Hek 20244 4 HolET (38 5 k)

% 20234 6 HET (5 4 R) HAE R o S
A - BRRE 871139
BHER - 364 A

L= TS8E | A= T8
\ | 250mg 500mg
FChD AR AIRES | 22200AMX00864000| 22200AMX00865000
L5 S 1R R ) HRZEMME | 20104E 9 H | 20104 9 A
LRF S5ty LEE
1-T25,5E250

1-177
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"7, EIE
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E Keppra® Tablets

F) ER—EMFOMGEIC KV ERTHI &

**=
ZIN/CA

2.

(RODEBEICIFRELEVNTE)
ARNORRAEET ) R 2 FERIC UBEE0EDBEE

Eo®2EE WAZITOWAIRABETIE, VLT FZo2UT 5>
3.1 450 ICARKIOBINHREG2ITH>2 . "B, TITRLTVS
S _ - HEROHBIEY I 21— a VERICESLLDOTH
Wt | A—4778250mg | A —4775500mg BN, BESLICHBICEELAN S, AELY
Wﬁ%g& LARF T+ 5250mg | LARF T+t ¥ L500mg g%%?ﬁziéi%éﬁiE%§E§§§§§¢§§

ZDon B 1x He i) T, = N
SO KA SO RS & AT 5% CHEICRET 5 &, [9.2.1,
6000EP. WEEME/K /1 (6000EP, BEECHEA Y 1 922, 9.8, 16.6.1, 16.6.2 -
B, 277 VBV IR B AT T ) VBV TR IVrF=y Fifsng (LT
WA |v A, BUEZ LT YA, FYEZ LT L 7977 R| 280 [250-<80|230-<50] <30 | g g (B OHITE
T — U (85T AAEH) | T — L (88533 AAEH) (mL/min) R me
Bty >, vvud—BtFy>, v r/ad— | {455 | 1000~ | 1000~ [ 500~ | 500~ [ 500~
L4000, v, HE2|L4000. L7, #HE 3000mg|2000mg | 1500mg| 1000mg|1000mg
BPLIZYAL—F | ZTEmE% 1 | 1@ | 1@ | 1@ | 1m
3.2 HFE DR EH%E8|500mg|500mg| 250mg | 250mg | 500mg | 250mg
7% £ =7 75%8250mg | A —% 755500mg LH2[E| 1 H2[E | 1206 | 1H2[E) 1H 1[E
BOAE ARSI paaT M AR ha T b RERE 1%? 1&? 7&? S&F uﬁ? 500
. mESE mg mg|750mg|500mg mg mg

e | @ OO = @ O 1621626 1526|1526 16 1E
B, E1 | 812.8mm. £6.0mm | $16.4mm. 7.7mm 73 BEOFSERENDH 5BETL. FETOZLTF

B #94.6mm #95.8mm BASETLTED, JLTF=Y 20752 AR5
=R #9277mg #554meg T BEEREE O £ /NI T 5 TR A B T &
B3 — ucb 250 ucb 500 5. & OEREDSHIATSEE i, BB IR

4. FHREN IEZHER
O T ABEDEDFEIE (CRIEERIEFEIFZS D)

O DM TADAWETTRIBRHMRIERH SNV TAD A
BEOBEBEECH T INTADAREEDHARE

6. BERUHE
A EE, RAICRLARFTE85 L ELTIHIOOOME

*7.2 BREREZ AT 2RARZICAAZHRET 25513,

TRIRT VLT F o275 AMERZBEE L TR
HloFE5EROESHEREHRET5Z &, 2. MKE

BELZPOHEBERVCHEZHEI TS Z &, [9.3.1,
16.6.3 ]

8. EELRERNIR

8.1 HAHICB T 2R ESROZBABEL L LESHIEICK
0. TAPAREOHEEITANABERREN H 5D
NBZENHBHDOT, HE2HIET HHEEICTE. Dl
EBH2EMB EAPTTHRYICHET 272 SHEITI Lo

Z1E2ENC T TROKET 5. 8. ERICEKD 1A
3000mgzH A & WEE TEEER T 207, HEIZ2EH
Dl EoRE%» 0 CIHRAREE LT1000mgl R 217>
Z&o

N EE AR EO/NRICIELARF Sy L& LTLH
20mg/kgz 1 H2[ENC 71 TROKE T 5. LB, ERIC
LD 1H60mg/kgx B2 2 WHIE THEEIERET 55, HE
E2EM EoRFEZ 1 CIHAZE LT20mg/kgbl R
TOITH T & 272U, (FES0kgE EO/NRETIE A
ERICHE - HEZAVAZ &,

7. BENUHAEICRAET 3FR

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

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 MiRBET 22T TV D REASHEEEEEDH 2 EE
[7.2. 16.6.2 &H&]

9.3 fFiksEE=ESEE

9.3.1 EEIFHEEEE DB 5 EE (Child-Pugh23EC)
[7.3. 16.6.3 Z#]

9.5 {F®

9.5.1 FHF I IFIE L T WA A[REME D H 2 4k iE. IR
EH 7% AT EEREUIBELOARESEREZ EE
BEHMEINIBEICOAKETH L,
B MIBWT, BIEHRICLARF T & ADIMHEEH
BEFRLAZEDOWMEN DD, EIMY X 2Y —HIMICE
. BRTHIERD60%E % 57- & DIREDNH 5.
Ty MIBWLWTRERBITEIZED SN TS,
cEMERBRICBWT, Y b TR MOBER LFE
B EDBRETERERRUEREOBREE O,
REEE., BOFETREMAPRD 5. 7Y F T,
b rADOBRBEED4~S5EDIRE THBGE. BIREED
Bk UOHEOEMARD 5TV 5,

%%9.5.2 KA 25 Uiz, oHELLZRICBWT., iR

HYBEUEREEDS D 5 DNBZENDH 5,

9.6 RHiw
BELOERERUOBARBOAREZEZEL. HAD
R I 2 RS A 2 &

b FAHHFABITT A EFRESN TV S,

*9.7 INBZE
EHAGERITHERZNRE U-BRRBIIEN -
W EBICERL TR,

9.8 SinE
JVTFZrrIT I AMEESEICREGRE. BRERHR
ST AL ECEBEICKRSET S &, BRE TIIBEE
PEFRLTVEZEFEZW, [7.2, 16.6.1, 16.6.4 &
He]

B

ROBWEHN®H 6bNDZENHHDT, BEE 7T
WV, BESPROONIBHIEHRE2HILT 272 EEY) 2
WEBEITH T &

11.1 EXEIEA

MAT P ESHREIREMELE (Toxic Epidermal
Necrolysis : TEN) . RERIRIEIRSF (Stevens-
JohnsonfElRE¥) (W 3" b SHEEAR)

11.

FEEN KLBE. KA - 'S A THFE. WHEDE. BRI,

ARREDORENRD SN BB IC3REEZHIEL,
BB Z1TS T &o
11.1.2 EZFIMEBEUELEREF SEAH)

FIHER E L THIE, BN A SN, EITHTHERERE,

U OSEIERR. BB, FEEEkES, 2Ry o%
HRHEFSE 245 BHREOBEE L BBIERYH S5bh b
CENDD, BB, B EANLRZATA I A6(HHV-6)
HOTAINAOEEELEES Z&NZL . 5L
BYLFE. FHE. FRERESOERIERD 5 VX
BT 5 ENHHIOTERT S LY,

11.1.3 EERINKEREE (SEERH)
FLMERER A, MEERIERE. HMBERED. FHERED .
M/MRED D H 5N BT ENDH 5,

11.1.4 FFR£2. R (WIS HEARRE)
Fre, MREOEELRREESH S DONLI DD 5,

11.1.5 BEER GEEA)
BMLUVIER. ®E. BR. BEHREOERPH S5bh
D, BEREO LANRD S NEEIREZ2HIE
L. BEYZMEZITS &,

11.1.6 WK, BRER (T 1%KRTE)
SHlEE. $5EL. IR, BHE. WBEZFO/BHERY
Hhobh, BREKICESZ EbH S, (8.3, 8.4,
15.1.1 B8]

11.1.7 1EIERRRARE (BHEANEH)
AR, B CKER. MAPERUCRFIATar
VERERH S bNZBEEICE KGRI L, #EA
WEZITH T &,

*

11.1.8 2MBREE GHEAH)
11.1.9 BMAEREE (BHEEANEA)
FEE, Al MECKLERA. SR, MEOEH. &
WiEE. FBTRZ. QMROEMENH 5 bhiHE
WG edhik U, (RmEl, Kok, WREEED
WYL RNBEZITH L, oy IFTOEVRZMNED
BREDETRIPAONDE I ENDH S,
11.2 ZDDEIER

MME/BE | 3%LLE | 1~3%Kim | 1% SHEABH
EEIED R B SR L AR . (| ALK R
(104%). BIR D 2# .. EENWE. 9
B(11.8%) . [IR¥. Bk £ . L)@, @
ANHRGE, [EER [ M . BB, EEFEES. AB
(27.9%) OSSO |2, RHEREE. B

£, 8 REHILE .
H,BERB K Y T
W, PR s — Y&
E. BENE . BER.
BE. BHE|ITADPAE
; " T8, il E. wmak
RERMER R |
"y, YR
F Y-,
R, AR
Mo F W,
R HR
%R %
N - iR
HREE, N
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i, #=
HHR. EEER. BE
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L e
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R ZHE
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, DENQTHE
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. EEAX. FHLAESE.
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)

FF i ALPHEID  |FFHERERE
BERE 95 . FR|BEIR
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T [<3%%% | 1%5E | BEAW
| FoN N
T W B R W
LALEEE . BT
1
i HIR DR
e e R U 7 . R B
cot |® VB K. KRS A (1
LN N T
R R

13. BEKRS
13.1 K

NEOHIRBREICBWT, LXF T LEZ—FIT15
~140gRA L7BIAH O . IHAR, B, B, =%

LAV, BN R VRS #RE SN T W5,

13.2 g

ARNF M ENTIC K DBRERRETH D HHL TV SIEE
KROBECIGE U TCMEENOEREZERT S &,
[16.6.2 ZHE]

14. B LDER
14.1 BRIBHOER
PTPEEOHFIPTPY — 2 SED H L TIRAIT 5 &
SHRBIHT L, PTPY — FOBKICK D BELBIAE
PEEREARIA L, BICIFZRFLZHE C L CTHitRRR %%

DERBLRAMELHET S END 5.

15. ZOMDER

15.1 BRERERICE D BER

1511 N TEES N AR 2 S CEBOIWTANPAEILS

5. TADPA. BHEEEBREZHNRELIZ1990 TS5
T A RERRBROMEHERICBWT, BRSERV
HEREROFKEOY AT, iTAPAEDOIRART
T RBEEHE L TR2EE L FLTA»AZERA
B 0.43%. SRR 0.24%). WTADPAED
RABETIE. 79 RBEEH~NI000AH72D19A%
WEFTE SN2 (95%EHEXM © 0.6-3.9), 72, T
APABEDY 77V —FTld. I RBEEHER
1000ABH 72V 24NB VW EHESNT WS, [8.3,
8.4, 11.1.6 ]

1512 AEABRATADPABEL208f 2 0RE LTI

AN RRER RAABR O OF G RITIC B W T IR MRIETEY
TEROBEER (BB, Bl &0 AR, B,
BENIE, 15O, BEHALE. B, E#RZ. 5
Bk, MREEEL MRE. ABEE) ORERIIAH
BT13.3%. FIEARBET6.2%TH 7z, FABIC,
HENNERTADARE (4~16%) 198fl 2 R E L
72 7T e RRHRERRBRIC B 2 UHAEFEROFE
RIIAAIBET37.6%. TILRETIBO6%TH o7z,

Fio HEINNRTAPARE (4~ 167%) 98M 2 xR
& L7-RAMRER OTE IS 2 B2 FHE T 2 75
T ARNBEERERICB VT, RN TH 20,
77 KB B U CRBENTEOBLATRR E N,

16. EYEIRE
16.1 M4RE
16.1.1 BEA

(1) oS

R AICLRXFZFE % 24250, 500, 1000, 1500,
2000, 3000, 4000%), 5000mg® (£ 5 26/l) % 22[8
BFICHREREORS LI L&, TRTOREBTLARF S
& LADOIMFEFREE I S5%ITIT IR ICREEZ R L.
THIEITH (62) IR GBI DD 5T 7~ TH - 722,

(ug/mL)

i
EE = Soom
v ——1000mg
~ ——1500mg
F ——2000mg
5 —e—3000mg
+ —&—4000mg ™
% —&—5000mg®
N (N=6:F#3{E+SD)
i
B
48 (h)
5 R
HA SR OEMBELINT X —5
&5‘% Cmax tmax AUCO—48}1 ti2
(mg) (pg/mL) (h) (g h/mlL) (h)
250 6.9+1.3 1.0£0.6 | 56.7£6.2 | 6.9£0.9
500 16.4£4.8 | 1.0£0.6 |148.7+184| 7.9£1.0
1000 29.7£9.3 | 0.8+0.6 ]2889+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 829+7.4 | 0.6+0.2 |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| 1.0+0.6 |1363.3%151.9| 8.1%0.7
BHREGEOM. FHEESD
Crax @ B AR tmax * 5t I H 5 352 g ]

AUC : A 3EYpiR - R R Ntz @ TR
) BN TER S NAA O] HEERSEIZ3000mgTH 5.

(2) REERS
BEBRAICLARFTLH L ELTIEHIOO0OMgX I
1500mg (#5866 2 1H2M7THEKR G L& &, #

S1HE WE#EESE) £7H B (B %5 1) O m g
ERFITIR G522 ~ 3R I Crax® R Uy € DRI
BOBERERPATET Lze £z, MEPRERHRES3H

BIIZERREICES 2 LRl s,

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

$5 A — 5 | IEHR G | R R | R 5 | R
Compig/ml) | 24.1%3.0 | 36.3£5.7 | 33.3£3.6 | 52.04.6
tmax (D) 22412 | 28+1.0 | 22408 | 2.5+1.0
AUCo-12h 1191 34967(3183+63.2|253.7+30.3 | 445.6+56.9
(ug - h/mL)

t1/2(h) 80=14 | 83+09 | 75+07 | 7.7+04
FA9{E+SD

() REFRARS SROKRSDEER

fRERRRA 25611 L RF & & 41500mg % 1557 M s
RN EIIBEOKREG Lz & LRF T & LM
FREHEBKRCENHERATA S ILDTOELBD T
Holoo MOKREGRELEL T, REHIKRAKR GO
Cmaxci;ﬁl‘316ﬁ1ﬁ%‘<\ AUC&Utl/Zti#ﬁﬂ;{LTL\fCO AP
LRF T &4 LREOBGROEMZHFAFEIZH100% T
HozY,

(ug/mL)

1104 (RSP EE95%(F X ) —o— RUHRIRNIS -o-RORS
100 (pg/mL)

90

B wu =) ~ oo
S 3 3 38
L L 1 1

RERE D\ A D, © B

S
I

B R D, T BEE

T T T
0 4 8 12 16 20 24 28 32
Btk



B G ROEMHE/ ST X -5

B | AEBRARS | BORS S IORSElal

INTA—% (N=25) (N=25) (90%(EHAX[H)
Crmax(pg/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCo-t
(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) -
ti2(h) 7.11[11.7] 7.23[12.7] -
AP ICV (%) ] tmaxt & HSRAE (F/IME- B A (H)
a) R IR R 5/ R4 5

16.1.2 INE
6~12BD/NRTANPABEICILRFTEIYLELT
20mg/kgZ B EG Lz L&, LRF TS LI
B X 5% I3 2B ISR E 2R Uy TR
Z6REEITH - 725 (AEAT—%),

BE& Chnax tmax AUCo-24n t12
(mg/kg) | (ng/mL) (h) (pg-h/mL) (h)
20 258+86 | 2.3%1.2 22664 6.0x1.1

240 (t12 : 23f1) . FHELSD

16.1.3 BEHEYBRERET
BRA : HERARUOHEANOBEBRARDTTADPABRE (Y
V7F=ZUTUT TR 49.2~256.8mL/min) » 515
SNIZMPFRHLRF I LBET—Y2HVWT. BE
HIEM BRI 21T o 720 ZOMBER. BATo2H5 7Y
75 Y A(CL/F)icxt LT, {A&E, 5], CLerkUHEH
MTAPAZE, RPFOSHBRE(V/F)IH LU TIRE,
PR T A D A ZER OB O FRIREE (R A S T
ADABE) PRI ENICERRRTF & LTHEES LY,
AINE NR (4~ 165%) RO (16 ~555%) D TADARE
EHEPOEON-MBERHLRFSEY LBET—YEZH0
T BEMEYBHREMITE2ITo 2. TOMR, CL/FICR
L THRERVCHARTAD AR, V/FIIH L THRENK
FEMICEBRDP OBRNICERO S 2R T L LTHES
nizo MNRROBRATAPABZOIMFERIEYEE A
Salb—YaryULizER, MNETAPAREIZIO~
30mg/kg# 1 H2[EH% 5 U7z R mAErh S X, R
TANPAEEIZS500~1500mg 1 H2[E# 5 L 7z B & ARk
EFRIENT,

16.2 IRIY

16.2.1 BEDORE
ERAL2GNIC. LARF 514 L1500mg 2 ZEHER 1%
BRICHERO®REG L&, ZEKBEENT, BB%
BTl tnaxP 1. 3RFEER Uy CraxlE30%E T L 72 A%,
AUCIERIZETH > 728,

16.3 951
HRATAPABEDORP FOLHERE L. BEFEYH
BT OFERT . 0.64L/kg&HEE S N (ANR/KSBICE
WEE o7z SAEANBERALTHIZHRICLARF TS
21500mg % BEERNES Lz & &9, SmAEOFSE
1341.1L(0.56L/kg) TH D . (EANRAKSBRITGEVMETH > 70
in vitrokUWex vivoREIO DGR, LRNF S5t LRUE
R#@Td Huch LOSTOIMEE AAFEARIE. 10%KTHT
H5o

16.4 X5t
LRFFE & LE. FFF F 7 u—LP4AS0RREEEZ TR
#HEnmwv, FELRBRBII7E N7 I FEOBENMN
KABTHY. THIZKDERSNSDIXFEREMDOuch
LOS7(ANAKRF VIR TH B, B AREWICEIHEER
il AE AN
in vitroiBRiICB VT, LRF T ¥ L KEFuch LO571
CYP(3A3/4. 2A6. 2C9. 2C19, 2D6. 2E1XU1A2).
UDP-7'V 7 a v iR (UGT1AL KR OUGTILAG) RO
IRFY R Fas—Bicnt UTHEFERAZ RS D72,
Foo NULTUBEF NI LDV O BAICLE
ZRIZE D57,

16.5 HEittt

RN (FH586H) 12 L RF 5+ 4 4250~5000mg)
ZZEEREICHERRORS L & &2, #548KMEZE T
BEBIINT ZRPPMEOPHMER. REEELT
56.3~65.3%. ucb L057& LT17.7~21.9%TdH > 7=,

HHE NBRERRA B AN 4C- L RF T+ ¥ A500mg % B
EREOHREG L& &0, HE548RHMBEETITREED
92.8% DA BENRF D 5. 0.1%»PEH A SEIRS Nz,

BE5ASR IR F TOREGRITNT 2 IRPPRIRIE, REL
fA& LT65.9%. ucb LO57& L T23.7%TH > 7z,

LT T8 L OPRIHTIERERE S it K R E BRI

ucb LOS7ITI3REkME 238 & REFHIFRME 7 WA E LT\ 5.
) BN TRBS NI-AR Ol HEEi58133000mgTh 5.
16.6 HEDERZHT 2EFE
16.6.1 BREEEERE

EHWEDOREDRLZ HMAHHEE Z RIS, LRFTL
YLAEHEROKS L X, RArdoesr0 75y
23 BHEBEIE R (CLer © 280mL/min/1.73m?) & ki
LT, BEMKTE(CLe : 50~<80mL/min/1.73m?2) T
340%. PEEMHEFTHE(CLcr: 30~<50mL/
min/1.73m2) ©52%. BEEEK FEH (CLcr : <30mL/
min/1.73m?2) T60%MHE T L7z. LRXF St % L Euch
LOS7TOB 7 U TSV AR VTFZ 7T IV AER
EICHE LA, [7.2, 9.2.1. 9.8, 16.6.4 &[]

i BHEEDTRE
I TE | BE | hEmE | GE
(N=6) (N=6) (N=6) (N=6)
CLcr
(mL/min/1.73m2) >80 50-<80 | 30-<50 <30
K58 500mg | 500mg | 250mg | 250mg
LRF T L
Crax (¢t g/mL) 22.8£6.3|16.0£4.1|11.0£2.2| 9.5+£3.0
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)
AUCo+(¢g - h/mL) |167.9£27.9]250.5£41.0/171.2+27.8|215.3+41.0
ti2(h) 7.6+£0.5 |12.7£1.4|15.7%£2.6/20.3£5.5
CL/F
(mL/min/1.73m2) 51.7£4.1/31.2+£4.8|24.9£3.9|20.6£4.0
CLr
(mL/min/1.73m2) 32.5+83|15.7+£4.1/10.0£2.4| 6.6x£2.7
ucb LO57
Cinax (¢t g/mL) 0.36+0.03]0.77+0.17]0.58+0.17]1.10+0.36
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)
AUCo+(pg+h/mL) | 5.9£0.6 |24.0+7.6/20.7+10.0/66.5+45.8
t12(h) 124 19.0 20.3 26.8
(11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)

CLr
(mL/min/1.73m2) 251.4£35.8|111.8+43.9|88.8+44.1|31.3+11.6

FIME+SD. tmaxB Uuch LO57Dti/21& R fiE (e Mill- e A fiE)
CL/F: RATJORHE7VTI YA ClR:BI7IUTIT VA

16.6.2 MBERZZFTTNBKREE

REEERE

MEENT 2 Z T T2 RKEERERE ORARSREICL
NF F 1 & L500mg 2 BT Rsh44 R E AT B ERE O RS
L7z &, LRF T LDIEENEEDOHERF RN IX
34 TR T H o Jo i, B2 3R AN L. LA
F Ity LK Ouch LOSTOBITIC L HBRERRITE L

81%KUVB7%TH -7V, [7.2, 9.2.2, 13.2 B3]

EYEEIST A —% LRFF+% L | ucb LO57
Cmax (¢t g/mL) 18.7x1.6 | 886x0.63
tmax(h) 0.7(0.4-1.0) [44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo4am(pg - h/mL) 464.6+49.6 | 231.0+£18.0
CL/F (mL/min/1.73m?2) 10.9(9.4-13.1) -
AT T4 H —DREZER(%) 81.3+£5.8 86.9+5.9
M BT O KR (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MPENT 7 V77> A
(mL/min/1.73m>) 115.7+£9.3 | 123.1£8.6

N=6. *Ft3fE+SD

tmaxs ti2v CL/F. HLWREMNTH DI RIS AR08 (/) Ml- i

KiE)




16.6.3

FrgseE=EaE

B K O B (Child-Pugh A K U'B) O B AP BE
BERHFICULARF T LEZREROKRSE LI X, LR
FIEYLDEE T VT 5V ABLEASN 5T,
EZ (Child-Pugh%EC) O FFEEE TE TIX. 257
75 v ADMBERADKS0%E 7% -5 7212 (SHEAT—%)
[7.3. 9.3.1 ]

LB E
NG A—%

AR &
Child-Pugh
B
(N=6)

TR A
(N=5)

Child-Pugh
DA
(N=5)

Child-Pugh
AFC
(N=5)

CLcr

93.1+13.8]120.8£11.9{99.6%£13.2|163.5+13.5

(mL/min/1.73m2)?
LRFFH5 L
Cmax ( jus g/mL)
tmax (h)
AUC(pg - h/mL)
t12(h)

CL/F
(mL/min/1.73m?)
FH5fE£SD
a) LRF T L#%E5/OME

16.6.4 SknE
BHBREBICBIBZLARFSEY LOEYFHEICONT, ¥
L7 F= 27075 AN30~71mL/minD#5E 164
(FFER61 ~881%) Z R & LCEHIE L7- #5538, mE Tl
HELEHPSW40%EE L. 10~ 11K & 72 - 7219 (4%
EAT—%). [9.8. 16.6.1 Z[&]

16.7 EYHEE(ER

16.71 Jx=Z kA
T b VOBANGETHSICTIY PO =L TERL
AR TR LRERRREEEET DA T
A ABEF ZRNRIC, LAFFE 4 43000mg/HZ
BRBEG L X, 7= b OIMBEHEESENSH)
FEINTG A —FICHEBE RIS R o720 T2 M 1 VD
LRF Yy LOEYEREBICHEL RIS L7219 (4
EAT—%),

16.7.2 /N)L7O8F MU DL
REERA L6625t RIc, N TaiEF U 7 AOFEER
BRICBVWTLRFTE 5 L%21500mgHBEIREORS L
Tele&, NLTUBEF VY TLAIRLARFSEY LDEY
BRBICHE R NI S hDP ol LRFITEFLENLS
O MY ADOEMEEICHEL RIS LH 57219 (4
EAT—%),

23.1£1.2
0.8+0.3
234+49
7.6x1.0

63.4%£9.7

23.6£4.9
0.6%0.2
224+25
7.6+0.7

62.5+8.7

24.7£3.3
0.5+0.0
262+58
8.7x1.5

55.4+10.5

24.1+3.8
1.6£1.5

595+220

18.4%7.2

29.2+13.5

16.7.3

16.7.4

16.7.5

BOBTR(TFZIVIA NS IFT—ILRUO LK/ IV R
~LUILDEHI)

TR A1 8A 2 R Ic, RBOBHEE (ZTF =)L TR b
V4 —=10.03mgk VLA LT A L IL0.15mgDE
HlzZ1H1E) RO LARF S5ty L%1E500mgl H2[E21
HEREZEORELI-EE, LRAF T LEBIFZL
IANSIVF =LK LAR I LA R N LILOEYEHEIR
SR—FIIHEBRRITE RN, BHBEOMF 70
FATF0 YR OBERTR AR ILE S EE RS CHB L,
BILEEEOEMICHEL KT S o /o FROBEITE
. LRF T LOEYFHRICHEEZ RIS B,
72O SNEAT—%)

S S
BERALLFIZHNRIC, YTF2 > (1H0.25mgz1H1
[E) L ARF S5t A 1E1000mgl H2[E7HEREZ
5 L&, LRFIEILRIITFT L OHEYH
BTG X—FICHERZRTE R oTz, VOIFT VB L
RFTX 5 LORYHBITHE L RITSRDP - 7217 (4 E
ANT—%),

oWI7ruUY

7Ju bur e REOEBAZE L (INR) % B ZE o i
PICHERI T A &S, TILT7 7 05 %#EEICZ T
TVAHRERA2661ZRIC. TIVT7 7Y (2.5~
7.5mg/H) KU LAFF+£ % 41E1000mgl H2[E7 HRE
REROBREGLEZEE, LRFIELYAEITILT Y ¥
BEICERELZRITEST, Jotor P UBRLEELT
Fhahotze TLT 7 0HLRFSEYLOEYBRE
ICHEBAZRFS B> HEAT—%),

16.7.6 TORZY R

TR A 2301 &3 R, Faxx > F(1E500mg%1H
4[\) R L RFF+ & A1[E1000mgl H2[E4 H [ R ERE
O%EG L&, TaxXRY FIVRF T LOEY
BRI EE RIS a5 20 ERBEIuch L0570
BT T AZ61%BE TS HEANT—%).

16.8 ZDfth
16.8.1 £YZ2HNEEM

R A26BIC L RF T 4 A500mg( K54 > ay 7
50%% 1 gX13500mgst % 1§E) % ZE R ER 5 L7z & &
LRF Tty LADMBEHIREHER KO ERIST X —
FEUTOEBY ThHo7ze KT 0y F50%E
500mgsEid EMEMICA%ETH 5 2 L AR S NI,

(ug/mL)
35

R D\ A D, ©BEE

—— 54 >uyF50% --o-500mgdE

3 6 9 12

LARESEESIOE S A Sty

15 18 21
PG

24 27 30 33 36(h)

gpme | Forvnyy| gl | SimOL#
KA—% | (N=26) (N=26) | ST
(90%fEHEIX 1)
20.9 19.6 1.0680
Crnax( 11g/mL) [24.5] [28.1]1 | (0.9689, 1.1772)
AUCox 149 151 0.9871
(1g - h/mL) [15.6] [15.2] | (0.9701, 1.0044)
o () 0.500 0.633 B
(0.233-1.50) | (0.250-2.00)

Crnax 2 AU Co-t\ 2 E ETCV (%) ]
tmaxtd I RAE (F/IMB- i K AE)
a) R 51 ¥a v 750%/500mgst

17. ERFPRRIR

17.1 BNERUREECEY B
(CADAEBEDEDFIE (CREERERIEZZD))
17.1.1 BN MAEEER (A, BEIEE)

RRETANPA LRI SN EDHEEZET 516U LD
BEEMNRE LT, RAI1000~2000mg/H (1000mg/
HzE#HEGHICREN A5 N125E132000mg/ HICHER)
2123000mg/H (BfEOHEEIC b 5. 3000mg/H
ICERHEE) 2 BRI CRO®SEG Uiz & &, FEFMIER
Td51000~2000mg/HEO R FHEHARICH T 267
ARMFIEEREZEOEIA X, 73.8%(45/6141) TH o7z,
1000~ 2000mg/ H # 0 &A% 3 i & < 0 1 EE TR
BEOEHEIZ59.0%(36/6161) TdH -7, F7.
3000mg/HEEICB T 26 » AHKEEEREZOEH &I
22.2%(2/901) . 1FHRIEHAEZEOH A1X11.1%(1/9
Bl) Td - 722V,

BRI FBIBAE 1354.9% (39/7161) TH - 7z. ERRIfE
FISMEAR32.4% (23/7161) ThH > 7z. Fizy HRREEE
B (BIMER) &, ALTEEIN1.4% (1/7161). v-GTPHEAN
1.4% (1/7141)  #FHREREOA 1.4% (1/7141) . R4 b
ARBFELA% (1/7161) TH > 7z,



17.1.2 BN I/ N8R (A, HEEL

A#11000mg/H. 3000mg/HR V75 ¥ & % 1 2E -
05 (BGEOHTANAEZEONE) L Ba, EEF
iEE TH 28720 OFBFFIEBRIBIRADRITTED &
BOTHY. 7T AKEEEAHEE(1000%03000mg/
H) 3 O AHI 1000mg/ B BED R THEMHEN 2 A B
R 5N (Z2NFNp<0.0013TFITp=0.006. 58
AHF. BRI 2R L AS 72 0 08
FEEMEHERE T AR . nH. FRICBY
550%L AK> F—L— b (BB 7 0 O FAEE R E
R & HAT50%0 LTk L BEOEIE) X, 7ot
ARBEL3.8% (9/6501) . 1000mg/HEE31.3% (20/6441) .
3000mg/ H#£28.6% (18/63fl) TH - 1222,

b7 ORARIEE | 75 0B SROH
a) 0,
B e v e 0 [SﬁBEFH]

TIvAR#| 65 | 2.73 | 2.67 | 6.11
1000mg/ 18.8

B 64 | 3.58 | 2.25 | 19.61 20.9 [6.0, 29.9]

[10.2, 30.4] | (p=0.006)

3000mg/ (p<0.001) | 230

A 63 | 3.44 | 2.08 | 27.72 [10.7, 33.6]

B R ORI O 7 — 5 778 - T BRI

g

AR LR EEICE D < DR
BB ERT, BIEHRMICB I 2 NBERLEH -0 DS
RiEEfEHER & 208

IR N ORI R O Bl I SRR 12 1000mg/ H %
ERT56.9%(41/7241) . 3000mg/H# 58 T54.9%
(39/7141) Td > 7zo F2REIEMIZ1000mg/HES5H T,
fEAR13.9% (10/72f1) . RIRZEAR8.3% (6/7201) . 1FE)1E
HEWV8.3%(6/72f). 3000mg/ H ¥ 58 THHIR.9%
(7/7161). BIHFEZ8.5% (6/711). FEtED F115.6%
(4/7161) TH -7z

BN IEEER (A, HARE)

A#500mg/H. 1000mg/H. 2000mg/H. 3000mg/
HEUOT IR % 1 2EBREORS (BRFEOHTAP AR L
OPtA) L7154, sHERIC B T 2 B8 » 5 0 DH
720 DI FEAEEERAD L (R RAE) 1. FhZ2Nn12.92%.
18.00%. 11.11%. 31.67%K%U12.50%TH 1D, FEFF
fiEE <& A5AHKI1000mg/HEE. 3000mg/HEER VT
Z & ARBEO B T O AL I 35 ) 5 BRI A S 0
B2 OEFRELMBRDRIC, MEFAHLEEZEITT
» 5Nz - 7z (p=0.067. Kruskal-Wallisti®). % 8.
BEBHIIBITB50% VARV S —L— b, TR
11.6%(8/6941). 500mg/HE19.1%(13/684l) .
1000mg/H#E17.6%(12/68%1). 2000mg/H#E16.2%
(11/684). 3000mg/HE£E33.3%(22/66f) T - 722,
B e OVEHIE B B O BIE FR F RS 13 . 500mg/H
BE58#60.6%(43/7141). 1000mg/H#EE5861.4%
(43/70f1). 2000mg/H#&E5H58.6% (41/7041) .
3000mg/ H# 5864.3% (45/7061) TH - 7z 2 EIE
FIZ500mg/HIE 58T BIAEZR14.1%(10/7161). R
#19.9% (7/7141) . ZEED £ 117.0% (5/7141) . MR
7.0%(5/7141) 1000mg/H#EE5H T, RIFAE218.6%
(13/7061) . 1EER10.0%(7/7061). 2000mg/H#k 58T\
ERR17.1% (12/70f1) . EIAFEAX15.7%(11/70%1). #
B7.1%(5/70f1). 3000mg/H%5# TEIWIEH21.4%

17.1.3

(15/7061) . {EER17.1% (12/7081) HFHEREEA7.1%
(4/7061) TH -7z,
17.1.4 BEARERGIRSHER

ENE I/ IAHRER (B DFREE) 258 7 L7 8151
Bz x5 & LT, AAI1000~3000mg/H % 1 H2[EIC5y
FCROBE L7z & 20EMARENBIELTOEBD T
Ho7z2,

AREICBMU-WBRED S 5. 760 B ZD%EHES 1
TR BRI AT LA 28T L7 (33~36 5 A T14l.
36~48n ATA7HI. 48 » HLIRET28M) .

()%

=
o
3

(29) (ZfJ a3)
(‘;ﬂ

AT S S S i o &
,,,,,, S ;o“"w K9 et ">\W & *@

PN SN

72 ) DEYFE(EE B O PR fE
(5810053 f e F5 30U 53 (i)

e S —|
Tt {1 |

o
=1

(151)(150), ~
(135 135)(117)(103) (96) (41 (89) (86) (85) (81) (78) (77) 75y (50)

0.00
R g g P

‘%@"*naw
Gy AN

AR

HIEFFIHSEE1392.1% (139/15141) TH > 7z, E7xHE
R X BAIESE 455.6% (84/15141) . HE5%24.5%(37/151
). EER22.5% (34/15161) TH > 7z

B DB (VB

BEOHTADP AETHF2REMFIRIRPEFE SNV
BAFEEBT HARU L16EBREO/NETAD»ABE
73F % MG E LT AFIA01260mg/kg/ H ({RE50kg
LI _E122000%133000mg/ H) % 1 H2[E12 5313 ¢ 1438
BOBRES (MBEORTAPAELEOMA) L&, FE
FHIEIEE T d 5 BIEIAM A & O# B 72 0 O3 FlEREEL
BAROHRIME (95%FFXME) 1E. 43.21%(26.19%,
52.14%) TH V. BEFHEORIDIRD Sz,

£ 7. INRT A A BEESSHIC | AT DL b AHI20 ~
60mg/kg/H ({FE50kgLl L i21000~3000mg/H) %1 H
2NV TGRS L7z & Z O FIEREULDIR O &
BOTH- 12,

17.1.5

()P

(73)

(73)

S 72 ) DI FAEER ORI
(BB1IS3 (s, HE3MAALE)

o N b o ®

(55) (50) 53) 29) (14)

WM AR kSRS MRS MRS MRS RS

(148) 1H~37A 3~64A 6~9rHA 9~1257 12~157 1

BIERI SIS 1358.9% (43/7301) TH > 7= E7EIE
R 1EIR42.5% (31/7361) Th 57z £z, BRRIEE
EEH BIEMH) & BB 1.4% (1/7361) . B MER
FOEIN1.4%(1/7361) T > 7=,

DA TADAETTDBIIRIEBD SNBLTADAE

BEOBEBMARIEICHT M CANAREDHAEE)

17.1.6 ERRHESS B8R (BA)

BEFEORTA D AET T RIEMFIRIRFF o NV
MEMARREEEET S 168U O TA»ABE251H1(H
KN4z &L) zNRELT, AHL000E LL IF
3000mg/H (1000mg/HA» 552 L. #58H%
TICRIENH SN 7HE R 2EMET1000mg/HT D
3000mg/ HICH#E) Xid 7T & R % 28 EMZ 1% 5 (BEE
DHTCANPAZEEDOHH) Lz &, ZEFMEETH2
BEHE D 5 DD 72 0 ORERAFEEE LD RIET
KOEBOTHY., 7T REEAABROB THREIAN

BERENTRD 5 (p<0.0001 . BESBRUEEET-
BB 5T 55 7 D ORE ML A SR
N e T

b7 D ORERMRIIER | 75 & AR E DB
a) % %
PR g st | ok (%) wa%ggﬁ]

Tt ARE| 109 0.83 0.65 19.64 56.13

[44.02, 68.24]

AEEE | 117 | 0.89 0.16 76.98 (p<0.0001)

a)Full Analysis Set

b) st

ORGHKVEZRE T BRI T 2570 ORE-AFE
ez HER &9 2 H a8

BRI FIRSEE 1323.8% (30/126M0]) TH > 7z, FE 7 EIE
FMERR2.4% (3/12661) T > 720 F iz, EREKREE
EEE BUER) &, RPEABE7.1%(9/12661) . I/
AR 4.0% (5/12661) . 1F BRI 3.2% (4/1264)
TH-7z0



17.1.7 BAE IR (N\R)

BEORTAPARTH RREEMFERIRSESLEZ L
MEMRREELAET 248U L16ERBO/NETANA
BELMIEZ[RE LT, KAI40X1E60mg/kg/H ((kH
50kgll_E132000X1%3000mg/ H) % 2438 EfF O 5 (BE
TFOFMTADPAEEDMH) L& &, EEFEIEE TH
ZBIEHAM D S D# D 72 0 OMRERRFEIERERD RO
FORE (95%EHEX M) 1&. 56.52%(-15.74%,98.18%) T
Ho7227,

BIEHFEBSEE 1238.5% (5/13f1) TdH > 7z, BITEFIIHE
AR23.1%(3/1361) . EEIFRIET7.7% (1/1361) . FEE7.7%
(1713%1) . FHI7.7%(1/1361) TH -7z Fiz. KRR
EERE BIER) . DEXNQTEET7.7%(1/1341) T
Ho7z

17.1.8 REARGER SHER (MARONE

| PR 6] 25 TAHERER S U < 13/ NREINSE MAHRER 252 7.
SAFE R RS MR 2 R A7 D 7208520 L,
BEicrIE L7 HARNBFZEAAH 2R E LT BRA(165%
DI E) TIEARAI1000~3000mg/H. /NETIEAAF20~
60mg/kg/H (A%50kgbl k121000 ~3000mg/H) % #%
O LZEE, BEMREERBEIDLTOEBD T
%") 7:28)0

1.4

’ (O ):Hi%
12 (43)

1.0

3) (19)
08 (€2)

0.6

(:
“n - g - 22 19 12
0.4 (22) ) (12)

(BB 1P AL B3 s

M 72 Y OFRER I EE RO R E

& & ¢ S &
%ﬁ %’3@ X swﬂn;ﬁmf
FIEFFEBISARE 1238.6% (17/44M)) TH > 7=, E&EIE
FZMERL1.4% (5/440)) TH - 120 T, BRMEHRE
H(BWER) &, DEBRQTEEAS.5%(2/44%1), 75=>
T3 MNTVAT 2T —EHM2.3%(1/4461). 7 AI8F
FUBTIJ) NI AT T —YEMN2.3%(1/444)
C-RIHEAREM2.3% (1/44%1) . {AEHEMN2.3%(1/44
B TH o7,

18. ENEIE

18.1 {EEER
LRF Tty AL, EEZEERCERELZAAF 2 F ¥ 2L
LIRS LA, MR Y >+ 7 ANl ABE2A
(SV2A) & DFEA29:30 . NEICa2+F + 3 ILIHESD, MK
Caz+DEEEMHY . GABAROZY ¥ U EEEB IR IcHd
7 UATY Y 7 HEOMHKPEY ., kR o @R 22 [F 5
{LOMHEPD 72 ERHERENT WS, SV2AICH T 2iEEH
HEEBBTADPABYETIVICH T AFREMEER &
RN RO 5NB T ENS, LRFFTEF L ESV2A
DIEEH, FEMEERICEELTWABDEEZIHNSD),

18.2 TAHARIEICHTT B1EH
HHZA ) -V T EFILTHEIBRBBITIVNAET
LVROBRRYF LT NIV —LVERTOVNAETTILER
ETIE. TONAWFHIERZ RS 2h-723005, AEER
FMEF Y YR30, RUFLUF T —)LF
RY 722360 ¥ahl¥rXidhA = vBE2EE5D
Sw k30 ZANFTAT—ILBEBEERBMTAPAT Y b
(GAERS)3"), BHRMFME~ 7 A% 7 EOEDFME. 253
EERBMUTAPABWET VICEWT, FIEMEIER
2R LT,

18.3 i TADAEMIER
W BREMF Y R Y7 Iy MiZBLWT, ¥ RU Y
TR Z ] U 7239,

18.4 hiRERICX T 2 ZDDIER
Z v M OMorris/KREEEER I B W\ C AR RS Ic R E % KT
ST, a—F—uy FREETIHESKEEICHE R RIT S
P o7230, Fio. MRIBMEINRKEER T v MCB W THEM
fafREER 2R L7,

19. B ICEAT 2 BEFEHNAR
—f&
L RF F+t % L (Levetiracetam (JAN) ]

£Z2&
(25)-2-(2-Oxopyrrolidine-1-yl)butyramide
BER
(0]

HsC R NH:
H N o

aFH

CsH14N202

NFE
170.21

=
115~119C

(27N
HE~RKABOEREDOM R TH 5. KITHRD THEIT P
G, AY )=V KROPLY ) —)L(99.5)ICIBETRT L., 2-
Ta)X) —LEOCT7E b= RULIZRRBIFRTL. bL
IRV IFLNI—=TIIZHEFIC L AFH2iFE
A EVETF 2,

DBCREL
log P=-0.60(pH7.4\ 1-F 2% J —)V ) > BB ER)

20. BIRVL EDER
AEIFEEEZ BT TRET S &

22. 3%
(A =& FS8£250mg)
PTP : 1008 (108 % 10). 500%¢ (10%€E X 50)
TS5 AF v 7RI 5008E(NT)
(A= FS$500mg)
PTP : 1008 (108 % 10). 500%& (10%E X 50)
TS5 AF v 7R B 50088 (N )
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