* % 20264 3 HkET (B8 5hR) HAEERR D EES
* 20244 9 ANET (58 4 hR) 871139
BFE © SRR ARES HR7eRs
B 3F 30300AMX00375000 20214E12H
RTADAE
LRFSEILRSAOY S
g — — ~ o
LNANFSEHLERSLO09750%JG)
Levetiracetam Dry Syrup
TTEERE T
F)ER-EMEFEOMFEICLDERT S &
== (v - S LTI BHRO | MvEH
2. F2 (ROJBEICRESLBVIL) oUrTvA| 280 | 250-<80 | 230-<50 | <0 [T IHEREE
ARIORA G T R VBRI UBBIEDBERED » (mL/min) S e
wee| 1000~ | 1000~ | 500~ 500~ 500~
> B | BRSR 3000mg 2000mg 1500mg 1000mg 1000mg
1 [ [ 5 e
3. #ERE - MR EHEZSE| 500mg 500mg 250mg 250mg 500mg 250mg
3.1 45 1H26 | 1826 | 1526 | 1528 | 181E
- _ 1 1 1 1E 1E
s AR R RE#GE| 150mg | 1000mg | 750mg | S00mg | 1000mg | 500mg
(1gh) - - — 1H2@ | 1H2E | 1H2E | 1H2E | 1AIE
e N, . -v Y= b=, EROF UL
;];)*;55’”7“‘“7" ;];n?’““ H=X, TEALT 7 AAUIL, ATT 7.3 EEOMBEREDS 2BETIE. FTOs LT F U EE
. DA BT (B EH PEFLTED, ZLT7F=2 U T T2 AMED S TIIBERRE
3.2 HAIOHER WEORE 2B/ NS 2 IR S 5 LS, KD IERAE
__WRE illiZ & - R PRI HEE BT, BHEIGERZBEE L2 S HELUH
b na] ST kot e mo kR st REMEHT S L. [9.3.1, 16.6.3 BH]

4. FHREX ISR
OTADAEBEDERDRIE (ZRESRILRIEZST)
Otts DI T A AZETTHRBHRIEBH SNBVTANAVES
DEERREEICHT IR TADAREEDHAEE

6. FiERUHE

BN EE. AICIELARF Iy 4L LT 1 HIN0mEg (KZ
AayFeLT2g) %1 H2EN55) CHRRER L CROK
595%, B, ERICKD 1 H3000mg (R4 >ay FE&LT
6g) B WEHFTHEEERT 220, #8132 BB oM
Br®I3C 1 BRRELTIO0mg (K42 0y FELT2g)
IR 2475 2 &

N CEE. AR EO/NRICELVRF TS LELTIH
20mg/kg (KT 4 > avy &L T40mg/kg) % 1 H 2 ENTHT
CTHERER L CROBSET %, 2B, FERICED 1 H60mg/kg
(FFA42myFELTI20mg/kg) %88 2 7o\ ¢ 30 B HE R
575, HEi 2B EORIR% ST | BFEE LT20mg/kg
(K54 2my 7L TAmgkg) IRTDITH T &, 72720,
FESOkgl EO/NRTIZ, BRAERICHE - HEZAWS 2 &.

. BERUHEICEEYT %38
7.1 REIZRERARFEEICH L CERT 558123 thotTha
PAEEMRAT S L, BERRREEICHT 2R B E T
DOEEFRFABRITER L Tz,
7.2 BHRERELET HIRABRE KR 2 HE5T 515481F. T
WRTZ VT Foo 70T 50 AMERSEZE L TARIORSE
ROBREERZHAST A&, £, MERBIT2ZZ T TWBREL
ANBETIE, 7VLT7F=o 27075 AEIIS U 1 HHEI
MOA T MWENT % FEhE L 72 ICRF OB S %2175 2 &
"B, CZTRLTVWAHERUVHEIRY I 2 V- 3 ViER
ICEDILDHDTHAHIENH, BETLICEEICBELZD S,
RERVCHEBZHAST A&, o, BHEBEZEIT 5/NE
BEICOVWTHEHEDREILG LT, AHOBREER VRS
Mg AT 22 CEEICKRST ST &, [9.2.1. 9.2.2, 9.8,
16.6.1. 16.6.2 Z=&]

N

% %8

8. EERERIEE

8.1 ERHFICB I A2BREGEBORBLHE LV LEEGHIEIZXD,
TADPARIEOHEEN I TAPAERBRESOSbONSZ LN
HHDT, HE5EPIETHHEICIE, Dy 2BEBM ER,
FTHRAICBET 2 EEEIITY 2 &,

2 R FESN -S4 - REEHENEORTIPEI S &
Wb, BEEOBEEHERMRZ LD BEEREOETIE. FEEY
ZOBEFIE #+oEBO L. EBESEEICHEIL, &Er
PESBEMIR(EZTOBH I TR EREPLRETH S I L 2H
PICEEICIEET A2 &, £70. REEDVH 5 b GEICIE,
HEEOEIREEIRZ LS BHMOBRMEICELZ VLD, BE
IHEET 5 2 &

8.3 Mg, sEEL. 1R, BE, WEREZOBHERY D 5 b,
HRERICELZZEHHHDT, AFREFIZEEDRER Y
TREOBL 2 FEESBEIT S &, [8.4, 11.1.61 15.1.1%
H&]

8.4 BERUVZOFRFEEICHENE, BRENEFEOFHERREIRD
AR DWW TR Z TV, B & BHEISEE 2D &5
EOETAHIE, [8.3. 11.1.6. 15.1.1 =H&]

9. HEDERZREIZBREICHT IR

9.2 BEEREEERE
9.2.1 BHEEEZEDH2EE

[7.2, 16.6.1 ]

9.2.2 MKFENZRZIF TV DS KREIBHKEEREDH 5HE

[7.2. 16.6.2 2]

9.3 FFikeERESRE
9.3.1 EEFHEREDHSEHE (Child-Pughs34EC)

[7.3. 16.6.3 =]

9.5 1R
9.5.1 R XIAFEIR L T2 EHED S 24 tEicid, BITD &S

) AT 2ER UIRELOGERE SR LR S & HRTs
BLEEIIOAHBEET B L,

B MIBWT, HIEFRICLARF S Y LDOMAPEESET L
TEDWENDHD, HEI YRRV —HICEL ., BRTH
IRETD60% & 7% > 7z E DWRENH 5.

- Ty MIBOWTREBITESFEDO N TV S,
CEMERICBWT, T F TR PAOBEEEREEL
PDBBTEMERKRUEEOERETEOEM,. HEEE. R




DOIRCRENNPRD SN, THF TR B bNOBRFEED 4 ~
SEDBE TMESE. BRER OB UHFEOEIAR
5NTWV5,
9.5.2 KXF &5 Lizitmh o HAE L2 RICE VT, HEREY
HEPVEREBPH S5 DNDL I ENDH S,

9.6 =ILIF
BELOBEREROBARBEOAEEZZE L. ZALOMEY
WEHIEERET 52 &,
b NTHRARBITT A EARESN TV S,

9.7 INR

BHAEARERIIHEREZNR E U-EREBRISEN - &
HIZEML T2,

9.8 %Iﬂn%
IJVTFZUI)T I AEESEICRSRE, BEHEE Y RE
THREEEIRET ST L, BRETITERENMETRTLTY
BT ENZV, [7.2, 16.6.1. 16.6.4 %]

1. ElfER
WOBWERMH 5bNB T ENBHBD T, BEEFHITITL,
BEPRDoNIEEIEITRE 2 FIET 5% EHE) 2 LB %17
AT &,

1.1 EXGEHER

11.1.1 hEBREIEFERIARAE (Toxic Epidermal Necrolysis :
TEN). REtSIRIREIREE (Stevens-JohnsonfE(RE) (W3
NHSEEREA)
FE KB, KM - B A T8, WEER. Bxm. OWNE
FOREPEOONTGEHIIERSE2FIEL. B ZAEZIT
AT &,

11.1.2 ZEIEBSEEIREE (BAEZREA)
MHTERR & LTRIE, RED A SN, FICFFHERERE, U X
HREAR. HMEEM. FEREE S, BRY VOSBRSS 2D
EREOBEELBBIERSHSDNAIERH B, kB, b b
ANILRATA VA6 (HHV-6) FEDO7 A IV ADEEELEZMES
ZENEL, BERIER O RS, FE. EERESOERY
BRH5VITBENT A EDPHAOTERET S &Y,

11.1.3 EERIREES ($EERH)
PUMERIEAD . HEERERE, [ mBRED.
Lo bnNsZ ENH B,

11.1.4 A2, B (WITNLHERH)
A2, FREOEELIEENHODLNLEIENDH 5,

11.1.5 B8 (BHEREH)
BLWIEE, BE# BR. BHESOERSH 5bN 0., KEE
FEOEFRDVRD S5NIEGEICIZEEZRIEL, BYZ0E %
Fr2 &,

11.1.6 B2, BRER (VI 1 %Ki
GRS, $EEL. iR, BE, HEESOBEERS D 5 b,
BREXKICESZEDBH D, [8.3. 8.4, 15.1.1 2]

11.1.7 1EFUEARIARAE (SAFERER)
AR, RO CKER. MARCRFIF oLy LR
BHobNIZBEICIIEE2HIEL, BYLABZITO &,

11.1.8 24EBEE (BHEREA)

11.1.9 BHEREE (BHEREA)
FE AEAL MECKESR. SR, MEOEE., BiikEE.
RITBRZ. QMROEINENDH 6 bNIBEICIZHRE 2R,
L, KOG, IIREEEOMZABLITO & £z,
IFTUECVREEDBREOETIVAOND I ENDH 5,

1.2 Z0OiDEHER

FFRRERIBAD /MR

3% E 1 ~ 3 %A 1 %A SHEEANE
EEED T | BREHAR, KOLH). |, BE. R | SEELRE. B
(10.4%). BH|{R¥. A, B\ HRE. OR. #|R KSO8E.
@ (11.8%). | %, M5 %, FOERE. | MR, A
NHRAE. fEAR SR, BE R, | WEE. H
(27.9%) PElRE. BEA|EETE. &

LE. BETH. BT -
TR WA EB RE . & EE, g R,

D IRAFR Y — | | TADAKEE.

R, RAED & | Ea s

W, BEIRREE, 8

IRIETRE. R

A NAA

FElE, R

S%NE | 1~ 3%%H (%5 A
. Rk B, RRED.
" 7 >R, #H
i
TR | B . MR-
- PR HALL. 11/
D R
K. RS
) CEEQTER.
s HlFE
W R B . B, R
i A, B | . o AT, B
L, O
L, S
T ALPH FRRERE
WA, R F R
o
BR - Epd REEEBE, A
Rt
B W | RELk. U, B|REG. R
ey (30.2%) WA|JR. WABEZ, 1> 7
WRTEAEE. LT, B
SO s
RALOE | RRE
T BT % 5 R |, B | ZA.
o 5. o N2, HREE. |G
T
” THE TR AR R, R
R WEE, MW | BAET
R ) T
BRI, 6 | LR 10 7 € F |, 5. | W £ B0
2o RS | W, (SE| I, BRI
i Flis %)

13. BEES

13.1 fER
NEOHREREICB VT, LRF Ty Lx—EIT15~140g
AL H 0. EER, B, BE, B L NLOET,
IR N MR EE AR SN TV 2,

13.2 &
RANFMEBENTIC K DBREATRETH D IR LTV 2ERDE
FEIZIS C TR BT OEfE e ERT 22 Lo [16.6.2 5]

15. ZOfhDER

15.1 BRARERICE D <15

15.1.1 B CTERES N KB 2 SCEROIRTAPAEIIB T
B TANA. BHREBEEZNRE L2190 77 & A iRER
RERBOBEERICB VT, BRGEEVBEBRERDOFERD )
ATH, MCADPAEORRAR TSI L RBEE B L TR 215
L (RTADPAZEIRFRE : 0.43%. I REE:0.24%). i
TAPAEORARTIE., I RBEEHARI000AH201.9
AZWEREE N (5%FEHXM :0.6-3.9)0 £/20 TAD
ABEDT T IN—TTlE, 77 REEEHARI000AH7202.4
AZBWERTHESN TS, [8.3, 8.4, 11.1.6 BHH]

15.1.2 HAEABATA NP ABEI208F 25 R E Lic T 7R N

MR RO ST ICB VT, IERMRETEIEROFEES
RO, BB RO RR. EAR BAE 15O, 1
BARE, BE. EBBEZ. FREE. MR8, EE. A
TBEE) ORERIIAABTIZ.I%, I LKRET6.2%TH >
oo FRRIC, HAEANNRTADPAEE (4 ~16i%) 19861 % %t
RELET T2 RMBEERRBEICB T 52 UHEEFROHBE
EARRIBETI7.6%. T REETI8.6%TH > 7z,
7o HAENNERTAPAEE (4~160%) 98FlZNRE LT
RARE R OMTENCN T 5 B2 5T 5 77 & AN FRER R
BRICBWLWT, BRNGHEITH LM, I REEEHEL T
BONTHOELITRRES N,

16. FEAENRE

16.1 MRE

16.1.1 KA

(1) BHEgs
BRI L ARFF 14 4250, 500, 1000, 1500, 2000, 3000,
4000%Y, 5000mg™ (B#H58 6 ) =Z=ZMERICHEREORE L
&, IRTCOBEETILRF Ty LOMFETREIHRS
%3] EICESEEZ R U HEERE (t) BRERICH
PHEF T ~IRHETH 7Y,



HE SR QLB T A -5

BER Chrmax tmax AUCo-4sn tiz
(mg) (pg/mL) (h) (pg-h/mL) (h)
250 6.9+1.3 1.0+0.6 56.7+6.2 6.940.9
500 16.4+4.8 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 82.9+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 115.1+14.3 1.0+0.6 1363.3+151.9 8.1+0.7

HREE 6. FHELSD

Conax * TR e © TIPS B

AUC : b seyp e B TR o o ISR

E]) ENTERSNAAO | BESHSRIZ3000mgTH 5.

() RiE®RS
BERAICLARF F¥ 4 L& LT 1 E1000mgXix1500mg (&
BEROH) #1H2E7HEKEG L&, #E1HE ()
O 5E) &7 HE (BAEEHRER) OMmEPRESRICRE
%A 2 ~ 3EMICCran® R Ly Z DAY 8 BRI DMK LB T
BETRU7. F7z, MEFREIIRS3IHBEICIERREISET

% EHERIE 7Y,

ENBIE 2000mg/B_(N=6) 3000mg/ B _(N=6)

INTGA—% (a5 5 b A A SR PSR A A 5 R
Com(pg/ml) | 24.133.0 36.345.7 3.343.6 52.0+4.6
o () 2.051.2 2.851.0 2.240.8 2.551.0
AUCon 191.3526.7 | 318.3+63.2 | 253.7£30.3 | 445.6+56.9
(ug-h/mL)
t (1) 8.051.4 8.3£0.9 7.540.7 7.7%0.4
FHE+SD

(3) SEEIRARS &ROKRSOLEE
TRERRY 256112 L AR F T & L 1500mg % 1557 [ w1 & IR P9 3%
SXEIROK/ELIEE, LRF T Y LOEYEEINT X —
FWEUTDEBY TH o7, BOKREREHBL T, SEEIR
P 5B D CraxlZ 591,665 8 <« AUCK Uti2ld BRI L T Wiz,
BB, LRF Ty LROBREGROEMZFHAEIEF100%T
Ho719,
B SROENHE/ ST A -5

EZEI) S HIEEIRNI S RO AP
INTA—=% (N=25) (N=25) (90% (= #ER< )
Cuax(ug/mL) 97.0 [27.6] 58.9 [37.0] 1.64 (1.47-1.83)
AUCo
(11g-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) -
tiz(h) 7.11 [11.7] 7.23 [12.7] -

HEFHE [CV(%)]. trdPRME (R ME-ATH)

a) EEEIRNRS/ZORS

16.1.2 MR
6 ~12BD/NRTANABEICLANF T4 L ELT0me/ke
FHEARORS LS OMBERLRF I 4 L OEYERE) S
FTA=FEFUTOEBYTH 7297 HEAT—%),

Cax tmax AUCo2mn tin
(pg/mL) (h) (pg-h/mL) (h)
25.8+8.6 2.0 (1.0-4.0) 22664 6.0£1.1

2461 (2 2361) . FHIEESD. tmad SFRE (B/IME-FAME)

16.1.3 BEEEAZEYISIREMRT

A BERAROHEAOBRBEARTTAPAERE (ZLT
FZU )T 5V A 149.2~256.8mL/min) » 556Nz 1mEE
FRLARF I LBET—%Z2HWT. BEMEY SN Z
To7z0 TOMEE, BT 02H 27U 75 A (CL/F) IZxt
LT, (RE. HHl. CLaRUBHITA»AZE, BLT 05T
AR (V/F) I UTRE. RN TADARROHERE DR
BRRE (BEMANIITADPABRE) PREIFNICEELRT
ELTHEEESNLY,

INRCNR (4 ~165%) ROELA (16~555%) O CTAPABRE
POEB/BONTMBHLARF I LEBET—Y2HWT. BE
HIEY B RERIT 21T > 720 T DFER. CL/FIZ L TEER Y
BRI TADPAZE, V/FICR L TEAESREIENICERE O
RECEED & BHFE UTHE SNz. NERUBATAD
ABZEOMBFEHEYBEELZS I 21— a3y LR, NET
A A BEIZ10~30mg/kgx | H 2 Bl 5 U7 B0 8 sy
BEIX. BMATADPAREZIZS00~1500mg 1 H 2 BI#5 L 72k
LREBEEFRIS N,

16.1.4 EYFHIEFMER
LRFFETLRTA2ay I50% [JG] &4 =777 84
Oy 750% %, JUAF—N—FEILEDENEN g (LRF
F ¥ L ELTS00mg) EERABEICEREEEORE LT
MEEPRE(CFREZRE L, SoNTEMBE T A -5
(AUC. Cmax) 12DV TOORFRMX LIS THREHEIT 21T - 72
&2, log (0.80) ~log (1.25) OEEMNTH . WHIDEN
FIRIEEDER S 20,
(ug/mL)
20 —o— LRFTEFLETA LAY T50% (1G]
—— A—rTTETA Ty T50%

g Mean=S.D., n=28
o 15
L
X
.a’_
5 10
+
k4
a5
=3
O s s s s
0 6 9 12 24 48
BE5#%OREM (hr)
EEMBREI ST X — %
HEIST A =% BEIINTX—F
AUCo-s Crnax Trmax Tin
(pg-hr/mL) | (pg/mL) (hr) (hr)
LRFIEYLRSA 20T
0% NG) 160.9+17.0 | 16.6842.99 | 0.6+0.2 | 8.0+0.6
;O;/;}T77F7{’“"7p 161.9+16.5 | 15.9042.28 | 0.7+0.2 | 8.1%0.6

(Mean#S.D., n=28)
Eﬂiﬁ':f:'()i%fgjﬁZfKAUC\ Cmang@/\oa)( _5 Li\ *&%ﬁ%@%?ﬁ\
AR DOIREN AL - FEF O FHEBRSEMHIC L > TRL 2 FREEN S
%o

16.2 DRIX
16.2.1 RBOXE
RFRELALBIIC, LARF T &4 L1500mg % 228 R X B4 1C

HEREOREG Lz &, ZBEREENT, BRESECldtn
I IFRIER Uy CroaxtE30%IE T L7245, AUCIEFEIZETH -
f:ll)c
16.3 9t
HERATAPABEZED R TOSHEREIL. BEFEY B LR
HFOFER) . 0.64L/kg L HEE SN (ARRKABIGEWMEES 72 5
Too HVEI N ALTH 2 W RIC L RF T & & L1500mg % B
BRI S L7z & &2, SHAEOFMEIZ41.1L (0.56L/kg)
THY . EHRBIKSEIIWVETH - 72,
in vitrok Uex vivoikBE DGR L XF T 1 & LR OFERHED
T&Auch LOSTOIMEE /- ABFFEERIE. 10%RETH 219,
16.4 {35
LRFFtv & LlE. FFF b7 a—LPAS0RREESZ TIIRE S
Nz, FEARBREEIIT L N7 I REOBENIIKS®ET
HO. TNV ERSNSDIZERBEDOUcD LO57 (F71LK
FUIR) THB, B AREWICEBZIEEIET 2 WY,
n vitroiRBEIZB W T, LRF Tt 4 L K Fucb LOS7IZCYP
(3A3/4, 2A6. 2C9. 2C19. 2D6. 2E1XU'1A2). UDP-Z7 L2
O VSRS (UGTIALKRUUGTIAG) RUIARFY Kb R
05 —PIcRt UCHEEREZ RS Zh o7, o NLT Ok
F R LDV VERAEIC S EEE RIS k57219,
16.5 HEitt
R A (F#582 6 fl) ICLRFF 14 £L250~5000mg*? %
ZERERR ICHEEOREG Lz & &Y, RE48HERE CORESE
1209 2 FRAPFERONEEEIX. REEE LT56.3~65.3%.
ucb LO57& L T17.7~21.9%Tdh - 7=,
SE AR A B 4 F124C- L RF T & & L500mg % B [alF
A% 5 Lz & &P, 5486 %E TICERESED92.8% 0D fit4t
BEARAD 6. 0. 1% HEF 2 5 EINES Nz, #E548F % E T
DS EICHT A RAPPERIE, RELEE LT65.9%. ucb
LOS7& LT23.7% CTH -7z,
LRF Sty LOHMICT TR ERE A 18 % O FRA S BRI A,
ucb LOS7ICI3 4Bk A A i & BEBI IR E i 2SS LT \nW a1,
#2) ENTARSNAA O | HREHRSRIF3000mgTH 5.



16.6 HHENERZHI EE

16.6.1 BikeElEEEE
BEREOEEDRL 2MARBFEEZNRIC, LRXFITLEFL%E
HEZOKELZEE, B20028 7075 0 AI3EHKEE
H# (CLcr: 280mL/min/1.73m?) & H&E L . BEKTE
(CLcr : 50~ <80mL/min/1.73m?) T 340%. H & EEKTE
(CLcr : 30~ <50mL/min/1.73m?) T52%.EEKTE (Clcr:
<30mL/min/1.73m?) TOI%E RN L7z LRFTLFTLOB Y
V7P I VARIZ VT FZ T UT7 T AEEBRIHBELRY,
[7.2. 9.2.1. 9.8, 16.6.4 =}&]

BREDEE
s e =)
e iz B EE (73
(N=6) (N=6) (N=6) (N=6)

CLer § ]
(mL/min/1.73m?) >80 50-<80 30-<50 <30
®r5&8 500mg 500mg 250mg 250mg
LRF T4 L
Crax(1g/mL) 21.9 [31.2] | 15.5 [25.3] | 10.8 [24.3] | 9.2 [30.4]
e (1) 0.5 1.0 0.5 0.5
(0.5-2.0) (0.5-2.0) (0.5-1.0) (0.5-1.0)
AUCo 166 116,51 | 248 [16.9) | 169 [16.5] | 212 [19.1]
(pg-h/mL)
t12(h) 7.6 [6.9] 12.6 [11.3] | 15.5 [17.5] | 19.7 [26.5]
CL/F
(rL/min/l.73my| 515 (781 | 309 [14.6] | 24.6 [15.0] | 20.3 [20.9]
CLx
(r/min/1.73m | 316 (28517 | 153 (22.3] | 9.7 (23.4] | 6.0 [53.6)
uch L057
Crnax(1g/mL) 0.36 [9.4] [ 0.75 [25.8] | 0.57 [26.0] | 1.06 [29.3]
e (1) 5.0 8.0 12.0 24.0
(2.0-8.0) (6.0-12.0) (8.0-12.0) (12.0-24.0)
AUCH 5.9 19.7] 22.6 [45.9] | 18.7 [53.4] | 57.8 [57.3]
(pg-h/mL)
ta(h) 12.4 19.0 20.3 26.8
v (11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)

AP [CV(%)]\ tnakTU'uch LOSTOLld FRSE (F/IME-FAME)

CL/F: BRPITOREIYTI VA Clr: BV7UTI VR

¥N=4

16.6.2 MEBNZZFT TV I KREBKEEESES
MEEMT %2 %1 TV S RIBHRAEREE O AWEEIC LT F
t % L500mg % BT R4AR AT IC AR O G L & &, L
NF T Y LOIEFENTREOERFEIR L34, 78/ T do > 725,
BEATHIE2.3REMNICEEE L 7ce LRF T & L K Uuch L0579
BITICE BBREDRIIE L 81%KUV8T%TH - 7219, [7.2.
9.2.2, 13.2%HE]

EMHETA—F LRFITEF L ucb L057
Crax (ug/mL) 18.7 [8.1] 8.84 [7.0]
tmax (h) 0.7 (0.4-1.0) 44.0 (44.0-44.0)
ti2(h) 34.7 (29.2-38.6) -
AUCo-4n(ug-h/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/1.73m?) 10.9 (9.4-13.1) -
AT T4 —DBREDE (%) 81 [7.5] 87 [7.2]
MBEMNT R OEEFEA (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
MEENTZ Y 7 Z >~ A (mL/min) 115.4 [8.1] 122.9 [7.1]

N=6. #AF5fE [CV(%)]

tmaxs tiae CL/F\ MBGBEHTH OIMKERIH IR RIE (FBME- R A(E)

16.6.3 FrigREE=EEE
BERCFERE (Child-Pugh/ AKX UB) OB AFERERT
FHICUVRF T Y L ZBARROKEG L&, LRFITEY L
DEEI)T TV ACELEAHA SN o7, EE (Child-
Pugh7#C) OFFEREETETIE. 287 )7 T 2 ADMERER
ADKIS0% & 75 5721920 (HEIANT—4). [7.3. 9.3.1 2]

16.6.4 SEnE
BHMEICBIIALARTF Sy LOEYEEICONVT, LT F
Z2 V75 AN0~7ImL/minD #EEE 166 (F#6] ~88
%) AR E L TEHE LR, BE CIRERERE K
AO%ER L. 10~11EE & %2> 720 (MEAT—%). (9.8,
16.6.1 2&]

16.7 E4EEIER

16.7.1 Jx=hbaY
T b VOBANBETHSICT Y PO — LT E L WERSF
EXIE =R LREMRREEE BT 2MATANPARE 6
BlzxRIc, LARF S+ 4 43000mg/H % RS L & &,
T b VOMTETEESPENEE/NT X — 5 ITHEL T
B polce 722 VHLURF T LY LOEYBEICHE
RIS o722 8 (HEANT—%),

16.7.2 NIL’OEEF FUD L
R ALOH Z RIS, NV TaBEF U 7 ADOEFRETRIC
BLTULARF ¥ L%I500mgHEEROHRS LZEE, N
TUF UV LIILARNF Sy LOEYEICEHE L RITE
B olze LRFSEY AN TOEEF N ™ LOEY B8
ICHEERRIFS 722 HEATFT—%),

16.7.3 #OBEE (LFZIWIAMSIA—=ILRU LR/ ILY

A RMLUILDOEE)
B A LTS 2 RIC, BIOEEE (TF=LTANTY
F—10.03mgk LR L7 A M L0 15mgD&EFI% 1 H 1
E) ROPLARFIt& L% 1 E00mg 1 H 2 E21HBRERD
BEL-EE, LRFITEYLAFIIFZIALIANST I -
CLARIIVT AN VIVOEYFEEIST A — 5 ICHER KT S 7%
oz, BWHEOMF S ar 250 Y RUEEKERAILE Y
BEEEBECHESE L, BOBEROEMICEEL RIS %
Motz BIOWIEEIZ, LRF Sy LOEYBREICHEL
EE D579 SEAT—%),

16.7.4 YIAF¥v v
BEER AL 25 5RIc, YT+ (1EH0.25mg# 1 H 1 E)
BRUOLARFF+ %24 1[E1000mg 1 H2E7 HERERZRORS
LizE&E, LRFITEYLETITFY L OEYEREIST A —%
B RIZE P o1 VIFTVUHLRF T LDOEY
BRICHERRITS G720 HEAT—%),

16.7.5 DILIT7UY
7o buy e UEROEBRIZER (INR) % BEEO#HFENIC
METALD, TLT7 70 YOEEZMGENICZIT TWARE
REA2661 % MHRIC, V7 7YY (2.5~7.5mg/H) RULAR
F I+t % 2 1E1000mg 1 H2[E7HEREROKRS L& &,
LARFFETLETLT 7)) VBEICEEL2RIFST, Fa b
OV VML EELZ TP o7 TLT 7YV LARFS
vy ADOEYEEEIC B ERZE 55720 (HEATF—).

16.7.6 ORI R
fRFR 2301 20 RIC, 7axX% Y R (1[E500mgZ 1 H 4[@E)
BUOLARFI¥ 441 EHI000mg ] H 264 HEREROERS
Lice&, TaRZY FRLARF S8 LOFEYBREICIIHE
RIS o7z EREYIuch LOSTOBE 7 U750 A%
bIBET S H722 (HEAT—%).

16.8 ZDith

16.8.1 &MFHIEEFE
BERA26H1IC L RF 5+ 4 4500mg (K54 21y 750%%

AR R & 1 gRLiSOOmg%% 1 ﬁ%) %%Hﬁﬁ%@&% LizEE, LRF
N RERRA Child-Pugh | Child-Pugh [ Child-Pugh Y Y LOEYFEEINT A=Y IO EBYTHo72s KT
A (N=5) i o s £ >0y 7F50% E500mgsE i EMFIICAETH B & AR
) SNz,
Clee Nl 93.1%13.8 | 120.8+11.9 | 99.6+13.2 | 63.5+13.5
(mL/min/1.73m?)® AR SR OEMBE T A -5
LARF T4 L - N BUFE O e
Corer (g/mL) B2 236549 | 24.7%3.3 241438 }%_*’”)?J_fi K 7& :2‘:6")‘/ 7 (ffi”é) P
tmae () 0.8%0.3 0.6+0.2 0.5£0.0 1.6+1.5 7 - - (90%(E HEIX 1)
AUC(ug-h/mL) 23449 224+25 262458 595+220 o /mL) 20.9 19.6 1.0680
t(h) 7.6£1.0 7.6£0.7 8.7+1.5 18.47.2 mext 18 124.5] [28.1] (0.9689, 1.1772)
CL/F N N N N AUCo+ 149 151 0.9871
(mL/min/1.73m) | 634497 62.5+8.7 55.4+10.5 | 29.2+13.5 (g -h/mL) [15.6] [15.2] (0.9701. 1.0044)
FHEESD tom(h) 0.500 0.633 7
a) LRFITEy LBEHOE " (0.233-1.50) (0.250-2.00)

Cra &t AUCo- |3 FE [ECV (%)]
tmaxlEHFRAE (B ME-FATE)
a) K74 >u v 750%/500mgst



17. ERRRNEE

17.1 BEZERUREMICEAT 5HER

(CADAEBDBRREE (CRELBRIERIEESD))

17.1.1 EREDEHER (RA. BEJIEE)
BETCAPALBIISN Y RELXET 10U LOBEE %
WMHRELT, LARFF 4 41000~2000mg/H (1000mg/H %
B EFRICHED & 6 N7-15E132000mg/ HICH#EE) X3000mg/
H (EOFEIIP»»D 5, 3000mg/H IC5afHE) % Bl
ICTROFE L& &, FEFHEEE <4 %1000~2000mg/H
BORKFHEFARICB 5 6 » ARRIEHEAEREOEIAZ. 73.8%
(45/61f) T& > 7=, 1000~2000mg/HEE D mAREFHMAE T D
| FERASIEMEBE DEA1359.0% (36/6161) TH -7 Fiz.
3000mg/HEEIC BT 26 » HEFEEBERBEEOE &1322.2%
(2/791). 1| FREFEEEABEZEOEEIZ11.1%(1/96]) TH->
7':31)()

BRI FIREEE1354.9% (39/714) TH -7z ERBWERIIME
AE32.4% (23/7141) TH -7,
17.1.2 ERSE O/ MMEEER (BRA. HEEZE)
LARF F+ % £41000mg/H. 3000mg/H K75 1R %12ERH
BOKES (BMEOMTAPAEEOHH) LIZEE. FEFE
HEETH 2B 720 OESFEEREBREDPRITROEBYTH
D, 79 RBEELARF Ty LB (1000%03000mg/H) i
TIZLARF T+ & A1000mg/ HEEO B THETHN 2B BN
b eNiz (FNFhp<0.0013 Ficp=0.006. #5H % KT
BEWRICB T B NBERR LB D 72 D OERSFHEIEEE 2 12
BETHHETEDNT) . BB ERIB T 250% L AR F—1L—
b GEDH 720 DD FERB S BEER & AR T50% EiieE
L7-BEDES) 3. 77 RE13.8% (9/65641). 1000mg/
HE31.3% (20/64%1). 3000mg/H#£28.6% (18/63f1) Td -

7239,

BHE D ORARFER | 75 CRENT RO
a) Of A= 35
P e | s | oo (90) [%ﬂﬁgfﬁl
75t REE 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) 2.0
3000mg/HEF | 63 3.44 2.08 27.72 110.7, 33.6]
) BERRL OFIREOT 7 — 5 70> <0 5
b) s

c) AELFARFFEICHE D FEAR
d) BEHERT. BEGEICS T 2R LmEd i 0 QRS RIEmR s L &
T HHET
BB AR T OVFAM RS o0 B/ F S BUSE B 12 1000mg/ B 58T
56.9% (41/72f) . 3000mg/H %58 T54.9% (39/7141) TH -
720 EBIERIZ1000mg/ Bi% 58T, {HIR13.9% (10/72f1).
BHFEA8.3% (6 /7201). 1FEEDF8.3% (6 /72/1). 3000mg/
H#% 58 CTERS.9% (7/7161). BIHTE%8.5% (6/7141).
FEED F5.6% (4/7161) TH-7.
17.1.3 ERENEHER (A, HEARE)
LARF S+ 4 4500mg/H. 1000mg/H. 2000mg/H. 3000mg/
HEOCT St RZ12EEEOESE BEORTAPAREREDH
) L-Ba. Ml B 2 BEHY» 5 0EH -0 DL
SFRERBEDOR (FRME) &, Z2hFNn12.92%. 18.00%.
11.11%. 31.67% K r12.50%CH H . TEHMEEE TH B LA
¥+t 4 41000mg/HEE. 3000mg/BER VT T REED 3 B
M ORI B 1 2 EEHE A S DD 72 0 O S FER
BRDRIC, MEHENEEERZRRD NG -7z (p=0.067,
Kruskal-Wallist 7€), 8. SEICB T B50%L ARy ¥ —
L—bhid. 7T REEL.6% (8/6961). 500mg/H #£19.1%
(13/68f1). 1000mg/HE£17.6% (12/68f1). 2000mg/HEE16.2%
(11/681). 3000mg/HEE33.3% (22/6641) Td - 72¥,
2 A R ORI A R o0 Bl VE A R BRSEE 3. 500mg/ H i 58
60.6% (43/714). 1000mg/B#%58E61.4% (43/70f41). 2000mg/
H#%58£58.6% (41/70f1) 3000mg/ H#%5-8£64.3% (45/70%1)
TdHh-olzo ERENERIFS0mg/ HIX 58T, BIHEK4.1%
(10/7161) . ®H19.9% (7 /7161) \ FEhMED £117.0% (5 /7141)
B ER7.0% (5/7141). 1000mg/H % 5 8 <. B MHTE %18.6%
(13/70%1) . {H#ARE10.0% (7 /70%1). 2000mg/H&% 58T, {HEHR
17.1% (12/701) . BIHFEZ15.7% (11/7081) . #457.1% (5 /70

B1). 3000mg/H #% 5 &f T & W 55 7£21.4% (15/7061). iR
17.1% (12/7081) . #FHIREREADT7.1% (5/7061) TH-7z0
17.1.4 BARIAMGIZ SR

ENEE I/MAERER (A GFREE) 2587 L BFISIBEN
RELT, LRFFE4 L1000~3000mg/H%E 1 H2[EICHFT
RRORE L7 & EOMORERBIIL RO EB D TH - 72305,
RHBRICSI U ERE D S 5. 7661752 D&% EHE S N7tk
HERICBAT URHEBE AT Lz (24~360 AT LA 36~48%
HT47HI. 487 B LIk T2861) .

6.00
() B
- _
€ __ 500
Kig
g4
R
& = 4.00
E o
5 R
#7300
R
O 45
S & 2.00
SHE ey . @0
_ o 4 | b9
8 oo I T
5 & 100 (150, -
4 - ) 1 LA [ I L 1
(151) (135>(122)(117)(103H96) 1) 89) 3) (3] 8L (78) (77) 0 6 |
0_00\\\\\\\\\\\\\\\\‘39)\\\
5 L
g&?????????????????@
- N S RSN I R N
,;;g%,,)\o///////\/z///////%
A PLTLIFTT LRSS WP Py

Bl

BIEFI R BUERE1392.1% (139/15161) TH - 7z. E&BIERIE
Bh I B 4555.6% (84/1514). BH%24.5% (37/1514). 16 bR
22.5% (34/15161) TH - 720
17.1.5 EBRSEMAEEER (VR 4mEBLE)

BRI T AP AE TS L RIEIIHIRIRAE & N2 LIRS 3
E2ET 5 4R EIORREO/NETADABETIN 2R E
LTy LAF It 2403 1360mg/kg/H (1A E50kghl £ 1%
2000%143000mg/H) % 1 H 2 B 5 1 CI4BRE RS (B
TFORMTANPAREDOHE) L&, TEFHHEE THHE
RIAR 6 Db 72 D OFSFIEEEFED RO FRE (95%(F
X)) 12, 43.21% (26.19%, 52.14%) TH V. FIEHEED
WD AR SNz

i, NRTADABESHICIGELES LARF 54 5 220~
60mg/kg/H ({4 E50kgll L 131000~3000mg/H) % 1 H 2 E
W TGRS L L 2 OERIEDNREILL IO EBD T

ﬁ?f:y)o
20
() Bz
18
.
16
i
SR 14
K E
Eon 12
R 1Y
ﬁ, 10
R 4E
2s s (73)
SR \\
SEH 6
+ (73)
K|’ 4
) — , (55) (54) (53) (29) (14)
0 I - I - I - I - I - I
BZEE  OEEN #ERS s fERs  MERS  BERS
(148) 1B~3%4R 3~648 6~97R 9~124R 12~154R

HI (e F S ISR 1358.9% (43/730l) Td > 7o EREEAIE.
1EAR42.5% (31/73(1) TH o720
DR TADAETTHRBRIED SNBLTADABED
BERREEICHT 2N TADAREDHBEL)
17.1.6 ERHEEIEDERER (RA)

B O T A AETHH LRI RAE S N g\ iRER
RFEEZET HI6ELLEOTADP ABESIH (BRG] Z
&) 2MRE LT, LAF T £ 410005 L < 133000mg/H
(1000mg/Hr» 6 #5542 L. %58 \EE TICHENALN
7= 35 & 1% 2 BRI <1000mg/ H 3°>3000mg/ H I 8) iz



TRz 2BHMREORES (BEFEOHTAPATELDHHA) L
L&, EEFHMIEE TH A BEME Y 5 Db 72 0 ORERR
REMBEDRIEITROEBOTHD ., TITLRBFELLRF T
Y LBOM THREIAN G ERENRO 51z (p<0.0001. &%
SELUCEZRTF. BIEHBICB T 2EH 720 ORERBAFEE

m#E AR L9 50 ST,
B OREMAREEYY | T ERREE ORI
it [95% (= #EIX ]
BRI | BRI MR (%) (pfif)
Vi 109 0.83 0.65 19.64 56.13
= . [44.02, 68.24]
LRF T8 LB 117 0.89 0.16 76.98 (p<0.0001)
a) Full Analysis Set
b) HRfE

c) HERLUCEZRET. BEHEMICBI) 2 EH 720 OMERREERRELERET
23538
BIE A FIRSEE1323.8% (30/126f) TdH -7 EHBUWEAIX
1ERR2.4% (3 /1266]) TH -7z, Fio . EEFEEERY (B
EFD) 13, FREPEEBIET. 1% (9/12661) . M/MEEEHA4.0%
(5/1266) . BFFRERECRIAD3.2% (4 /1266]) TH -7z,

17.1.7 EASEMAERER (IR
BRFOMTANPAETHT L REIHEIIRA B SN2 VIRE
ﬁ%ﬁ%ﬁ?é4ﬁutmﬁ$ﬁ®¢%TA#A%%BW%ﬂ
RELT. LRF T ¥ 240 1360mg/kg/H (FES0kghl 1
122000 123000mg/H) A 24EEHEORE (BEOHTANA
FEEOMH) Liz&&, FEFMEEE Th 5 BEHE» 5 D
B 70 ORERRFEERBEDROFRIE (95%EEXE) 13,
56.52% (-15.74%, 98.18%) T# - 7%,
BIVEFA IS 1338.5% (5/1301) TH - 720 BUERIZER
23.1% (3/1361). JEBHHEIB7.7% (1 /1361). FE7.7% (1/13
). RHI7.7% (1/71361) TH-7z. Tz, BERBEEEREE (B
ER) &, DERQTERT.7% (1/136l) TH-o7z.

17.1.8 REBGIRSHER (RARUINE
E AR MAAEREES U < INEENEIHERBEZT T, X
[ B4 [R]85 AR 3R 2 S R+ 53 D 72 O 8 52008 IR 12 ik L
7o AARNEEAM 2R E LT, A (16RRLLE) TIRLARF
J 4 & 151000~3000mg/H. NETIELRF T &5 £20~
60mg/kg/H ({kE50kgll £ 121000~3000mg/H) % & 145

Lz, MEBRFEFERZEILTOEBY TH 720 4,
1.4

() B
(43)
1.2 —

1.0

0.8

55 3 U

G2

0.6

(29)
(19) (12)

o)

(22)

(58 1 .

(16)

0.0 1 1 1 | | | | \‘!’\ Il
2
fb f@ @ w? w? wx@ wx@ /\wx@ AQP wx@ «\Q‘%
N N N A S R S
[
&

B 72 0 OFRE R AFENEEB O RIE

5
Bl

BRI 138.6% (17/4461) Tdh -7z E2BIERIEME
BR11.4% (5/4461) T ->7z. T RMEMEREE BIEA)
. DEBERQTER4.S% (2/446)). 759=>73I /) bF VR
7 x7—YHEm2.3% (1/4461). 7ARSF VBT I vT v
A7 27 —XH#EM2.3% (1/4461). C-RictEE R M2.3%
(1/44%1) . (REHEM2.3% (1/441) TH -7z,

18. ESHEIE
18.1 {EFAHR
LRF Ty LlE. BEZERROCEEL AV F v 1L EE
WALV MEERD Y 7 Z/NMa- ARE2A (SV2A)
EDOFEED D NEICa? F v 2 ILIHEY, #IRIHNCa D g
HD . GABARUZ ) ¥ U EEEERICNT A2 70 AT U v
7 HHEQINENS , MR OBE 2 B LOIFHD 7 &2

RENTWVD, SV2AICKHT 2IEEHMELSETCADPAEY
EFIICHB T BFHEMENER & OBICIZHE RO oN B &
MH. LRFFE Y LESV2ADFEED . FEMEHWERICHES
LTWBHDEEZHNBEY,
18.2 TAHLAFEIEICXT H1ER
HHA T ) ==V TETILTHIRREBRBITIOCNAETTILE
UBRARVFLYT ISV —LFERTONAETLEETIE
FOWNAIEERZ RS G579 75, AFEES ﬂ&#zbu
VIR RUFLYTFRIVI=LF YR T AN
YOV XEhA =V BsHE50T Y v, AT AT —
JLBIEERMTADPAT Y b (GAERS)Y, BEEMEF(E~ 7 250
% EOAFNE. ERFEERB U TAPABYMET LIS
W, EIEMSIER %2R L7,
18.3 iTADLAERIEIER
RMEESHEF > R T7Fy MZBWT, ¥R VT
B A L7252,
18.4 thiktR(Cxd 3 Z DithDIEA
F v S OMortis/K IR ERER 2B W CERAISAEIC L E R RITE T,
O—%—0vy IR CILEFHBREICHEL RITS2h - 72Y,
F7-, PRMEIIRGELIE S v MIcB L TR EEREZTR L
f:54)o

19. B ICET 2IBEFEHNIRE
—fi%%& . LRXF T+ 4% L (Levetiracetam)
k24 © (25)-2-(2-Oxopyrrolidine-1-yl) butyramide
ZFI - CsHuuNO;
S1&E 1 170.21
% R BE~RKABROEREOH R TH 5.
IKIBO TETPIT L, 7TEFZ MY NLIZPRBITP

T AFH T EAEBT 20,
i
(o]
HsC ® NH2
H N o

20. BURWLWEDFER

T I IRFASRISER TR TRET S &,

22. @R

100g [TLIT3I4— bR NT, BEAIAD]

% %23, EEEk

1) BECTAPAZR (I CAPAREREEZRALTVSTA
DADHZHNIBNT, BEEEERPLER T D BRI
ZITOBOEREER (20265 3 A17H)

£5EE  EEEERRERINIG Y = 2 7L AR
FEREMRRE
HARANERBAICBIT2 LARTF F1 s LBEEHRGROEY
B (o —7 778 201058 7 A23H &R, HFEERHIE
2.7.6.3.1)
HAANBRBAICE TS LXF Ty LAREHRGREOHEY)
B (—7 7 F8E: 20104 7 A23H AR, HHERTE
2.7.6.3.2)
HARMNBERBAICBIT 2 LRF T 14 AR ESFAIO R
O SEEO L (f —7 7T SiEEE L 201457 5 4 H&
. HIRFERMEEE 2.7.6.1.1)
HEVNRTADPABEICBIT 2 LVARF T 18 LBEEIREE
DENHREDO (1 —r FIH/ FI71ay 7 201385
A3IHAR. HFEERMIE 2.7.6.2.1)
HEVNETADPABEZEICBIT 2 LRF T1 4 LARAIREE
DENERQ (-7 S I8/ FF44ay 7 1 2013FS5
A&, HEEMEE)
LT T8 LI 2 REFAEMEERET-1 (=77
F8E : 201048 7 A23H AR, HFEERMIEE 2.7.2.2.3)
Toublanc, N. et al. : Drug Metab. Pharmacokinet.
2014 ; 29 1 61-68
10) HNER © EP AR

5)

7)

8)

9)



11)

14)
15)
16)
17)
18)
19)
20)

21)

30)

31)

32)

33)

38)

39)

40)

) SURFI—
) BRI SRBEO (1 —47 7T 20108 7 A23H

HAANEREBAICB TS LTSy LOEYEEICRIT
TEREOEE ((—47 758 201047 A23H &R, HiE
BRI 2.7.6.1.2)

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

Strolin, Benedetti M. et al. : Eur. J. Clin. Pharmacol.
2003 5 59 : 621-630

A (A= 7 F8E 2010 7 A23H &R, HEERMTE
2.64.1. 2.6.4.4)

R (REHEE) (1 —4 778 2010 7 A23H %&&8.
HBERMIE 2433, 2.6.2.2)

Rt (EYERENEDMEEER) (41— 7 F8E 2010
7 H23HAR. HEERMBE 2.64.7)
et (1 —2 758 1 20106 7 H23H &7
2.7.23.2)

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

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

e ERE (1 —7 T8 20107 H23H &R, H
FAERME 2.7.6.4.5)

ERE GHEAN) 0B 2LVRF T1 8 LABREIR O RERE
O S5ROEYERE (1 —7 7 T4 : 20105 7 A23H&RR.
HEEE R 2.5.34. 2.7.6.4.1)

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

BYMHENER (7= 1Y) (=7 7T : 20107
H23HAGR. HIEERHIE 2.7.6.5.6)

HIER B R

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

Ragueneau-Majlessi, 1. et al. : Epilepsia. 2002 ; 43 :
697-702

EYBEER (BORER) (£ —/7 78 2010867 A
23HARE. HFFERMEE 2.7.6.5.1)

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

Ragueneau-Majlessi, L. et al. : Epilepsy Res. 2001 ;
47 1 55-63

LRF T 1 & LROREY OEMERRICRITT SO0
ROEE (4 —7 T4 20106 7 A23HA&R. HFER
W 2.7.6.5.4)

FIA4vay FESERIOEMENREEHE ((—7 77
$8/ K4 >ay 71201345 A3 HAR. HEERTE
2.7.6.1.1)

HARICB T A FIERABEOEMERE ((—7 77
$8/ o4 vuy 7 /ST 20154 2 H20H &R, &
EREE)

HARIC B 23 FAEGRBIED 7T & A% iR el 5
(ENE L/ IERE (A SHRER)) (=7 788!
20104 7 H23H4&RE. HFEERMIE 2.7.6.7.1)

HARICB T 589 e FAEED 7T 1 AR BB
(ENE MRS (A, OFREE)) (f—47 7 F8E 2010
7 A23HAR. HFEERE 2.7.6.7.2)

fit : TADAWGE 2012 ; 29 : 441-454

AR, HEBERMEE 2.7.6.8.1)

ENE R E5REBQ (1 —4 758 : 20104 7 A23H
2. BEREE)

HARICB T 28O FHEHRBEEO/NESEIMERE (1 —7

T8 RTAay 7201345 A3 HAR, RiEEH

HEEE 2.7.6.4.2)

AAROHEICE T 2 BEMRREEHIEED TR

BHERE ((—7 I8/ N1y 7/ St

20165 2 A29H %32, HFEBERHEE 2.7.6.1.1)

H A B 1) 2 58 E R 5RO S o /NIRRT B

(A —=HrTF8E/ R0 0y 7/ S 2016562 B

29H &R, HFEERHEE 2.7.6.2.1)

HARIC B 5 MEMRFEEFEE O EHRER 5RO

(A =758/ 54 vay 7,/ SiEEE 2016462 A

20H &R, HEERIE 2.7.6.2.2)

41)

42)
43)
44)
45)
46)
47)

48)

49)

52)

53)
54)

HAICB T 2 RERARFEEAZEORBIMGR 5 HEO
(A= TI%E/ o4 vay 7/ HikeEE 201662 A
29HAKRE. BEREE)

Noyer, M. et al. : Eur. J. Pharmacol. 1995 ; 286 : 137-
146

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

Lukyanetz, E.A. et al. : Epilepsia. 2002 ; 43 : 9-18
Pisani, A. et al. : Epilepsia. 2004 ; 45 : 719-728

Rigo, J.M. et al. : Br. J. Pharmacol. 2002 ; 136 : 659-672
Margineanu, D.G. et al. : Pharmacol. Res. 2000 ; 42 :
281-285
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