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R:
HUONG DAN SIF DUNG

Boc ki hurdng d3n trede khi ding.
Thube nay chi ban theo don ctia béc s7.
Néu chn thang tin xin héi ¥ kién bac s§ hosc duoc s§.

INTALEVI 750

{Vién nén Levetiracetam 750mg)

THANH PHAN: M3i vién nén bao phim chira:

Hoat chét: Levetiracetam 750 mg

Ta dwgc: Nati Croscamellose, Povidone K-30, Colloidal
anhydrous silica, Magnesi stearate, Opardy Il 85F84762 hdng

DUQC LIS HOC:

Co ché chinh xac vé tic dyng chéng ddng kinh cla
levetiracetam chwa r§ rang. Hoat tinh chong ddng kinh cla
levetiracetam dwec danh gia trén sdc vat.

Nghi&n ctu i vitro va in vivo cho thay ring levetiracetam cé khi
nang rc ché sy dong kinh ma khéng anh hudng dén noron than
kinh nhay cidm. Levetiracetam wc ché déng b cé tinh chon loc
vé ddng kinh. .

Co ché tac dung cla Levetiracetam khac hdn véi cac thude
chéng ddng kinh khac. Na gén két vao tui sinap protein 2A, 1am
han ché s phéng thich cae chét din truyén than kinh.

Trén in vitro, levetiracetarm gdn két ¢4 tinh bio hda va chon lge
trén md ndo & chudt. Thi nghiém cho thay ring vi trf gin két nay
la & tli sinap protein 2A. Levetiracetam va cac chat lién quan
cho thiy rdng c6 mot chudi protein 2A cé i lyc gibng nhau
twong quan véi tiém nang hoat tinh chéng d@ng kinh & chugt
nhit. Sy trong tac gilka levetiracetam voi protein 2A cé thé gép
phan cho viéc gidi thich co ché chéng @ang kinh cla
levetiracetam.

Levetiracetam la thubc chéng dang kinh phd rdng, cé tac dyng
ngin ngira con ddng kinh cuc bd va con ddng kinh toan thé.

DUQC BDONG HQC:

Mt méi fuong quan dang ké gilra ndng do thubc trong nudce
bgt va trong huyet twong da dwec chitng minh & ngudi [én va
trd em (ndng do thudc trong nuée bot / ndng @6 thude trong
huyét trong sau khi uéng 4 gidr 13 tir 1 dén 1,7 86 voi vign udng
va dbi véi dung dich uéng).

Ngurdi I&n va thanh thiéu nién

Hép thu

Levetiracetam  dwec hép thu nhanh sau khi udng. Kha dung
sinh hoc tuyét 46 dwéng ubng dat gan 100%.

Né&ng @ dinh trong huyét trong (Cmax) dat dwoc sau khi ding
thudc 14 1,3 gidr. Trang théi én dinh dat durge sau hai ngay didu
tri véi lidu ding hai JAn mdi ngay.

Néng 46 dinh (Cmax) 14 31 pg/ml va 43 pg/ml twong Gng sau khi
dizng liéu duy nhét 1.000 mg va ding lidu 13p lai 1.000 lidu mg
hai lan méi ngay.

Thire &in khdng dnh hwédng téi mire 4 hap thu.

Phén bd

Khang cé di liéu vé siF phéin bd cla thude trong mé cda nguei,
Levetiracetam cUng nhu chét chuydn héa chinh clia nd déu
khong lién két dang ké vai protein huyét twong (<10%).

Thé tich phan bé cla Levetiracetam 12 khoang 0,5 8&n 0,7 lit /
kg, mét gid tri gén bdng tdng lwong nwéc cla co thé,

That trip

Nira doi thai trir trong huyét twrong & ngueilon 14 7 £ 1 giyy va
khéng thay ddi bai lidu diung, dwdng ding hodc tAn sut s
dyng. C6 nghta 1a tdng lweng thuéc dwoc co thé thanh thai 13
0,96 ml / phat / kg.

Con duwong thai trie chinh I qua nwéc tidu, chiém khodng 95%
lidu ding trung binh (khedng 93% lidu ding dwec thai tre trong
vong 48 gid). Thai trie qua phan chi chiém 0,3% lidu ding.
Levetiracetam va chat chuyén hda chinh cla né dwoc thai triv
qua nwéc tidu chiém twong Gng 66% va 24% lidu ding, trong
48 git dhu tign,

D5 thanh thai cda Levetiracetam  va chét chuyén hoéa cia né
(UCB LO57) qua than IAn lwot 13 0,6 va 4.2 ml / phat / kg,
Levetiracetam  dwec thai trir bding cach loc qua clu than sau
d6 dugce tai hip thu & éng than va chét chuydn héa chinh cla
né cing duwee thai trir béng cach bai tigt qua éng than va loc
qua clu than. Sy thai trie Levetiracetam  ¢é twong quan voi 46
thanh thai creatinin.

CHI BINH: — "
Vién nén Levetiracetam duwee chi dinh déﬁs’trh‘f@y}:}s@ didu tri

@dng kinh cuc bd & ngui én bj bénh apég’ LUBNGY

= [ e ——— -
LIEU LUONG VA CACH DUNG: MY AS ;‘é-
Liéu ding hang ngay cla Leveliraoetatﬂ!:\h-%eé /EBP0 mg,
va 3000 mg, chia ddu [am 2 IAn, da thY pg hiéu quiv Men bat
dhu Gidu trf v6i lidu 1000 mg / ngay, chia YaBnEHERED Mai ngay
(500 mg 1 14n). C6 thé tang din lidu dung Tco-mdT 2 tudn ting

thém1000 mg / ngay) t&i lidu t8i da hang ngay la 3000 mg. Kinh
nghiém didu trj 18y dai v&i 1én hon 3000 mg / ngay 1a trong adi
it, vd khdng c6 bing chirng cho thdy lidu Ién hon 3000 mg /
ngay mang lai hidu qua hon,

C6 thé ubng Levetiracetam ciing hoc khong ciing thive &n.

CHONG CHI BINH:
Chéng chi dinh Levetiracetam cho bénh nhén c6 tién st dj Gng
voi Levetiracetam hodc bat ky thanh phan n2o cta thudc,

CANH BAO:

Tac dung phuy trén thén kinh

Viéc si? dung Levetiracetam ¢4 lién quan @én sip xuat hién cac
tac dung bét lgi trén hé than kinh trung vong dugc phan thanh
cac loai sau; 1) budn ngd va mét mdi, 2) phdi herp kho khén, 3)
co hanh vi bat thwéng.

Trong cé&c thir nghiém I&8m sang, 15 dén 45% bénh nhan déng
kinh duec didu trj véi Levetiracetam 4000 mg / ngay théy budn
ngl v& suy nhwge. M6t sé bénh nhéan cing bj khé khan phéi
hop (nhe 1& mat diéu hda, dang di bat thwéng, hodc mat phdi
hep).

Budn ngd, suy nhugc va phéi hop khé khan thudng xdy ra
nhidu nhat trong vong bén tulln  dAu didu  ti.
Bénh nhan d8ng kinh dugc didu tri bing Levetiracetam @3 gip
a0 gidc, tam thén trAm cam,va céc tridu ching v& hanh vi khac
(nhw [a kich d8ng, thi dich, lo l4ng, ther o, rdi loan cém xac, mét
nhan thire, trdm cam ..}

Ngcai ra, mét 6 bénh nhan duoc didu tr v&i Levetiracetam cé y
dinh ti td.

O bénh nhi, Levetiracetam gay budn ngtl, mét mgi, va hanh vi
bat thérng.

Ngirng thubc:

Thudc chéng ddng kinh, bao gém ca Levetiracetam, nén duoc
gidm lidu dén dan d& gidm thiéu nguy co tang tan suat cla con
ddng kinh.

THAN TRQNG: }/

Rél loan huyét hoc

Bénh nhan didu trj véi Levetiracetam Iam gidm nhe tdng sé
hdng cdu trung binh (0.03 X 10%mm®), hemocglobin trung binh
{D,09 g / dL}, va hematocrit trung binh (0,38%) c6 y nghla théng
ké. B&nh nhan dwoc didu tr bing Levetiracetam bj gidm dang
ké sé lgong bach ciu, bach ciu trung tinh va bach cu da nhan
trung tinh.

Réi loan gan: & bénh nhan d8ng kinh dwoc didu trj bing thubc,
khéng thég co sy thay ddi c6 ¥ nghia théng ké trong cac thir
nghiém kiém tra ch(xc néing gan; It quan sat thiy ¢d réi loan
chic ndng gan.

Théng tin cho bénh nhan

Bénh nhan chi ding Levetiracetam khi dwec ké don.

Chu y Levetiracetam cé thé gay chéng mat va budn ngd. Do d6,
bénh nhan khéng nén lai xe, van hanh mdy méc hodc tham gia
vao céc hoat dang nguy hidm khéc cho dén khi ho ¢é dd kinh
nghi@m trong viéc slr dyng Levetiracetam dé biét dwgce lidu né
co anh hwéng xdu dén c&c hoat dong nay hay khang.

Nihién clru trong phang thl nghiém

Bieu trj voi Levetiracetam cho thdy d4 ¢6 nhirng bat thweng vé
théng s6 huy8t hoc vd chic ndng gan nhung khéng thwong
Xuyen.

Stk dyng & bénh nhén suy than

Ding than treng cho b&nh nhan bj suy than vira va nang, bénh
nhén chay than nhén tac. Nén gidm lidu Levetiracetam cho bénh
nhan suwy gidm chirc ndng than va& n&n bd sung lidu cho bénh
nhan sau khi lgc mau.

Phy nir co thai:

Nhirng nghién curu trén djng vat, cho théy Levetiracetam gay
ddc tinh sinh sén & lidu bing hodc I&n hon lidu didu trj cla
nguwdri.

Chura c6 nghién ¢clru Gy dd va kiém sodt tét & phy ni co thai.
Chi str dyng Levetiracetam trong thixi ky mang thai néu loi ich
mang lai lén hon nguy co rdi ro cho thai nhi.

Phuy nir dang cho con ba:



Levetiracetam dwoc bai tiét vao trong stra me. Vi Levetiracetam
c6 nguy co gay tac dung phy nghiém trong cho tré bu me, can
phai quyét dinh nén ngirng cho con bu hodic ngirng ding thube,
c6 xem xét dén thm quan trong cla thudc ddi voi ngudi me.
Diing cho tré em:

DO an toan va hiéu qua @i véi nhirng bénh nhan dwéi 4 tudi
chwa duge nghién ctru.

T%C DONG LEN KHA NANG LAI XE VA VAN HANH MAY
MOC

Chua ¢6 nghién ctru vé& &nh hwdng cha thubc 18n kha nang I4i
xe va vin hanh may méc.

Do tinh nhay cam trén mi c4 nhan c6 thé khac nhau nén mot
sb bénh nhan cé thé budn ngll hodc cb céc tridu chirng c6 lién
quan dén hé than kinh trung wong, déc biét tai thoi diém bit ddu
didu trj hodc sau khi tang lidu. VI vay nén than trong déi v&i
nhitng bénh nhan khi thyc hién nhikng cbng viéc ddi hdi ky
nang, vi dy: |ai xe, van hanh may mac.

Ngui ta khuyén cdo cac bénh nhan khéng nén l4i xe hodc van
hanh may méc cho dén khi biét chdc chin ring kha ning thyc
hién cac hoat ddng nay clia hg khdng bj dnh hwdng bdi thube.

TUONG TAC THUOC:

D ligu nghién ciru trong phdng thi nghiém cho thdy ring
Levetiracetam hu nhw khdng gay twong tac hodc chiju twong
tac thubc. Levetiracetam va chét chuyén héa chinh ctia n6, &
ndng d8 cao hon mirc Cmax dat duec trong gidi han lidu didu
tri, chang khéng phai 1a chét (e ché clng nhw chat cdm wng véi
cytochrome P450 & gan ngudi, epoxide hydrolase hoiac UDP-
glucuronidation enzyme. Ngoai ra, Levetiracetam khéng anh
hwéng dén glucuronidation clia acid valproic trong th(r nghiém
in vitro.

Levetiracetam phan I&n & dang khéng lién két véi protein huyét
twong trong tudn hoan (ti & lién két v&i protein <10% ), do d6
twong tac véi cac thube khac bing con dwéng canh tranh lién
két v&i protein huyét twong hdu nhw khéng cé y nghia 1am sang.
Kha ning twong téc vé duoc dong hoc dwgc danh gid trong cac
thir nghiém |am séng bao gdm cac thubc: phenytoin, warfarin,
digoxin, va thuéc tranh thai dwéng uéng.

Twong téc thubc gira Levetiracetam va cac loai thudc chéng
ddng kinh hién nay:

Khd ning tuong tac gilra Levetiracetam  va cac loai thubc
chéng ddng kinh hién nay (phenytoin, carbamazepine, valproic
acid, phenobarbital, lamotrigine, gabapentin va primidone) dugc
dénh gia bing cach do ndng d9 cla Levetiracetam trong huyét
thanh.

Céc twong tac thubc khac:

Digoxin: Levetiracetam  (lidu 1000 mg hai I&n méi ngay) khong
anh hdng dén dwoc ddng hoc va duroe lyc hoc cla digoxin voi
liéu dung 0,25 mg mbi ngay. Dung ddng th&i véi digoxin khong
dnh hwéng dén dwgc ddng hoc ciia Levetiracetam .

Warfarin: Levetiracetam (lidu 1000 mg hai lAn m8i ngay) khong
anh huwéng dén dwoe déng hoc cla warfarin S va R
Levetiracetam khéng &nh hwéng @én thei gian prothrombin.
Dung dbng thei véi warfarin khéng 1am anh hudng dén dwoc
ddng hoc cla Levetiracetam .

Probenecid: Probenecid, mét t&c nhan ngén can bai tiét & éng
than, vai liéu dung 500 mg bén I&n mét ngay, khong dnh hwéng
dén dwgc déng hoc clia Levetiracetam & lidu dung 1000 mg
hai 1An m&i ngdy. Anh hwéng cla Levetiracetam 1én probenecid
chwa dugc nghién ciru.

TAC DUNG KHONG MONG MUON:
Céc tac dyung phy thwdng gap nhét khi dung Levetiracetam  két
hep vé&i cac thuéc chéng ddng kinh khac baWén ngd,
suy nhugc co thé, nhiém tring va chong m@EMACE//S

Céc tac dyng phy thwéng xuét hién it nh
didu trj dng kinh bing Levetiracetam nh Sauw:
Toan than; dau d4u, nhiém tring, dau r\tﬁ N

Réi loan hé tiéu héa: chén an. Z =

H& than kinh trung wong va ngoai vi: mé lo t didu
hoa, trAm cam, chéng mét, réi loan cam H&bas chéng
déi, cing thang, dj cdm, bubn ng, chéng mat.

Hé hd hap: ho nhidu, viém hong, viém mi, viém xoang

Giac quan déc biét: song thj

Cac tac dung phy thwdrng xuét hién véi 1% trd 18n sé bénh nhan
diéu trj dong kinh béng Levetiracetam nhw sau;

Dau byng, chén throng do tai nan, giam thi lyc, dau khép, dau
Iwng, viém phé quan, dau ngyc, 10 In, tdo bon, co giat, tiéu
chay, tang lidu ding thubc, khé tieu, bAm mau, sét, hdi chirng
cim, viém da day rudt, viém nwéu, ddng kinh con I6n, nhiém
n&m, mét ngd, budn nén, viém tai gitra, phét ban, suy nght bét
thwérng, run, nhiém tring dwéng tiét niéu, nbn va ting can.
Théi gian bat ddu xuét hién tac dung phy

Céc tac dyng phy thudng xay ra trong bén tudn ddu tién khi
diéu trj v&i Levetiracetam bao gdm suy nhugc co thé, budn
ngl va chéng mat.

QUA LIEU
Céc déu hiéu, triéu chirng dé phat hién qua lidu cip tinh &
nguwdi:
Liéu cao nhét clia Levetiracetam trong nghién ctru 1am sang 12
6000 mg / ngay. Ngoai trir tac dung phy | gay budn ngl, mét sé
triedrng hop qué lidu khong thdy co tac dung phuy.
X tri khi ding qua lidu:
Khéni c6 thuéc gidi dgc dac hiéu cho Levetiracetam khi diing
qué liéu. Néu can chi dinh, nén ngan can hép thu thubc bing
céach gay non ho3c rlra da day, chi y duy tri théng khi dwdng hd
hip. HO tr' chdm séc bénh nhan thwong bao gbm: kiém tra
déu hiéu clia sy sbng, va quan sat tinh trang 1am sang cda bénh
nhan. Lién hé ngay vé&i co s& y té khi dung qua lidu
Levetiracetam. Thdm tach mau Iam gidm dang ké thanh thai
Levetiracetam (khoang 50% trong 4 gi®) va nén dwoc xem xét
trong tredng hop qua lidu.

/

HAN DUNG: 24 thang tinh tir ngay san xuit. Khéng ding
thudc qua han cho phép. -

BAO QUAN: Bao q uan dudi 30°C,

TRINH BAY: Vi 10 vién, dwoc chia trong mét hop car(op ié tor
hwéng dén st dung.

TIEU CHUAN: Theo tiéu chu&n Nha san xuit. y,‘
PE THUOC XA TAM TAY TRE EM

Tén va dia chi nha san xudt:

INTAS PHARMACEUTICALS LTD,
Plot Numbers 457 & 458, Sarkhej- Bavla Highway, Matoda,
Sanand, Ahmedabad, Gujarat, In-382210, An Do.

TUQ. CUC TRUONG
P.TRUONG PHONG
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