Zokicetam’ 500

WHO-GMP

Thuéc nay chi duing theo don thubc
Boc ky hwéng dan str dung trirée khi diing
De xa tam tay tré em

Thanh phan céng thirc cho 1 vién:
Thanh phan hoat chét:
M&i vien ZOKICETAM 500 chira 500 mg Levetiracetam.
Thanh phan ta dwoc:
Lactose monohydrat, Natri starch glycolat, Natri lauryl sulfat, Colloidal silicon dioxid, Magnesistearat,
Hydroxypropyl methylcellulose 608, Talc, Titan dioxid, Polyethylen glycol 6000, Polysorbat 80, Oxid
satvang.
Dang bao ché: Vién nén bao phim mau vang, mot mat tron, mét mat cé gach ngang, dwdng kinh
9x16,5mm.
Chidinh:
Vién ZOKICETAM chtra levetiracetam dworc chi dinh:
Bon tri liéu trong diéu tri con dong kinh cuc bd, ¢6 hoéc khéng két hop véi con dong kinh toan thé
thir phat & nguou I¢n va thanh thiéu nién ttr 16 tudi tré 1én.
Phéi hop voi cac thude khac dé:
- Pidu tri con déng kinh cuc bd, cé hodc khéng két hop vai con dong kinh toan thé thi phat & nguoi
16m va tré em tir 12 tuditrér 1én. .
- Diéu tri con dong kinh rung giat co' & nguoi Ién va tré em tir 12 tudi tré 1én bi bénh déng kinh rung
giatco thiéu nién.
- Diéu tri con dong kinh toan thé co cleng - co giat tién phat & nguoi I6n va tré em tir 12 tudi tré 1én b
bénh dong kinh toan thé tién phat.
Cach dung, liéu dung
Céach diing: Thube dung duong ubng, uéng véi mot lu ong nuwéc di va cé thé udng cling hodc
khong cung bra an. Lidu m&i ngay dwoc chia d&u cho 2 1an udng.
Liéu dung:
Dontriliéu:
Nguoilén va thanh thiéu nién tir 16 tubitré 1én:
Liéu khéi dau duoc khuyen cao la 250 mg x 2 l&n/ngay, sau hai tuan nén tang thanh 500 mg x 2
lan/ngay. Sau dé co thé tang dan lidu, c 2 tudn tang 250 mg hai lan mdi ngay tuy theo dap ng lam
sang cho dén liéu t6i dala 1500 mg x 2 1an/ngay.
Tré em va thanh thiéu nién dudi 16 tudi:
Sy an toan va hiéu quéa cla levetiracetam & tré em va thanh thiéu nién duwai 16 tudi khi diéu tri don tri
chwa duocthiétlap.
Diéu tri phdi hop:
Nguoilon (218 tuor} va thanh thiéu nién (12 dén 17 tudi) cén néng tir 50 kg trélén:
Lieu diéu tri khdi dau 1a 500 mg x 21&n/ngay. Liéu nay cé thé batdau vao ngay dau tien diéu tri.
Tuy thudc vao dap tng lam sang va kha néng dung nap thuée, heu hang ngay cé thé tang lén dén
1500 mg x 2 1&n/ngay. C6 thé didu chinh lidu tang 1&n hodc giam xudng 500 mg hai lan m&i ngay cho
mdi2-4 tuén.
Tré em va thanh thiéu nién (tir 12 dén 17 tuO/) cannang duci 50 kg
Thubc vién khong pht hop cho tré em can nang duwéi 25 kg, nén diing dang bao ché pht hop nhuw
dung dich udng.
Canst dunglieu diéu trj thAp nhat cé hiéu qua.
Lidu khdi dau cho tré em hogc thanh thiéu nién 25 kg nén ding 250 mg x 2 lan/ngay véilidu téi da
750 mg x 2 1an/ngay.
Liéu & tré em tlr 50 kg tréy 1én twong tw nhw lidu nguilon.
Nguoi cao tudi (tir 65 tudi trérlén):
Can didu chinh lidu & bénh nhan cao tudi bi suy gidm chirc nang than (xem phan "Suy than").
Suythan:
Liéu hang ngay phai dwoc diéu chinh tly theo chivc ndng than.
Diéu chinh ligu Iwong dbi v&i bénh nhan ngudi Ién va thanh thiéu nién nang hon 50 kg voi chirc
nang than suy giam:
Cl,50-79 mi/phtit/1,73 m": Cir céch 12 gio dung 500 - 1000 mg.
Cl,30-49 ml/phut/1,73 m’: Cl c4ch 12 gid diing 250 - 750 mg.
Cl, <30 mI/phut/ 1,73m*: Clr cach 12 gior dung 250-500 mg.
Benh nhan tham tach mau: Dung I1eu ban dau 750 mg, sau d6 diing 500 - 1000 mg mdi ngay mot
1&n, bé sung thém 250 - 500 mg sau m&ilan tham tach mau.
Diéu chinh liéu lvong ddi véi bénh nhan tré em va thanh thiéu nién nang dwi 50 kg véi chire nang
than suy giam: )
Cl, 50-79 ml/phat: 10 d&n 20 mg/kg x 2 lan/ngay
Cl, 30-49 ml/phit: 5 dén 15 mg/kg x 2 1an/ngay.
Cl, <30 ml/phut: 5 dén 10 mg/kg x 2 lan/ngay.
Bénh nhéan tham tach mau: Dung liéu ban d&u 15 mg/kg, sau do ding 10 - 20 mg/kg mdi ngay mot
1&n, b8 sung thém 5 - 10 mg/kg sau mdi lan thdm tach mau.
Suygan:
Khéng can hiéu chinh lidu levetiracetam khi ding cho b&nh nhan suy gan nhe hoac vira. O bénh
nhan suy gan nang, néu can clr vao Cl . s danh gia thap mdrc do suy than, vi vay liéu duy tri & cac
bénh nhan co Ci, <60 ml/ phut/1,78 m’ can dwoc giam di mot niva.
Métsé lwuy ddc biét vé xwly thuédc trwée va sau khi strdung thuée:
Khéng c6 yéu cau dac biét vé xtr Iy thuée sau khi st dung.
Chéng chidinh: )
Quéaman véi levetiracetam hoac cac d&n chét clia pyrolidon hodc véi bat ky thanh phan nao clia thuée.
Canh bao va than trong khi dung thuéc:
Cactinhtrang canthan trong:
Ngtrng thuoc Khong duoc ngiring thudc dot ngot do nguy co lam tang tan suét cac con déng kinh.
Khi muén ngirng levetiracetam, can ngirng tir tir bang cach giam liéu di 1 g cach 2 tudn mot lan (Vi
du: & nguxm Ién va thanh thiéu nién cé can ndng trén 50 kg: Giam 500 mg hai Ian mai ngay chomoi2
dén4 tuan & tré em vathanh thiéu nién can nang dudi 50 kg: Khéng nén giam liéu qua 10 mg/kg hai
J&n m&i ngay cho mbi 2 tuan)
Phan timg dj ting: C6 thé xay ra cac phan trng da nghiém trong & bénh nhan st dung levetiracetam (hoi
chirng Stevens-Johnson, hoai tt biéu bi nhiém déc). Can ngirng thudc ngay lap tire va ap dung céac
bién phap diéu tri thay thé.
Suy than hodc suy gan: Can diéu chinh liéu khi ding levetiracetam cho bénh nhan suy than vi téng
nguy co ngo déc thube. Véinhirng bénh nhan suy gan néing, can danh gia chive nang than truéc khi
bat dau str dung thudc.
Tram cam va/hodc co y dinh tw t: Thuébc c6 thé 1am khéi phat hoac trdm trong hon nhitng réi loan
tam than s&n c6 & bénh nhan. Trong trudng hop nhu vay, can gidm lidu hodc ngirng thube va theo
ddibénh nhan chatche.
Da c6 bao cdo vé cac trudng hop tw sat, c6 hanh dong tu sat & bénh nhén st dung levetiracetam.
rhuoc lam tang nguy co’ cé y nghThodc hanh vi tu sat. Vi vay can theo doi sat bénh nhan. Bac sy ké
don can can nhic giva nguy co ty sat clia bénh nhan va loi ich clia viéc didu tri voi levetiracetam.
Tré em: Thubc dang vién khang thich hop diing cho tré so sinh va tré em dudi 6 tudi.
D6 an toan va hiéu qua clia thuéc (dang dung dich va vién ubng) chua duoc xéc 1ap & tré dudii
thang tudi bj con dong kinh cuc bg, 6 tré dusi 12 tudi méc déng kinh rung giat co' thiéu nién hoac bi
dong kinh toan thé tién phat.
Nduoi cao tuéi: Khong cé su khac biét vé& d6 an toan clia thube & nguoi tir 65 tudi tré [én. Tuy nhién
con chuwa cé da dir liéu d& danh gia hiéu qua cla thubc & nhém @i tgng nay, so sanh véi nhém
ngudi tré tudi.
Lactose: Thuéc nay chira lactose. Bénh nhan cé van dé di truyén hiém gap vé khong dung nap
galactose, thiéu enzym Lapp lactase hodc kém hap thu glucose-galactose khong nén diing thube nay.
Str dung thuéc cho phu ni¥ ¢é thai va cho con ba:
Theiky co thai:
Khéng co du thong tin vé viéc st dung levetiracetam & phu ni mang thai. Tri trwang hop thwe sy
can thiét, khéng st dung levetiracetam cho phu ntr mang thai hoac phy ntk & do tudi sinh dé nhung
khéng &p dung cac bién phap tranh thai htru hiéu.
Theoiky choconb

1 iy bt i e

e e s N g R o e i il s e g e R

Do nguy co xay ra cac bién cé cé hai nghiém trong Vi tré bu me, can can nhac dén viéc ngirng cho
con bt hodc ngirng dung thude, can ct trén mirc @6 can thiét str dung thuéc cho me.

Anh hwéng ctia thudc 1én kha nang lai xe, van hanh may méc:
Levetiracetam c6 anh hwdng nho hoac trung binh den kha nang lai xe va st dung may moc.
Do s nhay cam ca nhan co thékhac nhau, mét sd bénh nhan cé thé cam thay budn ngu hodc cac
trigu chirng than kinh trung wong khac, dac biét 12 khi b4t dau diéu tri hodc sau khitang liéu. Do do,
canthan trong khi str dung cho cac bénh nhan lai xe hoac van hanh may méc. Bénh nhan khéng nén
14i xe hodc st dung may méc thiét bi cho ti khi nao duoc xac dinh rang kha nang thue hién cac hoat
dong nhuw vay khong bi anh hudng.

Twong tac, twang ky, ctathudc:
Twong tac cuathudce véi cac thude khac va cac loai twang tac khac:
Céc thubc chong dong kinh: Khéng c6é bang chirng 1am sang vé twong tac thudc gitra levetiracetam va
céc thude chdng ddng kinh khac.
Céc div ligu trude khi lwu hanh thude tir cac nghién clru lam sang tién hanh trén ngudilén cho thay
levetiracetam khéng &nh hudng dén néng d6 trong huyét thanh clia cac thube chéng déng kinh
khac (phenytoin, carbamazepin, acid valproic, phenobarbltal lamotrigin, gabapentln va primidon)
va cac thube chbng dong kinh khac cting khéng anh huéng dénduoc dong hoc ctia levetiracetam.
Gibng nhw & nguoi lon, khéng cé béng chirng vé tong tac thubc cé ¥ nghta lam sang trén bénh nhi
dung levetiracetam 1&n t&1 60 mg/kg/ngay.
Mot danh g{a hoi ctru vé turong tac dwoc dong hoc trén tré em va thanh thiéu nién bj dong kinh (4
dén17 tu0|) d& xac nhan diéu trl két hcfp v6i levetiracetam uéng khong lam anh hwdng dén ndng do
trong huyet thanh & trang thai 6n dinh clia carbamazepln va valproat diing dong thoi. Tuy nhién, di
liéu cho thay dd thanh thai levetiracetam cao hon 20% & tré em dung thudc chdng dong kinh cam
(rng enzym. Khéng yéu cau diéu chinh liéu.
Probenecid: Probenecid (lidu 500 mg x 4 Ian/ngay) mét chét e ché bai tiét tai ong than, cho thay
(rc ché do thanh thai quathan clia chat chuyen héa ban dau nhung khéng trc ché sy thanh thai qua
than clia levetiracetam. Tuy nhién ndng dd clia chat chuyén hoa nay van duy tri & mirc thap.
Methotrexat: Ding ddng thoi levetiracetam va methotrexat lam gidm dé thanh thai cia methotrexat,
dan dén tang hoac kéo dai ndng dd methotrexat trong mau dén murc co thé doc hai. Nén theo doi
cén than nong d6 methotrexat va levetiracetam trong mau & nhitng bénh nhan didu trj ddng thai hai
loai thudc nay.
Céc thuéc tranh thai duong udng, dlgoxm va warfarin: Liéu levetiracetam 1000 mg méi ngay khéng
anh hwéng dén duoc dong hoc cua céc thuéc tranh thai duong ubng (ethlnyl estradiol va
levonorgestrel) va cac thong s6 noi tiét (LH va progesteron) khong bi thay déi. Liéu levetiracetam
2000 mg mdi ngay khéng anh hudng dén duoc ddng hoc clia digoxin va warfarin; thoi gian
thrombin khéng bj bién ddi. Viéc dung chung cac thubc digoxin, thudc trénh thai dwéng uéng va
warfarin khéng anh huéng t¢i duoc dong hoc cia levetiracetam.
Thuée nhudn trang: Ba cd nhitng bao céo doc lap vé& giam hiéu qua levetiracetam khi uong chung
v6i thudc nhuén trang thdm thau macrogol. Do ‘do, tranh ubng thube nhuan trang tham théu
macrogol trong vong 1gio tredeva 1 gio saukhi uong levetiracetam.
Thire &n va do ubng c6 ¢con: Mirc do hép thu clia levetiracetam khéng bi anh hurdng béi thire an
nhuwng téc do hap thu bigiamnhe.
Chuwa c6 san di¥ liéu vé tvong tacthude gitra levetiracetam va dé udng cé con.
Twong ky, ctia thuéc:
Dokhéng cé cac nghién clru vé tinh trong ky clia thude, khéng trén 1an thude nay véi cac thube khac.

Téac dung khéng mong mubn:
Cac phan rng ¢6 hai dugc phan nhom theo tan suat: Rat thudng gap (ADR 2 1/10), thuong gap
(1/100 < ADR < 1/10), it gap (1/1.000 < ADR < 1/100), hlem gép (1/10.000 < ADR < 1/1.000), rat
hiém gap (ADR < 1/10. 000); khong thé wéc lvong tan suat duoc liét ké "Chura rd tan suat”.
Thuong gap:
Tiéuhoa: Chan an, nén.
Mién dich: B&nh nhiém khuan.
Co xwong: Bau gay.
Thén kinh: Suy nhuoc, chéng mat, dau dau, métnga.
Tam than: Hanh vi bt thuwong, tram cam, cam giac céng thang, hanh vi déi khang, ban tinh, réiloan
khi sic, cam xtic that Lhwong
Hé hép: Ho, viém hong, viém mii.
Khéc: Métmoi, dau.
ADR nghiém trong:
Da: Héi chirng Stevens-Johnson, hoai ttr biéu bi nhiém déc do thudc.
Mau: Gidm cac dong té bao, gidm tiéu cau.
Gan: Suy gan.
Tamthan: Y dinh tw sat, tw sat.
Hwéng dan cach xir tri ADR:
Khi xay ra cac phan (rng da nghiém trong (hoi chung Stevens-Johnson, hoai t biéu bi nhiém doc),
can ngtrng thudce ngay va ap dung céc bién phap didu trithay thé.
Trong truong hop thuéc lam khoi phat hodc trdm trong hon nhiing rdi loan tam than s&n c6 & bénh
nhan, can giam liéu hodc nglrng thude va theo déi bénh nhan chat ché.
Théng bao cho bac sy nhitng tac dung khéng mong muén gép phai khi st dung thubc.

Qualiéu va cach xip tri:
Qualidu:
Trigu chirng: Budnngu, kich déng, hung han, suy giamy thirc, suy ho hap vahénmé.
X tri: Néu bénh nhan bj qua liéu nghiém trong, can gay nén hodc riva da day. Khéng co thuéc
giai doc dac higu cla levetiracetam, vi vay can tién hanh didu trj triéu chirng va thdm tach mau
néu can thiét. Tham tach mau c6 thé thai trir dwo'c khoang 60% lwong levetiracetam va 74% céc
chétchuyén héa chinh.

Pac tinh dwoclwe hoc:
Nhém duocly: Thude chéng déng kinh.
M&ATC: NO3AX14.
Levetiracetam, d&n xuat pyrolidin, Ia mot thubc chong co giat co cdu tric héa hoc khéng lién quan dén
céc thudce didu tri ddng kinh khac hién c6. Co ché tac dung clia levetiracetam chwa duoc biét ré. O
dong vat, levetiracetam khong bao vé chédng lai dwoc con co gidtdon doc do dong dién hodc hoa chét.
Thubc chi bdo vé réat it kich thich dudi mire téi da va cac test ngudng, nhung bao vé duoc con co giat
toan thé thir phat sau co giat cuc bo do hai hda chét gay co giat tao ra, ¢ nhitng déc tinh giéng nhuw
phtrc hop co giat cuc bd thir phat toan thé & ngudi. Levetiracetam ciing c6 dac tinh trc ché & mo hinh
chudtda dwoclam giam ngwong kich thich, tvong tw ngudi bi con dong kinh cuc bo phire ho'p.
Levetiracetam khéng c6 &i lwc v&i cac thy thé benzodiazepin, acid gamaaminobutyric (GABA)
glycin hay N-methy! D-aspartat (NMDA). Thudc tac dung  thong qua mot vi tri gan dac hiéu cia mo
néo, do 1a protein 2A cla tdi synap (protein SV2A). Su gan két nay c6 thé héi phuc, bao hoa va cd
tinh chat chon loc lap thé. Levetiracetam chi gan khu tri vao mang té bao synap & hé TKTW ma
khéng géan vao cac mo ngoai vi. Levetiracetam trc ché su bung phat nhung khéng anh hu’ong toi
kich thich than kinh binh thwcyng vi thé thuéc ngén ngtra cé chon loc tinh dong bo qua mrc clia sy
bung phatdang dong kinh va sw lan truyén ctia con dong kinh.

Dactinh dwore dong hoc:
Hap thu: Khi dung dwéng udng, thuéc nhanh chéng hap thu tir 6ng tiéu héa voi sinh kha dung
xap xi 100%.
Phan bé: Nong d6 tdi da trong mau thuong dat duoc trong vong 1,3 gior va trang thai can bang dat
duocsau2ngay. Ti Iethuochen két protein huyét twong thap, ithon 10%. V, khoang 0,7 lit/kg.
Chuyén héa: Khoang 25% lidu diing duoc hydroxy hoa thanh chéat chuyen hoa khong co hoat tinh.
Levetiracetam khong co ai lurc cao voicac CYPi isoenzym va cling khdng trc ché céc |soenzym nay
Thai trie: 95% lidu diing duoc thai trir qua nudc tiéu duwdi dang nguyen ven ban dau va chat chuyén
héa. Nira doi thai trir huyét tuong clia levetiracetam khoang 6 - 8 gier & ngudi [6n va tré em trén 12
tudi, co thé ngan hon & tré nhé. Levetiracetam dwoc bai xuat qua stra me, thude cé thé dwoc thai trir
ra khéi co' thé nhé tham tach mau.

Quy cach déng go6i: Hop 3 vix 10 vién nén bao phim.
Hop 10 vix 10 vién nén bao phim.
Diéu kién bao quan, han dung, tiéu chuan chat lwong ctathubc:
Diédu kién bao quan Dé & nhiétdd dwéi30°c, tranha &mvaanhsang.
Han dung chiathudc: 36 thang ké tir ngay san xuét.
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