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Levetiracetam for Intravenous Drip Infusion [AMEL]
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2. (ROBHEICIEEBRELEWVIE)

RN U B BEUE O BEAEE
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3. #EBK - R
3.1 #

W 7E 44 LRF T8 A EENE 500mg [ 7 AV

17> 7V (5mL) i, LXFF+% A 500mg
EEAHT %o

63\

R

HALF MU o AL BEBRS b 2OKHI . OKEE

WAL g ek, pH A

3.2 WENDOERK

W5E % LARF T8 A REE 500mg [ 7 A )V

pH 50~6.0

ZIEEL 30~40 (EHEAERIISS 5 )

PR - FIE AR D

FHNE, RAY ZF L OFERICTIE L KRR TH 50

* 4. FAERIIZHR

O—BICRORS P TELEVEEICH TS, TROAEIC
MY BLANF T4 LEORKOREEE
c TADPABEORDREE CRESBRIERIEEZET)
DI TAPAETTREMRIBOS N BEVTAD
ABEORERREECHT IR TAPAREDHA
Bk

OTADAEEIKE
5. MEEREHRICEHET EE
(TADLAETERE)

BWHA RTA VB L L, KA OHGHEY) & H WS
NLEHE G TH L,

*6. RARUVAE

(—BEMICBORENG TEEVWEEICETILAFIEZLE
OMF OREEE)

LANF 518 5O OAFKG 0 SRKFNZY ) B2 846
WHE LTIy ARG U1 AR LS
(2T, 1A% 15 5000 C A IR 59 % o

LRF Ty AOROFGIIEL bR A 253 58546
B T, AR L ARF SRy AL LT 1 H 1000mg &
1 H 2B, 1 EEE 15 420 CRiEiR N S35
AN S, AU EO/NBIZIZLRF TRy A ELTLH
20mg/kg = 1 H 2 N4, 1 Rl % 15 72000 T ik
W53 5, 7272 L. 1A 50kg LLEO/NRTIR, B & [
CHE - HEZHWLZ &
WIFNOBEICBW T, FERICL D BEEBKTCE 55, 1
Higmdx G kO E HEIUToLEB) L4562 &,
WA AT 1 HigE$e 5213 3000mg # 2 22 & &
L, e 32U EoMBEZHITTCIHAEE LT
1000mg BLF 92179 o

N AR Eo/NETIE 1 HiRE S &1L 60me/kg &
ZpnwZ e e L #MEid 2 AR EoMEEH T C1 HHE
L LT 20mg/kg LN 24790 7272 L AKE 50kg DL LD/
WBTix, ALHEUESETHWS 2 L,

(TADAEERE)
L RAZIE L ARF TR s 4L LTI 1000~3000mg %
HHIRNH G- (B 5321 2~5mg/kg/ 5 CHREIRINES) 35
A5 1 B ARHES-#13 3000mg & %,

7. BERUVHEICEET 3EE

(hEEtiE)

71 KHNE AR T o535 2 L0 [14.1.1 2]

% 7.2 BREEE 26T 2WABFIIAH 2 G351 T

RIRT VLT T 20750 AMiesE L L TEAFD
BHR LG ERERE T2 . T2, MEN 221
TVWABRABE TR, 2L T7F=0 2 )79y ZEIIG L7
1 HHRIZINZ T, MUENT % F056 L 72 5% ICARH 0@k 5
EITH) . B I TRLTVWAHERVHEIZY I 2
L—3a URERICHESC LD TH LI LS, BHEITLIZE
BEICBR L 200, JHEROHEZRESTL 2 L, 720
BRI E A AT 2 /NEEZIZOVT L BEREEOREICE L
T AF O G2 R OG- HR A R 5 % SEEICES T
52k,09.2.1. 9.2.2, 9.8, 16.6.1. 16.6.2 ]

2 LVTF

~ . I3 %
=7 - - BT | Gs
75| >80 f& f% <30 | oBR ﬁ%?
(mL/ By e e
min) -~
1 B | 1000~ | 1000~ | 500~ | 500~ | 500~
H& 3000mg|2000mg|1500mg|1000mg| 1000mg
1 [m] 1 [m] 1 1 [m] L@
EE |500mg | 500mg | 250mg | 250mg
59 | 1H2|1H2|1H2|1H2| e *0me
[A] I} ] ]
1 [ 1 [m] 1 [m] 1 [m] L
P [1500mg|1000mg| 750mg | 500mg
) | 1H2|1H2|[1H2 152%??% 500mg
A [A] I} ]
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7.3 EEOEREREODH L EHETIEETOZ LT F ViE
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EROCHER T2 8, [9.3.1. 16.6.3 &)
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H 2L o Bk A G132 0E L T e v,
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i, ARERIZESL Z L b HDHOT, AFKGHILEED
WEECHEOLALZEERIBIEST 52 &£, (8.4,
11.1.6, 15.1.1 ZH&]

4 BER O OFEFE IR, BRGSO AR RIEE
DRI DWW TR 2 ATV R & B i 2 LY
G LOHETH I L, (8.3, 11.1.6, 15.1.1 ZHH]
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(7.2, 16.6.1 =]

2.2 MEBWES T TV EIREBHEREDH 25E
[7.2. 16.6.2 ZH]

.3 e ERE

3.1 EEEEREDSH 5EE (Child-Pugh 948 C)
[7.3. 16.6.3 =]

.5 113

TRIR AIFIR L C WA RO 5 2 EIE LT o &9 7%
) A7 % ZE LR O RED BRI E LR 2 & s

NALEIZOARKGTAHI L,

S MIBWTUHIRERIZ L AT T ¥ A DI EEAET
L7z OfEDH Y, 83 MY 2 A —HHIZE L, TR
THIRFTD 60% & 72 » 72 & DS B 5o

© Ty MIBWTREBITENZD STV 5,
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W SIS S N A3 G- 2 R B 2 S 2 L
BETH T L,

1.1 EXAEMER

11.1.1 hEMERRIBFERAEAE (Toxic Epidermal Necrolysis :
TEN). REHEIBERE (Stevens-Johnson fFEMREE) (\»
T BHEAHE)

FEE KLBE, KIE - OB AL 29 FE, B, IRFSM. FIA
REEQ TP SN G E Pk L, @Y 2 ALE
1) 2 &,

11.1.2 EFFMERGEERSE (HERH)

WHAEIR & LTI, BEDTA S, HICHHEREREE, v &~
JNFRBERE . EIMERBEIN, ATERERNE S BA) »oNERHISE A
P BV OBEE 2 BBIERSH 5N LD H b, i
B, L IALRZAT A VA6 (HHV-6) 007 1 )V A DFIE
PALZALED 2 &AL TGk b 595, S ITHERER
EEORERDPFHRD 5 VITBIELT 22 L2355 DTHERE
5 LD,

11.1.3 EERMABE (HEAH)

PLMERIE A, BERERERRE . BRI A, b BRI A, iR
WY BHEbNDLZEND 5,
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13. BEES
13.1 fER

SHEIDOTTIEREIZBWT, LT 1y A% —EIZ 156~
140g IRH L 7261788 1) fHIR, #oek, ZCBEME, Bl -~y
DI P OB IEA S SN TWb,

13.2 E
RFANFMALENTIZ & ) BRET R TH D L FEH L T 2 HEIRD
RIS U CIBENT O EE ZET 52 L, [16.6.2 &
Het ]

14. EHLEDEE

14.1 EFAMFOZE

14.1.1 AHlo 1 A58 (500~1500mg) % 100mL o4 H fr
aii, SLERY) Vil 1% 5% 7 B BEESH CA S 5 &
Lo NETIE A TORRGEE % B IIHIEEORE
EETLIL, (7.1 ]

14.1.2 ZHiFtRiE, HL»ICHHT L2 &,

14.1.3 HiFth, ZBEIUTHERPICEY % 320 5 53 L
Wk,

15. ZO/OEE

15.1 BRERfEAICED 155

15.1.1 7 CHEM S N2 K H 2 G OEBOMTA»AFKICS
35, TADA FRESEEZ R E L2199 O 7T 1Rt
MR SEROMEHRERICBW T, BRSE L AR ER DT
WO) X7 B MTADPAEORMNETT 7 R EEE LKL
TR 2MEm < GUTAPASERMEE : 0.43%. 75 REE:
0.24%) LT AD ASEDOHRINIETIL, 75 & R T & 1L~ 1000
ANH720) 1.9 AWk E Sz (95%ETEIXM :0.6-3.9) 0
F7. CADPABZEOY 77V —TTld, 77 R X
1000 AH 720 2.4 AEWEFTHE SN TWS, [8.3, 8.4,
11.1.6 =]

15.1.2 HAEAR A CTANPABRE 1208 Bl xS L Lz7T ¢
AR} B R SR 0 B AT 12 5\ T JERIR AT EIE IR
HEFSG (BUEM, B, By, A, B, BEAGE, 1
IO, [HIALE., WE., EEhES ., S, B,

MHEIE . AMEBESE) OSBRI AKIMET 13.3%, 77 AR
T6.2%Tholze FERIZ. FHENNETALAREE (4~16
W) 198 Bl& kG & L7 7T bRt REE R RERIC BT 2 4 5%
HERROEHFIIAFIET 37.6%. 77 £ REHT 18.6% T
&)’)7}:0

T/ MMENNETADARE (4~167%) 9B BlxxtH s L
AR RE L OTE IR 2 B 2 5Fli 3 5 7T & Rt
BRABICB T, RN R CTH L2, 7T REEL L
B L CHCEHI TR O AL ARIE S 7z

16. EMFHEE
16.1 MepiEE
16.1.1 KA
(1) BEERERURERS

TEFER A L ANF T 1 & 4 1500mg % 15 431 12 C HL[A] 2
BRI G- e N 1 B 2 181 4.5 H B s iR NP 5 L 72
X LARFTEY LOFEYTHRENNT A =5 ZUTDEBD

SEW g EAGIES 252 A -
8T A—% (N=16) (N=16)
Cmax (ug/mL) 108.7 [17.5] 109.0 [17.3]
tmax (h) 0.25 (0.25-0.25) 0.25 (0.25-0.25)
AUCo-12n (g h/mL) - 390.8 [10.0]
AUCo- (ug-h/mL) 437.3 [11.7] -
tz (h) 7.21 [11.9] -
CL (L/h) D 3.43 [11.7] 3.84 [10.0]

FATEIgME [CV (%) ],
# 1) BAEHS T CLss
Crnax : H%%mlm(’%ﬁ{ tmax - HE‘Q%‘JI[[EP«/%@??U%U?FHEJ
AUC @ i rp e - RE R R M IRE  tuz @ O R0
CL: &5V TIYA

(2) mEREEIRNRE &FEORE DR

fEHERL N 25 Bl L ANF T & & 4 1500mg % 15 45 [ A i i
PRNBE G ORI G- L7z & & LARF T 15 2 O3 E)HE
NG A—=FIZUTOEBY THholzo REIIFRGH L L
T HIEEHIRAPE GO Crax 1387 1.6 555 <. AUC KUY
t ML TV, BB, LARF Iy AR5 4&
PRI R 3K 100%TdH - 729,

tmax (SHPRAE (/M-I A fH)

SEYERE | SRS ErImEc B i 2)
INT A—% (N=25) (N=25) (90% A5 MK )
Cmax 1.64
(wg/mL) 97.0 [27.6] 58.9 [37.0] (1.47-1.83)
AUCo- 0.97
(ug-h/mL) 472.3 [15.4] 487 .4 [15.9] (0.95-0.99)
e () 0.25 0.75 B

e (0.17-0.27) (0.50-3.00)
tie (h) 7.11 [11.7] 7.23 [12.7] -

TP [CV (%) tmax TIEPULAE (R/ME-FRKMH)
1 2) RUBEHIRAE G-/

16.1.2 /R

(1) MNETALARE

INBTADAERE GH496) : ER 1 » A ~4 G 17 1.
4~16 A 32 B1) M HYE L-IMMER L NF T 5 L
JEF—% 2T, LRFF v A 15 50 SiEsIR A5
BOIMYEIRE 2 M3 L72o LT Tk ¥ A5 4
LARF T8 NEEL, LT T L8 AR5 & W
Thole T2, LRF T8 ADORHEMEEBIREMRAT O
B &7 )75 A L CRE R OB HREERE A0
HREIZH L CTREDIMEHEICHEE 2D BRI EERODH
LT L LTHEE SN JHEAT— %),

(2) BEMEYBEHET @OFICH T 2HBRRE)

NR (4~167%) OB (16~557%) D TADPABEDND
BONTZMSER L RF T ¥ AJLEETF— & & F T, BHE
FWENREMRAT 217 o 720 ZOREH. CL/F I3 L THRER D
BERIPLC A AZE, V/F 123t L CTHREDSHRMEIICAE S
DOERIICEROH 5 WNT & L CTHEE SN 7ze NI
NCTAPABBEDOMEBETREYREZ Y I 2L —2ay L
f, NETADAEEIZ 10~30me/ke % 1 H 2 A% 5 L



EOMAE Ry EEIL, A TADABEIZ 500~
1500mgl H 2 [E#%5- L 7z & FRk & P S 77,
16.3 9%

fEFER A LT 5 1 & 4 1500mg % Hi 8] 7 iR N 3% 5
L7zt 205 hafEoFEfEix 35.8L (0.54L/kg) TH
03 AWK EIZEVETH o 720 in vitro L U ex vivo
SERS DFE R, LARNF Ty AR OEREWTH 5 uch LO57
DIMHET AR AT, 10%FTH 59,
16.4 {3

LRF T8 NE, FFF b7 a— 24 P450 A RETES Tl
e, FELRIRKIETE N7 I FEOBEREN
KB THY . THICE Y EREINDDFERHYO uch
LOS7 (B IVRFVIVER) THD. 5B, AU I HBEL
iﬁz]‘égi&\,\%,m)o

n vitro iR IZBWT, LXF I X% LK ucb LO57 1
CYP (3A3/4, 2A6. 2C9. 2C19. 2D6. 2E1 K UF 1A2).
UDP-7 V7 b v i RE# (UGT1AL ) O UGT1A6) K
CZAEXFY Fe Fug—PIcs LCHEFEREZ RS Ao
Too F/20NVTURF N LDV O VIBEAEIZL
BETNTE o720,
16.5 Hitt

fEHER A L ANF 5+ & 2 1500mg % Hi[A] 2555 5 IR N % 5-
L2088 7)) 75 AOFH#HIE 0.87mL/min/kg
VG%O f:3>o

REER AN (G RE660) ICLXXFTFEF L 250~
5000mgi ) & Z2HERF (2 E ARG L7z & &2 %5 48 I
M4 T CoFGE Iz B RO fE I RZELE
£ LT 56.3~65.3%. uch L057 & LT 17.7~21.9%T& >
720 AVEINERER AN 4 H1I2MC-1L XF 5 & ¥ 4 500mg
wHER PG Lz & &9 5 48 Bl 1R F Tl S =
D 92.8%DIETREDR 2> 5, 0. 1% F A 5 [FILE 7z,
5 48 BRI F COFr 52 1Tk T A R L, R
X LT 65.9%, ucb L057 & LT 23.7% T o720 LNF
Tt & A DO IZRERAR S 8 ) O RIS BRI AT, uch
LOS7 V2R ERIR A 38 & FeBh Y RIS 5w 3B 5 L T 59,
HE3) ENTRESNZAFO 1 BIRmEE S5 3000me TH 5.
16.6 HENEHRZH T 2EBE
16.6.1 BRpEEEERE BOZICH (T 2 HBRKRE)
HIRREEDORIE DR Z AR E LRI, LT T8 A
FHEEEORS L2 & R doeg 2 ) 75 v A38HE
BeIEH % (CLer @ 280mL/min/1.73m?) & M8 L C. ¥REF
T % (CLcr : 50~<80mL/min/1.73m2) Ti& 40%. %
JEF % (CLer & 30~<50mL/min/1.73m2) T 52%. L
K T# (CLer @ <30mL/min/1.73m2) T 61%E T L7z,
LRF TG LDE )T Iy ARG I VT F 2T T
CAEHEICHBE LW, (7.2, 9.2.1, 9.8, 16.6.4 =
1]

B pals b =]
S _ B RE DT
8T A— 4 EH (30 ERE m
(N=6) (N=6) (N=6) (N=6)
CLcr (mL/min/ g 5
1.73m2) >80 50-<80 30-<50 <30
b 500mg 500mg 250mg 250mg
LXRFF7E5 A

Crmax (ug/mL) 21.9(31.2]{15.5[25.31{10.8[24.3](9.2 [30.4]

0.5 1 0.5 0.5

tmax (h) 0.52.0) | 0.52.0) | 0.5-1.0) | (0.5-1.0)

AUCo+(ug-h/mL)|166 [16.5]|248 [16.9]]169 [16.5]|212 [19.1]

tiz (h) 7.6 [6.9] [12.6[11.3]|15.5[17.5]{19.7[26.5]
CL/E (mL/min/ 151 5 (7 81130.9(14.61|24.6[15.01|20.3[20.9]
1.73m?)

CLr (mL/min/ 31.6

1.73m?) (28 5] 4 15.3[22.3119.7 [23.416.0 [53.6]
ucb L057

Crmax (ug/mL) 0.36 [9.4]]0.75[25.8]|0.57[26.01|1.06[29.3]

5.0 8.0 12.0 24.0

tmax () (2.0-8.0) | (6.0-12.0) | (8.0-12.0) | (12.0-24.0)

AUCo+(ug-h/mL)| 5.9 [9.7] |22.6[45.9]|18.7[53.4]|57.8[57.3]

12.4 19.0 20.3 26.8

(11.3-15.3)|(17.3-19.9) | (19.7-23.6) | (17.2-33.3)
MMM [CV (%) ], tmax X uch LO57 @ tie 1&gl (/M-
I ON()

CL/F: RpJoegs7) 752 CLr:B2)T7I2 A

HE4) N=4

16.6.2 MAEN 22 (T TO S RPEWEEETEE (BOANC
BT 2 BRA )

MEENT 7 521 T B KB RE R E O i ABEERE 12 L X
F It & 4 500mg % BT BIAG 44 BRI B RIS L
Frl &, LARF T2 Y AOIEENFEO TN 34.7 K
fITd o 7205, EHT I 2. 3G L 720 LT T 1 F
L KW uch LO57 O &M L A LR ITE < 8S1% K
87%TH -7, [7.2, 9.2.2, 13.2 =]

tiz (h)

YBYRE /ST A — & LARFF4% A|  uch LO57

Crmax (ug/mL) 18.7 [8.1] 8.84 [7.0]
44.0
tmax (h) 0.7 (0.43-0.98) (44.0-44.0)
34.7

tiz (b) (29.2-38.6)
AUCo-un (ug - h/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/1.73m?) 10.9 (9.4-13.1) -
AT 54 —DBEEDR (%) 81 [7.5] 87 [7.2]
MBS O IR (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
i &N 7V 75 >~ A (mL/min) 115.4 [8.1] | 122.9 [7.1]

N=6, (V3 [CV (%)]
tmaxs ti2e CL/F, MLEGEHT O 15 S0 13 i e il (fe/ Ml - K fiK)

16.6.3 FH%gEEERE (BOFICH (T 5 HERKR)

B R O &5 (Child-Pugh 2038 A % U°B) O g
TTIHEICLARTF Ty A2 HEREOKS L2 & LT F
LY LADEG )T Ty ANELE RSN o T, EEE
(Child-Pugh 778 C) OIFFfEETETIX, &5 27V T I~
ZDMERERL N D) 50% & 72 72190160 (SLEINF— %), [7.3.
9.3.1 ]

JFFEREAR T 2
FEH B HEHEHA | Child-Pugh | Child-Pugh | Child-Pugh
NI A=Y (N=5) | %#A | SEB | S¥C
(N=5) | (N-6) | (N=5)

f%cgingniffm/ 93.1+13.8/120.8+11.9/99.6+13.2|63.5+13.5
LNFTES A
Come (pg/ml) | 23.1%1.2]23.654.9 | 24.73.3 | 24.1%3.8
toax (D) 0.8£0.3 | 0.620.2 | 0.520.0 | 1.6%1.5
AUC (ug-h/mL)| 234=49 | 224%25 | 262%58 | 595=220
t (b 7.6%1.0 | 7.6%0.7 | 8.7£1.5 | 18.4%7.2
f%ljnggm”mm/ 63.4%9.7 | 62.5%8.7 |55.4+10.5(29.2%13.5
i £ SD

H5) LANF Ty AL HOMHE

16.6.4 SH#E BOFICH T 2 HBHRIR)

BEEICBIT AL RF Ty LOEYFEIZONWT, 7 LT
F= )T T v AH30~T7ImL/min OWERE 16 B (4
61~88 %) HAHRE L TRl L-A5R. Sies Claigdef
DS 4d0%IEE L, 10~11 B & 72 o 7217018 (WLE A 7 —
%), [9.8, 16.6.1 ZH]
16.7 ZEHHEEER
16.7.1 7z = b > (BOBNCEH (T 2HBRRE)

T MM YOBEEFHETTHIZa Yy b a— L TE Wik
SR R E AL RE A EE BT LA TAD
B 6Bl KR LT T 18 4 3000me/ H % B x5
L7zl &, 7= M Y OMEFIRERCEYEE/ ST 2 —F
B A RIZE Do 722 b v LRF TS A
DI FREIHE L RITE L h - 721920 (SLEIATF— ),



16.7.2 /NIL7OBF MU T L BOFICH T B HERBE)
TR 16 B & RF 502, 2NV 7afiEF b A OEFIRRE
TIZBWTLARFF Ly A% 1500mg HIAEOHRS L7 &
SN 7afEF M) T ALV NRF Ty A OFYEIREI R
BERIFE ol LRF Ty AL VT Ol MY
7 L DBEYENREI B A RITE h o 7220 FHEAT— %),

16.7.3 BOMITE (TFZIIXANSTF—IRELE/IL

FZBILILOEHE]) EOFNCH T 2 HBEE)
FERER N et 18 Bl & st G ic, REIEEEE (mF =)V A b
S T4 = 0.03mg KLK VAR LIV 0. 15mg D&
KA 1HLIE)ERFLAXNFFE% 2% 1E500megl H 2 6 21
HE SRS L2 & LARF Ty AlFTF VTR
NGO F =R LRIINVFA N LVIVOEYEIEE/ST X —
TN BEE RIT S hh otz BPEHZ MR 707 250
O T OSERARIZ R ROV B o R R CHERS L R R
DHFN B L T E ol REIEHEIZ, LNF T L
¥ ADIEWENEEIC A RIS o 72228 (MENTF—
5 )

16.7.4 dx 2> BORCE T 2 HBREE)

RN 1L Bl A %lc, Y%y (1B0.25mgx 1 H 1
[) ROLARF % 241 1000mgl H 2 8 7 H B AR
LIHE5 L2 &, LARFFTEY AT TXY v 0mYaEhHE <
FRA—FIIHB R RTE ol VIFY U HELARTT
Yy AOIEMENREIEEE RAT S o 7229 (MEA T —
7)o

16.7.5 77 71> (BOZCH (T 5 HEREE)
7ubhuy e RO EBZERLR (INR) % BN
WHERET 2 59 TV T 7 v OG5 % #5221 Cn b

fERE N 26 Bl & 6f iz, 77 71) >~ (2.5~7.5mg/H)

FOLAXFF 2% 41 H1000mgl H 2 [ 7 H B RAER 1%

Gl E  LARFISEFT AT NT 7)) ViEEICEEY L
1TE9, 7o by UMb B ES T e ol TIVT
7)Y LRF TSI AOEYBHEIHEEE RITS 2 n
5728 (BHEAT— %)
16.7.6 7O Y N (BOFNCH (T 2 HEREE)

TR 23 Bl % 12, 7aNF: Y F (16 500mg % 1 H
4 1) KL ARF Sk % 4 118 1000megl H 2 8 4 H B AERE
%5 L7z &, 7L Y FIZLAF T & 7 20y H)HE
WITHE L TS 2o 725, FAH uch LO57 082 1)

T T A% L% T & 8720 FHEAT—%),

17. ERERRIR
17.1 EERUVRESMICEET 5 58%
(TADABEDEBS?RME CRELBIERIEEZED))
17.1.1 ERE I HEHER @O D SEHFANDY V) F 2 HER)
WastexH 35 16 UL EOTA»AEE 16 Bl & X512,
L RFF & & 2 1000~3000me/ H % #1135 5-70 5 15 451 14
HERATES A HM. TH2E) 2O Exze &, &1
PG RE L OS FEE RN SRS BT 2 1 Hd 72 ) OF5%
TR o duil (58 1 MU S — 4 3 U4 ) &, 0.59
(0.04-1.12) B0 0.38 (0.00-1.00) [8]Td - 7220,
BIVEFHBEBIHRE 12 18.8% (3/16 fil) T » 72, EIEMHIE,
TESTERALSAE 6.3% (1/16 B1) . ESF RN 6.3% (1/16
). TEGFERVIERE 6.3% (1/16 B1) Tdh o 72,
17.1.2 ERENHERER (RA. BIAESE)

B CAMA L BTSN/ 5EE 2 A 5 16 Ll EO R
HrEHFLLT, LT T E 4 A 1000~ 2000mg/ H

(1000mg/ H % #5-1 12 F8VEAS A & 72354013 2000me/ H 12
W) JE 3000mg/ H (BIEOHMIZ2H b 53, 3000mg/
FCsReE) % BAN RIS Lz e &, FEFHMEER
T 5 1000~2000mg/ H B DIl HE 12 B17 2 6 7 H
ISR S BB OE 413, 73.8% (45/61 ) TH - 72, 1000
~2000mg/ H B D G- & T o 1 E R ZEN L EE D
HE1259.0% (36/61 #1) THo7zo F72. 3000mg/HEEIZ
B D6 » AN EEEDOEEIE 22.2% (2/961), 14
ISR R BEOREI1L11.1% (1/96) Tho722,
EIVE PSS BN 12 54.9% (39/71 ) TH o720 EHEWEH
\ZAEHR 32.4% (23/71 61) T& -7z,
17.1.3 ERE I/OIHERABR (KA. FRESE

L RFF 1% A 1000meg/H. 3000meg/ H RGN 7 T K% 12
BRI S O TADP AR E D) Lge,
TUEEAME H Cd 2 72 ) O FEAER R AR T RO

EBUTHY, TTLEELLARF Ty AEE (1000 KO
3000mg/ H) I IZ LXFF & & A 1000mg/ H EEO B ThesT
WA EAEPED LN (ZRZF N p<0.001 3 O
p=0.006. #%5-#:% KT, BB AR5 L 720
&7z O FEERI B LR LT A GEOT) . B,
BENZBIT D 50% L ARy ¥ —L— b G720 05
[ ARSI & T 50%LL i L - i o Els) 13,
7t REE13.8% (9/65 B1). 1000mg/ H#E 31.3% (20/64
%), 3000mg/HE 28.6% (18/63 ) T 7229,

W72 ) OEGFRNE | 75 KRBT B
D [l % 2 21 %_if 3)E4)
Bl | M | R [95%15 #A X [H] ]
WA | I (%) (p f8)
7?;* 65 | 2.73 | 2.67 | 6.11
18.8
10050§g/ 64 3582251961 209 |[6.0,29.9]
[10.2, | (p=0.006)
3000mg/ 30.4] 23.0
me 63 | 3.44 | 2.08 | 27.72 | (p<0.00D) | [10.7,
i 33.6]

1) BIGHIR K ORHII R O 7 — & A3 o Ty 2 AR

11 2) Y

1 3) MBI D s

W 4) HGREEHET BEMRMIC B0 20 BRIl d 2 ) ot
FEMEI R 2 A8 & 3 B 5T

T T 1) & OVREAMIY 1) o0 BV F SS BB EE 13 1000me/ H $¢ 5-
BT 56.9% (41/72 61). 3000mg/ H#%5-#ET 54.9% (39/71
B) THholzo E2EMERIE 1000me/ H %58 <, IR
13.9% (10/72 fl) ., SMHEE % 8.3% (6/72 1) . iFEhE D F
W 8.3% (6/72#1). 3000mg/ H #%5-# CTHEIE 9.9% (7/71
). EIHEEZE 8.5% (6/71 ). FEMED T\ 5.6% (4/71
Bl) THolzo

17.1.4 ERENHEHR (RA. SFREX)
L XF 7 +% A 500mg/H. 1000mg/ H . 2000mg/ H .
3000mg/ H & O 75 R % 1280 0% S A0 TA
PAFEE OPEH) LA, FRMREIC B 2 BN 5
DOWEB 7= ) OFIEM B A= (PRfl) &, EhEh
12.92%. 18.00%. 11.11%. 31.67% K% 1*12.50%TH 1), £
BEEEE TH 5 LANF T+ & 4 1000me/ H & 3000mg/ H
RO T T2 REEO 3 HER CoORFmIN K2 B 2 a0
5 OB 720 O EVERER AT, AT EN A B
RO 5N o7z (p=0.067, Kruskal-Wallis #5€). 7
B, FEHIIBITL50% L ARy ¥F—1L— ML, 77 RE
11.6% (8/69 #1). 500mg/ H#E 19.1% (13/68 #1). 1000mg/
H#E17.6% (12/68 #1) . 2000mg/ H & 16.2% (11/68 #1) .
3000mg/ H# 33.3% (22/66 ) T - 7230,
T T ) 6 OERAGII ] o0 BIAE H S8 BB R 13 500mg/ H %2 5-
#60.6% (43/71 #1) . 1000mg/ H¥#%5-% 61.4% (43/70 f51) .
2000mg/ H ¥ 5-#f 58.6% (41/70 #1). 3000mg/ H ¥ 5-#f
64.3% (45/70 ) T& o720 FEMWEH L 500mg/ H %5
BT, SBINEEZS 14.1% (10/71 %1). TH#19.9% (7/71 61).
FEIED F 2 7.0% (5/71 B1) EAR 7.0% (5/71 $1) . 1000mg/
HPG-HEC. BIREE % 18.6% (13/70 1) . &l 10.0% (7/70
%), 2000mg/ HBe5-HC, MR 17.1% (12/70 1) . SiKEE
4£15.7% (11/70 B1) . #:457.1% (5/70 B1) . 3000mg/ H ¥
HBECEINEE S 21.4% (15/70 1) . @R 17.1% (12/70 B1) .
WP ER IR A 7.1% (5/70 B1) TH - 726

17.1.5 BRARPBMGER S5 HER
NS I/ MARRER (A PERIEE:) 25T L7283 151
BlExg5 s LT, LXXFF+1F 24 1000~3000mg/H%= 1 H 2
ENZ T TROFKS- L2k 200 %ERBEUTO LB
) T o730,
RERERN SN L 72 BRE D ) B, 76 BIAZE OBETH S 7z

MR RERIC AT LA 2 # T L7z (24~36 » HT 11,

36~48 » AT 47, 48 » A LIET 28 fil)
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EIVE RSB 12 92.1% (139/151 #)) Tdh o720 F72EI1E
P BRIHBE %5 55.6% (84/151 f51) . BEIF 24.5% (37/151 1) .
fEE 22.5% (34/151 1) T - 720
17.1.6 ERSEMHERER (INR)
BEAE DPUT A D AT 2 FEVEIIRI R RS 5 e Wi
SEVER AT S 4L E 16 AR O/NETA»ABE 73
BlE%SHRE LT, LRFI1¥ 440 it 60me/kg/H (K
& 50kg LA 1 2000 %1% 3000mg/H) % 1 H 2 M2
14 EEEO#H%S BEEORTADPAREDOHE) L2k X,
FEFEAGE H T 2SBS0l d 72 ) o5
g Ao hm gl (95%EHEXE) (X, 43.21% (26.19%,
52.14%) TH V) . FTEHE O AR S N7z,
T2 NRTADPARESS BN 14 ALEL LXRXF T2 4
20~60mg/kg/H (K 50kg PL_Fix 1000~3000mg/H) %
1 H 2 BN CTREREIR G- L 72 & & O 38R BUE DT
DEBYTHo723,
20
18

o

(BB, B304 )

o N b o ®

(73)

(55) (29)

W 7= V) DY FEEEL D I

(54) (53) (14)

BRI ié(‘%ﬁﬁil;a‘i MEERE RS MRS BRRS ARG
1438

1H~3»H 3~654H 6~94H 9~125H 12~15%H

EIVE PSS BN E 12 58.9% (43/73 1) TdH o720 FHEWEH
. IR 42.5% (31/7361) TH -7z,
(BOMTADPAETTR LRI RDHONEVTALARE
DBRERREEICHT I TAPAEEDOGRER)
17.1.7 EEEESE MAEFER (RA)

BEAF DPLCT A ASE T 55 2 SV R S e Wik
HEEARELZETS 16 U EOTA»AEE 251 6 (HA
N43 Bl % &) Z0RELT, LRFIE% 4 1000 % L <
12 3000mg/H (1000mg/H A 55 %L, %5 8 HFE T
WZEEVED I B 7285 A 1% 2 38 BB < 1000mg/ H 3° >
3000mg/ H I2HE) W7 T LK% 28 BRI HRS (%
DY TADPAELEOBM) L2k &, FEFMEIEE TH 581
SBWI S 0D 72 ) OFRIE SRR BRI T ED
EBOTHY, T RBEELLRF T ABOMTHEF
W7 EADBD bNsz (p<0.0001, 5B K O % FT.
BEWEIC BT 285720 s RARIER S E L& &
32 ) 0,

1 & 72 1) @ SR A .
= ;;é{/l;ﬁfé—mﬂ 75 b REEE DFEED
B4 =S T N [95% 15 HHIX K]
BlgE | B | (p )
AR | HR (%)
7 i#?’ﬁ 109 | 0.83 | 0.65 | 19.64 56.13
- [44.02, 68.24]
7 <0.0001
pyoge| 117 |0.89|0.16 | 76.98 (p )
71 5) Full Analysis Set
E6) HULfiE

E7) BGHEROCEZHF. BIgRIC BT 28720 oA
PEmE % 32 & 3 2 3L BT

RIVEF S B 1L 23.8% (30/126 #) Tdo7z. FEREIME
FIZMEIR 2.4% (3/126 ) THh o720 F7o. FEREAHA

fERE FUWER) &, R EEMETE7.1% (9/126 1) I/
R 4.0% (5/126 B1) . BFrRERER A 3.2% (4/126 B1)
T% D f:o
17.1.8 ERE MAEER (2)

BEAE DT A D ABE T4 SR R D5 5 Nk Wik
EMAZEEE AT 5 4 UL 16 R O/NETAD»ABE
BHEHGEE LT LARFTE8 A 40 LiE 60me/ke/H (fk
# 50kg Bl 13 2000 313 3000me/ H) % 24 BBk ¥ 5
(BEFOPVTAPAFEEOH) Lizk &, FEFFMEE T
& L BEHE 25 08B 72 ) O EIE R IEIERER A RO
ol (95%fEHEIX ) &, 56.52% (—15.74%, 98.18%)
EIVE 38 BIHE 12 38.5% (5/13B1) T o7z, EIVEH XM
K 23.1% (3/13 ). @EEhfME 7.7% (1/13 B1). BHFE 7.7%
/13 60). TH 7.7% (1/1361) TH o720 Tz, BRI
SR (FEIVEH) . DEMQTER7.7% (1/136]) TH
D 7‘:0
17.1.9 REMIGIRERR BRARTME

FEl s ] 5 T AR 3Bt L < 3/N B EIN S AR ER 2 52 T, X
T E AL [ 4 T 3Bk & %D SBAN 145 D 72 0 P55 20 DU 12
HIEL7Z-HARNEE 4 Blextg e LT A (16521
TIEZLANF T+ % 4 1000~3000mg/ H /NETIEZLANF T+
% 2 20~60mg/kg/H (&3 50kg Lh_E1% 1000~3000mg/ H )
%ﬁq%@btté\ﬁE%R%WEﬁduTmtﬁbfﬁ
> 7:36 37 o

1.4

)%
12 (43)

= 10

M7z ) ORERRFEEE RO R E
(5B 10453 AL 553 S s)

0.8

S 06

0.4

0.2

(43)

(19)

(32)

(29)

(22)

(19)

(11)

£ A
EIVEF SRS 12 38.6% (17/44 1)) T o720 FEIWEH
AR 11.4% (5/44 1) CTd o7 T, BRBAMEE
(FIERD) (&, LEX QT HEE 4.5% (2/44 ). 7o =27
NI URAT T —XWIN2.3% (1744 1), T AT F
VERT I NI AT 2T —YHIN2.3% (1/44 B1). C-IX
TOPEEEBN 2.3% (1/44 1) . /KRN 2.3% (1/44 ) T
Holz,

18. EppEkig
18.1 fERH#F
LRF Ty ME SHZERROCEE AL v F v RV &
FREE L) | MiEERRD Y F 7 AN AFE 2A
(SV2A) & DFFEE339 | NI Ca2tF + 4 )V FHED | KLY
Caz* OWEHEIIHIY . GABA RO 7V ¥ MEB R R A3
L7 UAT) w7 HEOIHL | i o R 2 F AL
OIS 70 ERFEB SN TV S, SV2A 1% 2 kA A
P& BFl T A D AT E TV BT B 5VEIIEIER & o [
WD SNDL T ENH LRNFFE 8 4L SV2A D
HEADS, FAEREIERICES L TWwb b0 EZ 5N LW,
18.2 TADPARIMEIIXT 21EH
HHRPAZ ) -V T ETF N THILIRRBEITVRLAET
WROBRKRYF LY T N T —=VFERITONAET Vi
ETIEL T WNAMHEIER % R & e p o 729795, F I 45Ul
MESR) TR IAD  NROF LTI LF L RNY
PRI A® . Ya VY I AL = BRGSO T Y
) AT AT = VEEERMTAP»AT v b
(GAERS) ) HJEIEZAE~ v 240 72 E DI FNE k5
VEZ L 72T AP ABIE T IVIZ BT SERIHIEH %
RL7z0
18.3 M TA D AEMIER
R ELSIEF S R 79y M2ZBWT, ¥ F) v
TR % i) L 72480,
18.4 thiR#RICX T 5 ZDMOIER
Z v+ ® Morris /KK HER 12 B\ CRRIAIBEBE 122 % BT
EFY O—% -0y FRERTIEBEEEICHEL RIZ SR

-



Do F 7z, MRNEIIRGE S 7 v MZB W TR R

FEER 2R L7290,

19. B2 ICEET 2B LZAHER
—hg&
L XFF+ % L (Levetiracetam)
1tE%
(29-2-(2-Oxopyrrolidine-1-yl)butyramide
SFR
CsH14N202
SFE
170.21
L IR 7N
HO~ RO S O K TH %,
KIS THETRT L, TR M MIZRRETRT L,
ANFH T EAEBEIT RV,

BER
0

Hsc%NHz
21, EEEM

[EH i) A 7 EHEH 2 g0 b, #YICERT S 2 L,
22. A%

5mL [7 ¥ 7V 5%
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HRERE 5 T
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4) LT Ty AFRIRNHEL O S O RE G- R O SEN E))
e (A —7 77 FimEHE - 2014 4E 7 H 4 HAKGE, H35
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A GO (f =7 77 SiEEE - 2014 4E 7 H 4
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819-828
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