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Keppra Concentrate for Solution for Infusion 100mg/ml

BEZmT 5 025316 5%
BRER &R £ A
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1

AR
1.1 BYUBOREZE
BEAZEMS levetiracetam 100£5% -
S5 =FHZlevetiracetam 500=5E -
1.2 FAZE

Sodium acetate trihydrate, Glacial acetic acid, Sodium chloride, Water for injection.

1.3 IR

ESTE
14 ZRINES

I=AREER - Levetiracetam 100 mg/mIR#MEIIRZE—1EE - RENAREEIJRAOBELY

BRARNFAORNMBREY SEZ NERBA

16U EmAZ BEMER R F(HARAHARBUEZRIF) ZEBFE -

4B EEERRARAZ BEVER R E (R AHBREUZERE) - 128U ESPFEERARBA
ZHHEMEERE - UR1I2EU EEVDFEMASBREMZHMERNRZ Mz R aEE 5%
TEZ BB -

RZRHE
3.1 HZHE

AEEPREEERMEA

PIKeppraa B ol DIEHEIOES S AORRR - FmBOREAFIOESN - SRS EFER O
iR - 90 EEERANEHEIIE/ REE  SHABERFERBEENEHERAZ -
Keppra2@E TR ERFRETIFER  BEREENETHREIEDN100 mIWESHERT - U
159 ENERETIBBAEGSEAREAR) -

B Al fR i 4E & Flevetiracetam B IR T 51 #8318 I KAV &5 -

BREAE .

HEAR16EMU ERE/VE

FRREZEUBRMRER250 mgkts - MEPRIENHER S KM RER500 mgiELiRaE
HE - SmANBRKRE  BHEU/E#AS  UEMEMHEE500 mg(EHZMR - 8XRIEM250
mQ) &= —PEE#ETT - REHE/REH3000 mg(2 MR - &XR1500 mg) -

EHENAE !
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3.2

3.3

18U E eES50 U FRS/VE(12ET1T
AT EREHE1000 mgEHMK - X500 mg) - WHB TR AENE—F -
BRANERRERTSY - 5 0E S TRNFSSS 03000 mgHFR - SR1500 mg) « Eik
WEREE . EME - SNERMENEE1000 mg(E AWK - SRIEH500 mg)s—RREE
178

BEH

BH5 mifgKeppraEdEi T & =levetiracetam 500 mg (HE/#100 mg /ml) - TR B Keppraiz
B R E RS ELUEEISHBEE500 mg ~ 1000 mg ~ 2000 mgs%3000 mg » 7 MR

il HmmAaE wEAE |(BIRE |REEX  |ZHES
250 mg 2.5 ml (5 ml¥3#h) 100 ml 150 BRXMR 500 mg/X
500 mg 5 ml (5 ml—i¥k) 100 ml 15578 BXMR 1000 mg/X
1000 mg 10 ml (5 mIZ#k) 100 ml 15958 ISYNITEN 2000 mg/X
1500 mg 15 ml (5 mI=#k) 100 ml 15988 BRM=R 3000 mg/X

REDERFEH - KEATHBARAEIRE -
Keppra@#t /@ o] B MR A EEER15-25° CMREFEPVCR PO #HEE £/Y
STEIE24/\FF -
MR
 Sodium chloride (0.9%) injection
 Lactated Ringer's injection
+ Dextrose 5% injection

\ppep
7|Eit
n

o ol

Diazepam
» Lorazepam

EAMNEESEBRFER -
RIAGRARARE

655U FRIEERA
BINEEERNEFERA @ TRZHEESE  F2E NEB BIERERBEA ZHE -
BZEAZENR)RIESS0 AT U THEVE12E175R)
6ﬁL/{_FE’J¥Z$Lm1§ﬁH Keppra® A& 100 mg/ml -
6mll EM#ZE - EFEABSEN250 mg - BI€3F250 mgE# B RAZ EZEE R A EIEEE =
el AT RERE 2w A - FEfE Alevetiracetam O BRIRE -
PR ERBRMK - BR10mg/kg °
ﬁfA%%%&F&mx&'Wg?h%@?ﬁiﬁﬂ)mym-ﬁﬁm% ENNEHER &
RIEERIET - UE_EMIESIE=E20 mg/kg(EBHIMR - BRIE/F10 mg/kg) - BREER
EREANEZ

IRESOATU ENZEEE S KRB AMEE - BEIERBERANEEREE  EARBESHE
BMEBENZE -
TERBEZENMSVENEZRLE
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e DEHE - SFMR - SR10mg/kg | REHE : SXMR - 5X30 mg/kg
15 kg BAMR - R150 mg BAMR - BR450 mg

20 kg™ BAMR - BR200 mg BRMR - X600 mg

25 kg BXRMR - X250 mg BXMR - BR750 mg

50 kg@LLE | SFM=R - X500 mg SEMRR - BR1500 mg

(1) BE25A T U MZEREZ S AKepprali i&EI100 mg/miziEiaia

(2) BESOLATU ENZEHB S BN ALEE -

F—H5 mIfKeppra=#E st & =levetiracetam 500 mg (FBE 58100 mg/ml) -
BRARAFUTEE

IFE THEEREBREANZEMRBUMNEBIHSE  NAREFEHAGESRENH HE
) o

BINEEREBEREA

LERARANSHE SREEEB IR AMEGEREE - AR N RBAREE - ©2E FRA5!
ZiEEBISR] - MWABLSBINBARNIBE SERZE (creatinine  clearance,  Clcr) - MCLcr(81fI
ml/min)a] Bserum creatinine(Bfrmg/d) U NI AR FE -

[140-age (years)] x weight (kg)
Cler (ml/min) = ~==-=r=m===mmmmmccmmemooeecee e (x 0.85 for women)
72 x serum creatinine (mg/dl)

BN AN BEREEBSA)STELCler :

Clcr (ml/min)

CLer (MI/min/1.73m2) = —=--mmmmmm e x1.73
BSA subject (m?)
RABINEERREEI S REEE
B T AR R Creatinine cIearar;)ce (ml/min/1.73m S . REE R RS
IE® >80 BHMZK - ®%500~1500 mg
B 50-79 SHMR - §X500~1000 mg
thfE 30-49 SHMR - §X250~750 mg
BE <30 SHMR - §R250~500 mg
H

. R500~1000 mg (

|
)

BB R HA (SR BB A -
1)

=

() aEEHEZBMER750mg -

() B EEZMAEIER2502500 mg -

RERBBBINEEERNESHERKBEEEINEE - ESlevetiracetamE BB NRYBFRERE B R INEE
B - t—ZEIRBAUABIERERENHRME -
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BEShAEBEER A

Lag RPENERRORA - RANREREE - BREFEREREA - BRRIBEE
BE-ETREEEEERIETE 2RE - RIEIBEERE K60 ml/min/1.73 m2E - 2%
TR -

4 #&

# 3 A levetiracetam BB R H L pyrrolidone#F £ My sk R B L ibsX MBI BEH » F 1R
RE o

5 ¥iEREEFEA
BE/EEFA

B
Mk M levetiracetamig X & /RIS B BF » RS TEBRMRE @ Plivw ' RARBEE T2
EESE S EwEMAB1000 mg(E B Sk - BKEK500 mg); HERMEE
FTARFRTHHFYE  FISRAFRE_ZHAFLBRE20 meg/kg(F B WK » HRAK
10 mg/kg) & — B EAT o

-1"~ -\I;,h\

=

B AR AL AR - LAAEEE c HREFRAREFROBA » ERTRERE
A RAFELRERARAAEAEEE) -

2ngiEE
1 R # Xk 8 Hdlevetiracetam & ¥ 2 M B3R 15 04 BB HEAR ) o

R VPR OEREEEERVCEFHRGRERIE - B ELRRZE  GRFRD > 2]
Wk Y 2K TE)S EF#I% ki flevetiracetamvyi& M A R » — A E AN SR
cERARRERN BB ERMRE LR LEGRN > ZRATZEO LR @BHEE
BERITF RRIEEE)

o AN
2 7 .\A‘\\

AR B (e dslevetiracetam)G B IE A RAE H AR4TA - LB ARR ARAFMIT
HugiRE o —ASHRBRMENAE BRI BR SR - RREHRBRREFTHESIIET

» AR EDEAT AR ER D EERGRF 0 M ERLARG R TR -
Bt REANRARGAHREER/ZRARTLARITHENS R %‘Ig*“i’" ’{‘5‘ G R
FHEoErp ABRANRBEY) XEATBER/XRARELRITHE #HB o
Levetiracetam T & 51 &M RERRITART > R HBRAER - BR
levetiracetamig # 69 55 A& BB Ak b m Bk - ERe ERGFE R/ RBAEEIL - W RE
RHITL  BEREBLOAERZIIGTE - WwRFBHFE  FAEBREIETFATY
1R8Iy o
\@‘ .@‘ g?‘i!:
S AR e R B — 1% 0 levetiracetam T8 F R mBI @M B F S E R EM -
A% ey % F(paradoxical effect) £ &% &levetiracetam 444 A XIE e Fl & o) F —
BANEEE  EAAESRERERBERRTESY - RELBMBLHERL  FHRBA
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RSB BEAE - k2B RBM B > Plho BT RFIIEAE o B FE1528 (sodium
voltage-gated channel alpha subunit 8, SCNSA) X & ia ey m AP L

n> "f‘g EIQTIE:“&‘s ii:E

ALPHRZ2EBEANHMBERT ERLMECG QTR kBB o Levetiracetam & v w48 A &
QTcHRE R BA > BINHAECHEQTCRIRENIRARCH MM CRERXERE &
ALEY B AP o

ERBRNTBHESAACRATHEE °

RANRETHARBATAARCEEAREFTANER  TB A FARHRLETNEE
BAER ALY FARBEFTRAFTRARTCARDOBE -

BEFHERBERE

EErTHZBRBET  CAIBRBRARARAERDEARENEEREZHRE  WwEHFX
A REAERBESIS) AR ERREIFERFARE(TEN) c ERELNPEHRHBERALLER
WBI4Z1TR oA RO EERBREVABALTEL  EHRAARABLHEARERER
ey Ep - FIRAREZ BB BRI RIFCETEHERES R - FHE
% SJS/TENEF » JE L BPA5 AR Fl R EE - 2 BUkREAKBR T ASIS/TEN » T B L& E 1
AR RRERBEAHKAEE -

.

RAAZBETREEREMS S-S FhnE R 2 FEKEWMRIE(DRESS) » 44§
55 EBRETBM - XBRRFIBRER > TRERBARRXER LK R - DRESSHEF
(2 RR#) RREER S S  HELRAIBIER > EHBLEET A% 6l
AR FR - RERFT S CNMRIIA X AARASHRRFRE  §H3EPrE
O RRELHRE HAERERAIERBGFLEZR  ARTRIARALEZETLAHZ
BFBBEESTAEE  LTHREABROGFREAR  PlloBRRIKELEEX > wRER
HHEERBRER > BRI HEFETIIE B REECERIBAGERAE 0 BIEAER
% o

5.3 HAFEMAEN

Levetiracetam €M R P EZ LM E RIEFERIRES - BERBKENTRE » ARBARE
BRI RIE MBI BN T EFIEMERLCBRPESESAGAROBUK - Bt §5
ALEPITH R RBERRFRBERIAEN » 5 OCQHEE - FE5 R AFHLLEDRERB
MWD R BER T THERITERES -
6 HxBEEFA
6.1 &

WMEF&C

E—KSEFHERT > 32FlevetiracetamB — 4B 24 (#2iB1800%] » L d 428
15008 4 EEZ =B AME) E2ARBAHYRRKRERE R - HAETFERIER
levetiracetamB — 4B L EAFEEF - BAERA A RGERE - B WNATREAR (&
1002 2% ) i KA AV EE T gt i E o) BRI e o
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Levetiracetamie R E @ 1F a3t B R A CRER LM RN T TRAEESRHMER - A&

BAEBAT - &#ERARKA LB -

IR0 RS LB TR €% Flevetiracetam®y BB - CH AR BB R LEF

levetiracetamB B I £ 93k % - BRRBRERKOREEF =2 L ABEBEEE

Ko TERENZEHREN60%) c FHL BT EROMBFLETETHERREE -
6.2 "H3l

Levetiracetam € FH EABILT P > L EBRHIL - 2R AHAHMEZRA
levetiracetam * A& /E B B R AR SR Loy EHM o
6.3 AAFRNHLHEFH

LEHMETRFABERAAREVELT ) - AW HRZIEBERTH - BRRHARGEL
AR AR e

REAER

g ﬁg i—‘— i@‘ \E‘ “%" ib

R BY b T ATES Bk X8R & #HBa T levetiracetam € & & A i B 2 (Hldephenytoin
carbamazepine » valproic acid ~ phenobarbital » lamotrigine » gabapentinfeprimidone) &
A FRE -  ANSERABRMEDT T €% Flevetiracetam RNy B gy 5 -
HRAENE LXK ERMY 0 T E1E MAlevetiracetamBHiEHF 60 mg/kghf @ LBk
Lt mOARERERATARMREEM -

UEREERFT VFURLITR)Z EMR EAE AR RE TR E A 2 Rlevetiracetam
B8 $hBh 6 & B4 P48 Bl carbamazepine R valproate ¥ » £ R € B L3 B hohid € b iE
RE - AMBIFRAT €A ERTAORBREDNI €IEM20 %levetiracetamFRrF » 2R
BRAERE -

B0 E o sb A &l Probenecid

Probenecid ( B/ 4 faBr#] - B4R » 52500 mg) Sor@indl i £ KM FHF
BE - 2E 1 €% Flevetiracetamty B AR F - AmK#M G ERNGRERIK

¥ & i #Methotrexate

EH LI B E L Flevetiracetamfrmethotrexate € ¥ &methotrexatedyF e & » E &b
¥ methotrexate/R & 38 m/3E K B A TR ERFHLGRE - BEBARNR T =_ARZWEF

» fnPlevetiracetam &R methotrexatel B 815 m B ] -

AR # R % ~ digoxin R warfarin

Levetiracetam# B #] 21000 mgk¥ » T €L 0 IRE P2 E(ethinyl-estradiol &
levonorgestrel) E52 ey B $y H % o B F(luteinizing hormone & progesterone)d
W8 - Levetiracetam# A #| 22000 mghF ° R €% ZdigoxinRwarfarinfE 58 N e E i)
NG ROBRET k&% - fdigoxin v WIRB R E Rwarfarinff A » LB E
levetiracetam & B2 ey ey h £ -

/B % Laxatives

£ B ERNEER L =f(macrogol) i @ fRlevetiracetam Bl BF 42 B 0 - A B L &35 i € BK
levetiracetam® &3¢ - B3t > ik Mlevetiracetam®d — R — LR RE T =5 -
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A&k $levetiracetam £ 88 P 09 RUAZ B 0 2RIk B RS o
Levetiracetam S /BB X Z/E A 248k T4 -

S ER/IF R R
8.1 EB2AREZEEM/TRRIE

B R R R LT E

Z2MKRRIEE
THEFRFHRAGRIEAR A BREZI CEEHBERARNGEE I ORMS AR
BWXEE T o 48314 3,41645 % E F I Tlevetiracetami& B » B T EEFTH 4 0 B F BHAR
TP kB v levetiracetam E AR AR LT BRAMAETH - RFTBROTRRE S
BB X~ B SR~ BB EERE - Mlevetiracetam¥PF 2 F# B (RABRIZETRA) HE
AREZBRESREMWER - B RBMY -

BT RRIE(ADRs)E HMedDRARE A%y ARBER LT -

BER AT :

& F R(=1/10)

% R,(>1/100 > <1/10)

% R(=1/1,000 » <1/100)

4 1,(>1/10,000 - <1/1,000)

& ¥ R.(<1/10,000)

kfn (IR BUA 0 A # P 5)

RFR: BHEAX

PR RS

AR REEZGEE

FFER b RRDY 0 GRS

PR ERFRY  FPRGRERY  BRLGRFRZE

YR EMBSHE P E R A2 S EM (drug reaction with eosinophilia and systemic
symptoms, DRESS) > #@# R B (&4 E KEALS FHBHRE )

= 3k X 2%

FRRR

TFR:RERE  BEHp

SR A& S E

TR WG R#E/ARNE R XK AHEH/ SR

THFR:BRARE AREL WHAARER TART 0% B Rl BREMSF K
BT BEARK - AR P

PRIERBMABRT BRRF #EE

FEFFER ¢ miagEeE

WEEAGRET
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Rm R cEek 0 AR

TR IE o FERA BRE o Fek o EH

THFRARE REBABR BARF/EHLA RERFT ZEHATEYF

YR ST RBEE (choreoathetosis) » E#HE# (dyskinesia) * $HHRmix2E
(hyperkinesia) °* F& 4% ° §§55% % (encephalopathy) ° #HMeE (seizures
aggravated) - yid5ivis & BHEEBE* (neuroleptic malignant syndrome )
RS S EEE

FFR AR RAEMH

Eni!mgi E_g_,—kg
FRERE
IC*_E';"’

SR CEEQTR K

FR ORI e

- Ha ~§ ﬂ: E -QE B &
FRIERBIE HILTR » Bek > B
SRR R

TFERL DB RT

YR FDRERED R

YR AEREEG

FEWMETAZREE

FR e

TFR A% BA BA

bR -ﬁ-fif{ﬂi%%z&ﬁ-‘)i » 2R X EKIEEIEHREE (Stevens-Johnson syndrome ) * %
kb

rwR: HJU‘]J'*JJ LA J4

YR B BUERRIE R o VLB B B i B XS e
g%at‘ \‘E

TR ENR/IEE

?f' R j“&l‘?tii}af%

*EEIE B ARAEN > RABATEADARAARABERSIMY -
EETREZEANMMBRED - BA KAE MW RAELER LRAT 4D BRI
BR A®aE (OCD) -

1 E R
% levetiracetamtopiramate#f A BF * R A FIRGAR IS o
AEMAERBEEBHREA > i AlevetiracetamZ K BB RIEF ©
W 2 3R K P RIHAE T B R RE R Hl o
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RGmERBEEANECENMPERERA) MBI L BB R TR o
EEHEBHHBRAZARETHEMFABR Y AEA190E1EAXEIRATHRERAER
levetiracetam:&# * 2 ¥ A 60 A & 2 B HIH B o5 P & X levetiracetamig & o £ % B H
HEBRBHMIZTHEM KB T - B1H645124-16K % AdERlevetiracetamia# » L+ H
233 AL R H BB b ik Tlevetiracetamit B - SREFH L oL EHBELETERRE
#levetiracetam b 7 & 2 & F 28R 04 4h 7L A T o
A4 BAE1014EAI12BA R T2 2WAmE AR > £ 041218 A eh@m i e
Flevetiracetamit /2 A B B HTeHY R 2MEJE o
Levetiracetam®#) T R FAK NS KB L FE B R &Aoo EMARERA - £REH
HBZERART LEXATHR2HERKR S SLRAML AlevetiracetambF oy 22 2 MK
M—B 0 R—IBSRRLERFELEITAEBHENOTIRRE - 4-16RALTHFVFIE
ARSALEFRE RERREHRANOTRRE - &35 Bek (BFR - 11.2%) ~ B
T2 (5R°34%) ~Bks (FRL°21%) - BIHLEBE (FR°1.7%) ~ E4HF
Z(FR°82%) ~BF%4i7s (FR°5.6%) mese (FR°3.9%) - 1A XELRMA
TRELEBZEZBEARZGARLNCFHERERZENEAIOTRRE » E% (BFA
' 11.7%) EBARREF (FRL3.3%) -
—3AHKMA T % H(non-inferiority) %4 F ~ ZREFHBHR LT Z2HAR T HH41E
16K BH BIRmMmENE 2 EitiElevetiracetam#B 25 RV E IR B E o ARG
i B 0 3R E 5 # kB (per-protocol population)¥ ¢ #kLeiter-RiEEHR BB H B E
LR A EES y Ee AR A e 8L T o levetiracetam®y kR i k& 1 FA(R % #
VR E o AR — 42 BERE T A(CBCL - Achenbach 2 &47 A4k &) BATIZRILR &
SALOIIREZ R ATAHRIFEEFT @A L REAT » #Rlevetiracetam’a B 2 s A BY
BHBITHH BALHRE - T8 ARIAABERARTY > FHdms 0 RA
levetiracetam®) X RAF E R BRITARFEEHREHRAE | BHRABITHOBER
EREREHBA -
9 BF
Bk
Levetiracetami® S B 7T sE & A o bk - Wb & » RSB0 - 6 RG] BRFRR

o

EE
Levetiracetam 3 & 452k B &8 » T8 HEREG B R BT B ENN  BWIARBREYH
levetiracetam £60% * m# L £ 2K #th B74% -
B—FREFERRFETHINERETRBEED P OPER -
10 ZEIBRSH
10.1 TERIME
REF pY 7y levetiracetamE X pyrrolidone &4 (a-ethyl-2-oxo-1-pyrrolidine acetamidef

SIEGEREY)  BEMRENNEBEREERE(CEERE - mEaN -
LevetiracetamPUfE (IR 2B - HIZINMIFa N RS - levetiracetam A& i & 4
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10.2

10.3

TEERFEHEMEENHEES -

SN BB AR |evet|racetam$3§l.B BN TEREFRE - SR levetiracetamE BB HIH

NEFEBEF BT - R EHSEE FRESANITEEREL - Levetiracetam/NE Bl 2 15 88k 0

Bcarbollnes%]‘GABA%I]gchmeEE/ﬁZT[ﬂ%H’Eﬁﬁ LEah - RS BRI Hlevetiracetam & FIE
BN AR RN ERES - EESSEMIEISSynaptic  Vesicle  Protein  2A

(SVZA) v mmBlvesiclefl & R BEBEEMEBMINEL AR - Levetiracetam A ERIFEEL

M EASV2ANGE S BB AR - IR NEEHRBESE RN EREBEREE

B REREERREMY - EEEIZE RlevetiracetamE2SV2A 2 [E R 1F FE B2 A 2537 5

HEERERRE -

B E IR A M

ShES

BA%E . UBEREE H R R -

ATCWE,?'S : NO3AX14 -

EYER

Levetiracetam#F — R ENHNFEMIRE U S MR IEERVUNIREER - BAE5[#pro-

convulsantfFF - EXZRHAREMY -

RAREEET - levetiracetam¥ FEBH = 5 14 B AR 28 (epileptiform
discharge/photoparoxysmal response)EM - BAZEIRIER Z i R4ERER -

RARAIZEMER

BERNZEMERERNR  FESUER KBS HNRSIFHAE N R evetiracetam#t A58
T A RURO B R 1 -
AR P ARIIFARKIE - (BEAR(rat)il iz Z EE(mouse AR RERZERE) - HM
PREESERARNRER - TEIEBERERRTATERBEBEZIBERT - ERENRE
FEMEERE - BIUNATHE 2 E 2L ~ NEROAEE - BERR B M5 o i1 e B =180 -
HEEASRS1800 mg/kg/X ( 6fEMRHD - kiEmg/m?REE ) HEMNFRNEFI FRARD
 ERERIANWEMIEEABNEE NN EEBENETUAREE -
LT ¥ AREMEH400 - 12003600 mg/kgE’J”*‘JELﬁ B IR RE 3% B (embryo-fetal
development, EFD)#T5E - 8 H3600 mg/kgiiEIE T - RE—IREFDMIR HIRME RS E IR
HER SRR/ RMEERBIEMIRS - HA%%E?jifEEEUEH%Z“ BB RM8H
ASHIRE - ER2EENERIBE AR RER Z(No Observed Adverse Effect Level, NOAEL)%&
#H3600 mg/kg (MUmg/m25tE - HERAESHESREES/12M) - BERIBEH1200
mg/kg °
it R {EHE200 - 600 - 800 + 120051800 mg/kghyzE £t 1748 MU IE M A 8 B (embryo-
fetal development, EFD)#%E - §H1800 mg/kgMEIEE 53RN ERS Y - WEKRR
WES - DURIREOME/BREFBNEERAS - BRNWERBARKEEE(No
Observed Adverse Effect Level, NOAEL)% <& H200 mg/kg - a5 RIZEH200 mg/kg (1
mg/m2:+:t ZHMRHD) -
ZEEARELEHT0 - 350K1800 mg/kgzElERlevetiracetamiEfTiB—IHBAERREEE
BWIE - HFOKNBRURFIRTFREDINFEER  £RREEMS - HERBEARREDE
(No Observed Adverse Effect Level, NOAEL)&>&EH1800 mg/kg (Mmg/m2st& - BERA
FEHESERTEN6E) -
EE%ﬁE‘JZEZ?JE’J%Ensﬁ[lﬁ’JE’JEJJ%nfc%ﬁEE  BEE23%1800 mg/kg/day(Mimg/mEtE - BE

Wr

e}
m‘ E
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RABRSEEEEN6ET7TEE - HEEIANATIBRLARKRE -
iﬁiﬁﬂllAnﬂE(Enwronmental Risk Assessment, ERA)
RIZHE EAlevetiracetam AKX O BEE KB ZESNIRIEF E(RAHE M RARS )

11 EMENBRHE

Levetiracetama—EBESARERFEUNEEY) - HENEF NERRERE DM - EfER K ER
BHNEENR/) -  EELBUASHERBRNBERE - HEEIR - SRMREFIRE)E1500 mgt - 71
#& Blevetiracetam AE B M L Z 22 B T - BERBBEBERAMR - BRI HBERMNEE

- HEEM S BT IER A KBEBRANERZAL -
HHEEETEZRIWMAHNSE - MIREEHORBEFASH(Umg/kgiEERR) - FIIAEE
Hllevetiracetampy M EE -
I 75 A0 M 3R R E 7 BRI AR B 14 o] IR AR BV TE A A R4 & & 0 (1 AR i 75 22 AR B VA R 14/ )\ s 18 O [k
RAMTRELLRSEERB1E1T) -
ORI ZEE N BRSNS - BRIEFIREDE (1578 ) FIFER 1500 mg
levetiracetam ( #%ERR100 mIABERARS ) - EAOARAI1500 mg levetiracetam ( =%8500 mg#z
) BEREREEN -
TEFHE A1 52 A A kT & S54000 mgHEI£ ( HER100 ml 0.9 %&EEINARE ) - IRIRSDER
FIRE)TE&ES2500 mgEl=E ( #HER100 ml 0.9 %E(EMAR ) WIRER T - BRBERLEYE N
BHZ2 U RBEUZEEE -

o MRUg
Levetiracetam O AR oI 4 REFEIRUT - CARBE LR BERLFES100% -
EIEE1.3/J\H%?§ﬂ%ﬂﬂ$a’1;/%f(Cmax) ° E@'%HE%E@%%(EEHE%WX)—J\ IBRRERTEN

- BREIE1000 mgREHLATRR1000 mg - BBRCMax& 531843 ug/ml -

$?E?E’JW§£HSZ7FE%“ | £ 52 (dose-independent) - Exx?%%ﬁ’i °

° /'\{ﬁ
BRI ARRAB D HIEIE -
Levetiracetamsl HEZRXBHH YA MBE LA S EIIRIE (<10%) - Levetiracetamiig A 73 i BSTE
%50.5F07 I/kg - BEFBEER 2 1E -
17 EBEFRET (1598 ) B®1500 mgBMERSMETEE (Cmax) - /51 + 19
ug/mL ( BHFIHELEEZE) -

.
LevetiracetamABEZHRARBARE - TEMNBHRC(4%MNEIE) D& HE O MR KB R
- HFZER B (ucb LO57)AL&LHAMFcytochrome P450 BERHH A - LRI IERI KR T R AED
2 RIAR (B FE M AR Ae) SROAlE - B ucb LOS7 WA B ZEIREM -
SAmERZRNHY - —FEL&REpyrrolidoneliz& & E(hydroxylation)82(1.6%MHE) - 55—1&
Tht&pyrrolidoneBIRHZ A (0.9% I HI£) - Hft RIERHWAHYMASET0.6%MWRAEE
Levetiracetamst EE Z N EH M TE AN A = IR B IR % E R Y (enantiomeric interconversion) °
LevetiracetamM BN EZXHMERINERB AL ASHIHEIARAEZ0I I A # EEcytochrome
PASOZBEM(CYP3A4 - 2A6 - 2C9 - 2C19 - 2D6 - 2E1K1A2) - glucuronyl#E{EEE(UGT1AT K
UGT1A6)HMepoxide hydroxylaseR0EH - tE4h - levetiracetamth A2 & valproic acidEZINE RS
AR H B {E/EF(glucuronidation) -
HATEEWARIARE - levetiracetam A LEHFFZCYP1A2 - SULTTETSRUGTTAT -
Levetiracetam & &5 ECYP2B6 K CYP3A4 - FHAZINEIIB K AR N EA AR 22 2 - digoxin &
warfarini IR B EAE R BERTEREAN I RAEBRE ZFEER - AL - levetiracetamEB A Z I EH A1)

P.11



12

BEEERAER ; RZINA -

o HEM
BAMBFRR71VNE - TASHBEHE - RABEHNEERAMEL - FIEANBHRR(mean

total body clearance)%0.96 ml/min/kg -
Levetiracetam = Z4HFRRHOM - FI3995%MI T E S ER I BFEH (K193 %A B S 7E48/ IS AHHEH
) RB0.3%NEISLREEHH -
PRIBE RPN £ (R ¥)48/)\F5) : levetiracetamZ66 %M HIE - T ERHH M R24A%NE S -
E SR : levetiracetam7%30.6 ml/min/kg - ucb LO57%4.2 ml/min/kg - LEEER
levetiracetamZ2 &M B/ IKABIRE 2 BB/ NEBRIHHESTE - Tiucb LO57 ( EZNHY ) 7ME
B/NKERAOEEB/NE DM -
LevetiracetamBVBEM {F FHEE N BE BT BBRERARE -
o FRIRANRRE
EERA
EERANMBFRIRZILEMA0% (102 11/NE) - THACHEGR 2 B INEERIE 28 -
ZE

ZEAE125%)
BRREGE12)EXRORERR0 mg/kg)tE - levetiracetamWEREH /NN - BREMELS
IRRERIEBIEMARALNSI0% - BRFEGE125%)EE O RER(20-60 mg/kg/day)&

- levetiracetam BRI IR - RZEZO0SEIT/NFEITERNFSMBRE - IRERSEERMET
EE A AR R A EEBIIENN - HEE ¥ REAARA BT/ - BB IRBERERT.1 ml/min/kg -
BERZENEEZE45)

MEAZ4mAmEEREMA100 mg/mIBIA A& (20 mg/kg)#® - levetiracetam R ERAVEIRUL - [
BReeEARRER—/ I\ - Y NHEBERFRPEZLEG.3/NREERA 7.2/ - 2R
BRERIZE (1.5 ml/min/kg)EEAEA(0.96 mI/min/kg)ik

HEVMERRE16m ZMAFTETHERRENE NEIE R  BEARMBRE(EREGRERE
EIMMAS)REMUBES HERENERMY  FiRRtUEFXEEMELY - EEFEEFINER G
JFERE  YRESIMFRIERMEER  TAREARIEEMILRE -
TEMIER Y B NEDITD - Blevetiracetam AR R FEMTEBEY AR - EELUSRES
2= %920% -

BINsEERREA

LevetiracetamMEEEXHH W ERANBRELNBENBRERRE  FHItEZETERREBMINEE
PR AR A MIENL B BT 2 BB ZlevetiracetamW B HHEIFHEIE -

BEARBOMABRREA  HERPAZAOR/2S/NREGREBR) X3 1/NREBT) - £— 8/ NRFR%
EHAME - levetiracetamBVBEBREXI B51% ©

FFIhBERE R R A

ERE R D EINEEERRE AR ANlevetiracetamBRELRE - ZLEEREMINEEERREA - FHEME

B IhBelE M fElevetiracetam BB BR R REE23E50% -
fe Rl B ER

fRREMEZE

BA -~ BVE  HEZEISEBEF(HASNAHBEREMEZHIF)NEHENEE
Levetiracetam#¥i s ARYEN EE3IBFEREH10002 5% 2000275300022 (7 EME) 2 H=H
AEPERREISGENESLHEHNRBHBTESSEE - —HESHOMER - TEFEAH1000 - 2000
300025 levetiracetam’a BB AP - IBEBZE N (12/148) 2 S EFEV BB S FRRREM AR
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B2 REZEZI50%U LB ALLBI D BI&27.7% ~ 31.6%F141.3% - EERZHEABENBEA TS
12.6% -

SREm AR

Levetiracetam#Bi RERAGE16mE)NEMESE—IBHE198MR A B aEHE /14BN ES L /T
HIEGRPESEL - TERART  mAGREIOZER/AF/HEEEHE(EBHMRIN G 4%
yZlevetiracetamB;8 & -

B44.6%fE Alevetiracetamia & 2 AF19.6%1E F % BIEA & 2w A EB S 51 B 35 PR R 8L
EMHRIESO% £ - ERHEREENERLT - B114%HRAZIED6ESRBEBEIENYR
CB12%EINE D FEEBEIENNR -

EZRB R MEARRT  A3SMURERSNEBRFNIRUTERZREREY - HPRAE13
MEE <6@EA -

16m A L2 EnEfimm A Z BEEE R F(H AR A ARELE B RIF)NEFSE

£ Flevetiracetam /R BB 8 B E MW BEM ST IR E576M 16 L - s &ia2E R =
BHRAFETHNES - 754 - l#carbamazepineZ il HE B (CR)#ET AL M ELE A&
B EGHEY - mMANEAFFSRRUENEERFNRIRNER TR M BB ERFIRIE - WA
IR EEH% 7 #4812 7 Bl# = carbamazepine CR 400-1200=52/H levetiracetam 1000-3000=5=/HHY
AR RAEREME  ARABEES1218 -

H73.0%1E Hlevetiracetam;&E1m A 72.8%1E Fcarbamazepine-CRI&E R E A iZZ61E B
BEENNR ; ABABNBEBHERR0.2% (95% Cl : -7.8 - 8.2) - BB B¥ENIHEHITHE
B S ERUAR BR3E 1 218 B (levetiracetam#B Blcarbamazepine CRA 73 575 56.6%E458. 5% 58, &

) °

—IBRMERREENFRER - o levetiracetamEiBaBEEERENRAT - BVOERATILL
=R AN TUBREEY (TE69M K A B AP A361M) -

AR 2 _EBAEE /DR R B 2 & /D RN 4 B MR R S (F RV B B R
Levetiracetam# 125 L | ~ BBREMZHMER - HFAAREGER Z Y M2 ERE R FrmA
WENCE—ERH16BNEE L RB R RPESE - KEMRABEAES DEENHEY
B -

EEIREEED - levetiracetamBI I 243000258 /H - D A2EI4A%E - B58.3%fEHlevetiracetamia
B2 W AT23.3%FEALREEE 2w ANS B M EEREREE D ED50% - EFRERRR
BERIER N - B28.6%89m A ERZE/D6ME B EAL M Em R FROMUR - B521.0% &2 E /D 1FEA
R MR B FRO R -
BEBEMZHEMEE A RI12EMU EEVFNRB MM R E MR FNEENaE
LevetiracetamiVEN S £ — B ER BB IR E 17 3 B B 4B A REER (B /) S 20 Hh B2t B8 5
BV FERIK MR - RERMMEE S AEERARENER) 2RI R e E me
(PGTOBEHRA - BVERVESZERN24E - €5 - KRB RABPESE - TEEARD
+ levetiracetamM B ER M ABEEVFEI000E27=/H - REO=ER/AFT/H - D A2HIAEEE -
B72.2%EFlevetiracetam’a&E 2 m AF45.2% AL R EAE 2w AW EEPGTCE /EIEXERRE
50%L | - ERERIASENER T - B474% 0B ANER 2 V6ERRRERERFNNR - B
31.5%ERZ /M FHEBEEEEFIOUR -

BEREE
13.1 B

BSET - BR10ME -
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WL (type 1) % - LIgBBHRZE Raluminium/polypropyleneZF &3 -
13.2 %
BRHRSRESEL -

MEYEROEREL - MEREUAER - EEAUBIER - ﬁmﬂ%ﬁﬁﬁ%ﬁ@i%ﬁuE’JﬁT_HjFEJ*D
BiR BREA2-8°CABB_+I/NRE - IRIFMESREERRBRZHNRIE M E

13.3 REFIRG
MFR30°CLLT - MERNREANFSH (] -
15 Efh

BR 7 [RRAS] hdlE - AEARHRHEMEYHERES -

hRZ#we% : NCDS12+TFDA
hRZ<HHA : 30 Jul 2024

FIEM - Patheon Italia S.p.A. Viale G.B. Stucchi, 110, 20900 Monza (MB), Italy

B2 W . Aesica Pharmaceuticals ) ) )
R | H Via Praglia 15, 10044 Pianezza, Italy

S.rl

B

S R HBERAS

;ngii% BROBRAS s o FEmsmEE—meem23ie
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