https://trungtamthuoc.com/

""\u .

hi diing theo don thude

FAMATAR 100

Topiramat 100 mg
DPoc kjj hudng dan siv dung trude khi ding
Dé xa tim tay tré em
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1. Thanh phén cong thire thude
M&i vién nén bao phim chira:
Thanh phin duoc chat: Topiramat 100 mg.
Thanh phan t4 duge: Lactose monohydrate (GranuLac® 200); Microcrystalline cellulose type 101;
Starch, Pregelatinised (Lycatab C); Sodium starch glycolate type A; Silica, colloidal anhydrous
(Aerosil® 200); Magnesium stearate; Hypromellose 2910 (Vivapharm® HPMC E6); Polyethylene
glycol (PEG) 6000; Titanium dioxide; Talc (Luzenac 00); Mau Yellow iron oxide (Yellow Coninor
E-172). '
2. Dang bao ché
Vién nén bao phim.
MO ta san phdm: Vién nén tron, bao phim mau vang, hai mét tron, canh va thanh vién lanh lan.
3. Chi dinh
- Pong kinh cuc bd ¢d hode khdng kém theo dong kinh toan thé héa thir phat, dong kinh toan b thé
co cing gidt rung nguyén phat.
- Diéu tri dong kinh kém theo hdi chiing Lennox-Gastaut.
- Dy phong dau ntra déu.
4. Céch ding, liéu diing
Cich ding: Thudc ding dudng udng, ubng nguyén vién, khéng duge bé, nhai hodc nghién nét vién
thudc va thudc nay dung khéng phu thude vao bita an.
Li¢u diing:
Chu y chung
Phai khoi ddu véi lidu thap, sau d6 xac dinh lidu c6 téc dung, viée xac dinh liéu phai dua trén dap
rng ctia bénh.
Trong mét sb truong hop khi dung topiramat két hop véi phenytoin phai didu chinh lidu cua
phenytoin dé dat hiéu qua t6i da. Khi thém hodc rit phenytoin va carbamazepin khoi didu trj phbi
hop véi topiramat phai didu chinh liéu cta topiramat.
Nhung bénh nhén dang bi hodc co6 tién str bi co giat hodc dong kinh, duogc diéu tri voi céc thude
chong dong kinh, ké ca topiramat, khi ngiing thudc phai tir ti, dé giam thiéu nguy co co gidt hodc
tang tAn s6 con co giat.
Liéu hiing ngdy co thé ting din mdi tudn 50 - 100 mg cho ngudi 16n bj dong kinh va 25 - 50 mg cho
ngum [6n dang duing topiramat vdi lidu t61 100 mg/ngay dé dy phong dau nira dau.
Dbi voi tré em khi ngiing topuamat phdl tlr tir trong vong 2 - 8 tuln.
Piéu tri dong kinh véi mot s6 thude

Chii y y chung
Khi can ngung viée didu tri phdi hop nhidu thuée chéng dong kinh dé thay thé bang don trj ligu voi

topiramat, can chd y hiéu luc thubc du kiém soat bénh. D& dam bao an toan khi rat cac thubc chng
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dong kinh, can phai rat tr tir: 1/3 lidu trong mdi 2 tudn. Khi rat céc thubc cam Ung men, ndng d6
topiramat bi ting 1€n, lidu topiramat can giam cho phd hop.

Nguoi lon

Liéu [uong cin xac dinh theo dp tng lam sang. Khoi ddu 25 mg mdi budi téi trong vong 1 tudn.
Sau d6 mdi 1 - 2 tudn ting 25 hogc 50 mg/ngay chia 2 14n, néu bénh nhan khdng dung nap, cé thé
tang v6i lidu nho hon va khoang cach ting lidu dai thém. Liéu khoi diu cta topuamat trong diéu tri
mét thube cho nguorl I6n 1a 100 mg/ngay ti 200 mg/ngay chia lam 2 1An. Lidu t6i da 500 mg/ngay
chia lam 2 14n. Mt sb bénh nhan c6 thé dung nap 1000 mg topiramat/ngdy trong don tri li€u. Nhiing
lidu nay 4p dung cho ngudi I6n va ngudi cao tudi khong bi bénh thén.

Tré em trén 6 tuoi

Liéu lugng cho tré em can xéc dinh theo dép ung lam sang. Diéu tri cho tré em trén 6 tudi khai dau
0,5 t6i 1 mg/kg/mdi budi toi tlong vong 1 tudn dAu tién. Sau d6 mdi 1 - 2 tudn ting 0,5 t6i 1
mg/kg/mbi rngay chia lam 2 14n. Néu tré em khong dung nap, c6 thé ting voi liéu nho hon va khoang
cach tang lidu dai thém. Liéu khoi déu ctia topiramat trong dleu tri mot thude cho tré em trén 6 tudi
[a 100 mg/ ngay chia lam 2 l4n tuy theo dap (g lam sang (li idu nay khoang 2,0 mg/kg/ngay cho tré
tr 6 - 16 tudi)

Piéu tri dong kinh vai nhidu thube (ddng kinh cuc b ¢ hoiic khong kém theo dong kinh toan
thé hoa thir phat, dong kinh toan b thé co cirng gidt rung nguyén phat, djng kinh kém theo
hi chirng Lennox-Gastaut.

Ngwoi lon
Khéi ddu didu tri véi 25 - 50 mg mdi budi tdi trong vong 1 tudn. Nhiing lidu thap hon chua duoc

bao céo hodc chua dugc nghlen ctru mdt cach ¢ hé théng. Sau d6 cir 1 dén 2 tudn ting 25 - 50 mg/
ngay chia 1am 2 14n. Mt sb bénh nhan dép tng véi 1 lan mdi ngay. Trong thir ldm sang diéu tri
nhidu thube, liu thap nhét c6 tic dung cua topiramat 200 mg/ngay. Lidu thuorng dung la 200 - 400
mg/ngay chia 2 [dn. Nhiing liéu nay ap dung cho ngudi l6n va ngudi cao tudi khong bi bénh than.
Tré em trén 2 tudi

Pidu trj cho tré em trén 2 tudi khoi dau 25 mg/ngay hozc it hon (khoang 1 t6i 3 mg/kg) cho mbi bubi
tdi trong vong 1 tudn dau tién. Sau do mdi 1 - 2 tudn ting 1 mg t6i 3 mg/kg/mm ngay chia lam 2 lan
dé dat hiéu qua téi uu. Lidu khai déu ctia topiramat trong didu tri nhidu thube cho tré em trén 2 tudi
[a 5 -9 mg/kg/ngay chia 2 1An. Lidu hang ngay 1én téi 30 mg/kg/ngay dd dugce nghién ciu va thuong
dung nap tot.

Pau nira dau

Nguo’z lon
Liéu dé nghl cua toplramal dé du phong dau ntra ddu 12 100 mg/ngay chia 2 lan. Khai dau véi 25

mg/mdi toi trong 1 tudn, sau d6 mdi tudn ting 25 mg/mdi ngay chia lam 2 lan. Ncu bénh nhéan khong
dung nap, c6 thé ting véi liéu nho hon va khoang céch ting lidu dai thém. Mot s6 bénh nhén c6 tac
dung t6t véi liéu 50 mg/ngdy. Mot s6 bénh nhan pha1 dung lidu Ién téi 200 mg/ngay, tuy nhién cén

than trong vi ¢6 thé ting tc dung khong mong mudn.
Tré em: Khong chi dinh topiramat trong diéu tri hodc ngin nglra dau nira dau cho tré em vi chua du

tai liéu vé do an toan va hiéu qua diéu tri.
Lidu thwong dung cho mot sb ddi twong dic biét
Suy thdn
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Nhiing bénh nhén suy chirc nang than (Clu < 60 mL/phat), phai thin trong khi dung topiramat vi do
thanh thai tai huyét lucrng va than ctia thude bi giam. Nhiing nguoi bi suy thén cin mot thoi gian dai
hon dé dat trang thai dn dinh véi moi lidu. Nhung bénh nhan suy thén giai doan cudi, vi topiramat
bi loai khdi huyet tuong bang thdm tach do d6 cén bd sung 1 lugng topiramat bang 12 lidu hang
ngay cho moi lan thadm tach. Lidu nay phai chia lam 2 [4n ubng vao ltic bt d&u va khi két thiic thdm
tach. Lugng thudc bd sung c6 thé thay ddi tuy theo ddc tinh ctia thiét bi tham tach.

Suy gan

CAn thén trong khi dung cho nhitng nguoi suy gan tir trung binh t&i ndng vi do thanh thai cua
topiramat bj gldm

Nguoi cao tuéi: Khong cin didu chinh liéu cho ngudi cao tudi khong bj bénh thén.

Péi véi cdc lieu diing khong phit hop ham lugng 100 mg, chuyén sang thudc c6 ham luwgng diing
theo huwong dan.

5. Chong chi dinh

Qua mén véi bat ky thanh phdn ndo dugc liét ké & muc "Thanh phin cong thirc thuéc".

Phu nii ¢6 thai va phuy ni trong do tudi sinh san khong str dung cac bién phép tranh thai hi¢u qua
cao.

Tré em duéi 2 tudi.

6. Cinh bao va than trong khi ding thuoc

Trong trudng hop cin ngling topnamat can c6 bién phdp gldm sat thich hgp. Cling glong nhu céc
thudc chéng dong kinh khac, mot sé bénh nhan c6 thé ting tin sb con dong kinh hodc xuét hién thé
dong kinh méi véi topiramat. Hién tugng nay co thé do qua liu, giam ndng do trong huyet tuong
ciia cac thube chdng dong kinh dung phéi hop, bénh tién trién hodc tac dung nghich. Ubng nhiéu
nuée trong khi ding topiramat 13 rdt quan trong. Bu dii nude c6 thé giam nguy co soi than. Ubng,
di nudce trude va trong khi hoat dong nhu khi luyén tap, hodc tiép xtic véi nhiét d§ cao c6 thé tranh
duoc nhiéu tac dung khong mong mudn c6 lién quan dén nhiét.

R&i logn hanh vi/tram cam

Ting nguy co rdi loan hanh vi hodc trAm cam d4 dugc quan sét thdy trong qué trinh diéu tri vai
topiramat.

Hanh vi tw tve/y dinh tw tiv
Hanh vi tu tir va y dinh tir ty d& dugc bdo cdo véi mdt s6 bénh nhén diéu trj véi cac thude chéng

dong klnh khong loai trlr nguy co nay dbi voi topiramat. Co ché ctia nguy co nay chua dugc biét 13,
mdt sb tai lidu trong mot nghién ctru 1dm sang mu doi, hién tugng nay xay ra cho 0,5 % bénh nhén
dung toplramat (cao gép 3 14n so voi gia ducrc)

Do d6 cén giam st chit ch& bénh nhén vé nhitng d4u hiéu cta hanh vi va y dmh tu tor va co bién
phép diéu tri thich hop. Bénh nhén va nhiing ngudi cham s6¢ bénh nhéan cling cdn dugc biét 16 dau
hiéu ctia hanh vi va y dinh ty tor.

Sdi thin
Mot s& bénh nhan, dic biét nhitng ngudi trude do da bi soi than, c6 thé bi tang nguy co soi than lién

quan dén céc dAu hiéu nhu dau quin than dau suon.

Nhitng yéu té nguy co soi than bao gbm: Tlen str ¢O soi than, yeu t gia dinh c6 soi thin va canxi
trong nudc tiéu cao. Néu khéng c6 nhitng yéu t6 trén thi c6 thé khing dinh viéc tao soi trong qud
trinh didu tri 1a do topiramat. Nhitng bénh nhan dung déng thoi nhiing thude gay soi than cling lam

tang i ro nay.
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Gidm chirc ning gan

Nhiing ngudi bi tén thuong gan can than trong khi ding topiramat, vi dé thanh thai cta topiramat
c6 thé b glam

Dau miit cip tinh va glocom goc dong thir phdt

Triéu ching dau mét cp kém theo glocom goc déng da duge bao cdo & nhitng bénh nhéan didu tr
véi topiramat.

Triéu ching gom Giam thi luc cép tinh hodc dau mit. Kiém tra mit c6 thé thdy ton thuong mit, tién
phong bi kho, mit bi do, ting nhan 4p, ¢6 thé c¢6 hotc khong gidn dong tur. Triéu chung nay cé thé
lién quan dén su tran dich & thé mi d&n dén sy thay d6i méng mat va thAu kinh & tién phong va
glocom goc dong. Tac dung nay xay ra trong vong 1 thang sau ngay khoi dau didu tri. Glocdm goc
déng nguyén phat thudng it xay ra cho ngudi dudi 40 tudi, glocom goc dong thir phat thuong xay ra
cho ca ngudi 16n cling nhu tré em. Cén ngung topiramat va didu tri ngay bang cac bién phap thich
hop nhdm gidm nhan ap. Nhan ap ting do bt cir nguycn nhan nao, néu khong dugc didu tri kip thoi
c¢6 thé ¢6 di ching nghlem trong ké cd mu vinh vidn, Cin cin nhéc khi dung topiramat cho bénh
nhan tidn sir bi bénh vé mét.

Nhiém axit chuyén hod
Tang: Clorid trong mau, cac vung tréng khong - anion, nhiém axit chuyén hoa (glam natri carbonat

duéi mirc binh thudng, khong c6 cac kidm cta dudng ho hdp) cé lién quan dén didu tr bang
topiramat.

Hién tuong giam natri carbonat trong huyét thanh do topiramat tc dung Ién carbonic anhydrase clia
than.

Hién tuong giam bicarbonat thuong xay ra sém, tuy nhién van c6 thé xay ra bat clr luc nao trong qua
trinh diéu tri. Mirc do giam thudng tu nhe t6i trung binh (Trung binh giam 4 mmol/L v&i lidu 100
mg/ngay hodc hon & nguoi 16n va xAp xi 6 mg/kg/ngay O tré em). Cé biét c6 bénh nhén giam dudi
10 mmol/L. Mot s6 diéu kién hodc bénh c6 thé gdy ting axit (nhu bénh thdn, b¢nh dudng hd hap
niing, dong kinh, tiéu chay, dang phiu thuat, ché d6 an sinh ceton, hodc mdt s6 thude nhat dinh) cling
lam ting tac dung ha bicarbonat clia topiramat. Nhidm axit chuyén hoa man tinh c6 thé lam ting
nguy co soi than va dan dén lodng xuong.

Nhiém axit chuyén ho man tinh & tré em c6 thé bi cham 16n. T4c dung cia topiramat trén xuong tré
em chua dugc nghién ciru mdt cach c6 hé théng.

Néu xay ra nhiém axit chuyén hod, can gidm lidu hodc ngling thude (dung liéu nhé hon).

CAn than trong khi dung topiramat cho nhiing bénh nhén c6 nguy co nhi&m axit chuyén hoa.

Bé sung ché dé dinh duing

Mot sb bénh nhan c6 thé bi giam can khi diéu tri v6i topiramat, do dé cin gidm st sy giam cén va
bd sung ché d¢ dinh dudng trong qua trinh diéu trj.

CANH BAO TA DUQC

Thubc nay cé chia lactose. Vige sir dung thube ndy khong dugc khuyén co & nhitng bénh nhan
khong dung nap galactose, thiéu lactase hodic hdi chirng kém hép thu glucose hodc galactose (bénh
di truyén hiém gip).

7. Sit dung thude cho phu nit ¢6 thai, cho con bi va kha ning sinh sin

Phu nir ¢ thai
Chua c6 du nhitng nghién clru c6 kiém soat tdt tac dung ctia topiramat cho phuy nii c6 thai.
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Nhiing tai liéu nghién ciu vé phu nif ¢6 thai cho réng cé su lién quan gitta viéc ding topiramat trong
thoi ki mang thai v6i nhitng di dang bim sinh (khiém khuyét so - mit nhu: St moi/ham &ch; 16 tiéu
léch dudi va mot sb di tat cac bo phan khéc cia co thé). Hién tugng nay ciing dugc bao cao VO
topiramat (trong don tri li¢u hogc khi két hop nhiéu thudc).

Mat sb tai liéu cho ring trong didu tri nhidu thude (topiramat két hop nhiéu thude dong kinh khéc),
nguy co sinh quai thai cao hon khi diéu tri vdi topiramat don doc.

Phu nif trong do tudi sinh san can ap dung bién phap tranh thai an toan khi didu tri véi topiramat.
Thoi ky cho con bu

Nhiing nghién ctru trén stc vét cho thdy topiramat co tiét qua sita. Su bai tiét ciia topiramat qua siia
nguoi chua duge danh gia bang nhitng nghién ciru c6 kidm soat. Vi nhidu thuéc c6 thé bai xuét qua
sita ngudi, do dé cée ba me dang cho con bl hogic ngimg cho con bt hodc nging thude tuy theo tAm
quan trong cua thudc déi véi ngudi me.

Diéu tri dpng kinh trong thoi ky mang thai

Trong thoi k¥ 6 thai, chi dugc chi dinh topiramat sau khi da théng tin ddy dt cho phu nit mang thai
vé& nguy co khong kiém soat bénh va nhiing tac dung khong mong muén ctia thude dbi véi bao thai.
Dw phong dau nia diu

Chéng chi dinh topiramat cho phy nit mang thai va phu nii trong do tudi sinh san khéng ap dung
bién phap tranh thai an toan.

8. Anh huéng ciia thudc 1én kha niing lai xe, vin hanh may moc

Topiramat anh hudng dén kha ning lai xe va van hanh mdy véi mirc do tir nhe toi vura phai, vi thude
tac dung lén hé than kinh trung vong gy chong mét, hoa mit, hodc céc triéu chirng lién quan. T hube
con gdy rdi loan thi gidc, nhin mo. Nhiing téc dung khong mong mudn ndy co thé gdy nguy hiém
cho ngudi 1ai xe hodc van hanh méay. Do d6 bénh nhén ¢cén than trong va phai xac dinh dugc phan
{rg cua ban than vdi thude.

9. Twong tic, twong ky, cuia thude

Tac dong ciia cic thude chdéng dong kinh khéc trén topiramat

Khi topiramat dugc ding két hop véi cac thube chéng dong kinh khac (phenytoin, carbamazepin,
valproic axit, phenobarbital, primidon) khong anh hudng dén ndng do thubc & trang théi on dinh,
ngoai trir ¢4 bigt cé bénh nhan khi duing topiramat voi phenytoin c6 thé lam ting ndng do phenytoin
trong huyét tuong. Didu nay c6 thé do sy (e ché isoenzym dc hiéu (CYP2C19). Do d6, bénh nhan
nao c6 biéu hién triéu chimg ngd doc phenytoin can phai gidm sét ndng do ciia phenytoin.

Nhitng nghién cu vé tuong tac duge dong hoc trén bénh nhén dong kinh khi ding topiramat véi
lamotrigin cho thdy khéng anh hudng dén ndng do thudc & trang théi dn dinh cuia lamotrigin vai lidu
topiramat 100 t&i 400 mg/ngdy. Hon nita cling khong ¢6 thay dbi nong dd thubc & trang thai 6n dinh
ctia topiramat trong va sau khi nging didu tri v6i lamotrigin (liéu trung binh 12 327 mg/ngay).
Topiramat (rc ché enzym CYP2C19 nén c6 thé anh huong t6i cac thude duoc chuyén hod qua enzym
nay (vi du diazepam, imipramin, moclobemid, proguanil, omeprazol).

Téc dong cia cac thude chdng dong kinh khic dén topiramat

Phenytoin va carbamazepin lam giam ndng do topiramat trong huyét tuong. Khi thém hodc rat
phenytoin hofic carbamazepin ra khoi két hop véi topiramat cin phai diéu chinh liéu, bang cach danh
gid hiéu qua 14m sang. Viéc thém hodc rut axit valproic khong lam thay dbi nong dd topiramat trong
huyét twong, nén khong cAn diéu chinh lidu.

Cac tuong tac nay dugc tém tit nhu sau:
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Dﬁ:lg ch:mg c.zic thu(r")c Nong do t!lui")c cl'lfmg dong Néng d6 topiramat
chong dong kinh khac kinh khac
Phenytoin ™ !
Carbamazepin (CBZ) > J:
Axit valproic > >
Lamotrigin > “—
Phenobarbital > NS
Primidon > NS
> Khoéng anh hudng trén ndng do huyét tuong (thay ddi < 15 %)
e Nong do trong huyét twong gia ting tiy timg ca nhan
J Nong dé trong huyét twong giam
NS Khéng cé nghién ctu
Do khong cé cac nghién ciu v& tinh twong ky cua thude, khéng tron 14n thudce nay véi cac thude
khac.

10. Tac dung khéng mong mudn cia thude

Do an toan cua topiramat di dugc danh gia tir két qua nghlen clru 1dm sang:

Topiramat lam thuée hd trg diéu tri dong kinh toan bd thé co cting gidt rung nguyén phat, dong kinh

cuc bd, dong kinh c6 kém theo hdi chig Lennox-Gastaut. 37
Dung don doc topiramat trong didu tri mot sb triéu chimg co gidt méi, vira xay ra hodc du phong _
dau nira dau.

T4c dung khong mong mudn lhucmg tir nhe tGi trung binh. z
Nhiing tac dung khéng mong muén duge xac dinh trén 1am sang hodc trong qué trinh luu hanh thube '
duoc thong ké nhur sau:

ADR rit hay géip > 1/10 =
Chung: Giam cén.

Hé than kinh: Di cam, ngu ga, hoa mit.

Heé tiéu hoa: Budn nén, tiéu chay.

Nhiém khudn: Viém miii - hau.

Toan thdn: Mgt moi.

Réi logn tam thdn: Tram cam.

ADR thwong gdp > 1/100 téi < 1/10

Chung: Tang can.

Méu v hé bach huyét: Thiéu mau.

HE¢ thdn kinh: R6i loan sy chu ¥, suy giam hodc mét tri nha, rdi loan nhan thirc, khong tap trung tu

twdng, roi loan tAm than vén dong, co giét, mét thing bang, run rdy, ngli mé mét, giam cam gidc

ngoai da, may mat, mét vi gidc, noi ngong, budn ngu.

Méit: Nhin mo, nhin dbi, rbi loan thi gidc.

Tai va mé dao: Chéng mit,  tai, dau tai.

Hé hé hdp, ngue va trung that: Khé thé, chay mau cam, ngat mii, xudt tiét miii.

Hé tiéu hod: Non, tdo bon, dau bung trén, déy hoi, khé miéng, ti loan tiéu hoa, rbi loan vi giac,

viém da day.

Than va tiét ni¢u: Soi than, kiém nigu, khé tiéu.

Da v t6 chite dwdi da: Rung 16ng toe, ndi mén, nga.
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H¢é co xuwong: Pau khdp, dau co, co thit co, giat co, yéu co, dau hé co - xwong nguc.
Chuyén hod: Chén &n, gidm cam gidc ngon miéng.
Khde: Sét, suy nhuoc, kich dong, y nghi bét thuong, budn phién.

H¢ mién dich: Man cam.
Tdm than: Phan Gmg cham, mét ngu, rdi loan ngdn ngff, lo au, béi rdi, mat phuong hudng, qua khich,

thay d6i hanh vi, di nhin nhay, chan nan, tirc gidn, hanh vi bat binh thuong.

ADR it gdp > 1/1000 t6i < 1/100

Chung: Tinh thé trong nudc tiéu, dang di bét binh thuong, giam bach cAu.

Tim: Nhip tim chdm, nhip xoang cham trong nguc

Mdu var hé bach huyét: Giam bach cAu, giam tiéu cau, bénh hé lympho, giam bach cAu ua eosin.

Hé than kinh: Giam nhén thirc, dong kinh con 16n, dong kinh cuc bo phic tap, khé phat m, kich
dong qua murc, ngét, rdi loan hodic mét cam gidc, ngl nhiéu, mét ngdn ngit, ndi 1ap, giam hoic rdi
loan vén dong, chéng mit tu thé ding, chét 1ucmg gidc ngu kem cam giac bong, rdi loan khiru giac,
giam hodic mat vi gidc, siing sO, vung vé, kho viét, kho nudt, rdi loan than kinh ngoai bién, rbi loan
truong luc, cdm giac kién bo.

Mét: Giam thi luc, 4m diém, dau mat, can thi, cam glac bat thuong trong thudng trong mét, kho mit,
so anh sang, chay nudc mit, hoa miit, gidn dong tir, vién thi.

Tai va mé dao: Diée 1 hoidc 2 bén, vbi loan hodc giam thich giéc.

Hé hé hdp, nguc va trung thét: Kho thd ndng, xudt tiét xoang miii, khé phat am.

HE tiéu hod: Viém tuy, ddy hoi, trao nguoc da day - thuc quan, dau bung dudi, gidm cam giac & T
miéng, chay mau loi, chuéng bung, tang tiét nude bot, dau miéng, hoi thd c6 mui, dau ludi. 1A
Thdn va tiét niéu: Soi dudng tiét niu, tiéu tién khong kiém soat, tiéu ra mau, tidu 14t nhét, dau than, A

dau quan théan.
Da vé 16 chite dudi da: Giam tiét mo hdi, may day, ban do, ngia, ndi man, da bién mau, viém da di 3
rng, sung mat. R
H¢ co xuwong: Sung khép, cing khdp xuong, dau hong.

Chuyén hod: Nhiém axit chuyen ho4, ha kali huyét, ting cdm gidc ngon mi¢ng, khét nhiéu.

Hé mach: Ha huyét ap, ha huyét p tu thé ding, néng bing, thd nong.

Chung: Thén nhiét cao, triéu chirng gidng ctim, ué odi, lanh ngoai bién, cam giac say ruou, cam giac

bdn chdn.

Néing lye: Giam kha nang hoc tép.

Hé sinh san: R&i loan kha ning cuong, rdi loan kha ning tinh dyc.

Tam tf?dn Y dinh tu tr, c6 ging tu i, do giac, rdi loan tAm than, 4o thanh, 4o anh, lanh dam, noi

cham, rdi loan gidc ngd, dap tng chdm, giam hodc mét sinh luc, hiéu dong, keu la, n6i kho, trang

thai sang khodi, hoang tudng, con hoang s¢, chay nudc mét, mét ngt dau gidc hoic giita gidc, suy

nghi bét thuong, tho o, thic gidc som.

ADR hiém gdp > 1/10 000 t6i < 1/1000

Giam bicarbonat tlong mau, giam bach cAu trung tinh, ting nhay cam ¢ da, giam khiu giac, mit kha

nang dinh danh, run ray, mét van dong, khong dap rng v6i kich thich, mu thoang qua, glocdm, rdi

loan didu tiét mét, phtt mi mét, mi ban dém, ling cdn canxi dudng tidu, éng than nhiém axit, hoi |
chimg Stevens - Johnson, ban do da hinh, da c6 mui bét thuong, pht quanh 4m diém, hoat dong tay

chan kho, hung cam.
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Théng bdo ngay cho bdc sy hodic dirge sy nhiing tdc dung khong mong mudn gdp phdi khi sit dung
thuoc.

11. Qua lidu va cach xir tri

Triéu ching va ddu hiéu

Qua lidu topiramat da duoc bao céo.

DAu hidu va triéu chung gbm: Co gidt, ngu li bi, rbi loan ngdn ngit, nhin ma, nhin doi, ton thucmg
tri nhé, ngh mé mét, mat thing bang, sling so, ha huyét ap, dau bung, kich dong, chong mat va trAm
cam. Tinh trang lam sang hau hét cac trudong hop déu khong nghlem trong, nhung tir vong da dugc
bao cdo xay ra voi nhiéu loai thude trong dé c6 topiramat. Qua | idu topiramat c thé dan dén nhiém
axit nghiém trong

Diéu tri

Truong hop qua liéu cip tinh, néu méi uong thudc, cén rira da day va ding thude gy ndn ngay.
Than hoat dugc dé hap thu nhiing phén thuéc con trong da day. Diéu tri bing cach tro stc va bu
nude. ThAm téch méu c6 thé loai topiramat ra khoi co thé.

12. Dic tinh dwge lye hoe

Nhém duwoe 1y: Thube chdng dong kinh khac.

Mé ATC: NO3AXI11.

Co ché tic dung cuia topiramat chua duoc biét rs. Mic du thude 1a mot te nhan e ché yéu cacbonic
hydrase, nhung diéu nay it c6 y nghia vé tic dung chdng co gidt. Phong dién nhanh ctia ving hai ma
ctia chudt bi gidm boi topiramat, tdc dung nay co thé lién quan téi sy ¢ ché kénh calci hogic natri.
Tuy topiramat tuong tac voi gamma - aminobutyric axit (GABA), benzodiazepin, serotonin,
adrenegic, muscarinic hodc cac vi tri gén receptor dopamin, nhung ciing c6 tac dung trc ché sy giai
phéng cac axit amin kich thich thu dong tu phét va phong bé céac kénh natri phu thudc dién thé, hoat
tinh ctia adenosin monophosphat va axit kainic do d6i khang & vi tri receptor.

C6 4 dic tinh c6 thé gop phan vao téc dung chéng dong kinh cta topiramat: Thir nhat su tang khur
cuc cta neuron than kinh bi phong bé boi topiramat. Th{ hai, topiramat lam tang tan s6 GABA hoat
hoa receptor GABA-A va thic ddy hoat tinh cia GABA tao ra 1 dong ion clorid vao trong cac
neuron, lam ting hoat ddng cua (rc ché dén truyén than kinh. Thi ba, d6i khang véi hoat tinh cia
kainat hoat hoa kainat/alpha-amino-3-hydroxy-5-methylisoxazol-4-propionic axit cta receptor axit
amin dé bi kich thich (glutamat). Cubi cling, topiramat (rc ché enzym carbonic anhydrase, ddc biét
cac isozym Il va IV.

Topiramat lam tdng dang ké ndng 46 GABA n#o ngudi trong vong 3 gid va duy tri ndéng do nay it
nhét 6 gio. Su ting GABA trong dich ndo tuy c6 lién quan t&i ngan ngtra con dong kinh & bénh nhan
bi dong kinh cuc bd phirc tap. Topiramat cfing lam ting ndng d6 homocarnosin va pyrrolidinon trong
ndo ngudi. Viéc tdng ctia nhirng chét nay c6 tac dung hiép ddng véi topiramat bao vé ndo khoi nhiing
con dong kinh.

13. Dic tinh dwge dong hoc

Duogc dong hoc cia topuamat cling tuong tu ner céc thude chong dong kinh khéc: Nira doi sinh hoc
dai, duoc ddng hoc tuyén tinh, thai trir chu yéu qua than, gin véi protein khong déng k&, it c6 chét
chuyén hoa c¢6 hoat tinh. Topiramat khong phai 1a mot thudc cam (ing céc enzym chuyén hoa nén
¢6 thé ubng thube khong phy thude vao bita n. Trong cdc nghién ctru lam sang, khong cé mdi lién
quan gitta ndng do topiramat trong huyét tuong véi hiu qua cta thudc va tac dung khong mong

I’l1l.10 n.
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Hip thu
lopuamat dugc hép thu nhanh va nhiéu. Sau khi uéng 100 mg topiramat, ndng do dinh trung binh

trong huyét trong ngudi khoé manh 1a 1,5 mcg/ml dat duoc ttong vong 2 t6i 3 gio.

Dua trén dinh lugng '“C-topiramat trong nude tiéu sau khi udng 100 mg, luong hip thu dat it nhét
81 %. Thiic dn khong anh huong dén kha dung sinh hoc cla topiramat.

Phdn b6

Théng thuong, tor 13 dén 17 % topiramat gén véi protein huyet tuwong. Thé tich phén b6 thay doi
theo lleu va trung binh vao khoang 0,80 tgi 0,55 L/kg cho lidu don tir 100 téi 200 mg. Pa thdy anh
huong vé gidi téi thé tich phan bd: Nir khoang 50 % so véi nam (c6 thé do khdi luong mé trong co
thé nir cao hon), su khéac biét ndy khong cd y nghfa vé mit 14m sang.

Chuyén hod

Topiramat chuyén hoa it (~ 20 %, & nhung ngudi tinh nguyen khoé manh). Thude dugc chuyén hoa
téi 50 % o nhitng bénh nhan dung dong thoi voi thubc chong dong kinh cdm tng men. Sau chét
chuyén hoa tao thanh do hydxoxyl hoa, thuy phén hodc cong hop vdi axit glucoronic da dugc phat
hién trong huyét tuong, nude tiéu va phan ngum M®bi chét chuyén hod chi chiém chua téi 3 % luong
l4C-topiramat. Hai chét chuyén hoa con cu tric cia topiramat, it hodc khong o tac dung chéng co
giat.

Thai trie

& ngudi, bai xudt chi yéu qua thén (it nhét 81 % cua lleu) dudi dang topiramat khong bi bién dbi va
cdc chit chuyén hoa Xép xi 86 % cla lidu duoc bai xuat khong thay dbi qua nudc tiéu trong vong
4 ngay Sau khi ung 2 1an/ngay, liéu 50 mg va 100 mg topnamat dd thanh thai trung binh qua thén
xAp xi 18 ml/phut va 17 ml/phat, theo 1an lugt. Ong thén tai hip thu topiramat, didu nay thé hién &
chudt khi cho udng topiramat dong thoi véi probenecid, do thanh théi & thén ting 1én dang ké. Thanh
thai khoi huyét tuong ngudi xp xi 20 t6i 30 ml/phut.

Dugc dong hoc ctia topiramat tuyén tinh véi thanh thai khoi huyét tuong va dién tich dudi dudng
cong ndng do thoi gian tang ty 1é thuén voi lidu udng trong khoang 100 t&i 400 mg & ngudi khoe
manh. Bénh nhén c6 chuc ning than binh thudng dat trang thai 6 &n dinh sau 4 - 8 ngay. Nong do thi
da trung binh sau khi ubng 100 mg x 2 ldn/ngay & ngudi khoé manh 14 6,76 g/ml Sau khi ubng 50
mg va 100 mg topiramat x 2 [An/ngay nua doi sinh hoc trong huyét twong xép xi 21 gio. Dung
topiramat, 100 téi 400 mg x 2 lan/ngay ddng thoi voi phenytoin hodc carbamazepin lam tang ndng
do topiramat trong, huyét tuong.

Do thanh thai huyét twong va than cia topiramat bi gidm ¢ nhiing ngu oi suy than (P thanh thai 60
ml/phit) va do thanh thai huyet twong bi giam ¢ nhung bénh nhan bi bénh thén giai doan cubi.

Véi cing mdt lidu lugng, ndng dd o trang thai 4n dinh cta ngudi suy thén cao hon ngudi binh
thuong, thdm tach mau co thé loai trir duoc topiramat ra khoi huyét twong. Do thanh thai huyét tuong
clia topiramat bi gidm & ngudi bi bénh gan mirc do tir viura phai t&i ning. Do thanh thai huyét twong
clia topiramat khong bi thay déi o ngum cao tudi ¢ chirc ning than binh thuong.

Duwgc dong hoc cilia tré em tir 12 tudi tré xudng

Duoc dong hoc cna topiramat ¢ tré em glong nhu ngudi trudng thanh voi do thanh thai phu thuoe
lidu, ndng dd trong huyét trong & trang thai on dinh ting ty & thuén v&i lidu. Tuy nhién ¢ tré em do
thanh thai cao hon va ntra doi sinh hoc ngén hon, do do ndng do topiramat trong huyét tuong mg/kg
lidu c6 thé 0 tré em thép hon ngudi 16n, vi & ngum 16n cac men gan cam ung thude chéng dong kinh
lam giam ndng do trong huyét twong & trang thai on dinh.
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14. Quy cach dong goéi: Ep vi Alu— Alu hodc Alu-PVC, Hop 3 vi, 5 vi, 10 vix 10 vién; Chai nhua
HDPE, chai 50 vién, 100 vién, 200 vién.

15. Diéu kién bio quin: Bao quan thubc & noi khé, thoang, nhiét do dudi 30°C, tranh dnh sang.
16. Han dang ciia thube: 36 thang ké tir ngy san Xuét.

17. Tiéu chufin chét lwgng cia thude: Tiéu chudn co s6.

Tén, dia chi ciia co s& sén xuét thudc:
CONG TY CO PHAN US PHARMA USA
.6 B1-10, Dudng D2, Khu cong nghiép Ty Béic Cu Chi, 4p Bau Tre 2, x4 Tan An Hoi, Huyén Cu
Chi, Thanh phé H6 Chi Minh.
Moi thic méc va thong tin chi tiét, xin lién h¢ s6 dién thogi 028-37908860

US PHARMA USA

x*
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