% 20234 THET (1)

Bk

28 PRAT

FREIE - 34

MTADLAE
AL 2 PR S it )
LNF T4 LiE

LAXF S+ 4 L§g250mg [HET]
LNF S+ 4 Lgg500mg [AETL]

Levetiracetam Tablets

BAELmanEES
871139
250mg 500mg
AEREE | 30300AMX00420000 | 30300AMX00421000
BR5cRAME | 20214E12H 20214F12H

) EE-BESORLTEICL )M L

4. FHEEXIIFHF
OTAPABEDORIRIF (ZRELBILRIEEET)
OtDHRTADPARTHRBHRIBOSABEVWTAPABRED

REEARREICHTINTAPARLEOHAEE

6. AARUVHE

}7)(4 /\ L ﬁ'l

BAIELRF T2 4

& L C1H1000mg#% 1 H 21

RG-S 50 =B, AEIRIC X ) 1H3000mg % 8 2 72\

%ﬁf“if%jﬁié EAEAPSY/AN

k L“(lOOOmgU\Tf’)ﬁ’) Z E

JNJR

4 Lh o /NE

HEI2EML EOME%Z &7 TLH A&

ILARFITEy AL L TIH20mg/

2. B2 (ROBEICIBRELAENC &) kgZ 1H2ENZ 0T TROKS$ 5, % ia JE#\LZJ: ) 1H60mg/
o~ S , PR kg% #8270 WP T BRI T 2 2%, BEZ2E B DL E o HIFE %
FRQRLR R E R LAREORILEOS S5 CAHRIEE L < 20m ebl T o175 o ko AL ok
= 50kglh EO/NBTIE, A LR UM - HEZHVL 2 &,
3. fER - MR 7. BERUVEEICEET 235
3.1 #AK , , 710 AR RIS L CHT 256101, oiT Ay
i 4, LRF T &8 NE L RF Tt ¥ LEE /V%Etﬁﬂﬂﬁ“é: o Eﬁiﬁf’aﬂft%’ﬁc:iiﬁ“%?r%' HhPe 5-C Ok
’ 250mg [HET] 500mg [HET] pREtER| i;é}m LTwivy,
15E 1FEH *7.2 B EL AT 2RAREIIARF 2G5 2561, TRIZ
BRI LRXFSts L LRFFt% A T#?b?% YINT Ty AMEESE L L TAROKGERD
250mg 500mg ?x@?ﬁﬁﬁ%ﬂﬁﬁ‘fé Lo Fo, MEENT %2 T bR A ERE
BEMAK AR, 7 O A|[BEEAY A B, 702 Ty JLTF=y 77T AMEICIE LI H RIS mR T,
AN AT —ZF Y| H AT —AF kY Mﬂﬁﬁéimtt& CRFNOBIEGEIT) S L. B, 22
A, B FEFYTUOE)L|A, B FaFL 7O TRLTVAIHELROCHEIRY I 2L —Y 3 VRFRICESDLD
tya—2A, IYIVBA VO —A, T IVEEA THbIEhb, BFITLIHEICBSE L2200, HERTHE
FFUNFRYS A, EFTYUNLF MY AL E THET A L. Tz, BRBEEL AT H/NEEEIZONTY
wn#l Yo L7 a—)v (Bl L7 a— (& ERRE DR ZIE U T, AR oFS-2 L U 5 Wb % i+ 5 72
ST AL« BRAL T 8 4T AL . B LT 4 CHEEICHRG 952 L, [921, 922, 98, 1661, 1662 2]
Y. %7 uIT—)4000. | ¥ 7 8T — L4000,
TN, H2ETNVI|F Vs, HE = TR VA& = Fho BT
= AL—F, BIVF Tk HvFoNgy )T I A 280 |>50-<80|>30-<50| <30 E§w$%%®ﬁﬁ
INTT (mL/min) AR M
32 BIFIOML s | 1000~ [ 1000~ | 500~ | 500~ | 500~
. LRF St Lk LTS5 NG ~ 13000mg | 2000mg | 1500mg | 1000mg | 1000mg
o 250mg [HEE L) S00mg [HE L %%#595£ﬂ 5£ﬂ 2%3 2£j 5£j 250
e 2 — | s 2 ' X mg mg mg mg mg mg
iy [MRPO7 a3 HRAD ORI D7 1 LH 2 | 1H20 | 1H2 | 1H2ME | TH 1
o = h G | 10l 10l 1
: BS54 | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg
- qﬁﬁh 500 1MElﬂmlmnjum@1um
N Lo BEL |BET 7.3 EEONFEEREDDH 2 BHTIE, HKTO s L7 F ik
EFLTED, 7&7%M/7077y1ﬁ#%fm%w%%
i | Crrs 500 DL % W/ NGFAT T 2 TTHEMED S 2 = ks X D ARSI S Bl
B |k Ush BET e5n OEL G5 & kb IT, EEIERE B L A0S ER O & % JH
T22k, [931. 1663 B:H]
T — —— 8. BEAEANITE
8.1 HHATICBII ARG EOSM R HER WV LG HIkicE ), T
EAE (mm) 129%6.1 165%78 A?)%?‘@Ogﬁ%};ifAﬁ%i%?ﬁ%ﬁi)zbhé:t#‘&)é
5 DT, T ETIET A E, S L b2BEEMU E2TT
22 - o A LT 27 EHRIAT S = &
SLE me — — 8.2 MR&L. ST - 0y - PUTEBIRE SO T AMES 2 2 Lo
~ VRF TS 4 VRT Iy 4 HHOT, KAREGH OB A EOEES, Gt bE &
AR 250 500 ORI 355 070 9 BT A C 2o
HPE L HEE T 83 SIE. S, ik, BOE P O R EIR S B & b

/\EE

N, HEBEEMICESLZ L bHHDT, KAFKGHIZEEDORER
OIRREDZAL 2 R EHEBIZE T 5 2 ko [84, 1116, 1511 &
iy

84 HEE R O F OF I8, AR AN RS MREIRFEE 0w
eIz D W T Jnﬁ.fﬁ%ﬂ\f‘ PERI & B AN A9 &9
?Eéié‘é>:.to (83, 1116, 151.1 =M]

9. HENERERI 5BEICHT 2R
92 BHEEEERE
92.1 BREEEOHZBE

[72. 1661 ZfE]



922 MEBEHEZ T TVIREBEHREREDS SEE
(7.2, 166.2 ZHE]
9.3 FFieEERE
9.3.1 EEHEEEENDSH5EE (Child-Pugh%$EC)
(7.3, 166.3 ZHH]
9.5 1@
FEIR IR L C W AT REED & B 2 iE, DT X H %) A
7 % EE UIRIR EORERES BRI E B S & S A1
DHREGT B L,

b MIBWT, HIRFIZLARF S 15 2D EESKT L7z
EDOWEDH Y, EINY A AT WIS K TR
DO0% & 72572 L DWED D D,

+ 79 MZBWTREBTEED SN TW 5,

CBWFEERICBWT, Ty M Tk POBEER L FEEED Fo
WEEE CHBL RN BEOFHEREE OB, WERE, BoiE
TCREIAFED S, 7HFTiE, & MAOBRFEEDL~5/ED
WEFE CIREGE. BHERE OB T EOMEMATFED ST w»

%o
9.6 Il
HREOEHMER O BILAROGEE 2 ZE L. AL ORI
HukEME§ 5 2 Lo

NIRRT A EHE SN TV S,

%97 IR
IR AR S A R 2 S & L - BRR BRI IE - sk & b
290 L Twze v,

9.8 EitE

JVTF=Zr )T Ty AMEEBE IS w5 WA T
5% CHEBEICHEST AL, BlE TIIEREMUTNLTWwSE S
LD\, (72, 1661, 1664 2]

11. EMER
ROBWEHRDRH 5bN b ZEhHDHDOT, BEET5I12Tv, B
WD L NG E S e kT A B Sl R LE AT
tO

11.1 EXEEER

11.1.1 hEMRBIEFERBMBIE (Toxic Epidermal Necrolysis :
TEN). BREHERIERE (Stevens-JohnsonfEf&EE) (Wi d
END
FEE, RIBE, KIE - OB AL O R, MBS, ARSI, PR
DOEFEHFRD LN 3G 2 ik L, @2 EE2179 2
s

11.1.2 FHMEBBUEERSE (GHEEAH)
FEIR & L CEE. BEDIA LI, HIFHERERESE, 1) /3%
AR, FmEkBGN, SRRk S . BRI OOSEREISE A 0E ) B
HOEELRBEIEIRDEH SbILd 2 b b, BB, B bR
A2 A4 NVA6 (HHV-6) Do A NV ADFEFEHALZMED & L2155
<L BeG ik Bd 3895, 5 THHERERE EE O ERD TR D 5 \»
BIEAL T2 2 EDHLDOTEET LI LY,

11.1.3 EELMEEE (EEAH)
PUMEREA . MESERIERE, Bk, Rk A, R
VBHOLLNLET DD D,

11.1.4 AL, % (WFb HEEAR)
AL, WREOEELIREENS HHLNDL I EDVH L,

11.1.5 X (FHEARH)
LW, B EAL BIESEORERD D S bz ) FEREER
ED LHHFED SN 3B G 2 ik U, @8 2 i %479
&

11.1.6 HEM. BRER (W3 d 1%Ei)
S, SEEL. . BT, BUBRMSORBMEIRD D S b,
HBERIZELZ b H b, [83. 84, 1511 ]

11.1.7 HEEBBBRE (FEAH)
Wi, B, CKEF. M RORP I+ 7ae s ERS)N
HObNIZGEIRG 2P L., B2 RLEEZITH 2 &,

11.1.8 SMEBEEBE (HBEAH)

11.1.9 EMIERE HERH)
g, AHUREL. MEECK EA. IR, MEOEB), ik,
%, HIMIROBEMEEDSD S b1 3% 52k L.,
WHL KRR IS O M) R E T S k. F 72,
F U VIR BRREEDIKR T AALNDL Z LD 5,

///@E@g

* 11.2 ZDMOEER

%

3%LIE | 1~3%Kdm | 1% A A
FEMRGR (T B TE O F B SRR L oL, L (8 EL IR RE L
Wwo(104%) |5 B B IEEREE | BE . A9
I} i (R . BT AE . | Eh IR . R
(11.8%) 4|k, mest, |8 %, il EmE. A%
[T R R K| E . R
(27.9%) B OB E | E )T
HLOEfmREE R T 7
g KE AR | b —EEE,
. RE|IEIR. TA
TEh. Whal| 2 A B
G By R SRR
By, VA
AT -
RN AR
Mo F w»
e R
BRIR M U
i A 1
£y
7 TN
e
ilzS BHLL A ERL. R
9% W57, HRZ
I FEGE. %
o e
ki3 I b 3R RO £, 1R
RZPEE I,
I 7N B H ek
AL L ER
Byom. A
MERE A
TEBR % LEMQTHE
. &I
HALE BEIw. FERL. (B 4. FHEE AL AR B
THL. BB, BEAROEL.
g ML |, WRERE . R
A%, & IBPS
LI e
Ji-Tiei ALPYIN | IFHRRE R E
WK - A JBE e 45 . BR | BUR
A 7R b
B P L JR
b v IR
=1 TN
e PRI i
- 2 SO OB R|RE L &S lm, Al
(30.2%) + WH | EMk, S, | %%
WEGH RO LB, A
FREOR| TNV v
guﬁfﬁvﬁé BRI
ad e FE . I\ BEAE. HZ AL B
I IERE . S| REAOV AR A | IS
B, SR | IRE S,
MEER | JB . WS,
WL A .
T . BIEIRT
iifi
Ry Hig A #i 14 &
vy
Z oAt PR, |k N ) Z T E . JE | L A
Bo, RER| ) LY R85 KWMESME (FE
A I N e | RE . R 2EAE)
PRE SN A ) 8 i b
i
13. BEKRE
13.1 IR

NEOHBHEREIZBNT, LARF T 5 A% —F1215~140gfk

L7003 0 IR, Holk, B,

PO O A3y STV oo

13.2 A&

RENZMAENT I & D BRETEETH Y |

EHERLANVOET, ML

FEHL TV BIEROEE



VIS U T OEMEE ZET 5 2 Lo [1662 S

14. BHEDXE

14.1 EXTFEOZE
PTPAED#HFNIPTPY — M A S L CHRAT % & 5 gy
B2k, PTPY — FOEMIC LY B EEAS R A~ A
L. BICRE R L THBHAS0EE 2 4 0HE2 05T 5
LB D,

15. ZOMOEE

15.1 ERRR{ER ICED 1B

15.1.1 B/ CEMB I N AH Z2 ELHEBEOIMTA»AIEIIBIT 5,
TADPA, FEWEBELZ RS E L721990 7 5 & Kuf B F R 8%
OBFEHERIZB VT, BRSERLVTHBEROZFEED ) A 7 H,
MCADPAEDOIRHEET T T LR L L C2fEm < (i<
AHAEIRIIEE © 043%. 77 KRB 1 024%) . FiTADAED
IRABEETIZ, 792 RBELIERI000AH7DIINL W EFIEE
Nz (9B5%IEFEX M : 06-39)s T2 TADNABZEDOY 77 )V —
TTIE, TIRRBELILRI00AH 72024 NF W EEHINT
W5, [83. 84, 1116 M)

15.1.2 SHEIANB A TADABEZE12086 255 & L7z 7T & Rk
FRRRER O BEA AT IZ BV C, IERFMREATEIEIRO A EH5
(WCEEME, Wb, 20, e, K. BEAE. #19 o, 1B
WoE, W, EENEL . SR, MR, MEE . AR
) OFEHFIIAKIETIZ%. 7F L RKET62%TH - 720 [
BRiz. AHEINETADPABRE (4~166%) 198612 5 & L7
T KRR IR R BRI B 2 YA EH R OB FIIARFEFET
37.6%. 77 b EREETIZ6% TH > 70
F/o. MEINNETA»ARE (4~16/%) 98BI & x5 & L7zE
HIBERE S OT B ISR 3 2 R & BEI S % 77T 2 ARt R R AR <
BWT, RN TH LD, 7T b RBEE I L THREMAT
B OEALHTRIE S 7z,

16. EYEE

16.1 MARE

16.1.1 BA

(1) BEEHE
BERERE LS L ANF 5 4 2250, 500, 1000, 1500, 2000, 3000, 4000, 5000mg)
(B GE6B]) & 2R IR G Lz 8 & $RTCOFELGETLNFTE5 20
IR RE X -2 T LR I i A R Ly TR (te) 3k Gmico b s
FT~H TH o722,

HEHGHOEY LT A -5

G Crmax tmax AUCo48n tiz

(mg) (1 g/mL) (h) (ug-h/mL) (h)
250 69+13 10£06 56.7+6.2 69+09
500 164 +4.8 10£06 1487+184 79+10
1000 29.7+9.3 08+0.6 2889+ 34.0 79+10
1500 408+72 08+0.3 4581+509 81+04
2000 533+83 08=06 5746=714 80=08
3000 829+74 06+02 925.2+102.1 783+038
40007 1141+11.0 0906 12482+1524 86+10
50001 1151+14.3 10£06 1363.3*151.9 81+07

HAEGE6H, SFE = SD

Conax © R ML tmax © S I R 86 8 R R ]

AUC I RSEY i B R AR T IRIRE 2 0 52020800

1) ER TR S N ARH 01 H s f 54w 133000mg T 5 o

(2 REHS
BERERL AN L AT T4 5 2k L CLA1000mg X1E1500mg (445 5-566) % 1H2[7H
fifEG- Lz e &, #8510 8 (WEHESF) L7HH ORI Sm) o e izt
B G- 492~ BN Conax B 7% Ly 2 D TRKISIE R O I CIKT L7zo F 72, 1L
HERRIE 34530 B IR IR ET 2 LR S ey,

AT A — 5 2000mg/H (N=6) 3000mg/H (N=6)
MG | B | RIS | R G
Cinax (ug/mL) 24.1%30 36357 333+36 520+46
tmax (h) 22+12 28+10 22+08 25+10
AUCozn (ug - h/mL) 191.3+26.7 3183+63.2 2537+30.3 4456 +56.9
tiz (h) 80+14 83+09 7507 77+04
it = SD

(3) AEBRAIRS CEOHREOILE
TEREB 260112 LR F T & & £1500mg % 1553 B IR 53U S Lz & &
LANFTE s AOREPBAEST X —F IZUTFDOLEB ) TH o720 SR L L
T RO IRNEE G- O Crax (2K 1665 < . AUCK Dti2ld ML L Tz 2B, LA
F T 5 ARG O ARSI 100% TH - 729,

HERGROEY BT X -5

e IR T S D
FNBE 74— ‘%fff)iﬁzlsg&% %hlrlj%? (50%2%&%)
Coe (sg/mL) 970 [276] 589 [370] 164 (147-183)
AUCw (ug-h/mL)| 4723 [154] 4374 [159] 097 (095:099)
toar () 025 (017-0.27) 075 (0503.00) E
t2 (h) 711 [117] 723 11271 E

HEMTPIGME [CV (%) ]\ tmaxld POl (GR/ME-FRAE)

ED RUEEIRA S/ 3

16.1.2 /MR
6~12D/NRECTADABFEIZLNF T8 1L L CT20mg/kgx HRREHRG Lz &,
LRF T2y AOMEEHRE IR G RITIZ2R ISR EE 2R L, HFERI6RH T
H o799 BHEAT—%).

fRacs Cinax tmax AUCo21 tiz
(mg/kg) (ug/mL) (h) (ug-h/mL) (h)
20 258+86 2312 226+ 64 60+11

2480 (ti2 : 2361), F¥fE =SD

16.1.3 BEMEYBEERT
WA C HRAROHENDBERAR S TAPARE (ZLTF=v 20T IR
49.2~256.8mL/min) 7555 N2 MR L XF T4 & LRIET— & % T, fREM
SYBRERRNT 21T > 720 ZOFEE, BT 0&821) 75 v 2 (CL/F) 123 LT, fk
#H, PR, CLer L OBFHILC A ASE, WA T o5 M%RE (V/F) 12k LCRE, B
BT AD ASER OBERE ORBEIRE (REER A UL TADABRE) DRETHIIC A%
HF-& LTHEE S N,
AN U (4~165%) KON (16~551%) D TADABED S5 Nz MR L~
F Iy NRET =8 & T, BN B REIRAT 2 1T 5 72, ZOFEE, CL/FICK
L CHREROBERITCAD A, V/FIH L CRE DSRS0 T A D BRAR 1912 Tk
DHHNTE LTHES NIz, NEROBEATAD»ABZEOMBEREIREE > I 2
L=y ay Lk, MNETAD»ABREIZ10~30me/ kg% 1 H 20145 5 L 7B o i 4
R, AT A ABEIZ500~1500me 1 H 2[5 L 72 B8 & Bk L Pl & s,

16.1.4 EMZHIEEMHER
LARF T+ 55500mg [HET] KOS —4 7 54500mgx . 7 0 A+ —/N—§E2 &
D ZNENLGE (LARF T2 5L LT500me) MEHEM AP S M %5 L C
MR LT T 5 L % % WBHE/NT A —% (AUC, Cmax) (2
DT X 12 FH . log (0.80) ~log (1.25) O#HPANT
B THI O LA [

&

BT A =%

HENNT A—% BHEINTA—F
AUCo~30 Cmax Tmax tz
(ug - hr/mL) (ug/mL) (hr) (hr)
LRF T X8 L§E
500mg [HEL] 1302159 17839 0.64=0.26 816+0.77
A —/r 77 §500mg 1287+159 176+39 059+0.22 819+0.76

(18¢#5-, Mean=SD, n=28)

(ug/mL)
25 -
—@— LAF 542 L3#500mg [AETL]
LA — 4 7 5§8500mg
20 1 14425, MeantSD. n=28
il
#®
ey
L 15
K
F
7
+
% 10 4
&
s
4
51
0 . . . . .
¢ 6 12 18 24 30
A (hr)
e RS L FEHERS

MAERHEEENE OSIZAUC, Cmax®E0 /85 4 — &1k, el ORI OFRIUAEL - B
55 D RERSME I £ > TRR B HMEDD %o

16.2 BRIR
16.21 BEOHE
BB AL2B0I, L ANF T+ 8 A1500mg % Z2RE R L AR IC IR OHRS Lz e &,

2 & TR T, BRI GHEC taa PRI LIRE LR Ly Conax 309 L 725, AUC
X% Tdy o 7210,

16.3 24
HANTADABED RHT O5AiERIL, RHEBZEYBIEMNT ORES | 0641/ kgL
52 S BRI EIE Wl & 7 o 720 SREI IR ALTBIZ W RIZLNF T4 5
2 1500mg % HiRIERIRNE G- L 72 & &1 AR o FigfiEix41.1L (056L/kg) T D,
TRAHK T BT ETH > 720
in vitro B Wex vivo iREEDKE . L ANF T & AR OERBW TDH Such LOSTDIM4E
T ABREEHIL. 10%RiTdH 512- 13,

16.4 1R
LT F48 Ak, JFF b 70— APAS0ARMHIEES CIACH S e v, FE U
X742 b7 I FEOBRWNAKGSETHY . T L) ARSI NSO FERBWDOuch
LOS7 (AVEKRF LK) ThDo 2B, RHWICIERMAEEL V1,
in vitro #EEIZB VT, LANF T 14 A% Fucb LO5TIZCYP (3A3/4. 2A6. 2C9.
2C19. 2D6. 2E1J UF1A2). UDP-Z L 7 u v EEiEfsiéd (UGTLALK OFUGT1A6)
CTRF Y Fe Py - LCHERRE RS oz, 720 NV TS MY
TADY IO AL R RITE ko T,

16.5 HEittt
BN (B 58661 121 NF Tt 5 £250~5000mgh) % Z2fE R RS L
7ok &Y, BeGARKEITA E TORG RIS B IRPPRHIEER O P, KAk E LT
56.3~65.3%- ucb L057& LCT17.7~219%Tdh - 7=s
HHE A ERER A B PEABIIZUC- L NF T & & A500mgx MR %S L7 & 12, #5548
R B F TSGR 092.7% D BURTEASIR I 20 5 0.1%25F 20 S [N & 7zo 15548
% F T O GEICT B R R SRR & L T65.9%. uch L057& LT
237%Tdh -7z
LT T 18 AOFEMIZ IR IR 2 8 & OFRANE RN AS, uch LOS7IZ I ARERIE S 8
L REB I IRANE 5325 L T 5160,
) N TR S N AH O 1 H Ers% -8 133000mg Td % o

166 BENEREHTIEHE

16.6.1 BWEERESRE
BHEREDREE D7 2 RS 2 b 1, L AT T4 8 AR BREREIRS L s &,
RAT0&ys) 79 v AL EHIEES# (Cler @ 280mL/min/1.73m?) & H#k L <,
BT #H (CLer @ 50~<80mL/min/1.73m2) Tl240%, AL T#H (CLer @ 30~
<50mL/min/1.73m?) T52%. EEMTH (CLer @ <30mL/min/1.73m2) T60%{E T L
2o LRF S Akuch LOSTOBEZ VT I AR LT F =) TV RAEFE
MBI L7217, [72, 921, 98, 1664 Z1E]



ERE DR

EMERE YT A=Y 1B [ ThEgRE A

(N=6) (N=6) (N=6) (N=6)
CLcr (mL/min/1.73m?) >80 50-<80 30-<50 <30
5 500mg 500mg 250mg 250mg
LRFFE2F A
Crmax (u g/mL) 219 [312] 155 [25.3] 108 [24.3] 9.2 [304]
tmax (h) 05 (0520) 10 (05-2.0) 05 (0.5-1.0) 05 (05-1.0)
AUCot (ug-h/mL) 166 [165] 248 [16.9] 169 [165] 212 [19.1]
tiz (h) 76 [69] 126 [11.3] 155 [175] 19.7 [265]
CL/F (mL/min/173m?) | 515 [7.8] 309 [14.6] 246 [150] 203 [209]
CLr (mL/min/1.73m?) | 316 [285] 153 [22.3] 9.7 [234] 6.0 [536]
uch LO057
Cinax (ug/mL) 0.36 [94] 0.75 [258] 057 [26.0] 1.06 [29.3]
tmax (h) 50 (2.0-80) 80 (60-120) | 120 (80-120) {240 (12.0-24.0)
AUCo: (ug-h/mL) 59 [9.7] 226 [459] 187 [534] 578 [57.3]
tiz (h) 124 (11.3-15.3) [19.0 (17.3-199) |20.3 (19.7-236) | 26.8 (17.2-33.3)

TP [CV (%) ]\ tmax L Uuch LOSTOD 124 A gufi (/M35 A fil)
CL/F: Wopiio&it s )75 A Clr:B2UTI VA
16.6.2 MABEM % Z (T TV 5 RMBEHEEEERE
MBENT & 520 T B KB B HR R & O BB 12 L X F F & ¥ 2500mg % BTG

LABEHIBTIC RS L2k & LAF T 1 8 A QIEBENIEO 1 24000 13 34,71 1]
THo729) THUZ2.3M R SRR L 720 LRF T & & A K Fuch LOSTOBATIZ L 5
BrhEidm <L 81% R U8T%TH » 7217, [7.2, 922, 132 BH]
EMBEINT A =¥ LARFFEH L ucb L057
Crnax (4 g/mL) 187 [81] 884 [7.0]
tmax (h) 0.7 (04-1.0) 440 (44.0-44.0)
tiz (h) 347 (29.2-386) -
AUCoasn (ug - h/mL) 462 [105] 230 [7.8]
CL/F (mL/min/1.73m?2) 109 (94-131) -
TAT T4 W DBRENE (%) 81 [75] 87 [72]
MEENT H OV R (h) 23 (21-26) 21 (1926)
MEEN 2 1) 75~ A (mL/min/1.73m?) 1157 [81] 1229 [7.1]

N=6. 1T [CV (%)]

tmaxs tv2e CL/F, MLHEENT P O WAL b o fi (/M-S K fH)

16.6.3 FFipEREEHRE
R O (Child-Pughsb A OB) ORI T HICLANF I8 A% H
EfEOEG Lzl & LRFITEY AOEHE7) T T2 AELEASN o7, &
B (Child-Pugh%C) OFFFEREILT & Tld, &8 27 1) 7 T ¥ AWM A D#)50% &
%o 721819 (HEAT—%), [73, 931 BlE]

JFREREAC T %
(N=5) (N=6) (N=5)

CLer (mL/min/1.73m?) #V| 931+138 | 1208+119 996+132 635+135

LNFFEH A

Crmax (4 g/mL) 231+12 236+49 247+33 241+38
tmax (h) 08+0.3 06+02 05+0.0 16+15
AUC (ug-h/mL) 234+49 224+25 262+58 595 + 220
tiz2 (h) 76+10 76+07 87+15 18472
CL/F (mL/min/173m?) | 634%97 625+87 554+105 292+135
“FHfE+SD
1) LTIy a5 5o

16.6.4 SiaE

EEEIIBT A LAF Ty AOBEYEEIIONWT, LT FZ 2T T AH30~
7TImL/min O W 1661 (FFEHv61~88m) % xl% & L CaFli L 72k . mlihd Tl
LRI ATIBA%NIE R L. FI108FRT & 72 5 7220 (JFEIAT— % ). [98. 1661 BIE]
16.7 EWHAEERA
1671 7x=h4A>
T M Y OHFNEHF TSI Y P I — LT E WIS S USRI RS 2 A
FTLHANTADABREBI ZMRIZ, LARF 15 43000meg/H % BEHFEG Lk &,
7= b A Y OMIERIE LT TE T A — 5 IR RIZE R ol T2 M
YHVNF TS AOEYEI A RIT S o7 2 (SHEAT—5),
16.7.2 /NIVTOBF MUY L
FEHERLANL6B] 2 AHRIZ, 7SV TafEF M) T ADEFRETICBWTLANFIE 85 A%
1500mgH ARG Lz & &0 2NV T aEF b Y AELARF T L5 AOEYEIREIC
HER RIS otz LRF TS L LNV TUEES M) 7 LA OB RS
12 ho7® HEAT—%),
16.7.3 BOBHIE (TFIWIXMFVF—IWRELEA/ IS ZRLILOEHE])
TEHER NI PEL8H A b 502 FEITBEESE (F =V A b T V4 — 0.03mg K O L &/
VAN LV015mgD EFIZ THLED) KU L RF T+ 4 4% 1E500mgl H 2121 H 5
WROFG L&, LRFILILRIFNVIAN T VA=V RTLE VA b
LIVOSEMBIFEN T X — 5 (DB E RITE Rpo Ttz HHBEOINF Ty A7 0 v L
OB ARTL A VT & R AR RE CHER L. RIS O SR A T S 2o
7oo REITBHIESIZ, LT T 25 A OBEYBIEIHE L RITS Lh o720 5 (SHEIA
F=%)o
1674 Jdxo >
ERESALLE 2RI, T2 v (1H0.25mgx LHL1E) RLARF T+ 4 410
1000mgl H2M7 H A% S Lz & LARFTH 5 23T TF Y 2 O3 DHE S
FGRA— N WEE RIEE ol TTXEY Y ELAFTL Y AQIEYBHEIHEE K
1Z& B o7z BHEAT—%),
1675 TILT 7>
70 by s EHOEREER (INR) % HEEO@BINICHERET2 L5, Tv7 7
V) ¥ DG R RIS TV B REFEL 2681 & X R12, TV T 7 ) v (25~T5mg/
H) KO LAF T4 A11000mgl H 2007 H B BAERE G- Lz L &, LRFI14
LETNT 7 VREICEEERIZET, T0 bu s E RS EEE ST o T,
TNT 7)) v UNRF TRy AOEYBRRI A RITS o720 GHEAT—5).
16.7.6 7OX:ZY K
BB A23B % K 512, 7u XAy F (1500mg% 1HAR]) ROL~RF T+ 45 4100
1000mgl H 2[a14 H B BAERE OG- L7z & &, TuNR Y FIEL AT T 15 A0 HHE
XA TAT & e h o 2h5, ERBHuch LOSTOH 2 1) 75 ¥ A ZGL%ILT S 4722
(HAEAT— %),

16.8 ZDOfth

16.8.1 £HFHEEEHER

(1) A1—=47Z8500mg. 1 —47I K140y 750%
HEHER 265112 L NF 54 5 2500mg (K 4 > 1 v 750%% 1g Xix500mgdi & 1§¢)
RS Lok X, LRF Ty AOEYHE ST A S IEUTOLB) T
ot NI4 21y 750%E500mehE T EW RS TH 2 2 LR SN2,

WA GO B/ ST X — 5

R . BAIM O L
sy -y | F71Z877 s SR D
(90915 X )
209 196 1.0680
Cunx (g/mL) [245] [28.1] (09689, 11772)
149 151 09871
AUCo: (ug - h/mL) [156] (1521 (09701, 10044)
o 0500 0633 B
(0.233-1.50) (0.250-2.00)

Cinax & "AUCo ST ME RITCV (%) ]

tmax X PRAE - (Re/IME-fR KA

) K94 2y 750%/500mghi

Q) LAF S22 LiE250mg [HETL]
LRF T8 £5250mg [HIET] i, LANF T4 25:500mg [HET| % il
L L7zl & EIMZEEASESE & HE S, ISR L Ak S0,

17. EREREGIR

171 FHHERVCRLMICEET 258

(TADABEDHIRE (CRELIIERIEEZED))

1711 ERELHEREB (RA. BHEE)
W TADPALBE SN RNEEAT H10U LOBEERNREL T, LRFTL
% £1000~2000mg/H (1000mg/ H % $c5-H1 12 SE1ED A & L7 85 4132000mg/ H 12 H
) XiE3000mg/ H (SE1EOAEIZ A2 6. 3000me/ HIZHRilil#iRg) % HH TR
%5 L7z & & EEFRIE H T d % 1000~2000mg/ H O i #GHili & 12 81 567
HIBISsEs B oBIA1x, 738% (45/6161) TH - 720 1000~2000meg/ H D i iEF
fili 118 T o AR B SR B O #A1259.0% (36/6161) TH - 720 F 72, 3000mg/H
BB A6 B SR S BE OBI613222% (2/961) . VEMFIEN LBRZE OEI&E
111% (1/961) Td - 7%,
BV SS B 1354.9% (39/718)) T o 720 FABIVEHIZMEIS24% (23/716]) T
Hotzs

17.1.2 EREI/NHEHE BRA. SHRES)
LARF T4 4 21000mg/ H. 3000mg/ H KON T T AR % 128 H5% S (EFEORTA
MAFEE OB L72%a. EEFMIEE T 27 ) O FIERER I T %
DEBYTHY ., TTLRBELELNF Ty A8 (10000 083000mg/H) Iz LT
&4 51000mg/ H #EO W TREHE 2 AT £ 2520 Sz (212 p<00013E0NZp
=0.006, F£5-B & N1, BILWIEIC 31T 50 508 U728 d 72 Y o5 5k a4 % 2
LT BN 0 BB, BHEIZBTA50%L ARy F—L— b GAdH72Y DG
SEAEIEASBER IR & LR T50% 0L REss L2 BEOHEIE) X, 77 L REEL138% (9/
6561) . 1000mg/ H #31.3% (20/64%1). 3000mg/ H#28.6% (18/63%1) Td- 7252,

S 72 ) WIS | 7T BRI T B IR ERED .
g . — [95% fEHH X [i] ]
BN | PR | B (%) (pfi)
77X AH | 65 273 2.67 6.11
188
1000mg/HEE| 64 | 358 | 225 1961 209 (60, 29.9]
[10.2, 304] (p=0.006)
N (p<0.001) 230
3000mg/H#E| 63 | 344 208 27172 (107, 336]
FED) B R O B 0 1 7 — & A3t - T v B AEFT L
H2) rhikfi

TE3) ML P9 2o G
14) HGHEE ET BIEIEICB T 2B L 7 d 70 ) o S TEIR L A
ERCE iy Gy

i 1Y ) e O R 1) o0 AR D S8 BUAR R 12 1000mg/ H 3% 5- B ©56.9% (41/7261) .
3000mg/ H 4% 5-5T54.9% (39/7161) T - 720 E4RIENIZI000mg/ HH5-HT, 5
f£13.9% (10/7201), HRIKEE%8.3% (6/7261) . Btk F83% (6/7261). 3000mg/
F %5 CHIRI.O% (7/7161) . SIHIE8.5% (6/7161) . FEitkd F156% (4/7161)
THo7ze

17.1.3 EIRNEMHERR (KA. SrAFEE)
LT F % 2500mg/H. 1000mg/ . 2000mg/H. 3000mg/H N7 J £ K% 12:8
MRS (BAFOICAP AL OB) La, SHER B 2 B2 5
DB 72 ) OFRFIFAEM A (hdefi) 13, 2n211292%. 18.00%, 11.11%.
3L67% 1 N1250% CTdp 1) . EEFFMEH TdH % LT F+ 5 21000mg/ HHE, 3000mg/
HEE R ONT T & R B0 3B M T O RFi M 12 3515 5 B A 5 0l d 72 ) O#5510E
(A A RIS AP A E TR0 b b o 72 (p=0067. Kruskal-WallisHi7E) o
BB, BEIBITH50%L AR Y ¥ —L— M, 77 LREH116% (8/6961). 500mg/
H#19.1% (13/6861). 1000mg/ H#E17.6% (12/68%1). 2000mg/ H#162% (11/6861) .
3000mg/ H#£33.3% (22/6661) Td - 7259,
e S0 R B OF R YT R o0 I SE B &, 500mg/ H % 5-#£60.6% (43/7161)
1000mg/ H #£5-#£61.4% (43/7061) . 2000mg/ H#%5-#£58.6% (41/70%1) . 3000mg/ H %
51£64.3% (45/7081) Tdpo7zo FZEIVEAIZ500mg/ H %5 T, SIEEHZ14.1% (10
/7160 . TH#I9.9% (7/7161 ko £07.0% (5/7160) . MHIR7.0% (5/7161) .
1000mg/ H% 58T SIHEEZ186% (13/7061) . #IR10.0% (7/70%1). 2000mg/ H¥%
HaECL HIRL7.1% (12/7061) . SIHEE2£15.7% (11/7061) . #457.1% (5/70%1) .
3000mg/ H 4% 58 T 5 IHEE 421.4% (15/7081) . WEIR17.1% (12/7061) . F i EkEGR A
71% (5/7081) T o7z

17.1.4 EIRRB#ERSHR
[EAES I/ MARRER OB, BRIREE) 25T LABFIBIBIEZRE LT, LRFTE
% 21000~3000mg/ H % 1 H 2N 431 TRELH% G- L 72 & & O S EREUI L T o & B
lj “ng)gf:‘&i) —361O
RS 720G D ) B, 1661752 D% FHE & 7 Jk i BRI BAT L ARG R % %
T L7z (24~365 H T, 36~48% HTATH, 487 B LI T28H1) .

i
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o
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KL
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SE 200 B
LR - 29 @ a3
- T
5 1 e e e e S R
1.00 (15115055,
(12201171193 96) 51 (89) (g6) (85) (81) (78) (77) (70) (50)
0.00 (39),
F L 2R R D
Qﬁ‘@ B A w@
L A AN I U R A

AP

BRI S8 BUSUE 1292.1% (139/15161) T o 7z F 7 IR SIETH 455.6% (84/151
Bl) . HHHR24.5% (37/15181) fEilRk225% (34/151f1) Tdyr- 7z,
17.1.5 EIREMHERR (MR
AT DPLC A ASET 55 2 BEVEIIRIR R AT S A W 561 2 AT 2 4k DL R 167%
FKiMOPNETAPABEDBAN NS E LT, LAF T v 24001260me/kg/H (AHE
50kg bk F1£200030123000mg/ H) % 1H 2[5 CLAAME DS (A0 TA»A
FEOBH) Lk &, EEFFIIEE T 2 WS 2 5 0B d 72 1) OFF53FEVE R
DOHRAE (95%EFIXMH) (£, 4321% (26.19%, 5214%) TdH . FIESHE DR
Hbi7z,
F/o0 NRTADABESSBNCIGALEDS L ANF T4 220~60mg/kg/H (KE50kg
L E1X1000~3000mg/ H) % 1H 21253 0F THkBEsk 5- L 72 & & OB FsEmEuI LT o
LB TH-723,

(73)

(73)

N (SR (E I (IR ()

B 72 ) DESFEAEE B O PR
(B1M5hI, HE3MHHIR)
S

& P & b

4 a b . £
& A & > w o ¥
& & g & e >

® & & # &

HIVEF S BI L 13589% (43/7361) T o720 FHREWERIZ. 1HIR425% (31/736]) T
botze T BRBAERE EIEH) & FREREGA14% (1/7360) . FImEkE
Hin14% (1/7361) TH -7z,
(BORTAPAETHIBEHRIEHOSNEVWTALABREORERNARECHT 20
TADAREDHRAEE

17.1.6 ERFHFEHEMHERE (BRA)

B OPUT A ASETH43 2 SEMEIIRAN RS & e WERIE MCSEE 2 A5 % 16 AL
DTANAERI (HARNBBIZ &) 2R E LT LARFTE5 2100045 L <
1£3000mg/ H (1000mg/ H %> 5455 % BldG L $5-83 £ TIZFAEA A S L7 4132:8
[ F# T1000mg/ H 9°23000mg/ H A Hi) E 77 4 R % 28 e 1 142 5. (O3 T
ADAEEOHR) Lzt &, EEFMEH TH 2BEWH 25 0 d 72 1) OFE R
FERBHAREITROEB Y THY, 77 LRHE LT T 15 ABOM TR
BATIEAEDTRO B/ (p<0.0001, e 5-H K OVEE KT, BEMRICBT 28570 D
BRI SR A % e & B SR T 39,

| B oRERAREEKE | 77 RREL 0%
D : — [959% {5 X 1]
BGI | EI | AE (%) (pfi#)
7T R 109 0.83 0.65 19.64 56.13
[44.02, 68.24]
LARFTE s A 117 0.89 016 76.98 (p<0.0001)

1) Full Analysis Set

H2) HiefE

H3) B GENOEE N T BIEHEICB 2Eb 700 OmERASER Y LR LT
% 35T

BIVE S HUE 1223.8% (30/12661) T > 720 F4RIEIIMEIR24% (3/12681) T
botze Fro ERERMRAMEE FIEH) & RPERABTETL% (9/12660), 1k
B 4.0% (5/12661)  IFAEREGHA3.2% (4/12661) T - 720

17.1.7 EIREMHERR (MR
BEAF DI T AD AT BRI RS S N WIRE R BIEE F T 24D 1
16 R D/NRT AN ABZIGE N R E LT, LRF T+ 240 1260me/kg/H
(R E50kg bl F1£200030133000mg/ H) % 248 1% 5 (BEAE DT A ASE L DB
) L7ze &, EEFHMIEH Cd % BIENM 2 5 0B d 72 ) O TE MAAFE R 5
OFRAl (95%EHXH) 1. 5652% (-15.74%98.18%) T 7239,
EIVE S BUE R 12385% (5/136) Td o7z MINMEFILMER23.1% (3/1361) . EBf%2
77% (1/1361) . BERE7.7% (1/13B1). TH#HI77% (1/1360) Th-o7zo 7. BEFEEME
SeE EIER) 1k, CERQTIERT% (1/1381) Th o7z,

17.1.8 REBEIRESHBR BARUVNME)
[ L [ 55 AR RRBR A L V/NEEINS MAHRER % 52 7. SRR L ] 45 TTARSBR & %
BT O 72 0P 520 LIRS H 1l L7e HAR N E44B 2 5 e & LT A (163 2L
E) TELARFF L5 £1000~3000mg/H. AETIELNF T 44 220~60mg/ke/H
(fE50kglh £121000~3000mg/ H) ##EO#HS L7z & &, S MASEER AU T o
k j’o‘ V) fﬁ)/) f:4()}. -’11)c

(G4
(43)

(43) (19)
32)

(29)
D (38) (22) (19) (12)

87z D OIRE R RFE(E I D R fE
(BB 195 i, 530U 535

s,
s,
S
>
%,
=N
o,
%,
s,

S
& o SR AR AN S R
Bl

FIVE RIS 1338.6% (17/4401)) Tdh o7 FmIVERIEMEIR1I14% (5/44%1) T
Botze Frz, BRBAERE FER) &, CENQTIERAS% (2/448)), 7=~
TIJ NI VAT 2T —ERM23% (1/44B1), TANTF BT I/ bS v AT =
7 —YHM23% (1/4460) . C-RUSHEEHHEM2.3% (1/4460), REHIN2.3% (1/44%1)
ThHo7zs

18. ERhEIE
18.1 1EFHRE
LARF Ty nd, SESERROEE LA L 2 F v 2V EFHEE L \0h™), ik
KDY F T AN AFE2A (SV2A) L OfEE12 13 NEICa2tF v A OVELEW . #l
HaNCaZt DEHERIHRIS . GABAR U7 ) ¥ » FEBhHE WAy BET7THATY v 7 HED
PO | PRI R 0 8 2 ML OFIHID 7 AR STV Do SV2AICH T S5
GBI & BHEC A D AT TV BT 5 SECEMEIE & ORI ICIEARE 2RO 51 b
ZERS, LRFTE L ESV2ADFEDS, FIFHIHIERICH S LTwb b0 EH
H5NB®),
182 TADARMEIKHT 21EH
WHRWAZ ) == TETVTHLRAREETCNAETVRTRRYF LT M
V= VERFORAE TV ETIE TORAIIBIEN 2 7R & 2 h o 7219 75, fAIRE
SR Y R v /ey 29 RYFLYFRIY =V EF Y N 27w 29, vag
WEYIENA =BT DT Y b AT AT = VBEERMTADPAT Y b
(GAERS) 50, BEJFEMEFENE~ 7 A0 7 OG5, S8R L2 TADAD)
WETFT VBT, FBEHIER 2R L7z
18.3 MTAPARMIER
WHEESHME > FY v 79y MaBWT, F 2 FY ¥ 7T L7252,
18.4 iRMHEICKT T 5 Z DOIERA
v b OMorris/K Ak H BRI 3B\ CRRABERE I E A RIT &), 0—F —o v Nl
TILEEI RIS TS A h o 7209, F72, RRIMBIIREE ST v M 2BV THEM
WAV & 7R L7250,

19. RIS ICEET 2IB{EFRFR

— I HE L RXF T8 A (Levetiracetam)

1244 ¢ (25 )-2-(2-Oxopyrrolidine-1-yl)butyramide

¥ CsHiaN202

o FE 117021

TR A~ R GOBRTH L,
KIZHDTHEFRT (. A5/ —VROTS /= (995) LHEFRTL, 7
LR UM, TN RU2ZTON = VIZRRE TR T, PV RDY
VIF NI —FIEITFIZC K AFHF T LA LET B,

fbphif

HsC ® NH:2

20. BBV EDEE
AN B & B THAET 5 2

21. HERBERH
S A 7 SR T RO L, YIS FRT 52 k.
22. Ak

(LRF 5+ 4 L§#250mg [AETL])
1008 [10%£ %10 ; PTP]
500 [10%% x50 ; PTP]
2008 [79AF v 7R MV ; NT]
(LRF 5+ 4 L§g500mg [HETL])
1005% [10§x 10 ; PTP]
5005 [10%E x50 ; PTP]
20058 [7FAF v 7KL ; NT]

23. XEX@H
1) JEAG A - mERMIEAEEIIG~Y = 2 7))V SEHIE S GO A T
2) HARMERERAZBIT S LT Ty AREESEEOEMEE (-7 7§
20104E7 H 23 H /K2, HREVERHMESE2.7.6.3.1)
HARMNMERER NS 5 LANTF T8 A REEGEOSEDEE (-7 7T
20104E7 H23 HAKGE, HIRH Y RME%2.7.6.3.2)
4) HRMEHEBRANZBTF LT I+15

3

F DRSO Wl E o i (1 —

7T REHEE | 20144E7 B4 H KGR, HEEERIESE2.7.6.1.1)
5) SHEVNBTADPABEIZBIT B L AT Ty ARAESHOEDHED (-7

TIEE/ T4 v ay T 201345 H 3L HAKGE, HRsE R %2.7.6.2.1)
6) HEVNETADABEIZBIT S LAF T Ly RS HOEDBED (-4
T8/ NTA vy 7 201345 H 3L HAKGR., A&
7) LRFTXy 2T HEFSEM BTl (1 — 7 778 © 201047 H 23 H K
PR BRI 2.7.223)
8) Toublanc N. et al. : Drug Metab. Pharmacokinet. 2014 ; 29 (1) : 61-68
9) AR AW ESERER (58500mg)
10) HARMEEBANZBIT S LAF T 15 AOEYBRECLIZTTEFORE ([ —7
7T 8¢ 0 201047 A 23 HAKRE, HIGHYORMIRE27.61.2)
11) Ramael S, et al. : Clin. Ther. 2006 ; 28 (5) : 734-744
12) Strolin Benedetti M. et al. : Eur. J. Clin. Pharmacol. 2003 ; 59 (89) : 621-630
13) s (4 =% 7 5% 1 201047 H23 KRR, B RIRE264.1, 2644)
14) e (B (f—2 78k 2010457 A 23 HAKFE. IS AMRE24.3.3.

2622)
15) Rt (CEMEh RS EAER) (f — 7 7 F 88 1 20104E7 H 23 H KGR, HIGE&
FHRE26.4.7)
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Brockmoller J, et al. : Clin. Pharmacol. Ther. 2005 ; 77 (6) : 529-541
JFREREREE (A — 7 7 7§ © 20104E7 H 23 H KGR, HaH% PHW}{%‘&Z 764.5)
EEE GHEIN) 12BU 2 LT T 1 8 4 Ha] R ORG-S Bl g
(£ =7 77§k zomﬁmzsa/?m ma%*ﬁﬂwwnew
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FEWHELER (7= 4 >) (=57 778 20104:7H23H K. HFFEEE
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B (§E250mg)
OEMAHREE (=7 T I8/ F 7420y 7/m

Di\ % (IS I/ MAHGER (6
As @Fﬂ% W(%)) M 755 1 201047 H23H KR, e EHET2767.1)
HAIZ B % 85 5EBAFEO 77 1 R R CEGARR (BN MAHRER (A
BEREE)) (f =2 77748 - 20104E7 H 23 H KRR, WK ERHREE2.7.6.7.2)
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