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(Vién nén bao phim topiramat)

Cac dau hiéu luu y va khuyen cio:

Doc ky hwong ddn sir dung truée khi dimg.
Dé xa tam tay tré em.

Thong bao ngay cho bac sy hodc duec sy nhirng tdc dung khong mong muon gap phai khi sir
dung thude.

Thuéc nay chi ding theo don thuoce

1. THANH PHAN CONG THUC THUOC

- M&i vién nén bao phim chira:

Thanh phin hoat chit: Topiramate USP... 25mg

Thanh phéin td diege: Microcrystallin cellulose (PH 102), microcrystalline cellulose (PH 101),
lactose anhydrous, natri starch glycolate, silica colloidal anhydrous, magnesi stearat, Opadry
white 15B58774 (HPMC 2910/Hypromellose, titani dioxyd, macrogol/PEG, polysorbate 80).

2. DANG BAO CHE: Vién nén bao phim.
Mo ti dic diém thuoc: o i 3
Vién nén bao phim mau trang dén tring nga, hinh tron, hai mat 161, tron nhan ¢ ca hai mat.

3. CHI DINH

Pon tri liéu cho ngudi 16m, thanh thiéu nién va tré em trén 6 tudi trong diéu tri dong kinh cuc bd
c6 kém hodc khong kém dong kinh toan thé thir phat, va con déng kinh co cimg - co giat toan thé
nguyén phat.

Phoi hop trong diéu tri cho ngudi 16n, thanh thiéu nién va tré em tir 2 tudi tré' 1én bi con déng
kinh khoi phat cuc bg, ¢6 kém hoidc khong kem toan thé hoa thir phat hodc con dong kinh co
cing - co giat toan thé nguyén phat va trong diéu tri con dong kinh lién quan dén hoi ching
Lennox-Gastaut.

Topiramat dugc chi dinh diéu tri du phong dau dau migraine ¢ nguoi lon sau khi danh gia ky
ludng cac bi¢n phap diéu tri khéc. Topiramat khong dung dé didu tri con migraine cap

4. LIEU DUNG - CACH DUNG

Liéu diing

Nén khoi déu lidu thép va chinh liéu sau d6 dé dat dugc mirc liéu cé hiéu qua. Liéu va muc do
chinh Ileu can dua theo dap ung lam sang.

Khong can thiét phai kiém soat nong do topiramat trong huyet turong dé tbi wu hoa didu tri VO‘I
topiramat. Trong nhimg trudng hop hiém gap, khi phoi hop topiramat voi phenytoin c6 thé can
diéu chinh l1eu phenytoin dé dat duoc hiéu qua 1am sang téi wu. C6 thé can diéu chinh liéu
topiramat néu thém vao hoic ngung phenytoin va carbamazepin trong diéu tri phm hop voi
topiramat.

—
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e} nhung bénh nhén c6 hodc khong c6 tién sir co git hodc dong kinh, can nglmg tir tir cac thuéc
chong dong kinh (AED) bao gdm topiramat dé giam thleu kha ning gay dong kinh hodc ting tan
suat dong kinh. Trong cac thir nghiém lam sang, moi tuan liéu hang ngay dugc giam dén 50-100
mg & ngudi 16n mac dong kinh va 25-50 mg & ngudi 16n dang ding topiramat véi liéu 1én dén
100 mg/ngay dé du phong migraine. Trong céc thir nghiém lam sang ¢ tré em, topiramat duoc
ngirng tir tir trong giai doan 2-8 tuan.

Pong kinh - Pon tri liéu

Tfmg quat:

Khi ngimng cac thude chéng déng kinh phéi hop dé dl'mg don tri liéu bfmg topiramat, nén xem x¢ét
dén nhing anh huong c6 thé xay ra cua su ngung thude nay trén su kiém soat con dong kinh.
Khuyen cdo ngung tur tur lidu cua cac thudc chong dong kinh didu tri phdi hop vai ty 1€
khoang '/; mdi hai tuan trir khi cn phai nglrng ngay cac thude chong dong kinh ph01 hop vi lién
quan dén tinh an toan.

Khi ngimg dung cac thuoc gdy cam Ung enzym, nong do cta topiramat s& ting. Cé thé can phai
giam lidu topiramat nnéu ¢6 chi d inh lam sang.

Ngudi truong thanh va tré em 12 tubi tré 1én

Liéu va mirc d6 chinh liéu can dya trén dép tmg 1am sang. Su chinh liéu nén khai déu & liéu 25
mg ding mdi toi trong mot tudn. Sau do, cach mdi 1 tudn hodc mdi 2 tudn, nén ting liéu thém 25
hodc 50 mg/ngdy va chia 2 1an udng. Néu bénh nhan khéng thé dung nap véi ché d6 chinh lidu
nhur vay, c6 thé ting liéu it hon hodc kéo dai hon khoang thoi gian giita cac lan ting liéu.

Liéu dich khoi ddu khuyén céo khi don tri lidu bang topiramat & nguoi 16m tir 100 mg/ngay dén
200 mg/ngay chia 1am 2 lan. Liéu hang ngay t6i da dugc khuyén céo 1a 500 mg/ngay chia lam 2
lan. Mét s6 bénh nhan dong kinh thé khang tri dung nap vdi topiramat ¢ liéu 1000 mg/ngay trong
don tri lleu Cac lidu khuyen cao nay ap dung cho tat ca ngudi 1on, ké ca ngudi cao tudi khong co
bénh vé than.

Tré em (tré trén 6 tudi)

Lidu va téc do chinh lidu can dya trén dap (g lam sang. Tré em trén 6 tudi nén bit dau vei liéu
tir 0,5 dén 1 mg/kg vao mdi t6i trong tuan dau. Sau d6 cach mdi 1 hodc 2 tuan, tang liéu khoang
0,5 dén | mg/kg/ngay, chia hai 1an udng. Néu tré khong thé dung nap véi ché do chinh liéu trén,
¢6 thé tang lidu it hon hoic kéo dai hon thoi gian giita cac lan tang liéu. "

Liéu dich khoi dau khuyén cdo khi don trj liéu bang topiramat & tré em trén 6 tudi la 100
mg/ngay tiy theo dép (mg 1am sang (liéu nay khoang 2,0 mg/kg/ngay & tré 6-16 tudi).

Dong kinh diéu tri phoi hop (ddng kinh khéi phét cuc bd ¢6 kém hodc khong kém toan thé
hoa thir phat, con dong kinh co cirng - co giit toan thé nouyvén phat, hode dong kinh lién
quan dén hoi chirng Lennox-Gastaut)

Nguoi 1on

Nén khoi dau véi liéu 25 t6i 50 mg vao mdi toi trong mét tudn. DA cé bao cdo sur dung lidu khai
dau ths"ip hon, nhung chua dugc nghién ciru mot cach hé théng. Sau d6 cach mdi mot tudn hoic
mdi hai tudn, nén tang licu thém 25-50 mg/ngay va chia 2 lan uéng. Mot s6 bénh nhéin ¢6 thé dat
hiéu qua diéu trj khi dung liéu 1 lan/ngay.

Trong céc thir nghiém 1am sang khi diéu tri phdi hop, 200 mg la mirc lidu thap nhét dat hidu qua.
Liéu dung thong thudong hing ngay la 200-400 mg, chia hai lan.
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Céc khuyén cdo vé liéu ding nay dp dung cho tat ca nguoi 1ém, ké ca ngudi cao tudi hién khong
c6 bénh vé than.

Tré em (tir 2 dén 12 tuoi)

Téng lidu ding khuyén cdo hang ngay cua topiramat khi didu tri phdi hop khoang 5 dén 9
mg/kg/ngay, chia hai lan. Sy chinh liéu nén dugc khoi dau bang 25 mg (hodc thap hon, dua trén
khoang lleu tir 1 dén 3 mg;’kgngay) vao mbi tdi trong tuén dau tién. Sau d6 dé dat duge déap ting
lam sang 161 uu, sau mdi 1 hodc 2 tuin nén tang lidu trong gidi han khoang 1 dén 3 mg/kg/ngay
(chia hai lan udng).

Liéu dung hang ngay 1én t&i 30 mg/kg/ngay da duogc nghién ciru va néi chung duge dung nap tét.
Pau nira diu

Nguoi 16n

Tong liéu khuyén cdo hang ngay cua topiramat trong diéu tri du phong dau dau migraine la 100
mg/ngay, chia lam 2 lan uong Su chinh lidu nén khoi dau bang lidu 25 mg dung moi ti frong
mét tudn. Sau d6 mdi tudn nén tang thém 25 mg/ngay. Néu bénh nhin khong thé dung nap vai
ché do chinh liéu nhu véy, ¢o thé kéo dai hon khoang céch gitra cac lan diéu chinh liéu.

Mot s6 bénh nhén co thé dat hiéu qua voi tong licu hang ngay 50 mg/ngay. Co truong hop bénh
nhin di sir dung tong 11eu hing ngay 1én dén 200 mg/ngay. Licu niy c6 thé htu ich 6 mét )
bénh nhan, tuy nhién, can than trong do ting ty 1é cac tac dung khéng mong mudn.

Tré em

Khong khuyén cdo sir dung topiramate diéu tri hoac phong ngira migraine ¢ tré em do thiéu dir
liéu vé an toan va hiéu qua.

Cic khuyén cdo chung vé liéu diing topiramate trén nhém céc bénh nhén dic biét

Suy thén

O nhirng bénh nhén suy than (CLcg < 70 mL/phit) nén than trong khi udng topiramat boi do
thanh thai cua toplramat ¢ than va huyet tuong g;am Bénh nhan di biét suy than co thé can thoi
gian dai hon dé dat t6i trang thai hing dinh tai méi mirc liéu. Khuyén cdo giam mét nira lidu khoi
dau va liéu duy tri.

(6} nhirng bénh nhan suy than giai doan cudi, vi topiramat bi loai khoi huyét trong khi chay thin
nhan tao, nén bod sung thém khoang nura lidu topiramate thuong dung hing ngay trong nhirng
ngay chay than. Liéu topiramate bo sung khi chay thén nén dugc chia ra dung vao lic bét dau va
khi két thic quy trinh chay thén nhan tao. Liéu bd sung co thé khic nhau duwa trén dic tinh thiét
bi tham tach mau st dung.

Suy gan

Topiramat cin duogc dung than trong ¢ bénh nhan suy gan mirc d§ vira dén nang vi do thanh thai
cua topiramat giam.

Ngudi cao tudi

Khong can chinh liéu & nguoi cao tudi néu chire nang than khong bi suy giam.

Cach dung

Vién nén khong nén dé bi v& va nén nudt véi mot luong nude vira du. "
Déi véi cac licu luvong khong thé ké toa vai ham lugng ghi trén nhan, thi nén ding cac san pham
khac voi ham lugng thich hop.

Céc cong thirc vién nén khéng thich hop cho tré em can liéu dudi 25 mg/ngay. Nén ké don mot
dang bao ché khac.

C6 thé udng topiramat ma khong can quan tim dén bira an.

5. CHONG CHI PINH
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Min cam véi hoat chit hodc bat ¢t thanh ph.ﬂfm ta duoc nao. ’
Dy phong migraine cho phu nir cé thai va phu nir trong do tudi sinh san khéng str dung cac bién
phap tranh thai phu hop.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Téng quan

Trong nhirng truong hop vi 1y do y khoa nén budc phai nging topiramat nhanh chong, khuyén
cao theo ddi mét cach thich hop.

Ciing nhu céc thude chong dong kinh (AED) khac, mot s6 bénh nhan c6 thé bi ting tan sut dong
kinh hodc bt dau co cac kiéu co giat moi khi dung toplramal Nhimg hién tuong nay co thé 1a
hau qua cua dung thuoc qué liéu, giam nong d6 trong huyet twong cua cic thudec AED dang ding
dong tho, bénh tién trién hoic tac dung dao nguoc cia thude.

Cung cap nudc day du cho co thé trong khi sir dung topiramat la diéu rét quan trong. Vi¢c dung
nuge nay ¢d thé giam nguy co bi soi than. Co thé giam nguy co cia nhimg phan mg bat lgi lién
quan dén nhiét bing cach udng du nuée trude va trong cac hoat dong nhur tap thé duc hodc dang
0 noi ¢d nhi¢t do cao

Gidm tiét mo hoi

Giam tiét mo hoi da duge bio cdo c6 lién quan dén sir dung topiramat. Giam tiét mé hoi va ting
than nhiét co thé xay ra dac biét ¢ tré nho trong moi truong nhiét do cao.

R6i loan khi si¢/trim cam

C6 sur gia ting ty 1é m&i xudt hién cac dot rdi loan khi sic va trim cam duge ghi nhin trong thoi
gian dicu tri vdi topiramat.

So6i than

Mot s6 bénh nhan, dac biét nhitng ngudi c¢6 co dia d& mic soi than, c6 thé ting nguy co hinh
thanh soi than va co cac ddu hiéu va triéu chimg lién quan nhu la con dau quan théan, dau viang
than hoac dau bén hong.

Céc yéu t6 nguy co cho bénh soi thén goém hinh thanh séi trudc do, tién sir gia dinh cé bénh s6i
than va tang calci ni¢u. Cac yéu td nguy co nay khong thé du doan mot cach /dang tin c@y viée
hinh thanh séi trong khi diéu tri topiramat. Hon nira, bénh nhan dang ding s thude khéc ¢o thé gay
s0i than thi nguy co c6 thé tang.

Suy than

Nén dung topiramat than trong ¢ bénh nhan suy than (CLCR < 70 mL/phut) vi d thanh thai cua
topiramat qua thin va huyét tuong giam. Dé ¢6 khuyén céo cu thé vé liéu luong & bénh nhén suy
gtam chire ning than, xem phéan Liéu luong va Cach dung.

Suy gan

0] ngum suy gan, topiramat nén dugc dung than trong vi d6 thanh thai cta topiramat c6 thé bj
giam.

Tu t0/Co v dinh tu tur

Y dinh va hanh vi tu tir d3 dugc bdo cido & nhitng bénh nhin duge diéu trj bang thude chong
dong kinh trong mét s6 chi dinh khac nhau. M6t phén tich tong hop cac thir nghiém ngiu nhién,
c6 ddi chirng gia dugc cua cac thude chéng dong kinh cho thﬁy nguy co ¢o y dinh tu tir hay hanh
vi tu tir taing nhe. Chua biét 1o co ché ciia nguy co nay va dir lidu sdn c¢6 khong loai trir kha ning
tang nguy co do topiramat.

Trong cac thir nghiém lam sang mu doi, cac bién ¢b lién quan dén ty tir (y dinh ty tir, co cb ge"ing
tyr tir va tyr tr) xay ra voi tan suat 0, 5% bénh nhan diéu trj véi 10piramat (46 trong s6 8652 bénh
nhan dugc diéu tri) va ty 18 méi méic cao gan gip 3 lan so v6i nhém dung gia duoe (0,2%; 8
trong s0 4045 bénh nhan dugc diéu tr).
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Vi viy bénh nhan nén dugc theo doi cac diu hiéu cua y dinh va hanh vi ty tir va nén can nhic

diéu tri thich hop. Khuyén bénh nhin (va ngudi chiam soc bénh nhan) tim kiém tu van y khoa khi

¢o cac diu hiéu cua y dinh hodc hanh vi tur tir.

Cén thi cép va ting nhdn 4p goc dong thir phét

Mot hdi chirng bao gom can thj cip lién quan dén tang nhan ap goc dong thir phat da duoc bao

cao ¢ bénh nhan udng topiramat. Cac tri¢u chimg bao gbém con giam thi lyc cap kich phat

Vafhoac dau mét. Céc biéu hién khi kham mit bao gom can thi, tién phong nong, sung huyet mit

(d6 mat) va tang ap luc ndi nhan. Cé thé c6 hodc khéng gidn dong tir. Hoi chirng nay c6 thé lién

quan v6i tran dich trén mi dan dén chiém chd phia trude thuy tinh thé va mbng mit véi tang

nhan ap goéc dong thir phat. Cac tri¢u ching dién hinh thmmg xay ra trong vong 1 thang dau

dung topiramat. Trai voi ting nhan 4p goc hep nguyén phat, rat hiém gip ¢ ngudi dudi 40 tudi,

ting nhan ap goc dong thir phat lién quan dén topiramat da duogc béo cao & bénh nhi ciing nhu &

ngudi lon.

Diéu trj bao gdm ngimg topiramat cang nhanh cang t6t theo quyét dinh ciia bac sy diéu trj, va ha —

nhin ap bang céc bién phap thich hop. Nhiing bién phap nay thuong giap ha nhan ap. .
Tang nhan ap do bat ky nguyen nhan nao néu khong duge diéu tri dédu co thé dan dén di chirng NF
nghiém trong bao gém mat thi lyc vinh vién. AL
Cén xéc dinh c¢6 nén diéu tri topiramat cho bénh nhan c6 tién sir vé bénh Iy mit hay khong. HA
Cac khiém khuyét thi gidc CH
Céc khiém khuyét thj gidc khéng lién quan dén ting nhan 4p da dugc bdo cio ¢ nhimg bénh nhin

duge diéu tri bing topiramat. Trong cac thir nghiém lam sang, hiu hét cac bién ¢ nay da c6 thé .
1101 phuc sau khi ngimg dung topiramat. Néu cac khiém khuyét thi giac xuat hién bét cir thoi -

diém nao trong sudt qua trinh diéu tri bang topiramat, nén xem x¢t ngung ding thude.

Toan chuyén héa

Tang clo mau, khong co khoang tréng anion, toan chuyén héa (vi du: giam bicarbonat huyét

thanh dudi khoang gi6i han binh thudng ma khéng ¢6 kiém ho hép) 6 lién quan dén diéu tri voi

topiramat.

Giam bicarbonat huyét thanh 1a do hiéu qua e ché cuia topiramat trén carbonic anhydrase than.

Nhin chung, tinh trang giam bicarbonat nay xdy ra ¢ giai doan sém cua viéc didu tri mic du van

c6 thé xay ra tai bat ky thoi diém nao trong khi diéu tri. Sy giam nay thuong tir nhe t6i trung

binh (giam trung binh 4 mmol/L & lidu 100 mg/ngay hay nhleu hon & nguoi 1on va khoang 6

mg/kg/ngay & bénh nhl) Hiém khi bénh nhén giam dén tri s6 con dudi 10 mmol/L. Cac tinh

trang hay tri liéu c6 thé din dén nhiém toan (nhur 1a bénh than, réi loan hé hap nang, trang thai

dong kinh, ti€u chay, phau thuat, ché do an sinh ceton, hodc sir dung mét sb thude nhét dinh) co

thé 1am tang thém tac ddng giam bicarbonat clia topiramat.

Nhiém toan chuyén héa man tinh lam tang nguy co tao soi thin va c6 kha niang din dén chimg

lodng xuong.

Nhiém toan chuyén hoa man tinh & bénh nhi c¢o thé lam giam tdc do phat trién. Anh huéng cia

topiramat 1én nhimg di tit lién quan dén xvong chwa dugc nghién ciru mot cich hé thong & bénh

nhi hodc ngudi 16n.

Phu thudc vao cac bénh ly nén dang c0, cac danh gia thich hop bao gém muc do bicarbonat

huyét thanh dugc khuyén cdo khi diéu trj voi topiramat. Néu c6 cdc diu hiéu hoic triéu chimg

(nhur 1a thé sau kiéu Kussmaul, khé tha, chan dn, budn nén, nén, mét moi qua mirc, nhip tim

nhanh hodc loan nhip tim), biéu thi nhlem toan chuyf:n hoa, khuyen cao do nong do bicarbonat

huyét thanh. Néu toan chuyen héa xuat hién va kéo dai, cin nhac giam liéu hodc c6 thé ngimg sir

dung topiramat (ngung liéu giam dén).

Can sir dung toplramat than trong ¢ bénh nhan c¢o6 bénh 1y hoac dung cac tri li¢u dugc cho la yeu

t6 nguy co gy xuat hién nhiém toan chuyén hoa.
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Suy giam nhén thic

Suy giam nhan thirc trong bénh dong kinh la do nhiéu yéu t6 va c6 thé do bénh 1y nén, do bénh
dong kinh hodc do diéu tri dong kinh. P cé bao cao trong y vén vé suy giam chirc nang nhén
thire ¢ nguoi 16n khi diéu trl v0i topiramat, da phai yéu cau glam lidu hoic ngung diéu tri. Tuy
nhién, nhitng nghién citu vé tac déng lén nhan thic & tré em diéu trj v6i topiramat chua day du
va anh huong cua no6 can duge lam sang to.

B6 sung chit dinh dudng

M&t s6 bénh nhan c6 thé bi giam can trong khi diéu tri véi topiramat. Khuyén cdo theo doi su
giam can ciia bénh nhan dang ding topiramat. C6 thé xem xét cung cép thuc pham bo sung hoic
tang ché do an néu bénh nhan giam can trong khi dung topiramat.

Khong dung nap lactose

Vién nén topiramat chira lactose.

Khong nén dung thude nay trén cac bénh nhan mic cac bénh vé di truyén hiém gip nhu khong
dung nap galactose, thiéu hut Lapp lactose hodc r6i loan hap thu glucose-galactose.

7. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu ntt ¢ thai

Nguy co lién quan dén dong kinh va cdc thuoc chong déng kinh néi chung

Can tu véan chuyen mon cho phu nir ¢é kha nang sinh san. Xem xét dén su can thiét phai diéu tri
vGi cdc thude chong dong kinh khi bénh nhan nir dang dy dinh ¢6 thai. O phu nir dang dugc diéu
tri bénh déng kinh, nén tranh ngimg cic thuéc chong dong kinh dot ngdt vi didu nay c6 thé dan
tGi cac con co giat dot ngdt co thé gay hau qua nghiém trong cho me va thai nhi.

Bt ctr luc nao, néu duogc, nén vu tién liéu phap don tri liéu vi viée diéu tri voi nhiéu thude chéng
dong kinh c6 thé lién quan dén nguy co di tit bam sinh cao hon so véi ding don trj liéu, tiy theo
cac thude chdng dong kinh ding két hop.

Nguy co lién quan dén topiramat

Topiramat giy quai thai & chudt nhat, chudt cong va tho. O chudt cong, topiramat qua duge hang
rao nhau thai.

(6} ngudi, topiramat qua nhau thai va néng do thude trong mau day ron duge béo cio tuong tu
nhu trong mau cua nguoi me.

Dir lidu 1am sang tir dit lidu quan 1y thai san chi ra tré so sinh phoi nhiém véi topiramat don tri
liéu da co: .

« Tang nguy co di tit bam sinh (dic biét nhu st mbi/hé vom miéng, di tat 16 tiéu thép, va nhiing
bat thuong lién quan dén cac hé co quan khac nhau cua co thé) sau khi dung thude trong 3 thang
dau thai ky.

Dir liéu quan ly thai san cta thuéc chong dong kinh Bac My chi ra ty 1& cdc dj tat bam sinh
nghiém trong ctia nhém dung topiramat don tri lidu cao gip 3 lan (4,3%), so véi nhom khong
dung thude chéng dong kinh (1,4%). Ngoai ra, dir li¢u tir cac nghién ctru khac da chi ra, cé sy
ting nguy co quai thai lién quan dén sir dung thuoe chéng dong kinh trong nhém diéu trj phoi
hop so v&i nhém don tri liéu.

* Ty I¢ tré so sinh nhe can (< 2500 g) cao hon so véi nhom tham chiéu.

* Tang ty 1¢ tre nho hon so vai tudi thai (nho so vai tudi thai [SGA; dugc dinh nghia la trong
luong khi sinh niam dudi mirc phén vi 10 phan trim trén biéu do trong luong da hiéu chinh theo
tudi thai, gigi tinh). Khong thé xac dinh duoc hau qua lau dai cua van dé tré nho hon so véi tudi
thai.

Phu nit ¢é con tiém ning nén sir dung céc bién phap tranh thai hiéu qua va can nhic céc lwa chon
diéu tri thay thé.

Chi dinh dong kinh
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Nén xem xét cac phuorng phap diéu trj thay thé & phu nir ¢6 kha ning sinh san. Néu sir dung
topiramat o phu nir ¢6 kha nang sinh san, khuyén cdo sir dung bién phép tranh thai cé hiéu qua
cao va thong bao day du cho ngudi me ve nguy co da biét cua chimg dong kinh khong kiém soat
dbi voi phu nit mang thai va nguy co tiém tang voi bao thai do thude. Néu mot phu nir du dinh
c6 thai, khuyen céo di kham tur vén truée khi mang thai dé dénh gié lai viéc diéu trj, va can nhéc
cac lya chon di€u tri khac. Trong truong hop dung thude trong ba thang dau cua thai ky, nén theo
dbi tién san can than.

Chi dinh di phong migraine

Topiramat chéng chi dinh v6i phu nir ¢6 thai va phu nit trong d6 tudi sinh san néu khéng sir dung
cac phuong phap tranh thai co hi¢u qua.

Phu nit cho con ba

Nghién ctru trén dong vat da chi ra topiramat duoc bai tiét trong sira. Su bai tiét cua topiramat
vao trong sira me chwa duge danh gia ¢ nhing thu nghiém co dbi chirng. O mét s6 it truong hop
quan sat dugc trén bénh nhan cho thay c6 sy tiét nhiéu topiramat vio sira me. Cic tic dung da
quan sat duogc & tré so sinh/tré nho bu sira ciia ba me dang duoc diéu tri 1a tidu chay, budn ngu,
kich thich kho chiu va tang can khong dﬁy du. Do do, can quyét dinh ¢6 nén ding sira me hoac
ngumg/tranh dung tri li¢u topiramat tuy theo lgi ich cho tré bu sira me va lgi ich cua tri ligu
topiramat d6i véi ngudi me.

Kha ning sinh san

Céac nghién ctru trén dong vat khong phat hign sy suy giam kha nang sinh san do topiramat.

Tac dung cua topiramat 1én su sinh san cua ngudi chua duogce xac lap.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Topiramat gay anh huong nhe hodc trung binh lén kha nang lai xe va van hanh may moc.
Topiramat tac dong trén hé than kinh trung wong va co thé gay budn nga, chong mit hodc cac
triéu chl.mg lién quan khac. No co thé gay ra cac roi loan thi giac va/hodce nhin mo. Nhiing tac
dung bat loi ndy c6 thé gdy nguy hiém cho nguoi bénh khi 14i xe hay van hanh méay moc, dac biét
cho dén khi kinh nghiém dung thubc trén tirmg bénh nhan dugc thiét lap.

9. TUONG TAC, TUONG KY CUA THUOC

Tic dong ciia topiramate Ién cac thuoc chong dong kinh khsc

Phoi hgp topiramate vao phac do dicu tri cua cic thude chéng dong kinh khac (phenytoin,
carbamazepin, acid valproic, phenobarbital, primidon) khong anh huong dén nong do dat trang
thai 6n dinh trong huyét trong ctia cac thude nay, ngoai trir & vai bénh nhan, phéi hop topiramat
khi dang diéu tri voi phenytoin ¢ thé lam tang nong dd clua phenytoin trong huyet fuong. Diéu
ndy co thé 13 do sy trc ché ciia mot enzym dic hiéu dang dong phan da hinh (CYP 2C19). Vi vay,
bt cir ngudi bénh nao dang dung phenytoin ¢6 nhiing déu hiéu hodc tridu chimg lam sang cia
doc tinh thude nén klem tra nong do cua phenytoin.

M{t nghién ctru vé tuong tic dugc dong hoc trén bénh nhan déng kinh da cho thy néu dang
dung lamotrigin, khi thém topiramat ¢ lieu 100 dén 400 mg/ngdy khong anh hudng 1én nong dé
lamotrigin ¢ trang thai on dmh trong huyet trong. Hon nira, ciing khong thay thay dbi vé nong
d6 topiramat ¢ trang thai 6n dinh trong huyét tuong trong khi hodc sau khi ngimg diéu trj véi
lamotrigin (liéu trung binh 1a 327 mg/ngay).

Topiramat trc ché enzym CYP 2C19 va co thé gay tré ngai cho cac chét khac duoc chuyén hoa
bdi enzym nay (nhu dlazepam imipramin, moclobemid, proguanil, omeprazol).

Téc dong cua cic thude chéng dong kinh khic 1én topiramate
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Phenytoin va carbamazepin lam giam nong dd huyét tuong cua topiramat. Khi phdi hop hodc
ngimg phenytoin hay carbamazepin trong khi dang diéu trj v6i topiramate c6 thé can chinh liéu
dung cua topiramate. Sy chinh liéu nay nén tién hanh dya vao hiéu qua 1am sang,

Dung thém hodc ngimg acid valproic khong lam thay doi déang ké vé mit 14m sang nong do trong
huyét twong clia topiramate va, do d6, khéng can diéu chinh liéu ding ctia topiramat.

Céc tuong tac nay duge tom tit nhu sau:

Céc thude chéng dong kinh khéac | Nbéng do cac thube chong Nong d¢ topiramat
dung dong thoi dong kinh khac
Phenytoin ¥k !
Carbamazepine (CBZ) > JL
Valproic Acid > >
Lamotrigin > >
Phenobarbital — NS
Primidon > NS
“» = Khoéng anh huong 1én ndng do huyét twong (thay doi < 15%)
= = Nong d§ huyét tuong gia ting tiy timg ¢4 nhan
l = Nong d6 huyét tuong giam
NS = Chura nghién ciru

Cic twong tic thube khic

Digoxin

Trong nghién ctru don liéu, dién tich duéi duong cong (AUC) cta nong d6 digoxin trong huyét
tuong giam 12% khi dung dong thoi véi topiramat. Tuong quan vé mat lam sang cua quan sat
nay chua duge thiét lap. Khi topiramat dugc ph01 hop thém vao hay ngirng dung & nhirng nguoi
bénh dang diéu tri voi dlgoxm canchay kiém tra dinh ky digoxin trong huyet thanh.

Cic thubc e ché hé thin kinh trung wong

Viéc dung chung topiramat véi rugu hodc cac thude tre ché hé than kinh trung wong khac chwa
duge danh gia trong cic nghién ciru lim sang. Khuyén cdo khong ding dong thoi topiramat véi
ruou hodc cac thudc tre ché hé than kinh trung wong khéc.

St John's Wort (Hypericum perforatum)

Co6 thé quan sat thay nguy co giam nong do trong huyet twong din dén mét hiéu qua khi dung
topiramat dong thoi véi St John's Wort. Chua ¢6 nghién ctru 1am sang danh gia sy tuong tac tiém
tang nay.

Cic thubc tranh thai dwong udng

Trong nghién ctru twong tac duge dong hoc ¢ nhimg ngudi tinh nguyén khoe manh dang sir dung
dong thoi voi cdc thude tranh thai dudng udng dang két hop chira 1 mg norethindron (NET) va
35 mcg ethinyl estradiol (EE) topiramat dugc st dung don thuan véi lidu 50 t&i 200 mg/ngay
khong lam thay d6i dang ké co ¥ nghia thong ké trong phoi nhiém trung binh (AUC) cua cac
thanh phén co trong thude tranh thai uéng. Trong mot nghién ciru khac, phoi nhiém véi EE giam
coy nghla thong ké & lidu 200, 400 va 800 mg/ngay (twong tng l1a 18%, 21% va 30%) khi sur
dung phdi hgp & nhimg bénh nhian dong kinh dang udng acid valproic. O c¢a hai nghién ciu,
topiramat (50-200 mg/ngay & ngudi tinh nguyén khoe manh va 200-800 mg/ngay & bénh nhéan
dong kinh) khong anh hudng dang ké lén phoi nhiém vai NET. Mic du trong khoang lidu
topiramat tir 200-800 mg/ngay (¢ bénh nhin dong kinh), phoi nhiém EE ¢6 sy suy giam phy
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thude liéu, nhu'ng trong khoang liéu toplramat tir 50-200 mg/ngay (6 nguoi tinh nguyén khoe
manh), phoi nhiém EE khong bi thay d6i phu thude liéu dang ké. Chua quan sat thay ¥ nghia 1am
sang cua nhiing thay doi nay.

Nén can nhic kha nang lam giam hi¢u qua cua thudc tranh thai duodng uéng va tang nguy co xudt
huyét d6t ngdt & bénh nhan dang dung thudc tranh thai duong udng dong thoi voi topiramat.
Bénh nhan dang dung thuoc tranh thai cé chita estrogen nén duoc din do bao cao bat ky sur thay
dbi nao trong vén dé xut huyet cua ho. Hi¢u qua cua thudc tranh thai c6 thé giam tham chi khi
khéng c6 xuat huyét.

Hydrochlorothiazid (HCTZ)

Mot nghién clru tuong tac thude- thuoc dugc thyc hién & trén nguoi tmh nguyén khoe manh, dé
danh gia duge dong hoc ¢ trang thai 6 on dinh ciia HCTZ (lieu 25 mg mdi 24 gid) va topiramat (96
mg mdi 12 gid) khi ding don ddc va két hop voi nhau. Két qua nghién ciru nay cho thiy
Cax cUa topiramat tang 27% va AUC tang 29% khi phm hop voi HCTZ. Y nghia l1am sang cua
thay d6i niy chua 1. Diéu tri phéi hgp HCTZ véi topiramat c6 thé can phai chinh liéu topiramat.
Duogc déng hoc & trang thai 6n dinh ciia HCTZ khong b1 anh huéng dang ké bai dung dong thoi
topiramat. Két qua xét nghi¢m lam sang cho thay ¢o giam kali huyet thanh sau khi ding
topiramat hay HCTZ, mirc giam nhiéu hon khi hai thudc niy dung cing ltc véi nhau.

Lithium

Trén nguoi tinh nguyén khoe manh, quan sat théy ¢o su giam phoi nhiém hé théng voi lithium
(18% AUC) khi ding dong thoi topiramat 200 mg/ngay. O nhimg bénh nhin r6i loan ludng cuc,
dugc dong hoc cua lithium khéong b1 anh huodng trong thoi gian diéu tri voi topiramat 200
mg/ngay; tuy nhién, sau khi dung topiramat téi mire 600 mg/ngay thi c6 ting phoi nhiém hé
thong (26% AUC). Khi dung dong thoi voi topiramat, cén phai theo doi nong do lithium.
Glibenclamid

Mot nghién ciru tuong tac thude-thude duge thue hién ¢ bénh nhan dai thao duong typ 2 dé danh
gLa vé dugce dong hoc ¢ trang thai 6n dinh cta glibenclamid (5 mg/ngay) dung don doc va dung
dong thoi voi topiramat (150 mg/ngay). Thiy c6 giam 25% AUC,4 cua glibenclamid trong khi
diing topiramat. Phoi nhidm hé théng ciia cac chat chuyén héa co hoat tinh, 4- rrans-hydroxy-
glyburid (M1) va 3-cis-hydroxyglyburid (M2), ciing bi giam lan lugt 13 13% va 15%. Dugc dong
hoc & trang thai 6n dinh ctia topiramat khéng bi anh huong khi ding dbng thoi vai glibenclamid.
Khi dang diéu tri glibenclamid thém topiramat, hay khi dang diéu tri topiramat thém
glibenclamid, phai dac biét chu v véan dé theo doi bénh nhan thuong xuyén nhim kiém soat tinh
trang bénh dai thao dudng mét cach thich hop.

Metformin _

Mot nghién ctru tuong tac thube-thude dugce thyc hién ¢ nguoi tinh nguyén khoe manh dé danh
gid vé duge dong hoc & trang thai 6n dinh ctia metformin va topiramat trong huyét twong khi
ding metformin don doc hay ding dong thdi metformin va topiramat. Két qua cta nghién ctru
cho théy Crax va AUCq.124i6 trung binh cuia metformin ting lan luwot 1a 18% va 25%, trong khi gia
trj CL/F trung binh giam 20% khi metformin dugc ding dong thoi véi topiramat. Topiramat
khéng anh hudng 18n t,, cua metformin. Y nghia 1am sang tac dong cua topiramat 1én duge
dong hoc ctiia metformin chua ro. Sy thanh thai qua huyet trong khi udng topiramat ducmg nhu
giam khi ding cing véi metformin. Mirc d6 thay doi cta sy thanh thai thi chua dugc biét. Y
nghia 1im sang cua tic dong ciia metformin d6i véi duge dong hoc ciia topiramat chua rd.

Khi topiramate dugc diung phéi hop hay ngimg ¢ bénh nhén dang diéu tri metformin, phai dac
biét chti y van dé theo doi thuong xuyén dé kiém soat tinh trang bénh ddi thio duomg mét cich
thich hop.

Pioglitazon

Nghién ctru twong tic thude-thude duge thue hién & nguoi tinh nguyén khoe manh dé danh gia
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dugce dong hoc ¢ trang thai 6n dinh clia topiramat va ploglltazon khi dung don ddc va dung dong
thoi. Quan sat thay giam 15% AUC cua pioglitazon ma khong thay d6i vé Cpnax.ss. Két qua nay
khéng co ¥ nghia théng ké. Thém vao dé, c¢o ghi nhan giam 13% Cux. va 16% AUC,  cia chat
chuyén hoa hydroxy c6 hoat tinh, va giam 60% Cuxs va AUC; i clia chat chuyén hoa keto ¢o
hoat tinh. Y nghia lam sang cua nhiing phat hién nay chua biét.

Khi dang diéu tri pioglitazon thém topiramat, hay khi dang diéu tri topiramat thém pioglitazon,
phai dac biét cha y van dé theo ddi bénh nhan thudong xuyén dé kiém soét tinh trang bénh dai
thao duwong mot cach thich hop.

Risperidon )

Cac nghién ciru tuong tac thude-thude duoe thye hién trong dicu kién dung don lidu trén nguoi
tinh nguyén khoe manh va da liéu trén bénh nhan r6i loan ludng cuc, cho két qua twong ty nhau.
Khi dung chung voi topiramat ¢ liéu topiramat ting timg nic 1a 100, 250 va 400 mg/ngay, thi
thay ¢6 giam phoi nhiém hé thong (16% va 33% AUC ¢ trang thai hang dinh vai cac liéu l1an
luot 1a 250 va 400 mg/ngay) cua risperidon (khoang liéu dung tir 1 dén 6 mg/ngay). Tuy nhién,
sur khac nhau vé gia tri AUC d6i v6i toan bd thanh phan hoat tinh cta ting thude giira phac do
diéu tri don thuan VoI nspendon va didu tri ph01 hop voi toplramat khong cé y nghia thong ke.
Cé thay doi rat it vé duoc dong hoc cua toan b phin hoat tinh (risperidon va 9-
hydroxyrisperidon) va khéng thiy thay d6i vé duogc dong hoc cia 9-hydroxyrisperidon. Khong
¢o thay doi dang ké trong phoi nhiém hé thong cua toan bo phan hoat tinh cua risperidon, hay
topiramat. Khi phéi hop topiramat (lidu 250-400 mg/ngay) vio phac do risperidon dang ding
(lidu 1-6 mg/ngay), cac bién cb bit loi duge bao cdo thudng xuyén hon so voi trude khi ding
topiramat (90% va 54%, twong (mg). Cac bién cb bt lgi duge bao cao thuong xuyén nhét khi
phéi hop topiramat vao phac do risperidon la: budn nga (27% va 12%), di cam (22% va 0%) va
budn nén (18% va 9%, tuong tng).

Cac loai tu‘o’ng tac khac

Cac thuoc co kha nang gay soi than

Topiramate khi ding ddng thoi véi céc thude cé kha nang gy soi than thi cé thé lam tang nguy
co soi than. Trong khi ding topiramate, nén tranh ding dong thai véi cac thude nay vi ching co
thé tao ra moi trudng sinh ly, lam tang nguy co hinh thanh soi than.

Acid valproic

Khi dung chung topiramat vgi acid valproic trén bénh nhan dung nap véi timg thude néu ding
dcm ddc, ¢o6 hién tuong ting amoniac mau co thé kém hodc khong kém theo bénh nao. Trong s da
s6 cac truong hop, cdc triéu chimg va dau hiéu s& giam bét khi ngirmg mét trong hai thudc (xem
phan Canh bdo va théan trong va Tdc dung khéng mong muén). Phan g bit loi nay khong phai
1a do mot twong tac duoc dong hoc. .

Giam than nhiét, dugc dinh nghia 1a sy giam bat ngd nhiét do co thé xudng dudi 35°C, da dugce
b4o cdo c6 lién quan dén six dung dong thoi topiramat va acid valproic (VPA) ¢6 hodc khong két
hop véi ting ammoniac mau. Bién cb bit loi nay ¢ nhirng bénh nhan ding dong thoi topiramat
va valproat c¢6 thé xay ra sau khi bat dau diéu trj véi topiramat hodc sau khi ting liéu hang ngay
cua topiramat.

Cic nghién ciru bd sung vé tuong tic duoc dong hoc thude

Cac nghién ctru 1am sang dugc thyce hién dé danh gia cac twong tac dugc dong hoc ¢6 thé c6 giira
topiramat va céc thude khac. Su thay ddi C e hay AUC do twong tac dugc tom tit dudi day. Cot
thir hai (nong do cac thude phm hop) mé ta nhitng thay doi di vai nong dd cua cac thude ph01
hop dugc liét ké trong cot dau tién khi ding két hop vdi topiramat. Cot thir ba (nong do
topiramat) mé ta su ding chung ciia cic thude duge liét ké trong cot 1 s& anh huong nong do
topiramat nhu thé nao.

Tom tat cac két qua tir cac nghién ctru bo sung twong tic duge dong hoc thude

o
T
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Thude phéi hop Nong d6 cac thude phodi hop” [Nong do topiramat
Amitriptylin < Tang 20% CnlEm va AUC NS
ctia chéat chuyén hoa
nortriptyline
Dihydroergotamin (Pudng uéng > o
va tiém dudi da)
Haloperidol <> Tang 31% AUC cula chat NS
ma murc dé chuyén hoa bi
giam
Propranolol <> Tang 17% Coax dbi véi 4- Tang 9% va 16% C,ay , tang

OH propranolol (TPM 50 mg
moi 12 gio)

9% va 17% AUC (tuong (rng
v61 40 va 80 mg propranolol

méi 12 gid)

Sumatriptan (Puong ung va tiém — NS

dudi da)

Pizotifen > >
Diltiazem Giam 25% AUC cua diltiazem Tang 20% AUC

va giam 18% trong DEA, va
«> cho DEM*

Venlafaxin > —
Flunarizin Tang 16% AUC —

(TPM 50 mg mdi 12h)°

% = Gi4 tri % la thay doi cia Cmax hodc AUC trung binh tuong tmg voi don tri li¢u
<> = Khong ¢6 anh huong trén Cmax va AUC (thay doi <15%) so vai hoat chat ban dau

NS = Khéng co6 nghién clru

- DEA = des acetyl diltiazem, DEM = N-demethyl diltiazem
= AUC cua flunarizin ting 14% ¢ nhimg bénh nhan udng flunarizin don dc. Vige gia tang nay

c6 thé do tich liy thube trong sudt thoi gian dat dugc trang thai on dinh trong huyét tuong.

Twong ky Do khéng ¢6 cac nghién ciru v¢ tinh tuong ky cia thude, khong tron 1an thude nay

véi thude khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Tinh an toan clia topiramat di dugc danh gid qua cac dir liéu thir nghiém 1am sang gom 4111
bénh nhén (3182 dung topiramat va 929 dung gia duoc) tham gia vao 20 thir nghi€ém mu doi voi
topiramat phm hop trong diéu tri cac con co cirng - co giat toan thé nguyén phat, cac con khoi
phat cuc bd, cac con co gidt lién quan dén hoi chimg Lennox-Gastaut va 2847 bénh nhan tham
gia vao 34 thir nghiém nhan mé, véi topiramat don doc trong diéu tri cac thé dong kinh méi hodc
vira méi duogc chan dodn, hodc du phong migraine. Pa sé cac phan tng bét loi & mire do tir nhe
cho t6i trung binh. Céc phan (g bat loi duge nhén biét trong cac thir nghiém 1dm sang, va trong
qua trinh sir dung sau khi luu hanh thudc trén thj truong (biéu thi boi “*”) duoc liét ké theo ty 1é
xudt hién trong thir nghiém 1am sang tai Bang 1. Cac tan suit duoc chi dinh nhu sau:

Rét thuong gip: > 1/10,

Thuong gap: = 1/100 téi < 1/10,

it gap: > 1/1000 t6i < 1/100,

Hiém gip: > 1/10.000 t6i < 1/1000,
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Chua duoc biét: khong ude tinh duge tir cac dir lidu co san.

Céc phan tng bét loi thuong gap nhét (phan tng c6 ty 1€ mai xuét hién > 5% va c ty 1¢ cao hon
so gia dugc trong it nhét 1 chi dinh diéu tri trong cac nghién cliru mu doéi, co dbi chimg véi
toplramat) bao gom: chan an, glam ngon miéng, suy nghl chim, tram cam, roi Ioan ngon ngi
dién dat, mét ngu, bat thuong vé phdi hop van déng, rdi loan chi ¥, choang vang, rbi loan vén
ngén, rdi loan vi giac, giam cam giac, ngu lim, giam tri nhg, rung giat nhan cau, di cam, budn
ngu, run, nhin déi, nhin mo, tiéu chay, budn nén, mét moi, dé kich thich, va giam can.

Tré em

Céc phan (mg bét loi duge bao cdo thudng xuyén hon ¢ tré em (= 2 lan) so v&i ngudi 16n trong
cac thir nghiém mu doi ¢cé dbi ching, bao gom:

* Giam ngon miéng
* Tang thém an

« Nhiém toan ting clo mau

» Giam kali mau

« Hanh vi bit thudong
 Kich dong

* Tho o

« Mt ngu déu gidc

* Y dinh tyr tir

* Réi loan chu ¥

* Ngu lim

« Rbi loan nhip thirc ngu trong ngay
« Chit luong gidc ngu kém

s Tang tiét nudc mat
* Nhip xoang cham
« Cam gi4c bt 6n

« R6i loan dang di

Cac phan tng bat loi khong xay ra ¢ nguoi I6n nhung duge bao cdo ¢ tré em trong cac nghién
ctru mu doi co déi chirmg bao gom:

« Tang bach cau 4i toan

« Tang dong do tam than van dong

* Chong mat

* Non

» Téing than nhiét

« SOt

« Mt kha nang hoc tip

Co quan

A A
Tan suat

Tac dung ngoai y

Nhiém khuan = va
nhiem ky sinh tring

Rat thuong gap

Viém mii hong *

R6i loan méau va hé
bach huyét

Rat thuong gap

Thiéu mau

it gdp

Giam bach cdu, giam tiéu ciu, bénh hach bach huyét,
tang bach cau ai toan.

va dinh dudng

Hiém gip Giam bach cau trung tinh*
Roi loan hé mién dich | Thuomg gap Qua man

Khéng 15 Phu né do di tmg*
R6i loan chuyén hoéa | Thudng gap Chan an, giam ngon miéng

It gap

Nhiém toan chuyén héa, giam kali mau, ting thém an,
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khat nhiéu.

Hiém gap

Nhiém toan ting clo mau

R61i loan tam than

Rit thuomg gip

Tram cam

Thuong gép

Suy nghi cham, mat ngu, roi loan ngén ngir dién dat, lo
au, trang thai la lan, mat dinh huong, gay hén, thay dm
khi sac, kich dong, tinh khi bat thuong, khi sac trdm
cam, gian dir, hanh vi bat thuong,

ft gap

Y dinh ty tt, ¢6 gang tr tur, a0 giac, rdi loan tdm than,
4o thanh, ao thi, tho o, mat kha nang noéi luu loat tu
phat, rdi loan gidc ngu, cam xuc khong 6n dinh, giam
ham muén tinh duc, tang dong, hay khoc, ching kho
noi, khi sic phon pho, hoang tuong, tu duy ¢6 chap, con
hoang loan, dé khoc, r6i loan doc, mat ngu dau gidc,
mat cam xuc, suy nghi bat thu'orng, mat ham mudn tmh
duc, bo pho, mat ngi giita gidc, khé tip trung, tinh gic
som, phan ung hoang loan, cam xtc ting dong.

Hiem gap

Hung cam, chung roi loan hoang s¢, cam giac tuyét
vong*, hung cam nhe.

R6i loan hé than kinh

Rat thuong gip

Di cam, bu6én ngu, chodng vang

Thuong gap

Roi loan chu vy, suy giam tri nhd, chirng quén, roi loan
nhan thire, giam chirc ning tim than, giam cic k¥ ning
tdm than van dong, co giét, bat thudng vé phdi hop van
dong, run, ngi lim, giam kha nang thu cam voi kich
thich, rung giat nhén cau, roi loan vi giac, 161 loan thang
bang, rdi loan vin ngén, run chu v, an than.

It gap

Suy giam y thirc, co giat con lon, roi loan thi gidc, co
giat cuc bo phire tap, 161 loan 11 ndi, ting dong do tim
than vén d(mg, ngat, r6i loan cam gidc, tang tiét nudce
bot, mat ngon ngir, lap lai 1oi noi nhiéu lan, giam chirc
nang van dong, roi loan véan dong, choang vang tu thé,
chat lwgng gidc ngi kém, cam giac nong bimng, mat cam
gidc, roi loan khiru gide, hoi ching tiéu ndo, rdi loan
cam giac, giam vi gidc, trang thai siing so, vung vé
trong pth hop hoat dong, tién triu, mat vi giac, kho
viét, 1'01 loan ngon ngtr, bénh than kinh ngoai bién, cam
giac sap ngét, roi loan truong luc co, cam giac kién bo.

Hiém gap

Mit diéu khién hoat dong chu vy, roi loan nhip thic ngu
trong ngay, tang cam giac khi kich thich, giam khiru
giac, run vo cin, mat van dong, khong dap ng vaoi kich
thich.

R61 loan mat

Thudng gap

Nhin ma, nhin déi, ré1 loan thi giac

It gap

Giam thi lyc kich phat, diém mu, cdn thi*, di cam ¢
mat*, khé mat, so anh sang, co that mi mat, ting tiét
nudc mat, hoa mat, gian dong tir, vién thi.

Mu mot bén, mu thoang qua, tang nhan ap, 16i loan diéu
tiét, thay doi kha nang cam nhén chidu sau, diém mu
nhap nhdy, phit mi mat*, chimg quéng ga, giam thij luc

Téang nhan ap goc dong™, bénh Iy hoang diém*, roi loan
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ctr dong mat*, phu két mac*

Ro1 loan tai va tién | Thuong gip Choéng mat, u tai, dau tai
dinh it gap Piéc, diéc mot bén, diée than kinh, khé chiu trong tai,
gidm thinh luc.
Roi loan tim It gip Nhip tim cham, nhip xoang cham, danh trémg nguc.
R6i loan mach méau It gap Ha huyét ap, ha huyét ap tu the
Do burng, nong bung
Hiém gap Hién twong Raynaud
R&i loan ho hép, léng Thuong giap Kho tho, chay mau miii, sung huyét miii, sO mii, ho*
nguc va trung that It gap Khoé tho khi ging sire, ting tiét dich xoang mii, chimg

kho phat am

R&i loan da day rudt

Rét thuong gip

Buon non, tiéu chay

Thuong gidp Nén, tao bon, dau vung bung trén, kho tiéu, dau bung,
kho miéng, kho chiu ¢ da day, di cam & miéng, viém da
day, kho chiu ¢ bung.

it gap Viém tuy, diy hoi, trao nguoc da day thuc quan, dau
vung bung dudi, giam cdm gidc ¢ mi¢ng, chay mau
nudu rang, chuéng bung, kho chiu ving thugng vi, dau
bung am i, ting tiét nude bot, dau trong miéng, hoi tho
¢6 mui, dau ludi.

Hiém gip Viém gan, suy gan

Roi loan da va mé | Thuomg gip Ruyng toc, phat ban, ngira

dudi da It gip Giam tiét mo hai, giam cam gidc ¢ mat, noi mé day,
hong ban, ngtra toan thin, ban dat phang, da d6i mau,
viém da di ing, sung mat.

Hieém gap Hoi chimg Stevens-Johnson™, hong ban da dang*, da ¢
mui bat thudng, phit quanh héec mat*, néi mé day khu
tra

Khong 13 Hoai tir da nhiém doc*

Roi loan co xuwong va | Thuong gap Pau khop, co that co, dau co, co rat co, yéu co, dau
mb lién két Xuong ving nguc

it gap Sung khop*, co cung co xuong, dau bén hong, moi co.

Hiém gip Kho chiu ¢ chi*

R6i loan than va hé | Thuomg gip S6i than, tiéu lat nhat, tiéu kho

tiét niéu It gap Tiéu ra soi, ticu khong ty chu, tiéu mau, dai ticu tién
khéng tu chu, tiéu gip, con dau quin than, dau ving
than

Hiém gap S6i niéu quan, nhiém toan 6ng thian*

Réi loan h¢ sinh san | It gap Réi loan cuong duong, roi loan chirc nang tinh duc

vavu

Réi loan toan than va
tinh trang tai noi
dung thuoce

Rét thuong gap | Mét moi

Thuong gap Sot, suy nhuge, dé kich thich, réi loan dang di, cam giac
bat thuong, cam giac kho &

it gap Téng than nhiét, khit, bénh giong cam*, ué oai Iir dtr,

lanh ngoai bién, cam gidc nhu say rugu, cam giac bon
chon lo s¢

Hiém gap

Pha mat
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Céc chi s6 khac Rat thuomg gap | Giam cin

Thuong gap Tang can*®

s6 luong bach cau, ting enzym gan.

It gap Co tinh thé trong nudc tiéu, dang di bat thuong trong
nghu;:m phap di bo theo dudng thang chan noi got, giam

Hiém gip Giam bicarbonat mau

Cac hoat dong xa hgi | It gip Mat kha ning vé hoc tap

* duogc xac dinh 1a mét phan tng bat lgi tir cac bao cdo tu phat sau khi luu hanh thudc trén thi
truong. Tan sudt cua phan {rng nay duoc tinh dya trén ty 1€ xuat hién trong thir nghiém lam sang,
hodc dugc tinh riéng biét néu khong xay ra trong cac thir nghém 1am sang.

11. QUA LIEU VA CACH XU TRi

Triéu chirng va diu hiéu

Qua liéu topiramat da dugc bao cdo. Dau hiéu va triéu chimg bao gf)m co giat, budn ngu, r6i
loan 161 no61, nhin mé, nhin dé1, sa sat tinh than ngi lim, bat thudng phdi hop, siing s0, ha huyét
ap, dau bung, kich dong, choang vang va tram cam. Hau hét cac truong hop, tién trién lam sang
khong trAm trong, ngoai trir nhimg truong hep tr vong duge bdo céo sau khi sir dung qua liéu
nhiéu thude c6 bao gém topiramat.

Qua liéu topiramat cé thé gay nén nhiém toan ch uyen hoa ning

Diéu tri

Trong truong hop qua liéu cap topiramat, néu bénh nhan vira méi uéng vao, nén lam trong da
day ngay bang cach rira da day hoac giay nén. Than hoat tinh cé kha nang hap phu topiramat in
vitro. Nén ding céc bién phap hd trg thich hgp va bénh nhin nén duge bl nudc day du. Loc mau
duoc chi ra 1 phuong cach hiru hiéu dé loai topiramat ra khoi co thé.

12. PAC TiNH DUQC LUC

Nhém diéu trj duge 1y: Thude chdng dong kinh khac. Ma ATC: NO3AX11.

Topiramat dugc xép loai 1a mdt monosaccharid duge thay thé gbc sulfamat. Co ché chinh xac
gilip topiramat ¢6 hi¢u qua trong chéng co giat va dy phong dau nura dau chua duoc biét rd. Cac
nghién ctru sinh héa va dién sinh 1y trén cac noron dugc nudi cdy c6 xac dinh ba dic tinh co thé
gop phan vao hiéu qua chdng dong kinh cua topiramat.

Céc dién thé hoat dong duoc lip di lip lai boi su khir cuc kéo dai cia noron b (e ché boi
topiramat theo kiéu 1é thudc thoi gian, goi ¥ dén tac dong chen kénh natri tily thude trang thai.
Topiramat lam ting tan suit ma tai d6 cac thu thé GABA duge hoat hoa boi y-aminobutyrat
(GABA) va lam tang kha nang cuia GABA dé tao ra luong ion clorid di vao trong cac noron, cho
thdy rang topiramat lam tang hoat tinh ctia cac chat din truyen than kinh trc ché.

Tac dong nay khong bi we ché bai flumazenil, mot chit déi khang vai benzodiazepin, va
topiramat ciing khong lam ting thoi gian mé kénh, khac biét gitra topiramat va cac barbiturat la
diéu chinh thy thé GABA.

Vi dic tinh chéng dong kinh cia topiramat khac bi€t hoan toan véi tinh chat cia céc
benzodiazepin, nén topiramat co thé diéu chinh mot dum nhém (subtype) cua thu thé
GABA 4 kém nhay cam védi benzodiazepin. Topiramat lam mat kha ning ciia kainat giy hoat hoa
kainat/ AMPA (acid a-amino-3-hydroxy-5 methylisoxazole- 4-propionic), 1a mét dudi nhom
(subtype) cua thu thé amino acid (glutamat) kich thich, nhung lai khong ¢o6 tac dung rd rang trén
hoat tinh ctia N-methyl-D-aspartat (NMDA) tai duéi nhém (subtype) ciia thy thé NMDA. Nhimg
tac dung nay cua topiramat phu thude néng do, trong khoang nong do tir 1 uM téi 200 pM, véi
hoat tinh it nhat quan sat dugc & ndng do 1 uM t&i 10 pM.

'HO

"
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Ngoai ra, topiramat trc ché mét vai isoenzym cua anhydrase carbonic. Tac dung dugc 1Y niy cua
topiramat yéu hon nhiéu so véi tac dung clia acetazolamid, 1a chat rc ché anhydrase carbonic da
duge biét, va khong dugc cho 1a mot co ché chinh cua hoat tinh chng dong kinh cua topiramat.
Nghién ctru trén dong vat, t0p1ramat co hoat tmh chong co giat o chudt cong va chudt nhit trong
cac thir nghiém 1én con co giat bang soc dién t6i da (MES) va co hi¢u qua trong cac loai gdm
nham bi chitng dong kinh, bao gdbm dong kinh co cimg va dong kinh gidng con vang trong chudt
cong bi dong kinh ty phat (SER) va cdc con dong kinh co cling co giat ¢ chugt cong bm su kich
thich viing hanh nhan hodc boi sy thiéu méau toan thé. Topiramat chi c6 tac dung yéu trong trc
ché con dong kinh co giat do tac dong ciia chit di khang ctia thu thé GABA 4, pentyleneterrazol.
Nghién ctru trén chudt nhit dung dE‘mg thoi topiramat va carbamazepin hodc phenobarbital cho
théy tac dung chong co giit 1a hiép dong, trong khi két hop voi phenytoin cho thiy c6 hoat tinh
chong co gidt c6 tac dung cong. Trong cac thu nghiém cé dbi chimg ding topiramat nhu thudce
phm hop, khong ¢6 moi tuong quan gnra nong dg day cua topiramat trong huyet fuong vai hi¢u
qua lam sang cua thudc niy. Khéng c6 bang chimg vé sy dung nap & ngudi.

bong kinh vang ¥ thirc: .

Hai nghién ctru nho (one-arm study) dugc thue hién voi tr¢ em tir 4-11 tudi. Nhirng nghién ctru
nay khong cung cap day di bang chimg dé dua ra két lun vé hiéu qua hoic tinh an toan & tré
em.

13. PAC TINH DUQC DPONG HQC

Pic tinh duoc dong hoc cua topiramat khi so sanh véi cac thube chéng dong kinh khéc cho thay
topiramat co thoi gian ban huy trong huyét twong dai, dugc dong hoc tuyén tinh, phan 16n la
thanh thai & than, khong co gén két dang ké voi protein va khong co cic chat chuyén hoa co hoat
tinh lién quan trén lam sang.

Topiramat khong phai 1a mét chit cam mg manh véi cac enzym chuyén hoa thube, co thé dung
cung hodc khong cung bira an, va khong can phai kiém tra dinh ky néng do cua topiramat trong
huyét tuong. Trong cac nghién ciru lam sang, khong c6 méi quan h¢é nhat quan ndo giita néng do
cua thude trong huyét twong voi hiéu qua cua thude hodc bién ¢b bét loi.

Hip thu

Topiramat hap thu t6t va nhanh. Sau khi nguoi khée manh uéng 100 mg topiramat, ndng d6 dinh
trung binh trong huyét trong (Cina) 12 1,5 meg/mL dat duge trong vong 2 dén 3 gidr (Tina).

Dua trén sy thu hoi lai hoat tinh phong xa tir nudc tiéu, muc do hfip thu trung binh cua 100 mg
liéu uéng *C-topiramat it nhat 1a 81%. Thirc dn khong c6 tac dong déng ké vé mat 1am sang trén
sinh kha dung cua topiramat.

Phan bd

Noi chung, c6 khoang 13 t61 17% topiramat gén két voi protein huyét twong. Mot vi tri ¢6 kha
ning gin két thap cho topiramat trong/trén hong cau va cé thé bao hoa voi nong do trong huyet
turong 4 meg/mL da duge ghi nhan. Thé tich phan bé bién dodi ty 1€ nghich voi liéu dung. Thé tich
biéu kién trung binh cta sy phin bd thude 1a 0,80 téi 0,55 L/kg khi dung licu duy nhat trong
khoang tir 100 dén 1200 mg. Gidi tinh dugc phat hién cé tic dong dén thé tich phan bd cua
thude, gia tri voi nir gidi khoang 50% so voi cua nam gioi. Piéu nay dugc cho 1a do phan {ram
chat béo trong co thé ctia bénh nhin nir cao hon va diéu niay khong c6 y nghia 1am sang.

Chuyén héa

Topiramat khong dugce chuyén hoa nhiéu (~20%) & nguoi tinh nguyén khée manh. Topiramat
duge chuyén héa dén 50% & nhimg bénh nhan ding dong thoi véi cic thude chéng dong kinh la
nhitng chét giy cam tng cic enzym chuyén héa thudc. Sau chét chuyén hoa, hinh thanh qua su
hydroxyl héa, thuy phan va glucuro - lién hgp, da dugc co 14p, dinh tinh tur huyét firong, nudce
tiéu va phan. M&i chat chuyén héa chiém it hon 3% cua tong s6 hoat tinh phong xa bai tiét sau



https://vnras.com/drug/

khi dung 14C—tom'ramat. Hai chat chuyén héa, gan nhu van con gitr ciu tric cia topiramat, dugc
thir nghiém va nhén thiy con mét it hay khéng c6 hoat tinh chong co git.

Thai trir

O ngudi, con duong thai trir chinh cua topiramat dang khong déi va cac chét chuyén hoa cua no
1a qua thén (it nhat 1a 81% ctia liéu dung). Khoang 66% cua lidu ding "*C- -topiramat duoc bai tiét
dugi dang khong dbi trong nude tiéu trong vong 4 ngay. Sau khi dung liéu 50 mg va 100 mg
topiramat hai lanfngay, do thanh thai qua than trung binh tuong Ung khoang 18 mL/phut va 17
mL/phut. C6 bang ching vé sy tai hap thu qua ong than cua topiramat. Bing chimg nay dugc hd
trg bdi cac nghién ctru & chudt cong ding dong thoi topiramat va probenecid, va quan sat thiy cé
tang dang ké do thanh thai qua thin cua topiramat. N6i chung, d¢ thanh thai qua huyét firong
khoang 20 téi 30 mL/phut & ngudi sau khi udng topiramat.

Tinh chit tuyén tinh & khong tuyén tinh

Topiramat co sy thay doi néng do trong huyét fuong gilra nhitng ca thé khac nhau thép va vi vay,
¢6 thé dy doan duge duge dong hoc. Duge dong hoc clia topiramat tuyén tinh vai do thanh thai
qua huyét tuong duy tri khong d6i va dién tich dudi duong cong ciia nong dé trong huyét twong
tang ty 1¢ voi khoang liéu duy nhat 100 dén 400 mg o nguoi khoe manh. Ngum bénh co chuc
nang than binh thudng c6 thé mat 4 dén 8 ngay dé dat duge nong do trong huyét tuong ¢ trang
thai hing dinh. C .. trung binh 13 6,76 mcg/mL, sau khi dung da liéu 100 mg hai lin mdi ngdy &
ngudi khoe manh. Sau khi ding da lidu 50 mg va 100 mg hai lan mai ngay, thoi gian ban thai
trung binh trong huyet tuong la khoang 21 gio.

Su dung cung voi thude chong dong kinh khac

Dung da liéu topiramat tir 100 dén 400 ‘mg hai lin mdi ngay dong thei véi phenytoin hodc
carbamazepin cho thay nong do trong huyct tuong cua topiramat tang ty 1¢ véi lidu.

Suy thin

Do thanh thai ¢ than va huyét tuong cua topiramat giam ¢ nhitng bénh nhan suy thidn vira va
nang (CLcg < 70 mUphut) Vi vay, nong do trong huyet tuong o trang thai hang dinh cua
topiramat khi ding liéu xac dinh ¢ nhitng bénh nhén suy thén du kién cao hon ¢ nhitng bénh
nhan cé chirc ning than binh thudng. Hon nita, nhitg bénh nhén suy than s& can thoi gian lau
hon dé dat dén trang thai hang dinh ¢ mdi lidu. O nhitng bénh nhan suy than trung binh va ning,
khuyén cdo nén dung nira lidu so véi liéu thong thuong khi bat dau va duy tri diéu tri.

Topiramat dugc lay khoi huyét tuong mot cach co hi¢u qua boi tham tach mau. Chay thén keo
dai co the lam giam nong dQ cua topiramat dudi mic can thiét dé duy tri hi¢u qua chong co giat.
C6 thé can bo sung thém liéu cua topiramat trong lic chay than dé tranh viéc giam qua nhanh
nong do topiramat trong huyét twong. Viéc chinh lidu thyc té nén dua trén: 1) thoi gian chay
thén. 2) ty 1¢ thanh thai cta hé théng thAm tach mau duoc st dung, va 3) muc thanh thai qua than
¢0 hi€u qua cua topiramat trén bénh nhan dang dugc chay than.

Suy gan

Su thanh thai trong huyét fuong cua topiramat giam trung binh khodng 26% ¢ nhirng bénh nhan
suy gan tir trung binh dén ning. Vi viy, phai thin trong khi ding topiramat trén cic bénh nhén
suy gan. .

Nguoi cao tudi

D6 thanh thai trong huyét twong ctia topiramat khong thay d6i & nhimg ngudi cao tudi hién tai
khéng mac bénh than

Tré em (dén 12 tudi)

Dugc dong hoc ciia topiramat & tré em, tuyén tinh giong nhu & nguoi 1on khi diéu tr ph01 hop,
v6i @6 thanh thai khéng phu thude liéu va cac ndng do trong huyét twong & trang thai hang dinh
ting ty 1¢ voi lidu. Tuy nhién, & tré¢ em ¢é do thanh thai cao hon va thoi gian ban huy ngan hon.
Vi viy, nong d6 ctia topiramat trong huyét twong khi ding cting mét liéu mg/kg c6 thé thap hon
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0 tré so vai1 0 nguoi lon. Giong nhu & nguoi lém, nhung thudc chong dong kinh cam tmg enzym
gan lam giam nong d§ trong huyét twong ¢ trang thai hang dinh.

14. QUY CACH PONG GOI:
Hop 10 vi x 10 vién

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Bio quéan: Bao quan ¢ nhiét d6 khong quéa 30°C. Tranh am.

Han diing: 24 thang ké tir ngay san xuat.

Tiéu chuan: USP.

16. TEN, PIA CHI CO SO SAN XUAT THUOC

ZYDUS LIFESCIENCES LIMITED

Survey No. 417, 419 & 420, Sarkhej - Bavla National Highway No. 8 A, Village - Moraiya,
Taluka - Sanand, Dist. - Ahmedabad - 382 210, Gujarat State, An D6.



