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MBivién nén bao phim chila 500 mg levetiracetam.
Té duige

Ll vién nén: Natri croscarmelose, Macrogol 6000, Cokoidal siica kian, Magnesi stearat.

Ldp bao phim: Opadry B5F32004: Cén polyvinyl thiy phén mdt phdn, Titan dioxyd (E171), Macrogol
3350, Talc, Cndt st viing (E172).
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Diang vién nén khilng thich hap A& sl dung cho iné em dudi & tudi. Dung dich uling levetiracetam
dang bao ché phi hdp han cha nhém @61 ugng ndy. Ngodi ra, nhiing ham gng hidn cd cla

wilin nén péil hlp cha diu trj ban déu trén tré em cin ndng dudi 25 kg. bénh nhan khing
dlicc vidin nén hodc ding U dudi 250 mg, Trong 14t cA nhiing ruéng hap trén, nén diing dung dich
uling levetiracatam,
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Dung dich uding

L didu tri khai ddu 1 10 mg/kg hal

Tiry véio dap ding iém sang va kha nang du mm.wm&mmmwmmwmm
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choméi 2 tudin, Nén s dung lidu thip nhdt od hidu

Efnning mmzu::nd:&m 30 mg/kg hai 1én mbi ngay
15kg" 150 mg hai i8n mBi ngay 450 mg hai 1&n méi ngay
20 kg" 200 mq hai 14n m&i ngay 600 mg hai Idn m&i ngay
25kg 250 mg hai 14n m8i ngay 750 mg hai 14n méi ngay
Tit 50 kg™ 500 mg hai 14n méi ngay 1500 mg hai in méi ngay
' Tré em 1i1 25 kg tr nén bat d4u diu tri bng dung dich uling levetiracetam 100 mgimi.
# |jéu & ré em va thanh i nién ti150 kg trd 4 giing voiBéu ciia ngudiidn.
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Khuyéin cda nén chinh liéu 3 bénh nhin cao tufl cd suy gidm chic néng than,
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(mi/phit4,73m')
Chuc ndng thin binh thudng =80 500 déin 1500 mg hal lén mbi ngdy
Suy théin nhe 50-78 500 38 1000 mg hai 18 méi nghy
Suy thiln trung binh 3049 250 88n 750 mg hal 1&n méingéy
Suy thin nng <30 250 86n 500 mg hai 1én mii ngdy

Bénh nhén bih thin gia
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500 86n 1000 mg mat in mBi ngdy”

" Lidu t4n cing c40 18 750 mg cho ngay d4u tidn @8y tri val leveliracatam.
 Lifiu b sung khuy&n cao 1 250 48 500 mg sau khi thdm phén.

\idi tré em b suy thein, liu kevetiracatam cin phal dudc didu chinh dua trén chvilc néing than v sy
thanh thal levetiracetam lién quan d&n chiic néng thin. Khuyén céo nay dya trén m@t nghisn cuu trén
béinh nhdn nguidi idn b suy than.
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" Nén s dyng levetiracetam dang dung dich uéing cho nhiing lidu dudi 250 mg v cho nhiing
bénh nhan khing nut duge vién nén.

9 Lidhu thn cing khuyén cdo 1 15 moikg cho ngay S irf d8u t4n vl levetiracetam,

™ Sau khi thém phan, lidu b8 sung khuyén cao & 5 dén 10 mgkg.
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Thea thuc hanh m sang hign hanh, néu phil ngung iy i vl levetiracetam thi khuyén o nén
‘Qim li4 dén dén (vidy & nguési dn v thanh thigu nién can nang tréin 50 kg: gidm 500 mg hai tén méi
nigay cho mbi 2 dn 4 tuéin; & ird em vi thanh thiéu nién cAn nAng duti 50 kg: khing nén gidm by qua
10 migykg hal n méi ngdy cho méi 2 tudn),
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D1 lié s8n 6 & tré em khong ool § thc ddng cla levetiracetam J&n sy phét iridn va tudi day thi, T
nhién, v chila ri t4c diing Iau dai lan khi nang hoc p, su thang minh, phét triéin, chiic nang néi
Tl ciy thi v khd nding sinh san frén tréem,
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g0l y ring 84 thanh thil levetiracetam caa han 20% & tnd em ding thudc chiing dting kinh cam Ung
men gan, Khiing yéu ciu didu chinh Béu,
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Khéing khuyén céo levetiracetam trong thai ki vt @ phy n ob khé nang mang thai ma khng ding
bigin phdp trénh thai tnl khi thét cin thidt

Chiia of 80 dd iy v vide st dung levetiracetam & phy ni ¢ thai. quhmmmmum
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niing &4 leveliracetam. £/ quan sat thily o gidm ndng 6 levetiracetam huy iutng trong thai k. Sy
gim sit niy thé hién 1 han trong ba thang cui cia thai ki (dén 60% dbhﬂ!ﬁummn‘.
thial). Nén dam bdo kiém sodt 13m sang phi hap cho phy nd mang thal difu trj bAng lsvetiracatam.

Vide ngling didu trj thudc chiing ddng kinh cd thé dfin 3&n dot kich phét cla bénh cd thé gay hai cho
ngui me v thai nhi,
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Levetiracetam dugc bai 8t qua s0a me. Vi vy, khiing khuyén cao cha con b khi dang ding thufic.
Tuy nhién, néu cdn diu tr véi leveliracetam trong khi cho con bu, nén cn nhic loi ich! nguy cd cla
vidsc i trj 0 wdi 1m quan trong cdia viéc cho con b,
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Do tinh nhay cAm ciia méi c& nhiin ot thé khac nhau, mét st bénh nhan o6 thé zm
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Nguy e chén &n cao han khi ding topsramate dfng thi vl levetiracetam.
Trong vii truting hop bi ing tc, quan st thy cd hdi phuc khi ngiing diing levetiracetam.
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Tréin nhidng bénh nhén 4-16 tudl, tdng 58 645 bénh nhan 48 dugc didu trf voi leveliracetam frong céc
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viva tm thin th xSt hidn trén iré em hon 1 & nguoi Idn, Trén tné em v thanh thidu nign 124 d8n
16 tufi, ndn (rét ph¥ bién, 11.2'*; u:-au phdhwn 3,4%), thay 46i tam trang (phd bién 2115; cam
xic khéng fin dinh (phd bidn, 1, {phd bilin, 8,2%), hanh vi bt Mﬂ 5,5 }
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i, kha naing chi § v trf the Lefter-R, trong qudn thé nghién cidu thea 8 citong (per protocol), K&t
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Triéu chiing va diiu hidu

Budn ngl, lo u, g&yhﬂn suy gidm nhin thilc, suy hé hifp vi han mé g8 dugc quan sat thily khi diing
qud lifu levetiracetam,

:gumqm“uiudp 1hé im rfing bang Chusa of thulic gidi A6
khi gua cd 1hé tam da cach gy nbn, o e dac hidu
wili hevatiracetam, mmmmwmﬁhmm:ﬂmwmﬂmmmmmm
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Hoat chéf levatiracetam & diin xul cla pymolidona (ddng phén A hinh S cla a-efhyl-2-0x0-1-
MW}@M&MM#WWMHMMMMMWM
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céch it ché mat phén dong Ca” loal N v lam gidm phéng thich Ca’™ it céc ngusin du trlftrong 15 bao
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va GABA gay ra bai kém va cAc fi-carbofine. Hon nla, trong cic nghién cdu
cho thy 66 g4n ket ek motvi il dac hidu & méd 1o ciia lodi gam nidm. Vi tr 18 protein 24
, 8ugc cho b o6 fi8n quan 8n sy v3 1l v s phéng thich céc thén kinh ra

bao (exocytosis). Levetiracetam va cic chit ddng anmaﬁﬁm kit
vdi protein 28 & i synap, didu niy tudng dng vdi hoat tinh ::hhug-h
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Levetiracetam 18ing cudng bao wé chiing con co gigt trong nhidu md hinh can co gist cuc b va toén
thé tién phat tréin 8dng vat ma khéng cf tic d8ng giy co gidk Chit chuyén hda chinh khing of hoat
tinh,

O nguisi, thusc cd e dung trong cA mmmﬁmmmmmmmw
@&p dng &8 vdi kich thich &nh séng) 88 dinh &3c tinh dugc i phé riing clia levetiracetam.
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Levetiracetam i chit ob tinh théim va hoa tan cao. Bac tinh dugs
théip trong v gila cc ¢ thé, DY thanh thi clia thufc khiing bi
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Levetiracetam dugc hdp thu nhanh sau khi udng. s&mwmmaﬁm

Niing d dinh trong huy8t tuong | Cenax) dat dugc 1,3 it sau kihi wbng. Trang thai dn sau

2 ngay vl ché a6 lifu 2 n mi ngay.

Cécnéing 44 dinh (Crmax) diin hinh tudng ding 14 31 v 43 pug/mi sau lidu don 1. ﬂmmm@mﬁp

gidi tinh, chiing the hodic thés gian
khde manh v bénh nhan ding
ufing levetiracetam theo
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121,000 mg hal n m&i ngdy.
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Chuyén hda

@ nguts, levetiracetam khdng dugc chuyén héa ring ral. Cnnwngmﬁnhaedm&:m%uﬂa
lidur) b thily phén nhidm acatamide bang man. Cae dang dbng phan cla men P450
khong tham gia vﬁoqu&mtanﬂtdwﬂnrﬂadiﬁh uch LOST. BA do luting dugc sy thily phan
nhdm acetamide d nhidu m bao gdm cd cac t& bao méu. Chét chuyén hda uch LOS7 khang cé hoat

Mhdtml:khoc.

hiéa phiy ciing 42 dude xdc dinh. mmmmmwmnmmm
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Khiing thiy ot biing chiing v& sy chuyén déi 88 hinh in ahhmmﬂﬁmﬂmﬁm
chinh cliang,
in vitro, hwﬁmnvaammuﬁnmchknuhmmmm iz chif hoat d0ng cla céc
dang ding phén chinh ciia men gan ngudi cytochrome P450 (CYP3A4, 2A6, 2C8, 2C18, 2D6, 2E1,
vl 1AZ), gluouronyl transferase (UGT1A1 va UGT1AE) va epoxide rrmmase Ngodi ra,
levatiracetam khang nh huting 3én glucuronyl hda acd valproic in vitro.
ﬁh!hﬂogmngﬂmﬂdy levetiracetam it hodc khang &nh hudng dén CYF1AZ, SULT1EY hodc
UGT1A1. Levetiracetam gdy cam Ung nhe CYP2B6 va CYPIA. DIT 1w in witro va 0 [ ludag B¢ in
wivo trén cac thulc irdnh thai dubng ubing, digoxin vA warfarin chi ra rdng khing co cim Ung enzyme
Mh&mm Dio 34, khang xdy ra tuang tc levetiracatam vil cdc chit khac hodc ngudc ki,
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Thii gian ban hily trong hury&t tudng & ngudi idn 1 T+1 git va khiing thay a8 theo lifu, duéng ding,

hodc ding iu 1ap lai. B4 thanh thaitoan than trung binh 12 0,96 milphotkg.

mmmeMmMngﬁu chiim trung binh 95% cla lifu (khodng 93% cda lifu duge thai

Irifrong véing 48.gi6), Chi o 0,3% ciia fiéu thaitrif qua phén,

Trmg-ls-;bd.iu mﬁwm%mmb&uhhMﬁmmmm
l.ﬁlhﬂhiﬁ%ﬂ!l%:ﬂa M

ciia levetiracetam vé uch LOST tudng Ung 13 0,6 va 4.2 mifphittg
hmmquabcdumwwwmmmmmmmmwm

chinh cing thal il qua bii tét chil Aing qua &ng ihén cing wdi loc c4u thin. mwwmm
o6 hidng quan vai 4 thanh théi creatinine.

Nhém bgnh nhin dic bigt
Trdam
Tré am (4 déin 12 tudi)

Thl glan bén hly clia levetiracetam d tré bi 8%ng kinh (6 d8in 12 tudi) 14 6 gin sau khi liéu dan 20
mmnhmmmmmmmmmngmmmmmm i thanh

4 ngudi idn bjdging kinh.
Leveliracatam nhanh chéng dugc hap thu sau khi ufing (i Kp kai (20 3&n 60 ) & tré bj
titing kinh (4-12 tufi), mmmmm&mmmsﬂmmm khoang 0.5-1

4 dinh hu va dign tich d tuyéin tinh va tj 18 thudn vdi
&#&gwmmmmﬁmm?g&mmwmmmmmm ;irri.rﬂlum;

Thii gian bén hily taing khodng 40% (10 d&n 11 gid) & ngudi cao tudi do suy gidm chiic ndng than.

B4 thanh thai bidu kién toan than cla o levetiracetam va chit chuyén hda chinh clia nd
wdli 89 thanh théi creatinine. Chinh vi vy, ddi vdi bénh nhan mmnmm—ﬁmmm
chinh fifu duy trl hang ngay cda levetiracetam dia frén 44 thanh théi creatining

O béinh nhan ngmldnbﬁmhingmdnannﬁobwnwu Mglmlﬁi‘l iy gia cac giai Goan thém
téich vatrong giai doan thém téch tudng ing 14 val,1

Ty sustioai levetiracetam 13 51% trong métchu ky tham tdich dién hinh 4 g,

Suygan

Khang cé sy thay 6 vé db thanh thai eda levetiracetam & béah nhein suy gan mic 46 nhe va trung
nh.

gmgmummmmnmnﬂmwmmmmmmwm

afing théi,
D g an todn tién lim sang
Cac i igu tidn Em sang cho théy khong cd mai nguy hai G4 biét 451 vl ngudi dya trén c4c nghidn
T AR T

fuan mang m cac 18m sang nhung tai guan
4117y O chudtong v Ry 10D cauts Nt bk ik b g o s e T
rwﬂlvﬁodMnﬁiﬁnmdﬁﬂcsﬂdu&mmmmmmmdmhéuwﬂpm
nﬂmunnummmm@m&n thiry, ih&m nhiim chét béo va ting céc men gan trong

gng.
Vil e idu 18n 107 1.800 mg/kgingay (g4p 6 14n MRHD dya trén mg/m’ hodic trén phal nhim) khaing
quan sét thély cic tae dung khang mang mudn trén kha nang sinh s4n cia chudt cing duc va chudt
chngcdithdhé bd mevaca thEhsF1,

Hal nghién cou vé phat trién phoi thai - bo thai (EFD) 83 dudc thuc hign trén chudt eding & cac liéu
400, 1.200 va 3.600 mg/kg/ngay. O iéu 3.600 mgikgingay, chi 1 trong 2 nghidn clu EFD, c6 sy gidm
e rong kudng bia thai di kém v tang r8t It nhidng thay A8V thudng nhe vé xuong. Khéing 8 dnh
hwing dén sy mét phoi va khing tang i 18 di il NOAEL (Muc ligu khong quan sat thiy tac dung
khding mang mubn - No Dbsarved Adverse Effect Level) 18 3.600 mgkgingdy cho chudt oling cal
mang thal (g&p 12 18n MRHD dya tréin mgim’) vé 1.200 mg/kg/ngéy cho bao thal.

Béin nohién cu vé phit irién phdi thai - bao thal d2 duoc thuc hién trén thé A cic By 200, 600, B0,
1.200 va 1.800 . Midc lidu 1,800 0dy tang ddng ké 8¢ tinh cha me va gidm
wmmm&w&mmmm&mﬂmmmdmmwﬂm NOEAL I3 dudi

mglkg/ngdy cho me va 200 mg/kgingay I {tuang dudng vdi MRHD dyatrén mgfm’).

M@t nghidn ciu v8 sy phat tidn chu sinh v sau sinh duge thic hidn tnén chudt ofing & cic lidu

levetiracetam 70, 350 vé 1.800 ymuzmm y cha chudt c&i FO va cha
:;ﬁ:nwu?mvammwm b 88 chudtcon mmwamm
va

Cée 0 trén vatmal sinh va chua iniding thanh & chudt
Mwnmm%mwuw mudin duge trong bt cd Béu ﬂiﬁm
mmmemmmmmmmawmmnmmmﬁ
HANDUNG

36 thang k& bl ngay san xust

BADQUAN

Béo quan dudi 30°C.
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