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TO HUONG DAN SU DUNG THUOC
Vién nén bao phim

HUETHER-25

Vién nén bao phim
HUETHER-50

Thui()c bén theo domn
Dé xa tam tay tré em
DPoc ki huéng din siv dung trwée khi dang
Théng bao ngay cho bac sy hoic dwge sy nhirng tic dung khong mong mudn khi sir dung thude
Té théng tin san phdm nay bao 20m hudng din sie dung cho thuédc cé nhiéu ham lugng khdc nhau

PHAN 1. HUOGNG DAN SU DUNG THUOC CHO NGUOI BENH

1. Thanh phan

M3i vién nén bao phim HUETHER-25 chira:

TODIBAE wovvocyvmmiaimpassmse 25 mg

Ta dwoe: Cellactose 80, copovidow, natri starch glycolat, silicon dioxyd, magnesi stearat,
HPMC E6, titan dioxyd, talc, polyethylen glycol 4000, polysorbat 80, déu théu déu.

M3i vién nén bao phim HUETHER-50 chira:
TODITAMAL ..o oo vcnsomsnssrnmernsnpsrnsss 50 mg
Ta dugce: Cellactose 80, copovidon, natri starch glycolat, silicon dioxyd, magnesi stearat,

HPMC EG6, titan dioxyd, talc, polyethylen glycol 4000, polysorbat 80, dau thau dau.

2. M6 ta san phim
HUETHER-25: Vién nén tron, bao phim mau tring, mét mat c¢6 dap logo &7 24 , mat kia c6 dap

gach ngang.
HUETHER-50: Vién nén tron, bao phim mau tring, mOt mat c6 dap gach ngang, mit kia tron.

3. Quy cach déng géi: Hop 6 vi (Nhdm - Nhém) x 10 vién.

4. Thube dung cho bénh gi?

Thude chira hoat chét la topiramat, thudc nhém thude chéng dong kinh. Thube duge ding:
- Pon doc dé diéu tri dong kinh & ngum 16n va tré em trén 6 tudi.

Phéi hop véi céc thude khac dé diéu tri dong kinh & ngudi 1on va tré em tir 2 tudi trd 1én.
Phong ngira dau nira déu & ngudi 1om.

5. Nén ding thude nay nhu thé nao va lidu lrgng?
Ludn ding thudc chinh xdc nhu hudéng dan cia bac sy hodc dugc s§y. Néu ban chua 13, hdy hoi

lai cho chac chin.

Liéu diing: i ‘ o
Béc sy thudomg cho ban dung lidu thdp topiramat dé khéi dau va ting liu tir tir cho dén liéu tot
nhat cho ban.

Cach dung:
Ban nén udng nguyen vién cung hodc khoug cung véi thire an, tranh nhai vién vi thude c6 vi

dng. Ban nén udng nhiéu nuée trong ngay dé phong ngira soi than khi dung topiramat.

6. Khi nao khong nén dung thuoc nay?
Khong nén dung thudc nay néu ban: ?\\/
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- Mén cam véi topiramat hodc bat ky thanh phan nao cua thude.
- Dung topiramat trong phong nglra dau nira dau khi ban dang mang thai hodc c6 kha ning
mang thai nhung khong ding bién phap tranh thai ¢ hiéu qua.

7. Tdc dung khéng mong mudn

Nhu céc thude khéc, topiramat c6 thé gdy tac dung khéng mong mudn, nhung khong phai ai

cling gép phai.

Ngimg diing thuéc va lién hé trung tdm y 1é gan nhdt néu ban gdp cdc phan vung sau:

- Phan ung di img (nhu phat ban da, do da, ngua sung mat, noi may day).

- Hoi chimg Stevens-Johnson, mét tinh trang ¢6 thé gy nguy hiém dén tinh mang c6 thé xuat
hién & nhiéu viing niém mac (nhu miéng, mii va mat)

- Hoai tir thuong bi nhiém ddc, mot tinh trang c6 thé gay nguy hiém dén tinh mang, nghiém
trong hon hoi ching Stevens-Johnson, dic trung bdi rdp da lan rong va bong tréc lép ngoai
cla da.

Thong bdo cho bdc sy va lién hé trung tdmy 1é ngay néu ban gdp cdc phdn ing sau:

Rét rhuang gap (6 thé anh hwong nhiéu hon 1 trén 10 ngudi)

- TrAdm cam (mdi bi hodc bi ning hon).

Thuomg gap (c6 thé anh huong tir 1 dén 10 trén 100 nguwoi)

- DBong kinh (co giat).

- Lo &u, kh¢ chiu, thay d6i cam xuc, 1 lan mit phuorng huéng.

- Vin dé vé tap trung, cham suy nghi, mét tri nho, van d& vé tri nhé (mdéi khoi phét, thay doi
dot ngdt hodic ting mire 49 ning).

- S0i than, tiéu thudmg xuyén hogc dau khi tiéu.

It gap (co thé anh huong tir 1 dén 10 trén 1.000 ngum)

- Tang nong d6 acid trong mau (c6 thé gay vén d& vé hd hip bao gdm kho thd, mét cam gidc
ngon miéng, budn non, non mét moi nhidu va nhip tim nhanh hodc khong déu).

- Giam hogc khéng thé d6 mo hoi (dac bi¢t ¢ tré em ¢ trong moi truong nhiét do cao).

- Co suy nghl tu lam hai ban than, c0 gang ty lam hai ban than.

- Mét mot phin tam nhin ctia mit.

Hiém gdp (c6 thé anh huéng tir 1 @én 10 trén 10.000 nguwoi)

- Tang nhan ép - tac nghén dich & mét gdy tang ap luc trong mit, dau hodc giam thi giac.

Chuea rd tan sudt

- Bénh ly diém vang la mgt bénh & diém vang, mot diém nho nﬁm trén vong mac noi ma hinh
anh & nhat. Ban nén lién hé v&i bac sy néu ban chu y dén bit ki sy thay ddi hodc giam thi
giac nao.

Cac tac dung khong mong muén khdc:

Rat thuong gép (c6 thé anh hucng nhiéu hon 1 trén 10 nguoi)

- Nghet mili, chay mii hodc dau hong.

- Cam gidc té ran, dau va/ hodc t€ & nhiéu bd phan co thé.

- Budn ngt, mét moi.

- Chong mat.

- Budn non, tiéu chay.

Sut can.

Thuong gap (co thé anh huong ti 1 dén 10 trén 100 nguoi)

- Thleu mau (giam s6 lugng huyét cau).

- Mit cam giac ngon miéng, gidm cam glac ngon mi¢ng.

- Hung héng, kich dong, gidn dit, hanh vi bﬁt thuong. ]

- Khé di vao glac ngu hozc kho giir duge glac ngu dal lau. Q’X\V

- Véndé ve ngdn ngir hodc réi loan ngdn ngir, nbi 1ap.

- Vung vé hogc thiéu phéi hop véan ddng, cam gidc khong 6 dn dinh khi diNai.

- Giam kha ning hoan thanh céc hoat dong hang ngay.
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Giam, mét vi gidc.

Run khéng tu chu, chuyén dong nhanh, khong tu chu & mit.

R&i loan thi gidc nhu nhin déi, nhin mo, giam thi luc, kho tdp trung.

Cam giac xoay vong (chéng mit), U tai, dau tai.

Kho tho.

Ho.

Chay mau cam.

Sét, cam théy khong khoe, yéu.

Non, tdo bon, dau bung hodc khé chiu & bung, kho tiéu, nhiém trung da day hodc rudt.
Khé miéng.

Rung toc.

Ngua.

DPau khcrp hodc sung khép, co thit co hode co gidt co, dau co hoac yéu co, dau nguc.
- Tang cén.

It gaip (c6 !he anh huong tir 1 dén 10 trén 1.000 nguoi)

Giam tiéu cdu (té bao mau gitp ngung chay mau), giam bach cau, té bao gitip bao vé co thé
khoi nhi&m tring, giam ndng d¢ kali trong mau.

Sung hach & ¢d, nach hoiic hang.

Téng cam gidc ngon miéng.

Téng cam xuc.

Nghe, thdy, hoac cam thay thir khong c6 that, rdi loan tdm than ning.

Biéu hlen va/ hodc cam thay khong ¢d cam xue, da nghi bt thudmg, con hoang loan.
Vén dé ve doc, roi loan ngdn ngir, vin dé vé viét chil.

Khong thé nghi ngoi, ting dong.

Suy nghi chdm, giam tinh tdo hoac phan xa.

Giam chuyén dong cia co thé hodc chuyén ddng chim, chuyén dong co khong tu chu bat
thudmg hodc lap di 1ap lai.

Ngét Xiu.

Cam glac bét thuomg, glam cam giéc.

Giam, rdi loan hoac mat khiru gidc.

Cam giac bat thudng trude khi bi dau nira dAu hodc mot sb dang dong kinh nhét dinh.
Kho mit, mat nhay cam vai anh sang, co gidt mi mat, chay nudc mat.

Giam hodc mét thinh gléc mét thinh gidc mot bén tai.

Nhip tim chadm hodc bat thuong, cam gidc tim dép & bén trong nguc.

Ha huyét 4p, ha huyét ap khi dimg day (lam cho mét so bénh nhin ding topiramat cam thay
mét moi, chéng mﬁt hozic c6 thé ngat khi dung hodc ngdi day dot ngot).

D6 bimg, cam thdy 4m.

Viém tuy.

Téng lugng hoi, ¢ nong, ddy bung hoic diy hoi bét thudmg.

Chay méau nudu, tang tiét nuée bot, chay nude dai, hoi tho ¢6 mui.

Udng nhiéu nuée, khét,

Mt mau da.

Cimg co, dau & hong.

Tiéu ra mau, tiéu khong tur chu, tiéu gip, dau suon hogc dau thén.

Khoé dat duge hodc kho gitr duge sy cuong duong, roi loan chirc nang sinh duc.

Triéu chimg gidng cum.

Lanh ngdn tay va ngén chan.

Cam giac say.

Giam kha nang hoc hoi. 3Q/

Hrem gdp (c6 thé anh huong tie | dén 10 trén 10.000 nguoi)
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- Tfing cam xiic bt thuong.

- Mat y thue.

- Mit thi gidc mot bén mét, mét thi gidc tam thoi, miét thi gidc vé dém.

- Bénh giam thi lyc.

- Phi & miét va quanh mit.

- Cam giéc té, ngura ran va thay déi mau (tring, xanh duong sau d6 1a d6) & ngén tay va ngon
chan khi tiép xic véi lanh.

- Viém gan, suy gan.

- Phat ban da va rdp da.

- Da c6 mui bat thuong.

- Khong thodi mai ¢ tay hodc chén.

- Réi loan & than.

Tic dung khéng mong mubn trén tré em

Téc dung khdong mong muon trén tré em thuong giéng nhu trén ngudi 16m. Tuy nhién, nhitng tac

dung khong mong muon sau thuong gap & tré em hon nguoi 1ém.

- Gép van dé vé su tap trung.

- Tang ndng dd acid trong mau.

- Cé y nghi gdy hai cho ban than nghiém trong.

- Mét moi.

- Giam hogc ting khéu vi.

- Hung héng, hanh vi bit thuong.

- Kho di vao gidc ngu hodc kho giir gidc ngu dai lau.

- Cam thay khéng 6n dinh khi di.

- Cam thay khong khoe.

- Giam nong d¢ kali trong mau

- Biéu hién v&/ hodc cam thay khong ¢6 cam xuc.

- Chay nu6c mit.

- Nhip tim chidm hoc bét thuong.

Céc tdc dung khong mong mudn khéac c6 thé gip o tré em la:

Thuong gap (co thé anh huong tir 1 dén 10 trén 100 nguoi)

- Chéng mit, non, sot.

It gap (cd thé anh hmmg tir 1 dén 10 trén 1.000 nguoi)

- Téng bach cAu 4i toan trong mau.

- Qua man.

- Céam thiy 4m.

- Giam kha néng hoc hoi.

Thuée ¢6 rhe ¢o tdac dung khong mong muon khdc, thong bao cho bdc sy nhitng tdc dung khong

mong mudn gap phai khi sir dung thuéc.

8. Nén tranh dung nhitng thude hodc thue pham gi khi dang s dyng thude nay?

Thong bao cho bac sy hodc dugc s¥ ctua ban vé tat ca céc loai thuoc ma ban dang su dung, bao

gom ca cée thude ké don hoac khong ké don, cac vitamin hodc thude tir duoc liéu. Topiramat va

mét so thudc nhat dinh c6 thé anh hudng dén nhau. D6i khi liéu cta topiramat hodic céc thude

khéc can phai dugc diéu chinh.

Thong bdo cho bdc sy hodc duoc sy néu ban dang st dung cdc thudc sau:

- Céc thude khac ¢6 thé 1am giam kha nang suy nght, tap trung, hodc phéi hop co cua ban (nhu
thuoc {rc ché hé thén kinh trung uong nhu thude thu glin co va thube an thén).

- Thudc tranh thai. Topiramat c6 thé 1am mét hiéu qua thudc tranh thai ctia ban.

Thong bao cho bac sy néu ban bi thay ddi chu ky chay mau khi dang dung thudc tranh thai va

topiramat. V
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Gilt mot danh sach cac thudc ban dang ding va cho béc sy hodc duge s§ xem trude khi ding
mot thude méi.

Cac thube khac ma ban nén cho bac sy biét truée khi dung topiramat bao gdm céc thude chong
dong kinh khac, risperidon, lithi, hydroclorothiazid, metformin, pioglitazon, glyburid,
amitriptylin, propanolol, diltiazem, venlafaxin, flunarizin, c6 St. John (Hypericum perforatum)
(mot ché pham dugc li¢u duge ding diéu tri trdm cam).

Néu ban khong chic ¢é gap nhitng trudng hop trén hay khong, ndi chuyén vai bac s§ hodc duge
sy trudce khi dung thude.

St dung thudc cing voi thirc an va d6 uong

Ban c6 thé dung thudc ciing hoac khong cling voi thire an. Ubng nhiéu nudc trong ngdy dé
phdng ngtra s6i thén khi ding topiramat. Ban nén tranh udng ruou khi dung topiramat.

9. Can lam gi khi mdt 1in quén khong dung thuoc?

Néu ban quen ding thudc, dung liéu do cang sém cang t4t khi ban nhé ra. Tuy nhién, néu da sip
dén lidu tlep theo, bo qua liéu dd quén va tiép tuc ding thuéc nhu binh thudng. Néu ban quén
dung tir 2 licu trd lén, hay lién hé bac s§ cua ban.

Khéng ding gép déi liéu (2 liéu cing mét lic) dé bu lai cho liéu da quén.

10. Néu ban muén ngimg thude

Khéng tu y ngimg thu6c ma khong coy kién cua béc sy. Triéu chlmg ctia ban ¢6 thé trds lai. Néu
bdc s¥ quyét dinh cho ban ngimg thude, lleu ctia ban nén dugc giam fir tir trong vai ngay.

Néu ban ¢c6 cau hdi gi thém, hiy hoi y kién béc sy hodc duoge sy.

11. Cin bio quén thuoc nay nhw thé nao?

Gitr thuoc trcmg bao bi goc ctia nha san xuit, ddy kin.

Dé thude noi kho rao, tranh 4nh séng, nhiét do khéng qua 30°C, va ngoai tdm voi cua tré em.
Khéng sir dung thude sau ngay hét han ghi trén bao bi (hop va vi thudc).

12. Nhirng déiu hi¢u va trigu chtrng khi dung thudc qua4 liéu

Dung thude chinh xae nhu hudng din cua béc sy. Neu ban dung qua lidu hodc tré em nudt phai
thudc, lién hé ngay véi bac sy hodc trung tdm y té gan nhét. Khi ding qua lidu ban ¢6 thé cam
thdy budn ngl, mét moi, hodc giam phan xa, thiéu phm hop co, khoé ndi chuyén hodc tap trung,
nhin ddi hodic nhin md, cdm thay chéng mit do ha huyét 4p, cam thdy chan nan hofc kich dong,
hodc dau bung, hodc co glat

Qua lidu o thé xay ra néu ban dung topiramat cling véi cac thuéc khéc.

13. Cén phai 1am gi khi ding thube qua liéu khuyén cdo?

Ngung dung thude va lién lac ngay vdi béac sy hogc trung tim y té gan nhat.

Mang theo vién thudc ciing véi bao bi dé bac sy biét ban da udng thudc gi va c6 bién phap xur ly
kip thoi.

14. Nhiing diéu cin than trong khi dung thude nay

Trude khi dimg thude nay, théng bdo cho bdc sy néu ban dang co cdc vdn dé vé stre khoe sau
ddy:

- Co van dé vé than, dic biét la soi than, hodc dang dugc chay thén.

- Co tlen sur bat thudng vé méu hodc dich co thé (nhiém toan chuyén hoa).

- Co van dé ve gan.

- Co van de ve mit, dic biét 1a ting nhan ap.

- C6 vAn dé ve ting trudng.

- Pang c6 ché dd an giau chit béo.

- Dang mang thai hodc ¢ kha ning mang thai.

-
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Néu ban khong chic chin c6 gap mét trong nhitng tinh trang trén hay khong, hdy néi chuyén vdi
béc s§ hodc duge s§ trude khi ding topiramat.

Ban khong nén ngung thudc ma khong hoi y kién bac sy.

Ban cfing nén noi chuyén voi bac sy trude khi dung bét ctt thude ndo c6 chira topiramat dé thay
thé cho HUETHER-25/ HUETHER-50.

Ban c6 thé bi sut can khi ding topiramat nén cdn ning cia ban s& dugc kiém tra thudng xuyén
khi ding thuoc Néu ban bi sut cin quéa nhiéu hodc tré em sir dung thudc khong ting cin du, ban
nén hoi y kién béc sy.

Mot sb it bénh nhan duoc diéu tri v6i thude chdng dong kinh nhu topiramat ¢6 y nghi tir lam hai
ban than hodc tu tir. Néu ban c¢é nhimg y nghi nay vao bét cir luc nao, lién hé ngay véi bac s§.
Thude ¢6 chira lactose, thong béo cho bac s§ néu ban da timg duoc cho biét khong dung nap véi
bt cu loai dudng nao.

Thubc ¢6 chira polysorbat 80 c6 thé gy di ing va dau thdu diu c6 thé giy buén nén, nén, dau
bung, tiéu chay.

Ding thubc cho tré em

Khong khuyén cao sir dung topiramat trong diéu tri hodc phong ngira dau nira du ¢ tré em do
chua du thong tin vé an toan va hiéu qua.

Phu nit mang thai hodc cho con bu

Neu ban dang mang thai hodc cho con bu, nght ban cé thé c6 thai hodc co ¥ dinh mang thai, hoi
y kién bac s§ trudce khi dung thuoc

Biac s§ cua ban s& thao luéin vé bién phép tranh thai sir dung véi ban, cling nhur thio luén vé viée
topiramat ¢6 phu hop cho ban khong. Ciing nhu nhimg thudc chdng dong kinh khac, topiramat
¢ nguy co gy hai cho thai nhi néu sir dung trong thai ky. Dam bao ban hiéu rd nguy co va loi
ich cua vige dung topiramat dé diéu tri ddng kinh trong thai ky.

Ban khong nén ding topiramat dé phong nglra dau nira déu néu ban dang mang thai hodc ban c6
kha niing mang thai va khong dung bién phdp tranh thai c6 hiéu qua.

Phu nir cho con bé khi dung topiramat phai thong béo cho béc sy cang sém cang t6t néu tré co
d4u hiéu bat thuong nao.

Ldi xe va van hanh mdy moc

Chéng mat, mét moi va van dé vé thi giac co thé xay ra khi dung topiramat. Khong lai xe hozc
van hanh may méc ma khong hoi ¥ kién bac sy trude.

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

Cén lién lac ngay véi bac s§ hodc trung tdm Y té gan nhit khi dung thubc qua liéu chi dinh.
Thong thuong, bao gi¢ cling phai hoi y kién béc s§ hodic duoc s§ trude lic ding bat ky thudc
nao khi mang thai hodc cho con bu.

Thong bdo ngay cho bac s§ hodc duge sy nhitng tac dung khéng mong mubn gap phai khi sir
dung thuoc

Néu cin thém thong tin xin héi y kién béc s§ hodic duoc s¥.

16. Han dung ciia thude: 36 thang ké tir ngay san xudt.

v/
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CANBQ Y TE

1. DUQC LUC HQC

Mi ATC: NO3AX11.

Nhém duge Iy: Thude chéng dong kinh, cc ché phdm chdng dong kinh, diéu tri dau nira dAu
khéc.

Topiramat 14 mdt din xudt thé sulfamat cua monosaccarid. Co ché chinh Xéc cua tac dung chéng
co git va du phong dau nira d4u cua toplramat van chua rd. Nghién ciru vé dign sinh ly hoc va
héa sinh trén té bao thin kinh nudi cdy da xac dinh ba tinh chat ¢6 thé gop phan vao hiéu qua
chéng dong kinh cta topiramat.

Céc thé hoat dong lap di lap lai do su khir cyc kéo dai cuia cdc neuron bi chin béi topiramat mét
cach phy thuge thoi gian, gy tac dung chen kénh natri phyu thugc trang théi. Topiramat lam tang
tAn suét y-aminobutyrat (GABA) hoat héa thu thé GABAA va lam ting kha nang GABA gay ra
dong ion clorid di vao neuron, cho thdy topiramat lam ting hoat tinh cta chit din truyén thin
kinh ¢6 tac dung irc ché nay.

Tac dung nay khéong bi chdn bdi flumazenil, mét thude d6i khang benzodlazepm topiramat cting
khong lam tang thoi gian mé kénh. Dy la su khac biét cia topiramat vdi cac barbiturat diéu
bién thu thé GABAA.

Vi déc tinh chéng dong kinh ctia topiramat khac biét rd rét so véi benzodiazepin, thube c6 thé
diéu bién phan nhom thu thé GABA  khéng nhay cam voéi benzodiazepin. Topiramat d6i khang
tic dung cua kainat gdy hoat héa phin nhém kainat/ AMPA (acid a-amino-3-hydroxy-5-
methylisoxazol-4propionic) cua thy thé amino acid ¢6 téc dung kich thich (glutamat), nhung
khong anh huéng dén hoat dong ctia N-methyl-D- -aspartat (NMDA) tai céc phan nhom thu thé
NMDA. Nhimg tic dung nay cua topiramat phy thugc nong dd trong khoang 1 - 200 puM, véi tac
dung tbi thiéu thiy duoc 6 1-10 uM.

Ngoai ra, topiramat trc ché mot so isoenzym cua carbonic anhydrase. Tac dung dugc ly nay yéu
hon nhidu so véi acetazolamid, mdt thude tre ché carbonic anhydrase va dugc cho 1a khong déng
g6p nhiéu vao tic dung chéng ddng kinh ctia topiramat. -

2. DUQC PONG HQC
So v6i cac thube chdng dong kinh khéc, duge dong hoc cua topiramat ¢d thoi gian ban thfil)
huyet twong dai, duge ddng hoc tuyen tinh, thanh thai chu yéu qua than, khong gén két déng ké
voi protein va thidu chét chuyén hoa c6 hoat tinh.

Topiramat khong cam {mg manh enzym chuyén hoéa, c6 thé ding cé hodc khong kém thic in, va
khong can theo doi nong do toplrarnat trong huyét tu'tmg thuong xuyén. Trong nghién ctru lam
sang, khong thdy c6 mdi lién quan giita ndng dd huyét tvong va hi¢u qua hogc tac dung khong
mong muon.

Hdp thu:

Topiramat dugc hap thu nhanh va manh. Sau khi udng 100 mg topiramat & nguoi khoe manh,
nong d¢ dinh (Caax) trong huyét tuong 14 1,5 pg/ mL dat dugc trong vong 2 - 3 gidr (Tmax).

Duva trén luong ddng vi phéng xa thu hoi duge trong nudc tiéu, ty 18 thudc duge hép thu khi
udng 100 mg topiramat danh dau '“C it nhét 12 81%. Anh hudng cla thirc n dén sinh kha dung
khong c6 y nghia lam sang déang ké.

Phdn bé:

Noi chung, 13 - 17% toplramat gan két véi protein huyet tuong. Kha nang gan két v6i hdng cdu
thap va bdo hoa trén nong do huyet tuong 4 pg/ mL. Thé tich phan b6 thay doi ty 1& nghich véi
lidu. Thé tich phan bé bleu kién trung binh 1a 0,80 - 0,55 L/ kg véi mdt liéu trong khoang 100 -
1200 mg. Thé tich phén bd bi anh huong béi gidi tinh, gia tri & phy nit bang khoang 50% & nam,
do ty 1& chat béo trong co thé phu nit cao hon va khong gdy anh huwong 1am sang.

Chuyén héa:

Topiramat khong duoc chuyén hoa nhiéu (20%) & ngum tinh nguyén khoe manh. Thude duge
chuyén hoa dén 50% & bénh nhan dung chung véi thude chong dong kinh cam (mg cdc enzym

v
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chuyén hoéa thude. C6 sau chat chuyén hoa dugc hinh thanh boi su hydroxyl hoéa, thiy phén va
glucuromd héa, da dugc phén ldp, mé ta va dinh tinh tir huyét tuong, nude tiéu va phén & ngudi.

M&i chat chuycn hoa chlcm <3% téng lidu phong xa dugc thai trir sau khi udng topiramat danh
ddu '“C. Hai chét chuyén héa c6 ciu tric gan voi topiramat nhét khéng cé hoic it ¢6 hoat tinh
chéng co giat.

Thai tri:

0] ngudi, dudng thai trir chinh cla topiramat dang khong dbi va chéit chuyén héa 1 qua thén (it
nhat 81% lidu). Khodng 66% lidu topiramat danh dau *C dugc thai trir du6i dang khong doi qua
nuée tidu trong vong 4 ngay Sau khi dung lidu topiramat 50 mg va 100 mg x 2 lan/ ngay, do
thanh thai qua thin tuong Ung la khoang 18 mL/ phit va 17 mL/ phut. Co bing chimg vé su tai
hép thu & 6ng than. Nghién ciru & chudt cho thdy ¢6 sur gia ting dang ké do thanh thai qua than
cua topiramat khi dung chung v6i probenecid. D9 thanh thai huyét tuong & ngudi khoang 20 -
30 mL/ phut sau khi ubng.

Sw tuyén tinh:

Su khac biét vé ndng dd trong huyét tuong giira céc déi tuong khi ding topiramat thip, vi vay
¢6 thé dy doan ducrc dugc dong hoc. V&i d thanh thai huyet tuong khong d6i, duoc dong hoc
cua toplramat tuyen tinh va dién tich dudi dudong cong nong d6 trong huyét tuong ting ty 1&
thudn v6i lidu trong khoang lidu don 100 - 400 mg duong uong o ngudi khée manh. Bénh nhan
¢6 chirc ndng thin binh thu(:mg c6 thé can 4 - 8 ngay dé dat ndng dd huyét tuong & trang théi o dn
dinh. Cmax sau khi udng liéu lap lai, 100 mg x 2 lan/ ngdy ¢ ngudi khée manh la 6,76 pg/ mL.

Sau khi dung liéu 13p lai 50 mg va 100 mg topiramat x 2 lan/ ngay, thoi gian ban thai trung binh
trong huyét tuong khoang 21 gio.

Su dung chung vdi cdc thubc chong dong kinh khdc:

Sir dung phdi hop liéu lap lai toplramat 100 - 400 mg x 2 lan/ ngay véi phenytoin hodc
ca:bamazepm lam ting ty 1& thudn véi lifu ndng do huyét tuong clia topiramat.

Doi twpng diic bigt:

Bénh nhan suy than:

P thanh thai huyét tuong va d¢ thanh thai qua thén cua topiramat giam ¢ bénh nhén suy giam
chirc nang thén vira va ning (Cler <70 mL/ phut). Do d6, nong do trong huyét tuong & trang thai
on dinh ¢6 thé cao hon khi st dung thude & bénh nhan suy than Ngoai ra, bénh nhin suy than
can nhiéu thoi gian hon dé dat duoc trang thai én dinh clia mai lidu. O bénh nhan suy than vira
va niing, khuyén céo nén giam mdt nira liéu khéi dau va liéu duy tri.

Topiramat dugc loai bo khoi huyét twong hidu qua bang tham phan mau. Tham phan méu kéo
dai co thé lam giam ndng do topiramat xuong dudi mirc can thiét dé duy tri tac dung chéng co
giét. Pé tranh su giam nhanh nong d¢ huyé ét tuong khi thdm phan mau, c6 thé can dung mét liéu
bd sung topiramat. Liéu diéu chinh thyc té cén phai chu y:

- Thoi gian cua giai doan chay thén.

- Tbc do thanh thai ctia hé thong chay than dugc dung.

- D6 thanh thai hiéu dung qua thin cia topiramat khi bénh nhén dugc chay thin.

Bénh nhdn suy gan:

P¢ thanh thai huyét tuong cia topiramat gidm trung binh 26% & bénh nhan suy gan via dén
ning. Vi vdy nén than trong khi sir dung topiramat & bénh nhan suy gan.

Nguoi cao tudi:

P4 thanh thai huyet tuong cua topiramat khong ddi & ngudi cao tudi khong ¢ bénh than.

Tré em (dugc dong hoc cua tré em dén 12 mor)

Dugc ddng hoc cia toplramat o tré em, giong nhu ngudi 16n sir dung thude trong diéu tri bo
sung, 14 tuyén tinh, v6i d9 thanh thai khong phu thude liéu va ndng d6 huyét twong trang thai on
dinh ting ty 18 thuan v lidu, Tuy nhién, tré em co d thanh thai cao hon va thoi gian ban thai
ngén hon. Két qua ndng d6 huyét tvong toplramat & cung mét lidu mg/ kg c6 thé thap hom & tré
em so v&i nguoi lon. Ciing nhu & ngudi 16n, cac thudc chéng dong kinh cdm tmg enzym gan
lam giam nong do huyét tuong & trang théi d 6n dinh.
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3. CHI PINH

Pon tri lidu & ngudi 1om, thanh thiéu nién va tré em trén 6 tudi bj dong kinh cuc by kém hoic
khong kém dong kinh toan thé thir phat, va con dong kinh co cing - co giét toan thé nguyén phat.
Diéu tri hd trg & nguoi 16n, thanh thiéu nién va tré em trén 2 tudi bi con dong kinh khai phét cuc
by, kem hodc khong kém con dfng kinh co cimg - co giat toan thé thir phat hodc toan thé
nguyén phat, va trong diéu tri dong kinh lién quan dén héi chimg Lennox-Gastaut.

Topiramat dugc chi dinh & ngudi lén dé du phong dau nira dau sau kh] da danh gia cin than cac
lya chon diéu tri thay thé. Topiramat khéng duoc diing trong diéu tri cap tinh.

4. LIEU DUNG - CACH DUNG

Liéu dung:

Khuyén cdo nén khéi diu diéu tri & liéu thdp, sau d6 tang lidu dén lidu 6 hiéu qua. Liéu va téc
do tang lleu nén phu thugc vao dap umg lam sang.

Khong can phai theo dai néng do trong huyét twong dé tbi wu héa diéu tri v6i topiramat. Trong
trucmg hop hiém gap, khi sir dung phm hop topiramat v6i phenytoin ¢6 thé can phai didu chinh
lidu phenytom dé dat dugc két qua lam sang tbi wu. Su’ dung thém hodc ngimg su dung
phenytoin va carbamazepin phéi hop v6i topiramat c6 thé cAn phai diéu chinh lidu topiramat.

O bénh nhén c6 hoac khong ¢6 tién sir co giat hodc dong kinh, thudc chéng dong kmh bao gébm
topiramat nén dugc giam lidu tir tir dé giam thiéu nguy co co gidt hodc tang tan sudt co giat.

Trong thir nghiém 14m sang, liéu hang ngay dugc glam tir 50 - 100 mg/ tudn & ngudi 16n bi dong
kinh va 25 - 50 mg & ngudi I6n sir dung topiramat & liéu 100 mg/ ngay dé dy phong dau nira dau.
O thir nghiém 14m sang & tré em, topiramat dugc giam liéu tir tir trong 2 - 8 tuan.

Don tri djpng kinh

Chung

Khi ngimg sir dung phdi hop thudc chéng dong kinh dé chuyén sang don trj véi topiramat, nén
can nhic dén anh hudng cua vi¢e nay trén viée kiém soét co giat. Trir khi vi li do an toan can
phai ngimg dot ngdt thude chong dong kinh sir dung cung, khuyen céo nén giam liéu thube
chéng dong kmh sir dung phéi hop tir tir vol tdc do khoang 1/3 liéu mdi 2 tuan

Khi ngimg thudc cam tng enzym, nong do topiramat s& tang. C6 thé cin phai giam liéu
topiramat néu khdm 1am sang thiy can thiét.

Nguai lon

Liéu dung va tang liéu nén dya trén dap img lam sang. Nén bat dau vai lidu 25 mg/ ngay udng
vao budi tdi trong 1 tuan. Sau d6 nén ting liéu chu ky 1 hoac 2 tudn véi khoang tang liéu la 25
hogc 50 mg/ ngay, chia 2 1in udéng. Néu bénh nhan khong thé dung nap véi ché d tang lidu, ¢6
the tang lidu it hon hodc khoang thoi gian gilta mdi lan tang lidu dai hon.

Liéu muyc tiéu khai dau khuyén cdo cia toptramat don tri & ngudi I6m 1a 100 - 200 mg/ ngay chia
2 1dn udng. Liéu t6i da hang ngay khuyen céo la 500 mg/ ngay, chia 2 ldn uéng. Mot sb bénh
nhan dong kinh khang thuoc dung nap véi topiramat don tri & llcu 1.000 mg/ ngay. Khuyén cao
liéu nay duoc ap dung cho tdt ca ngudi 1on bao gdm ngudi cao tudi khong ¢ bénh than.

Tré em (iré em trén 6 tuéi)

Lleu dung va tbe do tang liéu & tré em nén dua trén dép ung lam sang. Dneu tri & tré em trén 6
tudi nén bat dau voi lzeu 0,5 - 1 mg/ kg /ngay udng budi tdi trong tuin dAu tién. Nén téng liéu
theo chu ky 1 - 2 tudn va khoang tang lidu tir 0,5 - 1 mg/ kg/ ngay, chia 2 lan udng. Néu tré
khong thé dung nap voi ché 6 ting lidu, c6 thé tang liéu it hon hoc khoang thoi gian gilra mdi
l4n tang lleu dai hon.

Liéu khoi ddu muc tiéu khuyén céo cta topiramat don tri ¢ tré em trén 6 tudi 1a 100 mg/ ngay,
tuy vao dép g 1dm sang, (khoang 2 mg/ kg/ ngdy & tré em tur 6 - 16 tudi).

Diéu tri hé trg dong kinh (co gidt khéi phdt cuc bp kém hogc khong kém con djng kinh co
citng - co gidt toan than thir phdt hodc toan thin nguyén phdt, hodc co gigt lién quan dén hoi
chirng Lennox-Gastaut)

Nguoi lon
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Nén khcn dAu didu tri véi lidu 25 - 50 mg/ ngdy udng budi tdi trong 1 tudn, Str dung lidu khoi
déu thip hon da dugc béo céo, nhung chua ¢6 nghién ctru h¢ thong. Sau d6, nén tang lidu theo
chuky 1-2 lan/ tudn voi khoang lleu ting 25 - 50 mg/ ngay chia 2 lan udng. M6t s6 bénh nhén
¢6 thé dat duge hiéu qua véi liéu 1 14n/ ngay.

Trong thir nghiém ldm sang diéu tri hd tror 200 mg la lidu thdp nhat c¢6 hidu qua. Liéu hang ngay
thuong dung 1a 200 - 400 mg chia 2 14n udng.

Liéu khuyén cdo nay ap dung cho ngudi lén, bao gbm ngudi cao tudi khéng ¢é bénh than.

Tré em (tré em 2 2 tuo:)

Téng liéu hang ngay khuyén cdo cua topiramat sir dung didu tri hd trg 12 'khoang 5 - 9 mg / kg/
ngay chia 2 lan udng. Nén bit ddu tang lidu tir 25 mg/ngay uéng budi tdi (hodc thip hon, dua
trén khoang lidu tir 1 - 3 mg/ kg/ ngay) trong tudn déu tien. Nén tang liéu theo chu ky 1 -2 lan!
tudn voi khoang liu tang 1 - 3 mg/ kg/ ngdy (chia 1am 2 lin ding), dé dat dap (g 1am sang t6i
uu.

Lidu hang ngay lén dén 30 mg/ kg/ ngay da dugc nghién ctru va néi chung la dung nap tét.

Dau nwa dau

Nguoi lén

Tong liéu hang ngay khuyen cdo cua topiramat trong du phong dau nua dau la 100 mgf ngay
chia 2 1an uéng. Nén khdi dau voi liéu 25 mg/ ngay udng vao budi t6i trong 1 tudn. Lidu c6 thé
dugc tang theo chu ky 1 tuan véi khoang tang lidu 14 25 mg/ ngay. Néu bénh nhin khong thé
dung nap véi ché do tang lidu, c6 thé tang lidu it hon hodc khoang thdi gian giita mi lan tang
liéu dai hon.

Mot sb bénh nhan c6 thé ¢6 loi khi sir dung tdng liéu 50 mgf ngay. Liéu 200 mg/ ngay c6 thé c6
lgi & mot s6 bénh nhan. Tuy nhién, nén thin trong do c6 thé tang ty 1é tdc dung khéng mong
mudn,

Tré em )

Khong khuyén céo su' dung topiramat trong diéu tri hodc phong ngira dau nura du & tré em do
chua du thong tin vé an toan va hiéu qua.

Liéu khuyén cdo chung ciia topiramat ¢ cdc dbi twong dic bigt

Bénh nhdn suy than

O bénh nhan suy giam chirc nang thin (Cler < 70 mL/ phit) nén than trong khi dung topiramat
vi d¢ thanh thai huyét tuong va d¢ thanh thai qua thén cuia topn'amat giam. Bénh nhan suy thén
c6 thé can thoi gian lau hon dé dat dén trang thai 6n dinh clia moi licu. Khuyén cdo nén giam
liéu khoi ddu va lidu duy tri di mot mra

O bénh nhén suy than giai doan cum vi topiramat bi loai bd tu huyét twong bang thdm phan
mau, nén dung mot lidu topiramat bé sung tuong duong voi khoang 172 heu hang ngay vao ngay
thdm phan méu. Liéu bd sung nén dugce chia lam 2 lan dung trude khi thdm phan mau va sau khi
hoan thanh thAm phdn méu. Lidu bd sung c6 thé thay ddi dva trén tinh chét cua thiét bi chay
thdn duge sir dung.

Bénh nhan suy gan

() bénh nhan suy gan vira dén ning, nén than trong khi sir dyng topiramat vi d6 thanh thai cta
topiramat giam.

Nguoi cao tudi

Khéng cén hiéu chinh lidu & nguoi cao tudi co chirc ning than binh thudng.

Cach dung:

Thude duge dung bﬁng dudng ubng, nén nudt nguyén vién cung hodc khong cing véi thirc an.

Khéng nén bé vién.

5. CHONG CHI PINH

Man cam voi topiramat hodc véi bit ky thanh phan nao cua thubc.

Dy phong dau mira ddu & phu nit mang thai va phu nit ¢6 kha nang mang thai néu khong str dung
bién phép tranh thai c6 hi¢u qua cao.
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6. CAC TRUONG HQP THAN TRONG KHI DUNG THUOC

Trong trudmg hop can thiét phai ngimg sir dung topiramat dot ngdt, khuyén céo cé theo doi phu
hop.

Nhu v6i cac thube chéng dong kinh khac, mdt s bénh nhén c6 thé bj ting tan sudt dong kinh
hogc khéi phat dang dong kinh méi khi dung topiramat. Triéu chimg nay cé thé 1a hau qua cua
qud lidu, gidm ndng do trong huyét tuong cua thude chéng dong kinh sir dung dong thoi, tién
trien clia b¢nh, hodc téc dung nghich ly.

Cén dam bao cung cap da nudée khi dung topiramat. Cung cép di nuéce co thé 1am giam nguy co
s6i than. Pam bao diy du nuéc trude va trong khi hoat déng nhur tap thé duc hozc khi nhiét d¢
am co6 thé giam nguy co céc tae dung khong mong mudn lién quan dén nhiét.

Oligohydrosis (giam tiét mé hoi)

Giam tiét md hoi da dwoc béo céo lién quan dén sir dung top1ramat Giam tiét md hoi va sot
(tang nhiét do co the) 6 thé xay ra dac biét & tré em phoi nhiém véi diéu kién nhiét 9 cao.

R6i loan cam xiic/ tram cam

Pa c6 bdo cdo gia tang rbi loan cim xuc va trim cam trong khi sit dung topiramat.

Tu i/ y twong tuw tw

¥ tudng va hanh vi ty tir 43 duge bdo cdo ¢ bénh nhan diéu tri véi thude chdng dong kinh trong
nhiéu chl dinh khac nhau. C6 su gia ting nhé nguy co ¥ tuéng va hanh vi tu tir. Co ché cia nguy
co nay van chua rd va thong tin hién c6 khong cho phép loai trlr khd néng topiramat ciing lam
gia tang nguy co.

Vi vdy nén theo ddi cac diu hiéu cua y twéng va hanh vi tu tir & bénh nhén va cdn nhac co diéu
tri thich hgp. Nén huéng din bénh nhan (va ngudi chim séc) dén céc trung tam y té néu ¢6 dau
hiéu cua y twéng hodc hanh vi tu tir.

S0i thdn

Mot s6 bénh nhan, dic biét 1a nhitng bénh nhén c¢6 nguy co so1 than tir trude, c6 thé ¢6 sy tang
nguy co hinh thanh séi than va cac ddu hiéu va triéu ching lién quan nhu dau quén than, dau
than hodc dau man suon.

Nguy co s6i thdn bao gom sy hinh thanh séi than tir trudc, tién st gia dinh bi soi than va ting
calei niéu. Khdng c¢6 nguy co ndo trong cac nguy co trén ¢d thé duoc dung dé dur doan mot cach
dang tin cdy sy hinh thanh soi trong khi dung topiramat. Nguy co ¢6 thé tang 1én khi dung chung
v&i cae thude khéc ciing gy soi than.

Suy giam chirc ndng than

O bénh nhan suy giam chirc ning thin (Cle; < 70 mL/ phut), nén than trong khi sir dung
topiramat vi do thanh thai huyét tuwong va do thanh thai qua than cua topiramat bi giam.

Suy giam chirc ndng gan

O bénh nhén suy gan, nén than trong khi sir dung topiramat vi dg thanh thai topiramat c6 thé bi
giam.

Cdn thi cap va lang nhdn dp goc dong thir phat

Mot hoi chimg géy cén thi cap tinh lién quan dén tdng nhan ap goc dong thir phat da dugc bao,
cao & bénh nhin dung topiramat. Tri¢u chu'ng bao gom khoi phét con giam thi luc va/ hodc dau
mit cép tinh. Céc triéu chimg vé mﬁt bao gbm: Cén thi, tién phong néng, sung huyét mat (dq
mit) va tang ap luc ndi nhan. Co thé xudt hlen gian déng tir hodc khong. Hoi chimg nay co th
lién quan dén tran mau hé théng mach thé mi gy léch thuy tinh thé va mdng mat, kém tan
nhan ap géc dong thir phat. Triéu chimg thudng xay ra trong vong 1 thang sau khi khoi dau
dung topu-amat Nguoge lai v6i bénh ting nhin ap goc hep nguyén phat rat hiém gip & ngudi
dudi 40 tudi, ting nhan ap goc dbng thir phét lién quan dén topiramat da duge bao céo & tré em
cling nhu nguoi lém. Piéu tri bao gdm ngimg toplramat cang nhanh cang tot theo danh gia cta
bac s§, va bign phép thich hop dé g1am ap luc noi nhﬁn

Téng 4p lyc ndi nhén vi bat cu nguyén nhan gi, néu khong duge didu tri, c6 thé din dén hau qua
nghiém trong bao gdbm mat thi luc vinh V1en

Cén c6 quyét dinh bénh nhan c6 tién sir rdi loan thi gidc c6 nén diéu tri véi topiramat hay khong.
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Giam thi truong dd duoc bao cdo & bénh nhan dung topiramat khong phy thudc vao sy tang ap
luc ndi nhan. Trong thir nghiém ldm sang, hau hét cac truong hop c6 thé héi phuc sau khi ngimg
topiramat. Néu xdy ra giam thi trudng trong khi dung topiramat, nén can nhéc ngung thudc.
Nhiém toan chuyen hoa

Nhiém toan chuyén héa tang clorid huyét, khong tang khoang trong anion (giam bicarbonat
huyet thanh xudng du6i mirc binh thudong khi khong nhiém kiém ho hép) ¢6 thé xay ra khi diéu
tri bing topiramat. Sy giam bicarbonat nay 1 do tdc dung trc ché carbomc anhydrase ¢ thin cta
toplramat Noi chung, su giam bicarbonat xdy ra trong giai doan diu diéu tri mic du c6 thé xay
ra vao bt ki lac nao trong qua trinh diéu tri. Sy giam bicarbonat nay thudng tir nhe dén vira
(trung binh giam 4 mmol/ L & liéu 100 mg/ ngay hodc hon & ngudi 16m va khoang 6 mg/ kg/
ngdy ¢ tré em). Hiém khi bénh nhan bj giam bicarbonat dugi 10 mmol/ L. Céc tinh trang hodc
diéu tri ¢6 thé gay nhidm toan (nhu bénh than, réi loan ho hap ndng, tinh trang dong kinh, tiéu
chay, phau thuét, ché d9 an kiéng nhiéu acid hodic mot sé thude nhat dinh) c6 thé tang tac dung
ha bicarbonat cua topiramat.

NhiZm toan chuyén héa man tinh 1am ting nguy co hinh thanh soi than va cé thé dan dén thiéu
xuong.

Nhiém toan chuyén héa man tinh & tré em ¢6 thé lam giam téc d6 tang trudng. Tac dung clia
topiramat 1én xwong chua duoc nghién ciru hé thong O tré em hodc nguoi lom.

Tuy vao tinh trang, khuyen céo nén c6 déanh gia phu hop khi ding topiramat bao gdm dénh gia
ndng do bicarbonat huyét thanh. Néu c6 déu hiéu hodc triéu chimg (nhu the sdu Kussmaul, kho
thé, biéng &n, budn ndn, nén, mét mdi kéo dai, nhip tim nhanh hogc loan nhip tim), dau hiéu cua
nhlem toan chuyen héa, nén kiém tra bicarbonat huyét thanh. Néu nhiém toan chuyén héa tién
trién va dai diing, nén can nhic giam liéu hodc ngirng topiramat (giam liéu tir tir).

Nén than trong khi sir dung topiramat & bénh nhén ¢4 tinh trang hodc dang dung thube ¢6 yéu tb
nguy co gdy nhiém toan chuyén héa.

Suy giam chiec nang nhdn thirc

Suy giam nhan thuc trong dong kinh phu thudc vao nhiéu yéu té va cé thé do cdc nguyén nhin
tiém an, do dong kinh hogc do thubc chng dong kinh. Da ¢6 béo cdo suy giam chirc nang nhin
thirc & ngudi 1én khi diéu tri Vv0i topiramat va can phai giam liéu hoic ngimg diéu tri. Tuy nhién,
chua co nghlen clru ddy du vé anh hudng cua topiramat lén nhén thirc & tré em va anh huong
ndy van can dugc lam sang to.

Thuc pham b6 sung dinh duomg

M5t s6 bénh nhén ¢ thé bi giam can trong khi dung topiramat. Khuyen cdo theo ddi can ndng &
nhitng bénh nhan dung toplramat Nén can nhic mdt ché do an uéng bd sung hodc ting luong
thire an néu bénh nhan bi gidm cn trong khi dung topiramat.

Thubc ¢6 chira lactose, bénh nhén mic bénh di truyén hiém gip khong dung nap galactose, thiéu
hut Lapp lactase hoic rdi loan hap thu glucosc-galactose khong nén dung thude nay.

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

Sir dung cho phuy nir ¢6 thai va cho con bu:

Phu nit cé thai

Nguy co lién quan dén dong kinh va thudc chong dong kinh noi chung

Bénh nhén c6 kha nang mang thai nén duoc tu vén boi chuyén gia. Su cén thiét cua viée diéu tri
voi thude chéng dong kinh nén duoc xem xét lai ¢ phu nir ¢6 y dinh mang thai. O phu nit dang
duogce didu tri v6i thude chdng dong kinh, nén tranh ngung thudc dot ngdt vi c6 thé din dén co
giat vuot ngudng gy hau qua nghlem trong cho ngudi me va thai nhi.

Tét nhit nén don tri khi c6 thé vi diéu tri véi nhiéu thube chéng ddng kinh ¢6 thé gay tang nguy
co di tit bim sinh so vGi don tri, phu thude vao thube chéng dong kinh.

Nguy co lién quan dén topiramat

Topiramat gay ddc cho thai nhi & chudt va tho. O chuét, topiramat qua dugc nhau thai.
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Thoéng tin 1dm sang cho thiy tré so sinh bi phoi nhiém véi topiramat don tri co:

- Su gia téng nguy co di tit bim sinh (ddc biét l1a st moi/ hd ham éch, 15 tiéu léch thap va bat
thudng & nhiéu noi trén co thé) sau khi phoi nhiém trong 3 thang dau thai ky.

- Ty 1é cén ning thip khi sinh (< 2500 g) cao hon.

- Tang ty 1& bi nho so véi tudi thai (SGA: Puoc dinh nghia l1a can ning khi sinh dudi 10% hiéu
chinh theo tudi thai, phan chia theo gidi tinh). Hau qua lau dai ctia SGA chua duge xéac dinh.
Nén khuyén phu nit co kha ning mang thai stir dung bién phdp tranh thai c6 hi€u qua cao va cin

nhic thay di diéu tri.

Chi dinh dong kinh

Khuyén cdo nén cén nhic thay d6i didu trj & phu nir ¢o6 kha ning mang thai. Néu sir dung
toplramat & phu nit c6 kha niing mang thai, nén sir dung bién phap tranh thai c6 hiéu qua cao,

nén cho bénh nhén biét ddy du cdc nguy co cla bénh dong kinh khong duge kiém soat dén phy
nit mang thai va nguy co ¢6 thé cé cua thuoc cho thai nhi. Néu bénh nhén c6 y dinh mang thai,

khuyén bénh nhéan gip béc sj truéc do dé danh gia lai diéu trj va can nhic cac Iua chon diéu tri
khac. Trong trudng hop st dung thudc trong 3 thang diu thai ky, nén theo doi can than trude khi
sinh.

Chi djnh dy phong dau mia dau

Chéng chi dinh dung topiramat & phu nit mang thai va phy nit ¢6 kha ning mang thai néu khong
str dung bién phap tranh thai c6 hiéu qua cao.

Phu nit cho con bu

Nghlen ctru trén dong vat cho thay topiramat tiét qua sira. Sy bai tiét topiramat qua sira me chua
duoc danh gia ¢ nhimg thir nghi€ém ¢6 kiém chimg. O mot sb it bénh nhan cho thdy su tiét
topiramat nhiéu vao sira. Vi ¢6 nhiéu thudc c6 thé tiét qua sira, cén quyet dinh ngirng cho con bu
hoic ngimg/ han ché sir dung topiramat dua trén sy quan trong ctia thude d6i véi ngudi me.

Kha ndng sinh sdn

Nghién ciru trén dong vit khong cho thdy su suy gidm kha ning sinh san do topiramat, Anh
hudng cua topiramat trén kha ning sinh san & ngudi chua duoc danh gia.

Anh hwéng cia thude doi véi cong vige (nguwdi van hinh may méc, ngwdi dang lai tau xe,
ngudi lam viéc trén cao va cac trwomg hop khic):

Topiramat anh hudng nhe dén vira dén kha ning 14i xe va van hanh may méc. Topiramat c6 tac
d6ng trén hé than kinh trung wong va c6 thé gdy budn ngu, chong mit hodc céc trigu chimg c6
lién quan khac. Thuoc cung co thé giy r01 loan thi gidc va/ hodc nhin mé. Nhimg tac dung
khong mong mudn nay co thé gy nguy hiém cho bénh nhén lai xe hodc vén hanh may moc dac
biét 1a cho dén khi anh hudng cua thude 1én timg bénh nhén dugc thiét lap.

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

Anh huomg cuia topiramat lén cdc thuic chc;ng dong kinh khdc
Str dung thém topiramat cling véi cac thudc chong dong kinh khac (phenytoin, carbamazepin,
acid valproic, phenobarbital, primidon) khong lam anh huong dén ndng d¢ trong huyét tuong &
trang thai on dinh cua nhimg thuoc nay, ngoai trir mot so truong hop, khi sr dung thém
toplramat clng vai phenytom c6 thé lam tang nong do huyet twong cia phenytoin. Anh hudng
ndy c6 thé 1a do su trc ché mot isoform enzym da hinh cy thé (CYP2C19). Nén theo ddi ndng do
phenytoin ¢ cac bénh nhan sir dung phenytoin c6 d4u hiéu hogc tridu ching doc tinh.
Trong mét nghién ciru duge dong hoc & bénh nhén ddng kinh sir dung thém topiramat liéu 100 -
400 mg/ ngdy cung voi lamotrigin, khong thiy ¢6 anh hwong 1én nong d6 huyét tuong trang théi
6n dinh cta lamotrigin. Ngoai ra, khong cé su thay d6i ndng dd huyét twong trang thai 6n dinh
cua topiramat trong va sau khi ngirng lamotrigin (liéu trung binh 327 mg/ ngay).
Topiramat {rc ché enzym CYP2C19 va c6 thé anh huéng dén céc thude chuyén héa qua enzym
ndy (nhu diazepam, imipramin, moclobemid, proguanil, omeprazol).
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Anh huéng cua cdc thube chong dong kinh khdc lén topiramat

Phenytoin va carbamazepin 1am giam nong @9 huyét tuong cla topiramat. Sir dung thém hoic

ngimg phenytoin hodc carbamazepin khi dang dung topiramat c¢6 thé can phai hiéu chinh lié‘u

sau do, theo tac dung lam sang. Sur dung thém hoéc ngimg acid valproic khéng gay thay doi

dang ké trén 1am sang ndng do huyét twong cua topiramat va vi vdy, khéng can phai hiéu chinh

lidu topiramat.

Tuong tdc voi cdc thudc khdc

Digoxin

AUC néng dd huyét trong cua digoxin huyét thanh giam 12% khi sir dung chung véi topiramat.

Anh huéng trén 1dm sang cua tuong tac nay chua dugc thiét 1ap. Nén chu y theo ddi dinh ky

digoxin huyét thanh khi sir dung thém hodc ngirng topiramat & bénh nhan dang dung digoxin.

Thuéc tkc ché hé than kinh trung wong

Chua c6 danh gid viéc sir dung chung topiramat véi rugu hodc cac thude (rc ché hé than kinh

trung wong khac trong nghién ciru lam sang. Khuyén cdo khong nén sir dung chung topiramat

véi ruou hodc cde thude trc ché hé than kinh trung wong khac.

Co St. John (Hyper:cum perforatum)

C6 nguy co giam ndéng do huyét twong dén dén mét tac dung khi str dung chung topiramat voi

cd St. John. Chua c6 nghién clru 1dm sang danh gia kha ning tuong tac nay.

Thuéc tranh thai diwong uong

Topiramat don tri khéng anh hudng déng ké dén dwoc dong hoc cua norethinedron va ethinyl
estradiol. Topiramat dung chung véi valproic khéng anh huéng dang ké dén phoi nhiém
norethinedron, tuy nhién lai 1am giam phoi nhiém cua ethinyl estradiol. Kha nang giam hiéu qua "
thudc tranh thai va ting chay méu ngoai ky kinh nén dugc can nhic & bénh nhén sir dung chung :
thudc tranh thai dudng udng va toplramat Nén khuyén bénh nhan dung thuéc tranh thai chira
estrogen, thong bao bat ki thay dbi nao trong chu ky chay mau. Hiéu qua trinh thai c6 thé giam
ké ca khi khong c6 chay mau ngoai ky kinh.

Lithi

O ngudi tinh nguyén khée manh, AUC toan thin cia lithi giam 18% khi st dung chung véi
topiramat 200 mg/ ngay. O bénh nhén bj rdi loan ludng cue, duge ddng hoc cua lithi khong bi
anh hudng khi ding topiramat & liéu 200 mg/ ngay. Tuy nhién, AUC toan thén lithi ting 26%
sau khi ding topiramat liéu 600 mg/ ngay. Nén theo d&i nong dd lithi khi sir dung chung véi
topiramat.

Risperidon

Cé sy giam AUC cia risperidon khi sir dung phdi hop véi topiramat. Tuy nhién, khc biét vé tac
dung cua rispreridon don tri va phdi hop véi topiramat khong dang ké vé thong ké. Khong c6 su
thay ddi dang ké vé AUC toan than cua risperidon hay topiramat. Khi dung thém topiramat cung
v6i risperidon, tin suat tac dung khong mong muén tang so voi khi chua dung toplramat Tac '
dung khong mong mudn duoc béo cdo nhiéu nhit khi ding thém topiramat ciing véi risperidon
la: Budn ngu, di cam va budn non.

Hydroclorothiazid (HCTZ)

Cmax topiramat tang 27% va AUC topiramat ting 29% khi str dung chung véi HCTZ. Chua rd
anh huong cua tuong tac trén lam sang. Co thé can phai hiéu chinh liéu topiramat khi dung
chung voi HCTZ. Duoc dong hoc trang thai dn dinh ctia HCTZ bi anh huong khong déng ké khi
dung chung v6i topiramat. Xét nghiém lam sang cho thiy kali huyét thanh giam sau khi dung
topiramat hodic HCTZ va giam nhiéu hon khi ding chung topiramat va HCTZ.

Metformin

Khi sir dung chung metformin va topiramat, Cmax va AUC ciia metformin ting 18% va 25%
tuong tmg, va CL/ F giam 20%. Topiramat khong anh hudng dén tmax clia metformin. Chua rd
anh huong trén lam sang.

Thanh thai huyét thanh ctia topiramat duomg udng bi giam khi ding chung véi metformin. Mitc
d¢ giam chua rd. Chua rd anh hudng trén lam sang.

Wy =
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Nén theo dai dinh ki viée kiém soat dudng huyét & bénh nhan dang ding metformin khi dung
thém topiramat.

Pioglitazon

Khi sir dung chung pioglitazon va loplramat AUC pioglitazon giam 15% va Cmaxss khong thay
ddi. Su thay ddi nay khéng déng ké vé thong ké. Ngoai ra cd su giam Cuaxss va AUC chat
chuycn hoa hydroxy c6 hoat tinh 13% va 16% tuwong tmg cling nhu giam Crmax, ss va AUC chét
chuyén hoa keto c6 hoat tinh 60%. Anh huéng trén ldm sang cua anh hudng nay van chua rd.
Nén than trong theo dai dinh ki viéc kiém sodt dudng huyét cia bénh nhin khi ding thém
topiramat cung véi pioglitazon hodc khi dung thém pioglitazon cing vdi topiramat.

Glyburid

AUC glyburid giam 25% khi dung chung véi topiramat. AUC toan than cua chit chuyén hoa cé
hoat tinh, 4-trans-hydroxy-glyburid va 3- cis-hydroxyglyburid, giam 13% va 15% tuong Ung.
Dugc dong hoc ¢ trang thai 6n dinh cua topiramat khong bi dnh huéng khi dung chung véi
glyburid.

Dung thém toplramat khi dang diéu tri voi glyburid hodc dung thém glyburid khi dang diéu tri
v6i topiramat, nén can than theo ddi dinh ki viéc kiém soét dudng huyét ctia bénh nhén.

Cdc dang twong tdc khdc

Cde tdc nhén c6 thé gdy soi thdn

Khi sir dung chung topiramat véi céc tac nhan c6 thé gy soi than c6 thé lam tdng nguy co soi
than. Nén tranh sir dung céc tac nhan nay khi dang dung topiramat vi co thé tao mdi trwomg sinh
ly 1am tdng nguy co hinh thanh séi than.

Acid valproic

Str dung topiramat chung véi acid valproic gdy tang amoniac huyét kém hodc khong kém bénh
ndo & bénh nhan dung nap véi mot trong hai thude don doc. Trong héu hét trudong hop, dau hiéu
va trigu chimg giam khi ngimg mét trong hai thude. Phan ting khéng mong muon nay khong
phéi do twong tac duge dong hoc. Méi lién hé giita ting amoniac huyét va st dung topiramat
don tri hoiic dung chung véi céc thude chéng dong kinh khac chua duorc thiét lap.

Ha thén nhiét, duoc dinh nghia la giam nhiét d§ co thé khéng chu y xucmg < 359%C, da dugc bao
cdo khi st dung phdi hop topiramat va acid va]prmc kém hodc khong kém vdi tang amoniac
huyét. Tac dung kh6ng mong mudn ndy c6 thé xay ra sau khi bit dau sir dung topiramat hodc
sau khi tang liéu topiramat.

8. TAC DUNG KHONG MONG MUON

Cic tac dung khdng mong muén phin theo tan suit va hé co quan

Rat thiong gap, ADR > 1/10

Nhiém tring va nhiém ki sinh tring: Viém mili hong.

Tam than: Tram cam. i

Thén kinh: Di cam, buon ngli, chong mat.

Tiéu héa: Bubn ndn, tiéu chay.

Toan than va dudng str dung: Mét moi.

Xét nghiém: Sut cén.

Thuong gdp, 1/100 <ADR < 1710

Mau va h¢ bach huyet Thiéu méu.

Mién dich: Qua man.

Chuyen héa va dinh dudng: Bleng &n, giam cam giac ngon mi¢ng.

Tam thin: Cham suy nghi, mat ngu, roi loan ngdn ngir biéu cam, lo u, trang thai i 1&n, mét
phuong hudng, kich ddng, thay ddi cam xiic, hung hang, thay ddi tim trang, cam gidc chan nan,
gién di, hanh vi bat thudng.

Than kinh: Mat tap trung, suy giam tri nhg, mét tri nhé, rbi loan nhan thic, suy giam tinh than
co giat, bat thuong phdi hop, run, hén mé, gidm cam gidc, rung giat nhan cau, loan vi giéc, rdi
loan thiing bing, loan cin ngdn, run ¢6 chu ¥, an than.
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Thi giac Nhin mo, nhin déi, giam thi lye.

Tai va mé dao (tai trong) Chong miit, U tai, dau tai.

Ho hép, 16ng nguc va trung that: Khé thd, chay mau cam, nghet miii, chdy mii, ho.

Tiéu héa: Non, tdo bon, dau ving thuong vi, khd miéng, khé chiu da day, di cim & miéng, viém
da day, kho chiu & bung.

Da va cac mo dudi da: Rung tdc, phat ban, ngira.

Co xuong va md lién két: Dau khap, co that ca, dau co, co gidt co, yéu co, dau co xuong nguc.
Thén va tiét niéu: Soi than, tiéu rat, khé tiéu.

Toan than va dudmg sir dung: S6t, suy nhuge, kho chiu, dang di bat thudmg cam gidc bt thuong,
kho chiu.

Xét nghiém: Tang can.

[t gap, 1/1.000 < ADR < 1/100

Mau va h¢ bach huyét: Giam bach cdu, giam tleu céu, ndi hach, tdng bach cdu 4i toan.

Chuven hoéa va dinh dudng: Nhidm toan chuyén héa, ha kali huyct tdng cam gidc ngon miéng,
udng nhiéu.

Tam thin: Y tuong tur tu, cb géng tw tur, @0 giac, rdi loan tdm than, a0 glac thinh gidc, 4o gidc thi
gidc, thd o, thiéu tu chi 161 néi, roi loan glac ngu, roi loan cim xic, gidm ham mudn tinh duc,
khong thé nghi ngoi, khoc, nél lip, cam giac hung phan hoang tLr(mg, hanh dong lap di lap lai,
con hoang loan, hay khoc, roi loan doc, khé di véo giac ngu, thleu biéu cam cam xic, suy nghi
bat thudng, mat ham muén tinh duc, thiéu sirc séng, tinh gidc gitta dém, phédn tm, thirc sém,
phén ung hoang loan, tdm trang tang cao.

lhan kinh: Giam muc d§ nhéan thu‘c ccn co gidt nﬁng, giam thi trudng, co giat cuc bo phtre tap,
rbi loan ngdn ngi, tang dong, ngat xiu, rbi loan cam gidc, chay nuée dai, ngu lim, mét ngdn ngi,
i noi 13p di 1ap lai, glam chirc nang van dong, rbi loan vin dong, chong mit tu thé, chat luong
glac ngu thip, cam glac bong, mat cam glac rbi loan khiru giac, hdi chimg neu ndo, cam gidc
bét thuong, giam vi gide, t€ mé, vung ve, tlen triéu, mat vi giac, mat kha ning viét, mét kha ning
giao tiép, bénh than kinh ngoai bién, gan ngt xiu, rbi loan truong luc co, cam giac kién bo.

Thi g:ac Glam thi Iu:c dlem mu, cdn thi, cam giac bat thuong & mat, khd mit, so anh sang, co
thit mi, tang tiét nudc mét, hoa mit, glan dong tir, vién thi.

Tai va mé dao (tai trong): Mt thinh glac, mat thinh gidc mét bén, mét thinh giac do thin kinh
gi4c quan, kho chiu & tai, giam thinh gidc.

Tim: Chém nhjp tim, nhip xoang chim, danh tréng nguec.

Mach mau: Ha huyét p, ha huyet ap tu thé, d6 bimg, nong bung.

Ho hip, 1dng nguc va trung that: Khoé thé géing sire, ting tiét canh xoang mili, réi loan giong néi.
Tiéu héa: Viém tuy, ddy hoi, bénh trao nguoc da day, dau ving ha vi, glam vi gide, chdy mdu
nudu, diy bung, kho chiu thugng vi, dau bung, ting tiét nuée bot, dau miéng, hoi thd c6 mui,
dau ludi.

Da va cac md dudi da: Giam Ilel mé hdi, glam cam gidc & mat, ndi may day, héng ban, ngira
toan than, phat ban dlem vang, mat mau da, viém da dj (mg, sung mat.

Co xuong va md lién két: Sung khop, cung co xuong, dau sudn, moi co.

Thén va tiét niéu: Soi dudng tiét niéu, tiéu khong tu ch, tiéu ra méu, tiéu gp, dau quin than,
dau than.

Hé sinh duc va tuyén va: Réi loan chire ning cuong ducmg, ri loan chirc nang tinh duc.

Toan than va dudng si dyng: Tang than nhiét, khat nuée, bénh gidng cim, ué oai, lanh ngoai
bién, cam gidc say ruou, bon chon.

Xét nghiém: Xuat hién tinh thé trong nude tiéu, thir nghiém déang di tandem bat thudmg, giam s6
luong bach céu, ting enzym gan.

Giao tiép xa hoi: Giam kha ning hoc hoi.

Hiém gap, 1/10.000 < ADR < 1/1.000

Mau va hé bach huyét: Giam bach cAu trung tinh. h/

Chuyén héa va dinh dudng: Nhiém toan ting clorid huyét.
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Tam than: Hung cam, rbi loan hoang loan, cam gidc tuyét vong, hung cam nhe.

Than kinh: Mat phm hop dong tac, rbi loan nhip ngu sinh hoc, ting cam gidc, giam khiru gidc,
mét khiru giac, run v6 cin, mat van dong, khong dap mg vdi cde tac nhan kich thich.

Th1 giac: Mt thi lwc mot bén, mat thi luc thoang qua, tdng nhan ép, rdi loan diéu tlet mét, thay
ddi nhan thirc chiéu sdu cua thi gidc, 4m diém nhdp nhay, phit mi mat, mét thi giac vé dém, giam
thi luc.

Mach mau: Hién tugng Raynaud.

Gan - mat: Viém gan, suy gan.

Da va cic md dudi da: Hoi chung Stevens-Johnson, hdng ban da dang, da c6 mui bat thuong,
phil quanh mét, ndi méy day cuc bd.

Co xuong va mo lién két: Kho chiu & chi.

Thén va tiét niéu: Soi niéu quan, nhiém toan ong than.

Toan than va dudng sir dung: Phit mach, nhiém calci.

Xét nghiém: Giam bicarbonat huyét.

Chuea rd tan sudt

Mién dich: Phu di ung.

Thi glac Tang nhin dp géc dong, bénh ly diém vang, réi loan chuyén dong mit, phi két mac.

Da va cdc méd dudi da: Hoai tir thugng bi nhiém ddc.

Tré em

Nhung tac dung khong mong muén duoc bdo c4o véi tan sudt cao hon (gap 2 lan) ¢ tré em so
voi nguoi lom: Giam cam glac ngon miéng, ting cam gidc ngon miéng, nhlem toan tang clorid
huyet ha kali huyét, hanh vi bat thuong, hung hang, tho o, khé di vao gidc ngu y tufmg tur ti,
giam tép trung, hon mé, roi loan nhip giac ngu sinh hoc, chét lugng gidc ngl thap, tang tiét nudc
mat, nhip xoang chim, cam giac bat thudmg, roi loan dang di.

Nhung tic dung khong mong mudn duge bao cdo & tré em ma khong gdp & nguoi lon: Tang
bach cau 4i toan, ting déng, chéng mat, nén, ting than nhiét, sbt, giam kha nang hoc hoi.

Thudc c6 thé gdy ra cdc tdc dung khéng mong muon khdc, khuyén bénh nhan thong bado cac tac \
dung khong mong muén gdp phdi khi dimg thuéc. 1
9. QUA LIEU VA CACH XU TRIi /

RS

Triéu chitng:

Pa ¢ bdo cdo qua lidu topiramat. Dau hiéu va triéu chimg bao gdm co giat, budn ngu rbi loan
ngon ngtt, nhin md, nhin d6i, suy giam tinh than hon mé, bat thuong phdi hop, mat y thirc, ha
huyét ap, dau bung, kich dong, chéng mat, va trim cam. Hau qué ldm sang thudng khong néng
trong héu hét trudng hop, nhung di cé béo cdo tir vong khi qua liéu nhiéu thudc khac nhau bao
gom topiramat.

Qua lidu topiramat ¢6 thé gdy nhiém toan chuyén héa ning.

Xir tri:

Trong truong hop qua liéu cap tinh topiramat, néu vira méi qua liéu, nén lam rong da day ngay
bing céch rira da day hodc gay non. Than hoat tinh cho thay tac dung hap phy topiramat in vitro.
Nén diéu trj hd tro va giit 4m diy du cho bénh nhén. Thim phin mau ciing cho thdy hiéu qua
trong viéc loai bd topiramat.
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10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong dung qua liéu chi dinh.
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11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM)

Lé M7A, Puong D17, Khu Cong nghiép My Phude 1, Phudmg Théi Hoa, Thi xa Bén Cat, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688
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