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TO HUONG DAN SU DUNG THUOC
Vién nén bao phim
LEVETRAL-250
Vién nén bao phim
LEVETRAL
Vién nén bao phim

LEVETRAL-750

Thubc ban theo don
Dé xa tam tay tré em
Poc ki huong din sir dung truwée khi ding
Thong bao ngay cho bac sy hoac dugrc sy nhimg tac dung khong mong mudn khi sir dung thude
To thong tin sdn phdm nay bao gom hwéng dén siv dung cho thuoc c6 nhiéu ham lwgng khdc nhau

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1. Thanh phan:

Mdi vién nén bao phim LEVETRAL-250 chira:

Levetiracetam ...............ceevvenennn.. 250 mg

Té dugc: Cellulose vi tinh thé, povidon, natri starch glycolat, HPMC E6, talc, titan dioxyd, PEG
4000, polysorbat 80, dau thdau dau.

Mdi vién nén bao phim LEVETRAL cha:

Levetiracetam ...............ccoevvenennn.. 500 mg

Ta duoc: Cellulose vi tinh thé, povidon, natri starch glycolat, HPMC E6, talc, titan dioxyd, PEG
4000, polysorbat 80, dau thau dau, mau oxyd sdt vang.

Mdi vién nén bao phim LEVETRAL-750 chira:

Levetiracetam ...............covevenn... 750 mg

Ta duoc: Cellulose vi tinh thé, povidon, natri starch glycolat, HPMC E6, talc, titan dioxyd, PEG
4000, polysorbat 80, dau thiu dau.

2. Mo ta san pham: )
LEVETRAL-250: Vién nén dai, bao phim mau trang, hai mat tron.

LEVETRAL: Vién nén dai, bao phim mau vang, mot mat dap logo , mat kia dap gach

ngang. ’
LEVETRAL-750: Vién nén dai, bao phim mau trang, mot mat dap gach ngang, mat kia tron.

3. Quy cach dong goéi:

LEVETRAL-250  : Hop 10 vi x 10 vién (Nhdm - Nhom).

LEVETRAL : Hop 3 vi x 10 vién (PVC - Nhom).
Hop 6 vi x 10 vién (PVC - Nhom).

LEVETRAL-750  : Hop 6 vi x 10 vién (Nhom - Nhom).

4. Thudc ding cho bénh gi?

LEVETRAL duoc dung:

- Pon tri liéu & nguoi 16n va thanh thiéu nién tir 16 tudi trd 1én méi duge chan doan dong kinh,
dé tri mot s6 dang dong kinh nhét dinh. Pong kinh 13 tinh trang ma bénh nhan bi co giat lip
lai. Levetiracetam dugc dung trong dang dong kinh ma co giat khéi phat chi & mot bén nao,
nhung sau d6 c¢6 thé lan rong ra mot ving 16n hon & ca hai bén ctia ndo (con co giat khoi phat
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cuc bd c¢6 hodc khong c6 toan thé hoa thir phat). Levetiracetam duoc dung dé lam giam s6
luong con co giat cia ban.
- Phdi hop véi cac thude chdng dong kinh khac dé diéu tri:

+ Céc con dong kinh cuc by ¢ ngudi 16n va tré em bénh dong kinh tir 1 thang tudi tré 1én.

+ Dong kinh rung gidt co ¢ ngudi lon va vi thanh nién tir 12 tudi bi bénh dong kinh rung giat
co ¢ thiéu nién.

+ Céc con dong kinh toan thé co cimg co giat tién phat & ngudi 16n va tré tir 12 tudi trd 1én bi
dong kinh toan thé nguyén phat.

5. Nén dung thudc nay nhw thé nao va lidu hrong?

Ludn diing thudc chinh xac nhu hudng dan ciia bac sy hodc duoc sy. Néu ban chua 13, hiy hoi
lai cho chic chin.

Ubng dung s6 lugng vién theo hudng dan cua béc sy.

LEVETRAL can duoc chia 1am 2 lan ding trong ngay, 1 vao budi sdng va 1 vao budi tdi vao
mot khoang thoi gian gan nhu nhau mdi ngay.

Liéu dung:

Don tri:

Liéu cho nguoi lom va thanh thiéu nién (tir 16 tudi tré 1én):

Liéu chung: Trong khoang 1.000 - 3.000 mg moi ngly.

Khi ban méi khoi dau diéu tri véi LEVETRAL, bic s§ s& cho ban dung liéu thip hon (500 mg
mdi ngay) trong 2 tudn trudc khi cho ban ding lidu chung thap nhat 1000 mg.

Phoi hop diéu tri:

Liéu cho ngudi 16m va thanh thiéu nién (tir 12 - 17 tudi) niing 50 kg hoic hon:

Liéu chung: Trong khoang 1000 - 3000 mg moi ngly.

Vi du: Néu liéu hang ngay cua ban la 1.000 mg, ban c6 thé udng 2 vién 250 mg vao budi séng
va 2 vién 250 mg vao budi t6i.

Liéu cho tré so sinh (tir 1 - 23 thang tudi), tré em (tir 2 - 11 tudi) va thanh thiéu nién (12 -
17 tudi) ning duwéi 50 kg:

Bac sy s€ cho ban dung dang bao ché thich hop nhét cia levetiracetam dua trén tudi, can ning
va liéu.

Dang dung dich ubng s& phit hop hon cho tré so sinh va tré em dudi 6 tudi va cho tré em va
thanh thiéu nién (tir 6 - 17 tudi) nang dudi 50 kg va khi vién nén khong cho duoc lidu chinh x4c.
Céch dung:

Thubc phai dugc udng ciing voi mot lwong nude da va cb thé udng trong hodc ngoai bira in.
Thoi gian diu tri:

LEVETRAL dugc dung diéu trj bénh man tinh. Ban nén tiép tuc st dung LEVETRAL dén hét
thoi gian bac sy chi dinh.

Khong ngimg sir dung thudc ma khong héi v kién bac sy vi c6 thé 1am ting tinh trang co giat
cua ban.

6. Khi nao khong nén dung thuoc nay?

Khong nén dung thudc nay néu ban:

- Man cam véi levetiracetam hodc cic dan chat cua pyrolidon hoic bat cir thanh phan nao cia
thuoc.

7. Tac dung khdng mong muén:

Nhu cac thude khdc, levetiracetam c6 thé giy tic dung khong mong mudn, nhung khéng phai ai
cling gap phai.

Neung dung thudc va lién hé trung tdm y té gan nhdt néu ban gdp cdc phdn img sau:

Qud man (bao gé)m phu mach va s6c phan v¢), phan ung da nghiém trong nhu hoi chimg
Stevens-Johnson (ban da dién rong kém mun nudc va 16t da, dac bi¢t 1a & quanh miéng, mili,
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mit va co quan sinh duc) va hoai tr biéu bi nhiém doc (dang n@ng hon lam 10t da trén 30% bé
mit co thé).

Bdo ngay cho bdc sy néu ban gdp nhiing triéu chimg sau:

TAm than: Hanh dong ty sat, y dinh ty sat, r0i loan tAm thin, hanh vi bt thuong, 4o gidc, gian
dir, trang théi 1t 1an, con hoang loan, r6i loan cam xuc/ thay d6i cam xiic, kich dong.

Toan than: Cyc ky buon ngu, mét moi va yeu

Than kinh: C6 van dé vé phéi hop co (vin dé vé di lai hodc di chuyén).

Da va cac md dudi da: Phét ban da. Phat ban da nghiém trong c6 thé xdy ra sau khi ban diing
LEVETRAL. Khong c6 cach dé biét dugc ban da nhe c6 thé tré nén nghiém trong hay khong.
Cdc tdc dung khong mong muon khdc:

Rat thuong gdp

Nhiém triing va nhiém ky sinh trung: Viém miii, hong.

Than kinh: Budn ngi, nhirc dau.

Thuong gap

Chuyén hoa va dinh dudng: Biéng an.

Tam than: Tram cam, _hung hang/ kich dong, lo &u, mat ngi, cang thang/ khé chiu.

Than kinh: Co glat r6i loan cén bang, chong mét, hon mé, run.

Tai va tai trong: U tai.

Phéi, ngyc va trung that: Ho.

Ti€u hoa: Pau bung, tiéu chay, kho tiéu, budn ndn, noON.

Da va cac mo dudi da: Phat ban.

Toan than: Suy nhugc/ mét moi.

It gap

Mau va hé bach huyét: Giam tiéu cau, giam bach cau (dé chay mau hodc chay mau kéo dai hon
binh thuong, dé nhiém tring).

Chuyén hoa va dinh dudng: Sut cén, ting can.

Tam than: Hanh dong tu sat, ¥ dinh ty sat, r6i loan tAm than, hanh vi bat thuong, 4o gidc, gian
dit, trang thdi Id 1an, con hoang loan, rdi loan cam xtc/ thay doi cam xuc, kich dong.

Than kinh: Mat tr nhd, suy giam tri nhd, rbi loan/ mat diéu hoa phdi hop van dong, di cam (cam
giac khong binh thudng nhu té ran, kim cham), rbi loan chu y.

Mit: Nhin d6i, nhin mo.

Gan mat: Xét nghiém chuc nang gan bat thudng.

Da va cac mo dudi da: Rung tdc, eczema, ngura.

Co xuong va mo lién két: Yéu co, dau nhirc co.

Bi thuong, nhiém doc va bién chtng: Chan thuong.

Hiém gdp

Nhiém triing va nhiém ky sinh tring: Nhiém trung.

Mau va hé bach huyét: Giam toan thé huyét cau, giam bach cau trung tinh, mét bach cau hat (d&
nhiém triing).

Mién dich: Phan (mg thudc ciia bach ciu ua acid va tri¢u chimg toan than (DRESS), qué mén
(bao gom phit mach va sbc phan vé), phu Quincke (sung mat, moi, ludi va b hong).

Chuyen hoéa va dinh dudng: Ha natri huyét.

Tam than: Ty sdt, rdi loan nhan céch, suy nghi bét thuong.

Than kinh: Chirng mda giat mda von, rdi loan van dong, ting dong.

Tiéu héa: Viém tuy.

Gan mat: Suy gan, viém gan.

Da va cac m6 dudi da: Hoi chimg Stevens-Johnson (ban da dién rong kém muyn nuéc va 1ot da,
dic biét 1a & quanh miéng, mii, mat va co quan sinh duc), hoai tir biéu bi nhiém doc (dang ning
hon lam 16t da trén 30% bé mat co the) hong ban da dang (phét ban da, c¢6 thé hinh thanh mun
nudc dang tdm bia nho (mot diém tdi & trung tim bao quanh boi vung nhat mau hon va mot
vong t6i mau ¢ ngoai ria)).
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8. Nén tranh diung nhirng thudc hoic thue phflm gi khi dang sir dung thudc nay?

Thong bdo cho béc s§ hodc duge sy cua ban vé tat ca cdc loai thuéc ma ban dang sir dung, bao
gdm ca céc thude ké don hodc khong ké don, cac vitamin hodc thude tir duge licu.

Thong bdo cho bdc sy hodc dirge sV néu ban dang sir dung cdc thude sau:

Céc thudc chdng dong kinh khac.

Probenecid.

Methotrexat.

Thudc tranh thai duong uong, digoxin, warfarin.

Thubc nhuan trang thim thau (macrogol).

Sur dung LEVETRAL voi thuc an:

Miic d6 hap thu cua levetiracetam khong bi thay doi boi thirc an, nhung toc do hap thu bi giam
di doi chut.

Chua c6 thong tin vé tuong tac cua levetiracetam véi rugu.

9. Can lam gi khi mot lin quén khong dung thudc?
Lién hé voi bac sy néu ban quén dung mot hay nhiéu liéu.
Khong udng gap doi lidu dé bu cho liéu di quén.

10. Néu ban mudn ngirng thudc:

Khi ngimg ding thuéc, LEVETRAL nén duoc giam lidu tir tir dé tranh 1am ting co giat.

Khi béc sy quyét dinh cho ban ngimg diing levetiracetam, bac sy s& huéng dan ban cich giam
liéu tr tir.

Néu ban c6 cau hoi gi thém hdy hoi bac sy hay dugc sy ctia ban.

11. Cin bao quan thudc nay nhu thé nao?

Giir thudc trong bao bi gbc ctia nha san xuat, day kin.

Pé thude noi kho rao, tranh anh sang, nhiét do khong qua 30°C, va ngoai tam véi cla tré em.
Khong str dung thudc sau ngay hét han ghi trén bao bi (hop va vi thudc).

12. Nhitng dau hiéu va triéu chirng khi diing thudc qua liéu:

Dung thudc chinh xac nhu hudng dan ciia bac sy. Néu ban ding qud liéu hodc tré em nudt phai
thudc, lién hé ngay véi béac sy va trung tim y té gan nhat.

Triéu ching khi ding thudc qué lidu c6 thé 1a budn ngi, kich dong, hung hing, giam phan xa,
kho6 tho va hon mé.

13. Can phai 1am gi khi ding thudc qua liéu khuyén cao?

Ngung dung thudc va lién lac ngay voi bac sy hodc trung tam y & gan nhat.

Mang theo vién thuoc cuing véi bao bi dé bac sy bict ban da udng thuoc gi va c6 bién phap xu ly
kip thoi.

14. Nhirng diéu can than trong khi ding thudc nay:

Trude khi ding thube nay, thong bdo cho bdc sy néu ban dang cé cdc van dé vé sirc khée sau
day:

Ban bi van d& vé than, 1am theo hudng dan cua bac sy. Béc sy c6 thé quyét dinh c¢6 hiéu chinh
liéu cho ban hay khong.

Ban chu y dén bat ¢t ddu hiéu cham phat trién hoac day thi sém nao cua tré hay lién h¢ véi bac
s¥ cua ban.

Mot sb it bénh nhan diéu tri véi thude chdng dong kinh nhu LEVETRAL c6 ¥ nghi 1am tén
thuong ban than hay tu sat. Néu ban c6 bt cur triéu chirng nao cua trAm cam v/ hodc y dinh tu
sat, hay lién hé véi bac sy cua ban.

Thudc c6 chira polysorbat 80 c6 thé gy di ing va dau thau dau c6 thé gdy budn ndn, ndn, dau
bung, tiéu chay.

Ding thudc cho tré em:
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Thudc khong duoce dung don tri ¢ tré em va thanh thiéu nién dudi 16 tudi.

Phu nit mang thai hodc cho con bu:

Néu ban dang mang thai hodc cho con bu, nghi ban dang mang thai hodc ¢6 ¥ dinh mang thai,
hoi y kién béc sy trude khi ding levetiracetam.

Levetiracetam khong dugc s dung trong sudt thai ky trir khi thyc su can thiét. Nguy co gay
khuyén tat cho thai nhi khong thé duogc loai trir hoan toan. Levetiracetam cho thdy tic dung
khong mong mubn trén sinh san & dong vat thir nghiém & ndng do6 lidu cao hon so véi lidu ban
can dé kiém sodt co giat.

Khong khuyén céo cho con bu khi dang dung thudc.

Ldi xe va van hanh mdy moc:

Levetiracetam c6 thé lam giam kha nang 1ai xe va van hanh mdy méc ctia ban vi thudc c6 thé
lam ban cam thdy budn ngu. Tinh trang nay thuong xay ra khi bat dau diéu tri va sau khi ting
lidu. Ban khong nén 14i xe hay van hanh may moc cho dén khi chic chian minh khong bi anh
hudng.

15. Khi nao cin tham vén bac sy, dwoc s§?

Can lién lac ngay véi bac sy hodc trung tim y té gan nhit khi ding thudc qud lidu chi dinh.
Thong thuong, bao gid ciing phai héi ¥ kién bac sy hodc duoc sy trude ldc ding bat ky thude
nao khi mang thai hodc cho con bu.

Thong bdo ngay cho bac sy hodc dugc sy nhitng tic dung khong mong mudn gip phai khi sir
dung thudc.

Néu can thém thong tin xin hoi ¥ kién bac sy hodc duoc s.

16. Han diing ciia thudc: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BO Y TE

1. DUQC LUC HQC:

Ma ATC: NO3AX14

Nhém dwge Iy: Thude diéu tri dong kinh.

Levetiracetam, din xuat pyrolidin, 12 mot thuc chdng co giat c6 ciu trac héa hoc khong lién
quan dén cac thude diéu tri dong kinh khac hién c6. Co ché tic dung cia levetiracetam chua
duoc biét r5. O dong vat, levetiracetam khong bao v¢ chéng lai dugc con co giat don doc do
dong dién hoic hoa chat. Thube chi bao vé rét it kich thich duéi muc tdi da va cac test ngudng,
nhung bao vé dugc con co glat toan thé thir phat sau co gidt cuc bo do hai hoa chat gdy co giat
tao ra, c6 nhiig dic tinh gidng nhu phtrc hgp co gidt cuc bo thi phét toan thé & nguoi.
Levetiracetam ciing c6 dic tinh e ché & mo hinh chudt di duoc lam giam ngudng kich thich,
tuong tu nguoi bi con dong kinh cuc bd phirc hop.

Levetiracetam khong co 4i lyc voi cac thy thé benzodiazepin, acid gamaammobutyrlc (GABA),
glycin hay N-methyl D-aspartat (NMDA). Thudc tac dung thong qua mot vi tri gan déc hiéu cua
md ndo, do 1a protein 2A cua tai synap (protein SV2A). Sy gan két nay co the hoi phuc, bdo hoa
va ¢6 tinh chét chon loc lap the Levetiracetam chi gian khu trd vao mang té bao synap & hé than
kinh trung wong ma khong gin vao cic mo ngoai vi. Levetiracetam trc ché sy bung phat nhung
khong anh huong t6i kich thich than kinh binh thuong, vi thé thuoc ngan ngua c¢6 chon loc tinh
ddng bd qua mirc cua su bung phat dang dong kinh va sy lan truyén cua con dong kinh.

2. DUQC PONG HQC:

Hap thu: Levetiracetam dugc hdp thu nhanh sau khi dung duong udng. Sinh kha dung tuyét dbi
duong udng dat gan 100%. Cumax dat dugc trong vong 1,3 gid sau khi udng. Trang thai 6n dinh
dat dugc sau 2 ngay véi ché do licu 2 1an mdi ngay. Cmax twong tmg 12 31 va 43 pg/ mL sau liéu
don 1000 mg va sau liéu lap lai 1000 mg hai 1an/ ngay.

Mirc d6 hap thu khong phy thude vao liéu va khong bi anh hudng béi thirc an.

Phdn bo: Chua c6 dit liéu phan b trong md ¢ ngudi. Ty 16 gan két cua levetiracetam va chat
chuyén hoa ban dau cia nd voi protein huyet twong thap (< 10%). Thé tich phan bd cua
levetiracetam 1a khoang 0,5 dén 0,7 L/ kg, tri s6 ndy gan voi thé tich nudc toan bo co thé.

Chuyén héa: O ngudi, levetiracetam khéng chuyén héa manh. Con dudng chuyén hoa chi yéu
(24% liéu) 1a thuy phan nhom acetamid bang enzym. Cac dang dong phin ctia enzym gan
cytochrom P450 khong tham gia vao qua trinh tao chat chuyén hoa chinh (ucb L057). Co thé
dinh lwong duoc su thay phan nhom acetamid & nhiéu mo bao gdm ca cac té bao méau. Chat
chuyén hoa ucb L057 khong cé hoat tinh duoc 1y.

Hai chét chuyén hoa c6 ty 18 nhé ciing duge xac dinh. Mot chat thu duge boi hydroxy héa vong
pyrrolidon (1,6% liéu) va chat con lai thu duoc boi md vong pyrrolidon (0,9% liéu).

Cic chét chuyén hoa khac khong xéac dinh duge chi chiém 0,6% liéu.

Khong thdy c6 bang chimg vé su chuyén dang ddi hinh in vivo ciia levetiracetam hodc chat
chuyén héa chinh ctia né.

In vitro, levetiracetam va ca chat chuyén hoa chinh ctia n6 khong wc ché cac dang dong phan
chinh cua enzym gan nguoi cytochrom P450 (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 va 1A2),
glucuronyl transferase (UGT1A1 va UGT1A6) va epoxyd hydroxylase. Ngoai ra, levetiracetam
khéng anh huong dén glucuronyl héa acid valproic in vitro.

Thdi trir: Thoi gian ban thai trong huyét twong & ngudi 16m 14 7 + 1 gio va khong thay doi theo
lidu, dudng dung hodc dung licu lap lai. Do thanh thai toan than trung binh 13 0,96 mL/ phut/ kg.
Puodng thai trir chinh 13 qua dudng tiéu, chiém trung binh 95% cua lidu (khoang 93% cua lidu
duoc thai trir trong vong 48 gio). Chi ¢6 0,3% cua lidu thai trir qua phan.

Trong 48 gid dau, lugng thai trir tich lily qua duong tiéu cia levetiracetam va chét chuyén hoa
chinh ciia n6 twong ung 13 66% va 24% cua lidu. Do thanh thai than cia levetiracetam va ucb
L057 twong tng 1a 0,6 va 4,2 mL/ phat/ kg cho thiy levetiracetam thai trir qua loc cau than sau
d6 tai hap thu ¢ ong than va chit chuyén hoa chinh ciing thai trir qua bai tiét chit dong & dng
than cung voi loc cAu than. Sy thai trir levetiracetam ¢6 tuong quan voi do thanh thai creatinin.
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Levetiracetam duoc bai tiét qua sita me, thube c6 thé duoc thai trir ra khoi co thé b?mg tham tach

mau.

Péi twong dac biét:

Ngwoi cao tudi:

O ngudi cao tudi, thoi gian ban thai ting khoang 40% (10 - 11 gid) do sy suy giam chirc nang

than & nhom ddi tuong nay.

Bénh nhan suy than:

Do thanh thai toan than cua levetiracetam va chit chuyén héa chinh cua né twong quan véi do

thanh thai creatinin, vi vay khuyén cao hiéu chinh liéu duy tri hang ngay levetiracetam dua trén

do thanh thai creatinin cuia bénh nhén bi suy than trung binh va nang

O dbi twgng ngudi 16n bi suy than giai doan cudi vo niéu, thoi gian ban thai 1a khoang 25 gid va

3,1 gio twong Gmg véi trong thoi gian nghi va trong thoi gian chay than nhan tao.

Ty 1€ loai bo phan doan levetiracetam 1a 51% khi thuc hi¢n thAm tach mau 4 gio dién hinh.

Bénh nhan suy gan:

O bénh nhén suy gan nhe va trung binh, khong c6 su thay d6i dang ké do thanh thai

levetiracetam. O hau hét cac bénh nhan suy gan ning, d6 thanh thai ciia levetiracetam bi giam

hon 50% do suy than kém theo.

Tré em:

Tré em (tir 4 - 12 tudi):

- Sau khi ding liéu don (20 mg/ kg) & tré em dong kinh (tir 6 - 12 tudi), thoi gian ban thai cua
levetiracetam 13 6 gid. Do thanh thai hiéu chinh theo thé trong cao hon khoang 30% so véi
nguoi 1on.

- Sau khi ding liéu lip lai (20 - 60 mg/ kg/ ngay) & tré em dong kinh (tir 4 - 12 tudi),
levetiracetam dwoc hp thu nhanh. Nong do dinh trong huyét twong dat dugc tir 0,5 - 1 gio
sau khi udng. Nong dinh trong huyét twong va dién tich dudi dudng cong ting tuyén tinh va
ty 18 v6i liéu. Thoi gian ban thai khoang 5 gio. PO thanh thai toan than 1a 1,1 mL/ phut/ kg.

Tré so sinh va tré em (tir 1 thang tudi dén 4 tudi):

- Sau khi dung liéu don (20 mg/ kg) dung dich uéng 100 mg/ mL & trée em dong kinh (tir 1
thang tudi dén 4 tudi), levetiracetam dugc héap thu nhanh va ndng d6 dinh trong huyét tuong
dat duoc khoang 1 gi¢ sau khi uong Két qua dugc dong hoc cho thay thoi gian ban thai ngin
hon (5,3 gio so vai 7,2 gid) va toc do thanh thai nhanh hon (1,5 mL/ phat/ kg so véi 0,96 mL/
phut/ kg) so v&i nguoi 16n.

- Trong phan tich duge dong hoc ¢ bénh nhan tir 1 thang tudi dén 16 tudi, thé trong c6 quan hé
dang ké dén do thanh thai (d6 thanh thai ting khi thé trong ting) va thé tich phan bo. Tudi
cling c6 anh hudng dén 2 théng sd trén. Anh hudng ndy ro rang & tré so sinh nho tudi hon, va
giam dan khi tudi ting 1én, d¢én khi anh huong con khéng dang ké ¢ khoang 4 tudi.

- Trong phan tich duoc dong & ca 2 nhom ddi twong, do thanh thai levetiracetam ting khoang
20% khi ding chung véi thude chéng dong kinh cam tmg enzym.

3. CHIi PINH:

Don tri liéu trong diéu tri cac con dong kinh cuc bd c¢6 hoac khong co két hop v6i con dong kinh

toan thé thir phat & bénh nhan méi dugc chan doan dong kinh tir 16 tudi trd 1én.

Piéu trj két hop:

- Trong diéu tri cac con dong kinh cuc bo c6 hoac khdng c6 két hop voi con dong kinh toan thé
th&r phét & nguoi 16n va tré em bénh dong kinh tir 1 thang tudi trd 1én.

- Trong diéu tri dong kinh rung giat co & nguoi 1on va vi thanh nién tur 12 tudi trd 1én bi bénh
dong kinh rung giat co ¢ thiéu nién.

- Trong diéu tri cac con dong kinh toan thé co climg co giat tién phat & ngudi 16n va tré tir 12
tudi tré 1én bi dong kinh toan thé nguyén phat.

4. LIEUDUNG - CACHDUNG: ‘
Liéu dung hang ngay cua levetiracetam can dugc chia lam 2 lan dung.
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DPon tri liéu:

Ngueoi lom va vi thanh nién tu 16 tuoi:
Lleu khéi dau 12 250 mg x 2 lan/ ngay va tang lén dén 500 mg x 2 lan/ ngay sau 2 tuan. Liéu nay
van c6 thé tlep tuc tang thém 250 mg x 2 14n/ ngay cho mdi 2 tudn tity thudc vao dap tmg 1am
sang. Liéu ti da 1a 1500 mg x 2 lan/ ngay.

Piéu tri két hop cho nguoi lon (=18 tuéi) va thanh thiéu nién (tw12-17 tuéi) nang trén 50 kg:
Liéu khoi dau 12 500 mg x 2 1an/ ngay. Liéu nay c6 thé bat dau ngay tir ngay dau tién cua didu
tri.

Can cir trén dap tmg 1am sang va tinh dung nap thude, c6 thé ting liu 1én toi 1500 mg x 2 1an/
ngay. Diéu chinh liu ting 1én hodc giam xudng 500 mg x 2 1an/ ngay cho mdi khoang thoi gian
2 - 4 tuan.

Ngirng dung thudc:

Néu phai ngimg sir dung levetiracetam, khuyén céo nén ngimg thudc tir tir (vi du ¢ nguoi 1on va
thanh thiéu nién nang trén 50 kg: Giam 500 mg x 2 1an/ ngay cho mdi khoang thoi gian 2 - 4
tuan,

Doi twgng dic biét:

Nguoi cao tuéi (65 tudi tro 1én):

Khuyén co hiéu chinh liéu ¢ bénh nhan cao tudi c¢6 ton thuong chirc ning than (xem muc bénh
nhan suy thén).

Suy thdn:

Liéu hang ngay duoc diéu chinh dua trén chirc nang than.

Liéu hiéu chinh cho ngudi 16n va thanh thiéu nién ning hon 50 kg bi suy giam chic niang than.

P thanh thai
Nhém creatinin Liéu lwong va tin suat
(mL/ phit/ 1,73 m?)

Binh thuong > 80 500 - 1500 mg x 2 lan/ ngay
Nhe 50-79 500 - 1000 mg x 2 lan/ ngay
Trung binh 30 - 49 250 - 750 mg x 2 1an/ ngay
Ning <30 250 - 500 mg x 2 1an/ ngay
00 1000 me x 1t ngay @

M: Liéu tan cong khuyén céo 1a 750 mg cho ngay dau tién diéu tri voi levetiracetam.

@: Liéu bo sung khuyén cdo 12 250 - 500 mg sau khi thAm phén.

O tré em suy than, phai diéu chinh liéu ding dua trén méc do suy than vi do thanh thai
levetiracetam lién quan dén chtrc ning than. Khuyén cdo nay dua trén nghién ctru ¢ bénh nhin
nguoi 1én suy than.

D§ thanh thai Liéu lwong va tan suat
Nhém creatinin | Tré em tir 6 - 23 thang tudi,
(mL/ thllt/ Tré em tir 1 - 6 thiang tudi | tré em va thanh thiéu nién
1,73 m") ning dwdi 50 kg
‘ ‘ 7-21 mg/ kg (0.07-021 | 10-30 mg/ kg (0,1 - 0,3 mL/
Binh thuong > 80 mL/ ke) 2 14n/ ngay ke) 2 1an/ ngay
Nhe 0.79 | 7-14mg/kg(0.07-0,14 | 10-20 mg/ke (0.1-02mL/
mL/ kg) 2 1an/ ngay kg) 2 lan/ ngay
N 3,5 - 10,5 mg/ kg (0,035 - 5-15 mg/ kg (0,05 - 0,15 mL/
Trung binh 30 -49 0,105 mL/ kg) 2 1an/ ngay | ke) 2 1an/ ngay
Ning <30 3,5-7 mg/ }(g (0,935 -0,07 |5-10 gng/ kg\ (0,05 - 0,1 mL/
mL/ kg) 2 lan/ ngay kg) 2 lan/ ngay
Biz?lzioan gﬁi ] 7- 14 mg/ kg (0,07-0,14 | 10-20 mg/kg (0,1 - 0,2 mL/
& ' mL/ kg) 11an/ ngay @@ kg) 1 1an/ ngay ®©®

- Pang phai
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| tham phan @ | | |

(M Nén ding dung dich udng cho liéu dudi 250 mg, liéu khong phai 12 cap sé nhan ciia 250 mg

lidu khuyén cdo khong dat dugc bang cdch udng nhiéu vién va cho bénh nhan khong nuét duoc

vién.

@: Lidu tin cong khuyén cdo 1a 10,5 mg/ kg (0,105 mL/ kg) cho ngay dau tién diéu tri véi

levetiracetam.

®: Liéu tin cong khuyén cdo 1a 15 mg/ kg (0,15 mL/ kg) cho ngay dau tién diéu tri voi

levetiracetam.

@: Lidu bo sung khuyén cdo 12 3,5 - 7 mg/ kg (0,035 - 0,07 mL/ kg) sau khi tham phén.

®: Liéu bd sung khuyén cdo 12 5 - 10 mg/ kg (0,05 - 0,1 mL/ kg) sau khi tham phan.

Suy gan:

Khong can chinh lidu dbi véi bénh nhan suy gan nhe dén trung binh. D4i v6i bénh nhéan suy gan

nang thi d§ thanh thai creatinin c6 thé khong dénh gia hét duoc mire do suy than. Vi vay nén

giam 50% lidu duy tri hang ngay khi d¢ thanh thai creatinin dudi 60 mL/ phit/ 1,73 m?.

Tré em: _

Nén sir dung thudc c6 dang bao ché, hinh thic va liéu lwong phit hop nhit dya trén tudi, cin

nang va liéu can ding.

Dang vién nén khong thich hop sir dung cho tré so sinh va tré em dudi 6 tudi. Dang dung dich
uéng s& phit hop hon véi cac d6i twong nay. Thém vao dé, lidu vién nén hién c6 khong phu hop

dé khoi dau diéu tri ¢ tré em nang dudi 25 kg, cho bénh nhan khong thé nubt vién hoac cho chi

dinh liéu duéi 250 mg. Trong tat ca cic trudng hop trén nén str dung dang dung dich udng.

Pon tri:

An toan va hiéu qua ciia levetiracetam & tré em va thanh thiéu nién duéi 16 tudi khi dung don tri

chua dugc thiét 1ap.

Piéu tri phéi hop o tré so sinh tw 6 - 23 thdng 1uéi, tré em (tir 2 - 11 tuéi) va thanh thiéu nién (tir

12 - 17 tuéi) nang duoi 50 kg:

Dang dung dich uong s& phit hop hon dé sir dung cho tré s0 sinh va tré em dudi 6 tudi.

Voi tré em tur 6 tudi tré 1én, nén dung dang dung dich ubng cho liéu dudi 250 mg, liéu khong

phai 1a cap s6 nhan caa 250 mg. Liéu khuyén céo khong dat duoc bang cich udng nhiéu vién va

cho bénh nhan khong nubt dugc vién.

Nén sir dung liéu thép nhat ¢6 hiéu qua. Liéu khoi dau cho tré em va thanh thiéu nién dung 25

kg nén 12 250 mg 2 1an/ ngay vai liu tbi da 1a 750 mg 2 1an/ ngay.

Liéu ¢ tré em ndng tir 50 kg tro lén: Gidng nhu heu cho nguoi 16n.

Diéu tri phéi hop 6 tré so sinh tir 1 - 6 thdng tuéi: Nén st dung dang dung dich udng cho tré so

sinh.

Cdch dung:

Thudc c6 thé udng cung hodc khong cling bira an voi mot luong nude vira du.

5. CHONG CHI DINH: o , ‘
Man cam voi levetiracetam hodc cac dan chat cua pyrolidon hodc bat ctr thanh phan nao cua
thudc.

6. CAC TRUONG HQP THAN TRONG KHI DUNG THUOC:

Khéng duge ngimg thude dot 1ngot do nguy co lam tang tan sudt cac con dong kinh. Khi mudn
ngimng levetiracetam duong udng can ngimg tir tir bang cich giam liéu di 1 g cach 2 tudn mot
lan.

C6 thé xdy ra cdc phan ng da nghiém trong & bénh nhan sir dung levetiracetam (hdi ching
Stevens-Johnson, hoai tir biéu bi nhiém ddc). Can ngung thube ngay 1ap tirc va dp dung céc bién
phap diéu tri thay thé.

Can diéu chinh liéu khi ding cho bénh nhén suy than vi ting nguy co ngd doc thudc. Vi nhitng
bénh nhn suy gan ning, can danh gia chirc nang than trudc khi bat dau st dung thudc.

9/13 TOA367ABB



Thude ¢6 thé 1am khéi phat hoac trAm trong hon nhiing roi loan tim than sén ¢6 & bénh nhan.
Trong truong hop nhu vy, can giam lidu hodc ngimg thude va theo ddi bénh nhan chit ché.

Pi ¢ bao cao vé cac truong hop tu sat, c6 hanh dong tu st & bénh nhén dung levetiracetam.
Thudc 1am tang nguy co c6 ¥ nghi hodc hanh vi ty sét. V1 vay can theo dai sit bénh nhan. Bic
sy ké don can cén nhic giita nguy co ty sit cia bénh nhan va loi ich ciia viée didu tri voi
levetiracetam.

D0 an toan va hi¢u qua cua thudc chua duge xédc lap & tré dudi 1 thang tudi bi con dong kinh
cuc bd, & tré dudi 12 tudi méc dong kinh rung giat co thiéu nién hodc bi dong kinh toan thé tién
phat.

Khong c6 sy khéc biét vé do an toan ciia thude ¢ ngudi tir 65 tudi tré 1én. Tuy nhién con chua cé
du dir lidu dé danh gia hidu qua cta thuéc & nhom dbi twong nay, so sanh véi nhom nguoi tré
tudi.

Levetiracetam c6 thé giy budn nga va mét méi thudng xay ra nhat trong 4 tuan dau didu tri.
Bénh nhan nén dugc theo doi nhitng ddu hidu va triéu chimg nay va khuyén bénh nhan khong
duogc 14i xe hodc van hanh may méc cho dén khi biét chic chan 1a minh ¢6 bi anh huong hay
khong.

Levetiracetam c6 thé gay r6i loan phéi hop van dong. Bénh nhan nén dugc theo ddi nhiing dau
hiéu vé triéu ching nay va khuyén bénh nhan khong dugc 1di xe hodc van hanh may méc cho
dén khi biét chac chin 1a minh c¢6 bi anh huong hay khong.

Levetiracetam c6 thé gy rdi loan huyét hoc nhu giam sb lwong hdng ciu, hemoglobin va
hematocrit, va ting s6 luong bach ciu wa acid. Ngoai ra con ¢ nhitng trudng hop giam sb luong
bach cau, bach cau trung tinh va mat bach cau hat.

Trong mot thir nghi¢m 1am sang ngau nhién, doi ching gia dugc ¢ bénh nhan tir 1 thang tuoi
dén < 4 tudi, c6 su gia ting dang ké nguy co ting huyét ap tdm truong ¢ nhom dung
levetiracetam (17%) so v6i nhém chimg (2%). Khong c6 su khac biét vé huyet ap tam truong
trung binh gitra hai nhém. Su khéc biét vé nguy co nay khong dugce quan sat thiy & tré em 16n
tudi hon hodc nguoi 16n. Theo doi huyét p tim truong ctia bénh nhan tir 1 thang tudi dén < 4
tuoi.

Sy thay d6i vé sinh 1y trong thai ky c¢6 thé anh hudng dén nong do levetiracetam. Sy giam ndng
do levetiracetam trong huyét twong da duoc quan sat thdy khi mang thai, dic biét giam nhiéu
hon trong 3 thang cudi thai ky. Khuyén cdo nén theo ddi bénh nhan can than trong sudt thai ky
va tiép tuc cho dén sau khi sinh dic biét néu c6 sy thay doi lidu trong thai ky.

Thudc ¢6 chira polysorbat 80 c6 thé gdy di tmg va dau thau dau c6 thé gdy budn nén, non, dau
bung, tiéu chay.

Str dung cho phu nir cé thai va cho con bu:

Phy nir mang thai:

Khong du thong tin vé viée st dung levetiracetam & phu nit mang thai. Trir trudng hop thuc su
can thiét, khong st dung levetiracetam cho phu nit mang thai hodc phu nit & do tudi sinh dé
nhitng khong ap dung nhitng bién phép tranh thai hitru hiéu.

Sy thay d6i vé sinh 1y trong thai ky c¢6 thé anh huéng dén ndng do levetiracetam. Sy giam nong
d6 trong huyét twong cua levetiracetam dd duoc quan sat thiy khi mang thai, dic biét giam
nhiéu hon trong 3 thang cudi thai ky (1én dén 60% ndng d6 ban dau truéc khi mang thai). Can
dam bao cham soc 1am sang thich hop cho phu nit mang thai st dung levetiracetam. Ngung st
dung thubc chéng dong kinh c6 thé lam ning thém tinh trang bénh va giy hai cho ba me va thai
nhi.

Phu ni¥ cho con bu:

Levetiracetam bai tiét qua sita me. Vi vay, khong khuyén st dung thude cho phu nit cho con bu.
Do nguy co xay ra cac bién cb c6 hai nghiém trong cho tré ba me, can can nhic dén viéc ngimg
su dung thude hodc ngung cho con b1, can ctr trén mac do can thiét st dung thude cho me.

Anh huwéng cia thudce doi véi cong viée (ngudi van hanh mdy moéc, ngudi dang 14i tau xe,
nguoi lam viée trén cao va cac truong hop khic): Levetiracetam c¢é anh hudng nhe hodc trung
binh dén kha ning l4i xe hodc van hanh may méc. Do ¢6 su khdc nhau vé nhay cam cia timg cd
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nhan véi thude, mot sé bénh nhan c¢6 thé bi budn ngu hoac céc triéu ching lién quan dén hé than
kinh trung wong khac, dac biét 1a khi bt dau diéu tri hodc sau khi tang lidu. Vi thé, nhirng bénh
nhin c6 céc triéu ching trén nén than trong khi lai xe hoac van hanh mdy moéc. Nén khuyén
bénh nhan khong 1di xe hodc van hanh may moc cho dén khi xac dinh dugc 1a thube khong anh
huong dén kha nang thuc hién cac hoat dong do.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC

Thudc chong dong kinh khdc:

Nghién ctru 14m sang thuc hién trén nguoi 1on cho thiy levetiracetam khong anh huéng dén

néng do trong huyét thanh cua cic thudc chéng dong kinh dang s dung (phenytoin,

carbamazepin, acid valproic, phenobarbital, lamotrigin, gabapentin va primidon) va cac thudc

nay ciing khong anh hudng dén dugc dong hoc cia levetiracetam.

Nhu & ngudi 16n, chua ¢6 bang chimg vé tuong tac thudc dang ké nao trén 14m sing & tré em

ding lidu levetiracetam den 60 mg/ kg/ ngay.

Mot danh gia hoi ciru vé - twong tac duge dong hoc ¢ tré em va thanh thiéu nién bi dong kinh (tur

4 - 17 tu01) xéac nhan rang diéu tri phdi hop voéi levetiracetam dung dudng ubng khong anh

hudéng dén ndng d6 trong huyét thanh & trang thai 6n dinh cua carbamazepin va valproat khi

dung ddng thoi. Tuy nhién, dit liéu goi ¥ rang do thanh thai levetiracetam ting 20% & tré em

dung thude chdng dong kinh cam tmg enzym. Khong can thiét phai hiéu chinh licu.

Probenecid:

Probenecid (500 mg 4 1an/ ngay), thudc ngan thai trir & dng than, @rc ché thai trir 6 than cua chat

chuyen hoa chinh, nhung khéng trc ché thai trir ciia levetiracetam. Tuy nhién, ndng do ctia chat

chuyén hoa nay ¢ murc thap.

Methotrexat:

D3 c¢6 bao cao giam do thanh thai cia methotrexat khi sir dung dong thoi voi levetiracetam, két

qua 13 1am tang ndng 4o/ kéo dai thoi gian ton tai cia methotrexat trong mau lam ting ddc tinh.

Nong d6 methotrexat va levetiracetam trong mau nén dugc theo ddi can than ¢ bénh nhan st

dung dong thoi 2 thude.

Thubc tranh thai duwong uong va cdc tuwong tdc duge dong khdc:

Levetiracetam 1000 mg hang ngay khong anh hudng dén dugc dong hoc cia thude tranh thai

duong udng (ethinylestradiol va levonorgestrel); Thong s6 ndi tiét (hormon tao hoang thé va

progesteron) khong bi thay d6i. Levetiracetam 2000 mg hang ngay khong anh huéng dén dugc

dong hoc cua digoxin va warfarin; Thoi gian prothrombin khong bi thay d6i. St dung chung

digoxin, thudc tranh thai dudng ubng va warfarin khéng anh huong dén duoc dong hoc cua

levetiracetam.

Thubc nhudn trang:

C6 nhitng bao cao don 1¢ vé su giam hiéu qua cia levetiracetam khi dung chung véi thudc

nhuan trang thim thiu macrogol khi str dung dong thoi hai thube. Vi vay, khong nén ubng

macrogol trong khoang 1 gio trude va sau khi ubng levetiracetam.

Thirc an va ruou:

Mirc d6 hap thu cua levetiracetam khong bj thay ddi béi thirc dn, nhung tbc d6 hap thu bi giam

di doi chut.

Chua c6 thong tin vé tuong tic ca levetiracetam véi ruou.

8. TAC DUNG KHONG MONG MUON:

Rat thirong gép, ADR > 1/10

Nhiém tring va nhiém ky sinh trung: Viém mili, hong.

Than kinh: Budn ngu, nhirc dau.

Thuong gap, 1/100 <ADR < 1/10

Chuyén hoa va dinh dudng: Biéng an.

Tam than: Tram cam, hung hiang/ kich dong, lo 4u, mat ngu, cang thang/ khé chiu.
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Thén kinh: Co giat, roi loan can béng, chong mat, hon mé, run.

Tai va tai trong: U tai.

Phéi, nguc va trung that: Ho.

Tiéu hoa: Pau bung, tiéu chay, kh tiéu, budn ndn, nON.

Da va cac mo dudi da: Phat ban.

Toan than: Suy nhugc/ mét moi.

It gap, 1/1.000 <ADR < 1/100

Mau va hé bach huyét: Giam tiéu cau, giam bach cau.

Chuyén hoa va dinh dudng: Sut can, ting can.

Tam than: Hanh dong tu sét, y dinh tu sat, r6i loan tAm than, hanh vi bt thuong, 4o gidc, gian
dir, trang thai ld 1an, con hoang loan, 16i loan cam xuc/ thay ddi cam xc, kich dong.

Than kinh: Mat trf nhé, suy giam tri nhd, rdi loan/ mat diéu hoa phéi hop van dong, di cam, roi
loan chu y.

Mit: Nhin d6i, nhin mo.

Gan mat: Xét nghiém chtic ning gan bét thuong.

Da va cac mo dudi da: Rung tdc, eczema, ngura.

Co xuong va mo lién két: Yéu co, dau nhuc co.

Bi thwong, nhiém ddc va bién ching: Chin thuong.

Hiém gap, 1/10.000 < ADR < 1/1.000

Nhiém triing va nhiém ky sinh tring: Nhiém trung.

Mau va hé bach huyét: Giam toan thé huyét cau, giam bach cAu trung tinh, mét bach cau hat.
Mién dich: Phét ban do thudc c6 kém ting bach ciu wa acid va cic triéu ching toan than
(DRESS), qua man (bao gém pht mach va soc phan v¢).

Chuyén hoa va dinh dudng: Ha natri huyét.

Tam than: Ty sat, rdi loan nhan céch, suy nghi bét thuong.

Than kinh: Chirng mua giat mda von, roi loan van dong, ting dong.

Tiéu héa: Viém tuy.

Gan mat: Suy gan, viém gan.

Da va cdc md dudi da: Hoai tir biéu bi nhiém ddc, hoi chimg Stevens-Johnson, hong ban da
dang.

Mb ti mot s6 phan ing khong mong mudn cu thé:

Nguy co biéng an cao hon khi levetiracetam dwoc ding chung véi topiramat. Trong nhiéu
truong hop rung téc, thdy c¢6 phuc hoi khi ngung st dung levetiracetam. C6 phat hién sy trc ché
tay xwong & mot s ca giam toan thé huyét cau.

Tré em:

Cic phan tng khéng mong mudn cua levetiracetam néi chung giéng nhau giita cdc nhém tudi
khi diing theo chi dinh di dwgc chap nhan. Trong thtr nghiém 1am sang dbi chung gia duoc, tinh
an toan cua levetiracetam khi dung ¢ tré¢ em giéng voi khi dung ¢ ngudi 16n ngoai trir cdc tic
dung khong mong muén vé hanh vi va tdm than thuong gap hon 6 tré em.

Trong mot thtr nghiém mu doi, dbi chimg gia dugc vé an toan cua levetiracetam & tré em cho
thdy két qua chirc nang hanh vi va cam xic té hon & ngudi ding levetiracetam. Tuy nhién, & ddi
tuong dung levetiracetam dai han, chirc nang hanh vi va cam xtc trung binh khong té hon.

9. QUA LIEU VA CACH XU TRI:

Tri¢u ching: Budn ngu, kich dong, gay g0, suy giam ¥ thtc, suy ho hip va hon mé.

Xir tri: Néu qua liéu cap thi c6 thé rira da day hoac gay non. Chua co thudc giai doc déc hiéu dbi
vé6i levetiracetam. Xt tri qua liéu chu yéu 13 diéu tri triéu chimg va ¢ thé tham tach mau. Hiéu
qua tham tach 13 60% ddi véi levetiracetam va 74% d6i véi chat chuyén hoa dau tién.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong diing qua liu chi dinh.
11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT:

Sdn xuat tai:
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DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Pudng D17, Khu Cong nghiép My Phudc 1, Phudng Théi Hoa, Thi xa Bén Cét, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688
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