dl
72D O EAEEBIHDRIC, HEHEN L HERELS

» 5Nz - 7z (p=0.067. Kruskal-Wallistii®). % 8.
BRICBIA50%L AR Y —L—bid, 7S5 RE
11.6%(8/69%1). 500mg/HE19.1% (13/684l) .
1000mg/H#17.6%(12/68%1). 2000mg/H#16.2%
(11/68f1). 3000mg/H#£33.3%(22/66fl) TH - 7:23,
2 M & OFHEH M O BIfEFHFBAHE L. 500mg/H
BE5R#60.6%(43/7161). 1000mg/H#%5861.4%
(43/70f1). 2000mg/H#%5858.6% (41/7041)
3000mg/H#58£64.3% (45/7001) TH -7z, E2EIE
FIZ500mg/ HE 58T BIHEA14.1%(10/7161). R
H#19.9% (7/7141) . FH#HHED F17.0%(5/7141). AR
7.0%(5/7141). 1000mg/HEEH T, RIFAE218.6%
(13/7061) . 16HR10.0%(7/70%1). 2000mg/HEEHET.
ERR17.1% (12/70f1) . BIHIEZ15.7% (11/7041) . %
#B7.1%(5/70f1). 3000mg/H% 58 TRWELR21.4%
(15/70f1) EER17.1% (12/7061). HFhERERD7.1%
(4/7081) TH - 7z,

BRI SR

EINEE I/ MAHGER (B PEREE) 258 T Lz B#F 151
Bl &35 & LT, AAI1000~3000mg/H % 1 H2[EIZ 5y
FTROKE L L E0HSRIERKEILTOEBD T
HoT24,

AREICBMULHHRED S B, 7665 ZDHETEH S 1
TR BRI AT UARRBR 248 T L7 (33~36 5 A T14l.
36~48n AT47HI. 48 % ALIKET2841),

6.00

64 | 3.58 | 2.25 | 19.61 20.9

[10.2, 30.4]
(p<0.001)

27.72

a)
b)
c)
d) DESY

17.1.3

17.1.4

()%

5.00

»
=)
3

w
=y
3

e
=y
3

a7z ) OE G FIEEH O R R AE
(55179538, B3P0 i)

(22) (13)

e . 29)

"\~>——<-§..—<._\,‘P__VA»\W

(15115035 ) [
Plaamn0396) g1y 89) (g6 (35) B1) (78) (77) (70) (50)
9),

00 g PR 80 ®

\W@ W W *&

//////

5

B o

& ’qo@@»\fﬂ@f:#@wm
Bl

RIVEFSE BB 1392.1% (139/15161) TH > 7z FE72HE]
PEFE BRIFTE#55.6% (84/1514) « BE¥%24.5%(37/151
i) 1EHR22.5% (34/1514) Td > 7z

17.1.5 ERE MBS ()\R)
BEIF DT A D AETHI HRIENFHR RSB SN
HaREE2AET 248U E16ERBO/NETA»ABRE
T3 EHRE LT, AF40260mg/kg/ H ({kE50kg
L k122000 133000mg/ H) % 1 H2[E12 53 T 148/
BORE (HEORTANPAEEOHA) LizL &, £
?Mﬁﬁ’(&éﬁ%@ﬁ;ﬁﬁ#%@ﬁ%? D DERG FEAE O L
BAROPRIME(95%EFXM) 1E. 43.21%(26.19%,
52.14%) TH Y . FAHEOBD RO SNz,
£ 7. INRT A A BESSHIC | AT DL b AR 20 ~
60mg/kg/ H ({kE50kgLl 141000 ~3000mg/H) %1 H
ST TR S L7z & S OB FIERRIE LT O &
BOTH-79,

20

() hi%

(73)

(73)

b 72 OERGY FEEERL O R fE
(BB 53053 )

55 G4 |53 (29) a4

RN RS MRS MRS RS MRS
(14#8) 1H~37H 3~6rH 6~9rH 9~127H 12~15sH

BN

BIVE R BISEE1358.9% (43/7301) TH - 7z ERENE
R, HAR42.5% (31/736) TH o7z, £z, HHIKEE
EEE BIER) 3, IFHEREIRAD1.4% (1/7361) . B3k
BIEM1.4% (1/7361) TH - 7z

DI TADAETTRBHMRIRO SNV TADAE

EFOBEBREECHT BT TANAREEDHBEE)

17.1.6 EFEHEISE MEEER (BA)

BGEORTAPAETHA L RIEMFIRI RSB SNE L
MERRFEEEZET 26 EOTA»ABRE2514I(H
ANABFl#&ET) ZRREL T, AAI1000#E L < I
3000mg/H (1000mg/HA» 6 &5 %2 L. #E58HE
TN A O NZGEIE2EMBETL000mg/HT D
3000mg/HICHER) X 7T £ A %2 28R O# S5 (BEF
OWTADPAREDOHH) Lz &, FEFHMEEETH S
B Y 5 0l 72 0 OREMRFEERBREDRIET
ROEBVTHY. 7R ARFREDB THE2N

BARENTD & N7 (p<0.0001, BHERRUEEET
BEIRI 515 5305 7 D OREMRRFE R E LR
EF BB .
o7 ) OBERTE B |75 ¢ AR E 0o
a) % % 15
P g oo sy g SRR
Tt AE| 109 | 0.83 0.65 19.64 56.13
[44.02, 68.24]
AFIEE | 117 | 0.89 0.16 76.98 (p<0.0001)
a)Full Analysis Set
b) sk

OBREGHEUEZET. BEMHICB T 285D ORERMASE

ez HER &9 25585

BIE R RIS 1323.8% (30/126M0]) TH > 7z, FE 2 EIE
FIXMERR2.4% (3/1266) TH o 7zo oy ERERHEE
EEE EER) . RPEARRET.1%(9/12661), M/
WEEAD4.0% (5/12681)  #FrRERERA>3.2% (4/1264)
Tho7,

EZE MAEEER (VN

BEFEORTADPAETH LRHENHIRAFTONE O
MEMARIEEZET 248U L16ERBO/NETADPA
BEIMIZNGE LT, AFI401360mg/kg/H (k&
50kgBl 132000 133000mg/ H) % 2438 % O #% 5. (BE
TFORTAPAREEOMH) L& &, FEFAEE TH
B D 6 D#EBH 72 Y OFRERARFEIEREHD LD
o fiE (95%FHEX M) 1% 56.52%(-15.74%,98.18%) T
Ho1z2,

Ve R IRSERE1338.5% (5/1301) TH - 7z, BINERIIME
AR23.1%(3/13%) . :EENERIE7.7% (1/1341) . EE7.7%
(1/1361) . TH17.7%(1/13%]) TH -7z, Fiz. BEIKRMK
EEEE FER) X, DERQTERT.7%(1/134]) T
Holz.

17.1.7



17.1.8 REAGIRSSHER (MAKRUING)

JE] B 3 ] 55 TAH EBR S U < W3/ NEEINSE MARRER 252 7.
3 E B [E 2 MAH SR & S R A+ 0 70 8 52038 DL
Belcrhik U7 HARAEBFE44G 255 & LT, A (167%
Bl E) TlEAAI1000~3000mg/H. /NETIEAF20~
60mg/kg/H ({kES0kgLl F131000~3000mg/H) #
A5 L&, MEMRBERBIILTOEED T
o7,

1.4

(G
43)
1.2

3 1.0

= (43) (19)
0.8 (32)

5 06

29)
@n (s (22) (19) 2)

= 04

W7z D ORERRIEEE B O PSR E
(551 P95 f e, 300 53 8)

0.2 -

O'O&g& R R i PR
/%9'& &@\w : o \'”/v \”/\ \“") w}ﬁ ¥
E TR

BIE R FBUSEE 1338.6% (17/4401) TH > 7z, FExEIE

FIZMERR11.4% (5/4461) TH 5 720 Fio. HRMEERE

W (EIEM) X, DERQTER4.5%(2/446). 7o=>

T3 NI UVART 2T —EHEM2.3%(1/4461). 7 8T

FUBT I/ NTURT 5 —EHM2.3%(1/4401) .

C-KIHEERBEM2.3% (1/44%1) . (REHEM2.3% (1/44

) TdH o7

18. EExhEIE

18.1 {EFEER
LRF Ty AL, EEZEERTERELZA A F ¥ 2L
IS L wh2), MR Y+ S ANz ABE2A
(SV2A) & DfEE2930 NEICa2+F v 3 ILFHED, Ak
Ca2* DEEEmH32 . GABAKRUZY ¥ AEgE BRI
A27OATY v ZHEOMF . w0 R 2 [
{EDOMEB 72 EAFER SN T WS, SV2AICHT AEEH
MEEEETADPABYETIICB T 2FEMFIERE D
RUCIZHEEDI RO SNE T EN S, LARNFTE L ESV2A
DFEED, RIEMEERICES L TWEbDEEX 5N 53,

18.2 TAOARIEICHTT D1EH
HHRAAZ ) -V TETFILTHAIRRBEITVNAET
LEORRRYF LT RSV —ILERTOWNATT L
ETIE. TONAWHIERZ RS 272300, ARER
FEF Y R 72230 RUFLYTFRFTY—=)LFY
RY Y7230, YahlrRighA = riBziR50
Sw k30, ANFTAT—LVEBEERMTAPATY b
(GAERS)3, BERMEFME~ 7 A% 2 OB FHNE. 2MRFH
EZRMUEZTAPABYETLICBWT., BEMEER
=R LT,

18.3 I CTANAREIER
R BRHMF Y R 7Sy MiZBLWT, FURY Y
TR ] L 7239,

18.4 iRIBRITH T 2 Z Dt DIER
Z v OMorris/KKRIERERIC B W\ CERAIBEREIC L B % 1T
g0, o—F—uy FRBRTIHESKEEICEE L RITS
B0 7230, Fiz, HAMBEIRKSEZR T v MIB L THEM
fafrEMER 2R L7z4,

19. B2 (CEET 2B EEMAR
—hg&
L RF S+t % L (Levetiracetam (JAN) ]
==
(25)-2-(2-Oxopyrrolidine-1-yl)butyramide
e

0
Hac/ﬁ)J\NHz

(0)

DFR
CsH14N202
nTFE
170.21

R
115~119C

LE27N
HE~RKABORBEEONERTH S, KITHD THET®
T AF ) =LKLY ) —)L(99.5)ICiBITRd <. 2-
Ta ) = VRO T7E P MY LIZRRBEITFPLTL. ML
IVROTVIFILI—=TINICHETIILL, AFY Tz &
AEBITF R,

DECERER
log P=-0.60(pH7.4\ 1-F 2% J =)L) » BB ER)

20. BIRVL EDER
ARIGEEER LB TRET 5 &,

22. 3%
(A =5 F58250mg)
PTP : 100%€(10%Ex 10). 500%%(10%¢ x 50)
TS5 AF v 7R B 50088 (N )
(=5 FS5500mg)
PTP : 100%€(10%E x 10). 500%%(10%E x 50)
TS5 AF v 7R B 5008E(NF)

23. FEX R

1) BERHE  EEREARBINIG =2 7)L A&

FEREGERE

HPER  BAANBERAICBT 2 LARF Sy LBEHRS

RS EIRE (2010F7H23HA&RR. CTD 2.7.6.3.1)

HNER  BRARRBRAICBIT 2 LAXF Ty ARERS

RrDEYEIRE (20107 H23H4&RE. CTD 2.7.6.3.2)

HHNER  BAANBERACBY 2L ARF 52y LERVE

HEOBRBFEESRED LK (2014F7H4H%AZ. CTD

2.7.6.1.1)

5) L& SAE/NERTAPARBRFICBITZLXRF Ty LH
Bl 5RO HY B RE (20134E5 31 HARR. CTD 2.7.6.2.1)

6) HHNER 1 LRF St ¥ LICHET 5 BEFED B BMENT-1
(2010£7H23H#%EE. CTD 2.7.2.2.3)

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

8) HNEH : HERANBERAICBIT 2 LAXF Ty LOHENE
RBICKIZTRBEOEE (2010FE7H23H%AR. CTD
2.7.6.1.2)

9) Ramael S, et al.:Clin Ther. 2006;28:734-744

10) Strolin Benedetti M, et al.:Eur J Clin Pharmacol.
2003;59:621-630

11) #HNER : BARABBREE TN R CIMRENT 2% 1T TWER
HBEAEEBZIIB T2 LARF Ty LOEYHE

12) Brockmoller J, et al.:Clin Pharmacol Ther. 2005;77:529-
541

13) #HNER : BE REAN)ICBT S LARF S 4 LEEIKRY
REROBRGHOEYHE(2010FE7H23HAF. CTD
2.7.6.4.1)

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

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

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

17)

18)

19)

2

—

3

=

4

=

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

Ragueneau-Majlessi [, et al.:Epilepsy Res. 2001;47:55-63

HANER LT Ty L ROREDOEMEREICKIES S

oY FOFE(2010F7H23H%. CTD 2.7.6.5.4)

HRER D FT12ay 7 e RO LY A REEREE (2013

FOH28HAF. CTD 2.7.6.1.1)

21) HWNER © BARICB T 280 S E AR OS5 MAHRER

22) #NER D HARICB T 283 BIEHARED T v A

BeEk B (EIPN5S 1T/ AR ERER (BN BERTRRIE) ) (20104E7 H23

H#%&gE. CTD 2.7.6.7.1)

PR . BARICHB S 285 FIERBED 77 £ R

A ER (EIPN S IIAHERER (RN PFRIEE)) (20104E7H23 H &

#. CTD 2.7.6.7.2)

24) JNRFI— fth : TADABZE 2012 5 29 : 441-454

25) HNER 1 BARIZB T 282 FE1EOF FERE O /N 55 IAHR B
(2013#5H31 HA&#®R. CTD 2.7.6.4.2)

26) HNER  BAKOHEICE T 2 RE—RRREEFHRERED S
F b AN B (201 68E2H29H %FR. CTD 2.7.6.1.1)

27) HNER : BRICB T 2 ERRFEEFEEO /NS IAH
B (20168E2H29H AR, CTD 2.7.6.2.1)
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=
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=

—7—



28) HANER : BARICH T 2R E B ARFEEO I E O R R &%
548 (20165F2H29H %GR, CTD 2.7.6.2.2)

29) Noyer M, et al.:Eur ] Pharmacol. 1995;286:137-146

30) Lynch B A, et al.:Proc Nat Acad Sci U.S.A. 2004;101:
9861-9866

31) Lukyanetz E A, et al.:Epilepsia. 2002;43:9-18

32) Pisani A, et al.:Epilepsia. 2004;45:719-728

33) Rigo J M, et al.:Br ] Pharmacol. 2002;136:659-672

34) Margineanu D G, et al.:Pharmacol Res. 2000;42:281-285

35) Kaminski R M, et al.:.Neuropharmacology. 2008;54:715-
720

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

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