R THUOC BAN THEO PON

TO HUONG DAN SU DUNG THUOC
Vién nén bao phim
HUETHER-25
Vién nén bao phim

HUETHER-50

Thubc béan theo don
Dé xa tam tay tré em
Poc ki hwéng din sir dung trwéc khi ding
Thong bao ngay cho bac sy hode dwgc sy nhirng tac dung khong mong muén khi sir dung thuéc
To thdng tin san pham nay bao gom hwéng dan sii dung cho thuéc cé nhiéu ham lwong khac nhau

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1. Thanh phan

M&i vién nén bao phim HUETHER-25 chia:

Topiramat ............cccovvieiininn... 25 mg

Ta duogc: Cellactose 80, copovidon, natri starch glycolat, silicon dioxyd, magnesi stearat,
HPMC EBS, titan dioxyd, talc, polyethylen glycol 4000, polysorbat 80, dau thdu dau.

MJi vién nén bao phim HUETHER-50 chtra:

Topiramat ............ccovvvvviniinn.n. 50 mg

Ta dugc: Cellactose 80, copovidon, natri starch glycolat, silicon dioxyd, magnesi stearat,
HPMC ES, titan dioxyd, talc, polyethylen glycol 4000, polysorbat 80, dau thau dau.

2. M6 ta san phAm
HUETHER-25: Vién nén tron, bao phim mau tring, mot mat cé dap logo 7, mat kia c6 dap
gach ngang. ,

HUETHER-50: Vién nén tron, bao phim mau trang, mot mat cé dap gach ngang, mat kia tron.

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

4. Thudc dung cho bénh gi?

Thudc chtra hoat chat 13 topiramat, thuéc nhém thude chéng dong kinh. Thubc dugc dung:

- Pon doc dé diéu tri dong kinh ¢ nguoi lon va tré em trén 6 tudi.

- Phéi hop véi cac thube khac dé diéu tri dong kinh & nguoi 16n va tré em tir 2 tudi trg 1én.
- Phong ngira dau ntra dau & ngudi 16n.

5. Nén dung thudc nay nhw thé nao va liéu lwong?

Ludn dung thudc chinh x4c nhu hudng din cua bac sy hodc dugc sy. Néu ban chua rd, hiy hoi
lai cho chac chan.

Liéu ding:

Bac sy thuong cho ban dung liéu thap topiramat dé khoi dau va ting liéu tir tir cho dén liéu tot
nhét cho ban.

Cach dung:

Ban nén uong nguyen vién cung hoac khong cung véi thirc n, tranh nhai vién vi thubc c¢6 vi
dang. Ban nén uong nhiéu nudc trong ngay dé phong ngira soi than khi dung topiramat.

6. Khi nao khdng nén dung thudc nay?
Khong nén dung thudc nay néu ban: . )
- Man cam voi topiramat hozc bt ky thanh phan nao cua thudc.
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- Dung topiramat trong phong ngira dau nira dau khi ban dang mang thai hoac c6 kha ning
mang thai nhung khong dung bién phap tranh thai cé hiéu qua.

7. Tac dung khong mong mudn

Nhu cac thubc khéc, topiramat cé thé gay tac dung khdng mong mudn, nhung khéng phai ai

cling gap phai.

Ngung diing thudc va lién hé trung tam y té gan nhdt néu ban gap cac phdn ing sau:

- Phan ng di Gtmg (nhu phat ban da, do da, ngira, sung mat, noi may day).

- Hoi chung Stevens-Johnson, mot tinh trang co thé gay nguy hiém den tinh mang cé thé xuat
hién ¢ nhiéu viing niém mac (nhu miéng, mii va mat).

- Hoai tir thuong bi nhidm doc, mot tinh trang c6 thé gay nguy hiém dén tinh mang, nghiém
trong hon hoi chirng Stevens-Johnson, dac trung bai rop da lan rong va bong troc 16p ngoai
cua da.

Thong bao cho bac sy va lién hé trung tam y té ngay néu ban gdp céc phdn ing sau:

Rat thuong gap (cO thé anh hwong nhiéu hon 1 trén 10 nguoi)

- Tram cam (méi bi hogc bi nang hon).

Thuong gap (co thé anh huong tir 1 den 10 trén 100 nguo)

- DBong kinh (co giat).

Lo &u, khé chiu, thay d6i cam xdc, 10 1an, mat phuong hudng.

Vin dé vé tap trung, cham suy nghi, mét tri nhé, van dé vé tri nhé (moi khoi phat, thay doi

dot ngdt hoac tang mirec d6 nang).

S6i than, ticu thuong xuyén hoac dau khi tiéu,

it gap (co thé danh hwong tir 1 dén 10 trén 1.000 ' nguol)

- Tang nong d¢ acid trong méu (c6 thé gay van dé vé ho hap bao gom kho tha, mat cam giéac
ngon miéng, budn non, ndn, mét moi nhieu va nhip tim nhanh hogc khong déu).

- Giam hoic khong thé d6 md hoi (ddc bi¢t ¢ tré¢ em ¢ trong mdi truong nhi¢t do cao).

- C6 suy nghi tu l1am hai ban than, co gang ty 1am hai ban than.

Mat mot phan tam nhin caa mat.

Hlem gap (c6 thé danh huong tur 1 dén 10 trén 10.000 nguoi)

- Téang nhan ap - tac ngh&n dich & mat gay ting ap luc trong mat, dau hoac giam thi giéc.

Chura ré tan sudt

- Bénh ly diém vang 12 mot bénh & diém vang, mot diém nho nam trén vdng mac noi ma hinh
anh rd nhat. Ban nén lién hé voi bac sy néu ban chu y dén bat ki su thay doi hoac giam thi
giac nao.

Cac tac dung khong mong mugsn khéc:

Rat thiwong gap (€O thé anh hweng nhiéu hon 1 trén 10 nguwoi)

- Nghet miii, chay miii hodc dau hong.

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

- Budn ngi, mét moi.

- Chong mat.

- Budn ndn, tiéu chay.

Sut can.

Thuang gap (c thé anh huong tur 1 dén 10 trén 100 nguoi)
Thiéu méu (glam sb luong huyet cau).

- Mat cam giac ngon miéng, giam cam giac ngon migng.

- Hung hang, kich dong, gian di, hanh vi bat thuong.

- Kho di vao gidc ngu hozc kho gitr duoc giac ngu dai lau.

- Vin dé Ve ngon ngit hodc rbi loan ngbn ngi, ndi lap.

- Vung vé hoic thiéu phéi hop van dong, cam giéc khdng 6n dinh khi di lai.

- Giam kha nang hoan thanh cac hoat dong hang ngay.

- Giam, mat vi giéc.

- Run khéng tu cha, chuyén dong nhanh, khong tu cha ¢ mat.

- RAi loan thi gidc nhu nhin déi, nhin md, giam thi luc, kho tap trung.
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Cam giac xoay vong (chong mat), u tai, dau tai.

Khd tho.

Ho.

Chay méau cam.

Sét, cam thay khéng khoe, yéu.

Non, tdo bon, dau bung hoic khé chiu & bung, kho tiéu, nhiém tring da day hoic ruot.
Khé miéng.

Rung toc.

Ngua.

Pau khdp hodc sung khop, co thit co hoic co giat co, dau co hoic yéu co, dau nguc.
Tang can.

It gap (co the anh hwong tir 1 dén 10 trén 1.000 nguoi)

Giam tiéu cau (té bao mau giup ngung chay mau) giam bach cau, té bao gidp bao vé co thé
khoi nhiém trung, giam nong do kali trong mau.

Sung hach ¢ ¢4, nach hoac hang.

Tang cam gi&c ngon miéng.

Téang cam xuc.

Nghe, thy, hoic cam thay thir khong c6 that, ri loan tdm than nang.

Biéu hién va/ hoic cam thay khong cé cam xuc, da nghi bat thuong, con hoang loan.
Vin dé vé doc, réi loan ngén ngi, van dé vé viét chir.

Khong thé nghi ngoi, tang dong.

Suy nghi cham, giam tinh tao hoac phan xa. ‘

Giam chuyén dong cua co thé hoac chuyén dong cham, chuyén dong co khong tu chu bat
thuong hoac lap di 1ap lai.

Ngat xiu.

Cam giac bat thuong, giam cam giac.

Giam, rbi loan hoic mat khau giéc.

Cam giac bat thudng trudc khi bi dau nira dau hodc mot sé dang dong kinh nhét dinh.
Khé mat, mat ‘nhay cam véi anh sang, co giat mi mét, chay nuéc mét.

Giam hozc mét thinh giac, mat thinh gidc maot bén tai.

Nhip tim cham hoac bt thuong, cam giac tim dap ¢ bén trong nguc.

Ha huyet ap, ha huyét ap khi dang day (lam cho mot so bénh nhan dung topiramat cam thay
mét moi, chdng mét hoac cd thé ngat khi ding hoic ngdi day dot ngot).

Do birng, cam thay am.

Viém tuy.

Tang luong hoi, ¢ néng, day bung hodc day hoi bat thudng.

Chay mau nuéu, ting tiét nudc bot, chay nudc dai, hoi thd 6 mui.

Uéng nhiéu nudc, khat.

Mat mau da.

Ctling co, dau ¢ hong.

Tiéu ra méu, tiéu khong tu cha, tiéu gap, dau suon hoic dau than.

Kho dat dugc hoac khoé gitr dwoc su cuong duong, r6i loan chire nang sinh dyc.
Triéu chiing giéng cam.

Lanh ngon tay va ngon chan.

Cam giac say.

Giam khd nang hoc hoi.

Hiém gap (c6 thé anh hueong tir 1 dén 10 rén 10.000 nguoi)

Tang cam xuc bat thuong.

Mat y thurc.

Maét thi gidc mot bén mat, mat thi giac tam thoi, mat thi giac vé dém.
Bénh giam thi luc.

Phd ¢ mat va quanh mat.
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- Cam giéc té, ngira ran va thay doi mau (tring, xanh duong sau d6 1a d6) & ngon tay va ngon
chan khi tiép xdc vai lanh.
- Viém gan, suy gan.
- Phét ban da va rop da.
- Da c6 mui bét thuong.
- Khong thoai mai ¢ tay hoac chan.
- R&i loan & than.
Tac dung khdng mong muén trén tré em
Téc dung khong mong muon trén tré em thuong giong nhu trén ngudi 16n. Tuy nhién, nhiing téc
dung khdng mong muon sau thuong gap ¢ tré em hon nguoi lon.
- Gap van dé vé sy tap trung.
- Tang nong d6 acid trong mau.
- Co y nghi gay hai cho ban than nghiém trong.
- Mét moi.
- Giam hosc ting khau vi.
- Hung hang, hanh vi bat thuong.
- Kho di vao gidc nga hoic kho giir gidc nga dai 1au.
- Cam thay khéng 6n dinh khi di.
- Cam thay khong khoe.
- Giam nong do kali trong mau.
- Biéu hién va/ hoic cam thay khdng c6 cam x(c.
- Chay nuéc mit.
Nhip tim cham hoic bat thuong.
Cac tac dung khong mong muon khac co thé gap o tré em la:
Thirong gap (6 thé dnh hwong tir I dén 10 trén 100 nguoi)
- Chéng mat, nén, sét.
It gap (co thé anh huong tir I dén 10 trén 1.000 ngueoi)
- Tang bach cau &i toan trong mau.
- Quéa man.
- Cam thay am.
- Giam kha nang hoc hoi.
Thudc c6 thé cé tac dung khdng mong musn khéc, théng bao cho bac sy nhing tac dung khong
mong muaén gap phdi khi si dung thuéc.

8. Nén tranh dung nhirng thudc hoic thwe pham gi khi dang sir dl_mg thudc nay?

Thdng bao cho béac sy hodc duoc sy cua ban vé tt ca cac loai thuoc ma ban dang sir dung, bao

gom ca cac thudc ké don hodc khong ké don, cac vitamin hodc thudc tir dugc liéu. Toplramat va

mot 50 thubc nhat dinh c6 thé anh hudng dén nhau. Déi khi lidu cua topiramat hoic cac thude

khéc can phai dugc diéu chinh.

Thong bao cho bac sy hode dirot sy néu ban dang sir dung céc thuoc sau:

- Céc thudc khéc co thé 1am giam kha nang suy nghi, tap trung, hozc phdi hop co cua ban (nhu
thudc tc ché hé than kinh trung uong nhu thude thu gian co va thubc an than).

- Thuéc tranh thai. Topiramat c6 thé lam mat hiéu qua thudc tranh thai caa ban.

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

topiramat.

Giir mot danh séch céc thudc ban dang dung va cho béac sy hodc dugc sy xem truée khi ding

mot thudc méi.

Céc thudc khac ma ban nén cho béc sy biét trude khi dung topiramat bao gom cac thudc chéng

dong kinh khéac, risperidon, lithi, hydroclorothiazid, metformin, pioglitazon, glyburid,

amitriptylin, propanolol, diltiazem, venlafaxin, flunarizin, co St. John (Hypericum perforatum)

(mdt ché pham dugc liéu duge dung diéu tri tram cam).

Néu ban khong chic c6 gap nhiing truong hop trén hay khong, néi chuyén véi bac sy hoic dugc

sy trude khi dung thude.
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Sur dung thudc cliing véi thize dn va dé uéng , ‘ q
Ban co thé dung thuoc cung hoac khong cung veéi thirc an. Uong nhiéu nudc trong ngay dé
phong ngtra soi than khi dung topiramat. Ban nén tranh uong ruou khi dung topiramat.

9. Cén lam gi khi mét 1an quén khong dung thudc?

Néu ban quén ding thudc, dung lidu d6 cang sém cang tét khi ban nhé ra. Tuy nhién, néu da sap
dén liéu tiép theo, bo qua lidu da quén va tiép tuc dung thudc nhu binh thuong. Néu ban quén
dung tir 2 liéu tro 1én, hay lién hé béac sy caa ban.

Khong dung gap dai liéu (2 liéu cing mot luc) dé bu lai cho lidu di quén.

10. Néu ban mudn ngung thudc

Khong tu y ngung thudc ma khdng co y kién cua bac sy. Triéu ching cua ban cd thé tré lai. Néu
bac sy quyet dinh cho ban ngung thudc, liéu ctia ban nén dugc giam tir tir trong vai ngay.

Néu ban c6 cau hoi gi thém, hdy hoi y kién bac sy hoic duoc sy.

11. Can bio quan thudc nay nhw thé nao?

Giir thudc trong bao bi gdc cua nha san xuat, day kin.

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

12. Nhirng diu hiéu va triéu chirng khi dung thudc qua liéu

Dung thuoc chinh x4c nhu huéng dan cua bac sy. Neu ban dung qué liéu hoac tré em nudt phai
thudc, lién hé ngay véi bac sy hoic trung tam vy té gan nhét. Khi ding qua liéu ban c6 thé cam
thay budn nga, mét moi, hoic giam phan xa, thiéu phdi hop co, kho néi chuyén hosc tap trung,
nhin déi hodc nhin md, cam thay chong mit do ha huyét &p, cam thiy chan nan hoic kich dong,
hodc dau bung, hoac co giat. )

Qué lieu cd thé xay ra néu ban dung topiramat cung vai cac thuoc khac.

13. Cin phii lam gl khi ding thudc qua liéu khuyén cio?

Ngung dung thubc va lién lac ngay véi bac sy hoac trung tamy té gan nhét.

Mang theo vién thubc ciing véi bao bi dé bac sy biét ban di udng thudc gi va co bién phéap xu ly
Kip thoi.

14. Nhirng diéu c?m’thzfln trong khi diing thudc nay .

Truoc khi dung thuoc nay, théng bao cho bac sy néu ban dang co cdac van de ve sirc khoe sau
day:

- CO van dé vé than, dic biét 12 soi than, hodc dang dugc chay than.

- CO tién sir bat thuong vé mau hozc dich co thé (nhiém toan chuyén hda).

- C6 van dé vé gan.

- CO van dé vé mit, dic biét 1a ting nhén ap.

- CO6 van d& vé tang truong.

- Pang c6 ché do an giau chat béo.

- Pang mang thai hoac c6 kha nang mang thai.

Néu ban khdng chéic chan c6 gap mét trong nhitng tinh trang trén hay khong, hay néi chuyén véi
bac sy hoac dugc sy trudc khi dung topiramat.

Ban khdng nén ngumg thuéc ma khong hoi y kién béc sy.

Ban ciing nén néi chuyén véi bac sy trude khi dung bat cir thude nao cé chira topiramat dé thay
thé cho HUETHER-25/ HUETHER-50.

Ban c6 thé bi sut can khi dung topiramat nén can ning cia ban s& duoc kiém tra thuong xuyén
khi duing thudc. Néu ban bi sut can qua nhiéu hoic tré em sir dung thude khong ting can da, ban
nén hoi y kién bac sy.

Mot s it bénh nhan dwogc diéu tri véi thude chéng dong kinh nhu toplramat c6 y nghi tu lam hai
ban than hoac ty tir. Néu ban ¢6 nhimg ¥ nghi nay vao bat cr lic nao, lién hé ngay véi bac sy.
Thudc c6 chira lactose, thong bao cho bac sy néu ban da timg duoc cho biét khong dung nap véi
bat cir loai duong nao.
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Thudc c6 chira polysorbat 80 c6 thé gay di tng va dau thau dau c6 thé gdy budn non, nén, dau
bung, tiéu chay.

Dung thusc cho tré em

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

Phu nir mang thai hogc cho con bu

Néu ban dang mang thai hodc cho con bu, nghi ban cd thé co thai hoic co y dinh mang thai, hoi
y kién bac sy trudc khi ding thUOc

Béc sy cuia ban sé& thao luan vé bién phép tranh thai sir dung véi ban, ciing nhu thao luan vé viéc
topiramat co phu hop cho ban khong. Ciing nhu nhitng thudc chong dong kinh khac, topiramat
¢6 nguy co gy hai cho thai nhi néu st dung trong thai ky. Dam bao ban hiéu rd nguy co va loi
ich cua viéc dung topiramat dé diéu tri dong kinh trong thai ky.

Ban khong nén dung topiramat dé phong ngira dau ntra ¢au néu ban dang mang thai hoic ban cé
kha nang mang thai va khong dung bién phap tranh thai c6 hiéu qua.

Phu nit cho con ba khi dung topiramat phai théng béo cho béc sy cang sém cang tbt néu tré cé
dau hiéu bat thuong nao.

Lai xe va vdn hanh may moc

Chéng mat, mét moi va van dé vé thi giac c6 thé xay ra khi dung topiramat. Khong l4i xe hodc
van hanh may méc ma khong hoi ¥ kién béc sy trude.

15. Khi ndo cin tham véan bac sy, duoc s§?

Can lién lac ngay véi bac sy hoac trung tdm y té gan nhat khi dung thudc qua liéu chi dinh.
Thong thudng, bao gid ciing phai hoi y kién béac sy hodc duoc sy trude lic dung bét ky thudc
nao khi mang thai hoac cho con bd.

Théng béo ngay cho béc sy hoic duoc sy nhiing tac dung khéng mong muén gap phai khi st
dung thudc.

Néu can thém thong tin xin hoi y kién bac sy hoac duoc sy.

16. Han dung ciaia thudce: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BQ Y TE

1. DUQC LUC HQC

Ma ATC: NO3AX11.

Nhém dwge ly: Thudc chong dong kinh, cac ché pham chéng dong kinh, diéu tri dau nira dau
khac.

Topiramat 1d mot dan xuét thé sulfamat cia monosaccarid. Co ché chinh xé4c cua tic dung chong
co giat va dy phong dau nira dau cua topiramat van chua rd. Nghién ctru vé dién sinh 1y hoc va
hoa sinh trén t& bao than kinh nudi cdy da xac dinh ba tinh chat c6 thé gop phan vao hiéu qua
chéng dong kinh cua topiramat.

Céc thé hoat dong lép di lé.p lai do sy khtr cuc kéo dai ctia cadc neuron bi chan bai topiramat mot
cach phu thugc thoi gian, gy tac dung chen kénh natri phy thudc trang thai. Topiramat 1am tang
tan suat y-aminobutyrat (GABA) hoat héa thu thé GABAA va lam ting kha nang GABA géy ra
dong ion clorid di vao neuron, cho thiy topiramat 1am ting hoat tinh ctia chat dan truyén than
kinh c6 tac dung trc ché nay.

Tac dung nay khong bi chin boi flumazenil, mot thude ddi khang benzodlazepm topiramat cling
khong 1am tang thoi gian mo kénh. Pay 1a su khac biét clia topiramat voi cac barbiturat diéu
bién thy thé GABAA.

Vi dic tinh chéng dong kinh ciia topiramat khac biét 16 rét so vdi benzodiazepin, thude co thé
diéu bién phan nhom thu thé GABAA khong nhay cam vdi benzodiazepin. Topiramat ddi khang
tac dung cua kainat gdy hoat héa phan nhom kainat/ AMPA (acid a-amino-3-hydroxy-5-
methylisoxazol-4propionic) cua thu thé amino acid c6 tic dung kich thich (glutamat), nhung
khong dnh hudéng deén hoat dong ciia N-methyl-D-aspartat (NMDA) tai cic phan nhom thu thé
NMDA. Nhiing tac dung nay cua topiramat phu thugc ndng do trong khoang 1 - 200 uM, véi tac
dung t6i thiéu thiy duoc ¢ 1 - 10 uM

Ngoai ra, topiramat @rc ché mot s6 isoenzym cua carbonic anhydrase. Tac dung dugc ly nay yéu
hon nhiéu so véi acetazolamid, mot thude tc ché carbonic anhydrase va duogc cho 1a khong dong
g6p nhiéu vao tac dung chdng dong kinh cta topiramat.

2. DUQC PONG HQOC

So v6i cac thude chong dong kinh khac, dugc dong hoc cua topiramat c6 thoi gian ban thai
huyét trong dai, duoc dong hoc tuyén tinh, thanh thai cha yéu qua than, khong gin két dang ké
v6i protein va thiéu chét chuyén hoa c6 hoat tinh.

Topiramat khong cam (mg manh enzym chuyén hoa, c6 thé dung c6 hoic khong kém thire an, va
khong can theo doi nong do toplramat trong huyét tuong thuong xuyén. Trong nghién ctru 1am
sang, khong thdy c6 mdi lién quan gitra ndng d6 huyét twong va hiéu qua hoic tic dung khong
mong muon.

Hap thu:

Topiramat dugc hap thu nhanh va manh. Sau khi udng 100 mg topiramat & ngu0'1 khée manh,
nong d¢ dinh (Crmax) trong huyét twong 13 1,5 pg/ mL dat duoc trong vong 2 - 3 gid (Tmax).

Duya trén luong dong vi phong xa thu ho6i duge trong nudc tiéu, ty 1& thude duge hap thu khi
udng 100 mg topiramat danh dau “C it nhat 13 81%. Anh huong cua thirc dn dén sinh kha dung
khong c6 y nghia 14m sang dang ké.

Phan bé:

N6i chung, 13 - 17% topiramat gan két v6i protein huyét twong. Kha ning gér} két v6i hong cau
thap va bao hoa trén nong do huyét tvong 4 pg/ mL. Theé tich phan b6 thay doi ty 1¢ nghich véi
liéu. Thé tich phan bo bi€u kién trung binh la 0,80 - 0,55 L/ kg v6i mdt li€u trong khoang 100 -
1200 mg. Thé tich phan bd bi anh hudng boi g101 tinh, gla tri & phy nit bang khoang 50% & nam,
do ty 1& chat béo trong co thé phu nit cao hon va khong gy anh huong 1am sang.

Chuyén héa:

Topiramat khong duoc chuyén hoa nhiéu (20%) & nguoi tinh nguyén khoe manh. Thudc duge
chuyen hoa dén 50% & bénh nhan dung chung véi thudc chéng dong kinh cam ung cic enzym
chuyén hoa thude. C6 sau chat chuyen hoa duoc hinh thanh boi sy hydroxyl hoa, thuy phén va
glucuronid hoa, da duge phan 18p, mo ta va dinh tinh tir huyét twong, nuéc tleu va phan ¢ nguoi.
MBJi chit chuyén hoa chiém < 3% tong liéu phong xa duoc thai trir sau khi udng topiramat déanh
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dau 1C. Hai chit chuyén hoa c6 cdu triic gan v6i topiramat nhat khong c6 hoic it co hoat tinh
chéng co giat.

Thai tru: ‘

O nguoi, dudng thai trir chinh ciia topiramat dang khong doi va chét chuyén hoa 1a qua than (it
nhat 81% liéu). Khoang 66% liéu topiramat danh dau 4C dugc thai trir dudi dang khong d6i qua
nude tiéu trong vong 4 ngay. Sau khi dung lidu topiramat 50 mg va 100 mg X 2 lan/ ngéy, do
thanh thai qua than tuong tng 1a khoang 18 mL/ phut va 17 mL/ phat. C6 bang ching ve€ sy tai
hap thu & 6ng than. Nghién ctru & chudt cho thdy c6 sy gia ting dang ké d6 thanh thai qua than
cua topiramat khi dung chung véi probenecid. D¢ thanh thai huyét tuong ¢ ngudi khoang 20 -
30 mL/ phtt sau khi udng.

S tuyén tinh:

Su khéc biét vé nong do trong huyét tuong giira cac doi tuong khi dung topiramat thap, vi vy
c6 thé du doan duoc duge dong hoc. V6i do thanh thai huyet tuong khong doi, duoc dong hoc
cua toplramat tuyén tinh va dién tich dudi dudng cong nong do trong huyét tuong ting ty 18
thuan véi lidu trong khoang liéu don 100 - 400 mg duong udng ¢ ngudi khoe manh. Bénh nhén
¢6 chirc nang thén binh thuong c6 thé can 4 - 8 ngay dé dat ndng d6 huyét twong & trang thai 6n
dinh. Cmax sau khi uéng liéu lap lai, 100 mg x 2 lan/ ngay ¢ ngu’orl khoe manh 1a 6,76 pg/ mL.
Sau khi dung lidu lap lai 50 mg va 100 mg topiramat x 2 lan/ ngdy, thoi gian ban thai trung binh
trong huyét tuO’ng khoang 21 gio.

Str dung chung voi cac thuéc chong dong kinh khéc:

St dung phdi hop lidu lap lai toplramat 100 - 400 mg x 2 lan/ ngay vé6i phenytoin hodc
carbamazepin 1am ting ty 18 thuan véi liéu ndong d6 huyét twong ctia topiramat.

Doi twong dic biét:

Bénh nhdn suy than:

D6 thanh thai huyét tuong va d¢ thanh thai qua than cta toplramat giam ¢ bénh nhén suy giam
chirc nang than vira va ning (Clcr < 70 mL/ phut). Do d6, ndng do trong huyét tuong ¢ trang thai
on dinh c6 thé cao hon khi sir dung thudc & bénh nhan suy than. Ngoai ra, bénh nhén suy than
can nhiéu thoi _gian hon dé dat duoc trang thai 6n dinh ctia mdi lidu. O bénh nhan suy than vira
va nang, khuyén céo nén giam mot nira liéu khoi dau va lidu duy tri.

Toplramat duoc loai bo khoi huyét twong hi¢u qua bang tham phén mau. Tham phan mau kéo
dai co6 thé 1am giam ndng do topiramat xuong du6i murc can thiét dé duy tri tac dung chbng co
giat. Dé tranh su giam nhanh néng dg huyet tuong khi tham phan méu, c6 thé can dung mot liéu
b6 sung topiramat. Liéu diéu chinh thuc té can phai cha y:

- Thoi gian cua giai doan chay than.

- Tdc do thanh thai cua hé thong chay than dugc dung.

- Do thanh thai hiéu dung qua than cta topiramat khi bénh nhan dugc chay théan.

Bénh nhan suy gan:

D6 thanh thai huyét tuong ciia topiramat giam trung binh 26% & bénh nhan suy gan vira dén
nang. Vi vay nén than trong khi sir dung topiramat ¢ bénh nhan suy gan.

Nguoi cao tudi:

Do thanh thai huyét tu:ong cua topiramat khong ddi & nguoi cao tudi khong c6 bénh than.

Tré em (duoc dong hoc ciia tré em dén 12 tuoz)

Duoc dong hoc cua topiramat ¢ tré em, giong nhu nguoi 16n sir dung thudc trong diéu tri bo
sung, 1a tuyén tinh, v6i d6 thanh thai khong phu thudc liéu va ndng do huyét twong trang thai 6n
dinh tang ty 1€ thuén voi lidu. Tuy nhién, tré¢ em c6 d6 thanh thai cao hon va thoi gian ban thai
ngan hon. Két qua nong d6 huyét tuong toplrarnat 0 cung mot licu mg/ kg c6 thé thip hon & tré
em so voi ngum lon. Cang nhu ¢ ngudi 16n, cac thuc chdng dong kinh cam tmg enzym gan
lam giam nong d6 huyét twong & trang thai on dinh.

3. CHI PINH , 7

Don tri ligu & nguoi 16n, thanh thieu nién va tré em trén 6 tudi bi dong kinh cuc b kem hoic
khong kém dong kinh toan thé thir phat, va con dong kinh co cuang - co giat toan thé nguyén
phat.
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Diéu tri hd trg ¢ nguoi 16n, thanh thiéu nién va tré em trén 2 tudi bi con dong kinh khai phat cuc
bo, kém hodc khong kém con dong kinh co cung - co git toan thé thur phat hoac toan thé
nguyén phat, va trong diéu tri dong kinh lién quan dén hoi chung Lennox-Gastaut.

Topiramat duoc chi dinh & nguoi 16n dé du phong dau nira dau sau khi da danh gia can than céac
lya chon diéu tri thay thé. Topiramat khong duoc dung trong diéu tri cap tinh.

4. LIEU DUNG - CACH DUNG

Liéu dung:

Khuyén céo nén khoi dau diéu tri ¢ lidu thap, sau do ting liéu dén liéu c6 hiéu qua. Liéu va tdc

d6 tang liéu nén phu thudc vao dap ing lam sang.

Khong can phai theo doi nong do trong huyét twong dé t6i wu hoa diéu tri v0i topiramat. Trong

truong hop hiém gap, khi str dung phéi hop topiramat v6i phenytoin co thé can phai diéu chinh

lidu phenytoin dé dat duoc két qua l1am sang tdi wu. Str dung thém hodc ngung st dung

phenytoin va carbamazepm ph01 hop v6i topiramat ¢ thé can phai diéu chinh liéu topiramat.

O bénh nhén c6 hodc khong c6 tién sir co glat hodc dong kinh, thudc chong dong kinh bao gdm

topiramat nén dugc giam liéu tir tir dé giam thiéu nguy co co giat hodc _tang tan suit co giat.

Trong thir nghiém 1am sang, liéu hang ngay duoc giam tir 50 - 100 mg/ tuan & nguoi 16n bi dong

kinh va 25 - 50 mg ¢ ngudi 16n st dung topiramat & liéu 100 mg/ ngay dé du phong dau nira

dau. O thir nghiém 14m sang & tré em, topiramat dugc giam lidu tir tir trong 2 - 8 tuan.

Don tri dong kinh

Chung

Khi ngimg st dung phdi hop thudc chéng dong kinh dé chuyén sang don tri v6i topiramat, nén

can nhic dén anh huong cua viéc nay trén viéc kiém soat co giat. Trir khi vi 1i do an toan can

phai ngimg dot ngot thude chéng dong kinh str dung cung, khuyén cdo nén giam lidu thudc

chdng dong kinh st dung phdi hop tir tur voi téc 46 khoang 1/3 liéu mdi 2 tuan

Khi ngimg thudc cam tng enzym, nong do topiramat s& tang. Co thé can phai giam liéu

topiramat néu kham 1am sang thdy can thiét.

Nguoi lon .

Liéu dung va tang liéu nén dua trén dap Gmg lam sang. Nén bat déu v6i liéu 25 mg/ ngdy udng

vao budi tbi trong 1 tudn. Sau do nén tang lidu chu ky 1 hodc 2 tudn véi khoang tang liéu 1a 25

hodc 50 mg/ ngay, chia 2 lan uéng. Néu bénh nhén khong thé dung nap voi ché do tang liéu, co

the tang lidu it hon hoic khoang thoi glan giita mdi lan tang lidu dai hon.

Liéu muyc ti€u khoi dau khuyén céo cua toplramat don tri & nguo’l l6n 1a 100 - 200 mg/ ngay chia

2 lan udng. Liéu t6i da hang ngay khuyen cdo 1a 500 mg/ ngay, chia 2 lan udng. Mot sb bénh

nhan dong kinh khang thuoc dung nap voi topiramat don tri & heu 1.000 mg/ ngay. Khuyén céo

lidu nay dugc ap dung cho tat ca nguoi 16n bao gdm ngudi cao tudi khong cé bénh than.

Tre em (tré em trén 6 tuoi)

Lleu dung va toc do tang lidu & tré em nén dua trén dap ung lam sang Piéu tri & tré em trén 6

tudi nén bat dau véi heu 0,5 - 1 mg/ kg /ngay ubng budi t6i trong tuan dau tién. Nén tang lidu

theo chu ky 1 - 2 tuan va khoang tang liéu tir 0,5 - 1 mg/ kg/ ngay, chia 2 1an uong Néu tre

khong thé dung nap véi ché do tang licu, c6 thé tang lidu it hon hodc khoang thoi gian giita mdi

lan ting lidu dai hon.

Liéu khoi dau muc tiéu khuyén cao ciia topiramat don tri & tré em trén 6 tudi 1a 100 mg/ ngay,

tuy vao dap ung 1am sang, (khoang 2 mg/ kg/ ngay ¢ tré em tir 6 - 16 tudi).

Diéu tri hé tro dong kinh (co gidt khéi phdt cuc b kém hodc khéng kém con dong kinh co
ciing - co gidt toan thin thir phdt hodc toan thin nguyén phdt, hodc co gidt lién quan dén hi

chirng Lennox-Gastaut)

Nguoi lon

Nén khai dau diéu trj v6i lidu 25 - 50 mg/ ngay ubng budi toi trong 1 tuan. Sir dung heu khoi

dau thip hon da duoc bao cdo, nhung chua c6 nghién ctru hé thong. Sau do, nén tang liéu theo

chuky 1 -2 lan/ tuan véi khoang lidu tang 25 - 50 mg/ ngay chia 2 1an udng. Mot sé bénh nhan

c6 thé dat duoc hiéu qua véi lidu 1 1an/ ngay.

Trong thir nghiém 1am sang diéu tri hd trg, 200 mg la lidu thap nhét co6 hiéu qua. Liéu hang ngay

thuong dung 1a 200 - 400 mg chia 2 1an udng.
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Liéu khuyén cao nay ap dung cho nguoi 16n, bao gdm ngudi cao tudi khéng co bénh than.

Tré em (tré em =2 tuéi)

Tong liéu hang ngay khuyén céo cua topiramat su dung diéu tri hd trg la khodng 5 - 9 mg / kg/
ngay chia 2 1an u6ng. Nén bét dau tang lidu tir 25 mg/ngay ubng budi t6i (hodc thip hon, dyua
trén khoang lidu tir 1 - 3 mg/ kg/ ngdy) trong tudn dau tién. Nén ting liéu theo chu ky 1 - 2 lan/
tudn v6i khoang lidu tang 1 - 3 mg/ kg/ ngay (chia lam 2 1an dung), dé dat dap ung 1am sang t6i
uu.

Liéu hang ngay 1én dén 30 mg/ kg/ ngay da duoc nghién ctru va noi chung 1a dung nap t6t.

Dau nira diu

Ngueoi lon

Téng licu hang ngay khuyen cao cua topiramat trong du phong dau nira dau 1a 100 mg/ ngay
chia 2 1an udng. Nén khoi dau v6i lidu 25 mg/ ngay uong vao budi t6i trong 1 tudn. Liéu co thé
dugc tang theo chu ky 1 tuan voi khoang tang liéu 1a 25 mg/ ngay. Néu bénh nhan khong thé
dung nap véi ché do tang lidu, c6 thé ting lidu it hon hodc khoang thoi gian gitra mdi lan ting
liéu dai hon.

Mot sb bénh nhan ¢o6 thé c6 loi khi str dung téng liéu 50 mg/ ngay. Liéu 200 mg/ ngay c6 thé co
lgi & mot s6 bénh nhan. Tuy nhién, nén than trong do c6 thé tang ty 1& tac dung khong mong
mudn.

Tré em

Khéng khuyén céo st dung toplrarnat trong diéu tri hodc phong ngira dau nira dau & tré em do
chua du thong tin vé an toan va hiéu qua.

Liéu khuyén cdo chung ciia topiramat ¢ cdc doi twong diic biét

Bénh nhan suy than

O bénh nhan suy giam chirc nang thén (Cler < 70 mL/ phut) nén than trong khi dung topiramat
vi d¢ thanh thai huyet tuong va d¢ thanh thai qua than cua toplramat giam. Bénh nhan suy than
c6 thé can thoi gian 1au hon dé dat dén trang thai 6n dinh ctia mdi liéu. Khuyén cdo nén giam
lidu khoi dau va liéu duy tri di mét nira.

O bénh nhan suy than giai doan cudi, vi topiramat bi loai bo tir huyét tuong bang thAm phéan
mau, nén dung mot lidu toplramat b6 sung twong duong v6i khoang 1/2 lidu hang ngay vao ngay
thdm phan mau. Liéu bd sung nén dugce chia 1am 2 lan dung trude khi tham phén méu va sau khi
hoan thanh tham phan mau. Liéu bo sung c6 thé thay d6i dua trén tinh chét cua thiét bi chay
than duogc su dung.

Bénh nhan suy gan

O bénh nhan suy gan vira dén ning, nén than trong khi st dung topiramat vi do thanh thai cua
topiramat giam.

Nguoi cao tudi

Khéng can hiéu chinh liéu ¢ ngudi cao tudi ¢6 chirc ning than binh thudng.

Céach dung:

Thude duoc dung bang duong udng, nén nudt nguyén vién ciing hoic khéng cung véi thirc an.
Khéng nén bé vién.

5. CHONG CHI PINH

M3n cam véi topiramat hodc véi bat ky thanh phan nao cua thude.

Dy phong dau nira dau & phu nit mang thai va phu nit ¢6 kha ning mang thai néu khong sir dung
bién phap tranh thai c6 hi¢u qua cao.

6. CAC TRUONG HQP THAN TRONG KHI DUNG THUOC

Trong truong hop can thiét phai ngiing sir dung topiramat dot ngot, khuyén cao cé theo ddi phu
hop.

Nhu véi c4c thude chdng dong kinh khac, mot so bénh nhéan cd the bi tang tan suat dong kinh
hoac khéi phat dang dong kinh mai khi dung topiramat. Trigu chiing nay co thé 1a hau qua cua
qua lidu, giam nong do6 trong huyét twong cua thubc chéng dong kinh sir dung dong thoi, tién
trién cia bénh, hoic tac dung nghich ly.
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Can dam bao cung cép di nuéc khi duing topiramat. Cung cap du nudce c6 thé 1am giam nguy co
soi than. Bam bao day du nude trudc va trong khi hoat dong nhu tap thé duc hoac khi nhiét do
am c6 thé giam nguy co céc tac dung khdng mong mudn lién quan dén nhiét.

Oligohydrosis (giam tiét mo hoi) )

Giam tiét mo hoi da duoc bao cdo lién quan dén sir dung topiramat. Giam tiét mo hdi va st
(ting nhiét do co thé) co thé xay ra dic biét & tré em phoi nhidm véi diéu kién nhiét do cao.

Réi logn cam xuc/ tram cam

D3 ¢ bao cdo gia tang rdi loan cam xdc va tram cam trong khi sir dung topiramat.

Tu it/ y twong tu tur

Y twdng va hanh vi tu tir d3 duoc béo céo ¢ bénh nhan diéu tri véi thude chong dong kinh trong
nhiéu chi dinh khac nhau. C6 su gia ting nho nguy co ¥ twéng va hanh vi tu ta. Co ché cua nguy
co nay van chua rd va thong tin hién c6 khong cho phép loai trir kha ning topiramat cling lam
gia tang nguy co.

Vi vay nén theo ddi cac dau hiéu cia y tuang va hanh vi ty tir & bénh nhan va can nhic c6 dicu
trj thich hop. Nén huéng dan bénh nhan (va ngudi chim soc) dén cac trung tam y té néu cd dau
hiéu cua y tuong hoac hanh vi ty tir.

Soi thgn

Mot s6 bénh nhén, dic biét 1a nhiing bénh nhan c¢6 nguy co soi than tir trude, ¢6 thé ¢b sy ting
nguy co hinh thanh s6i than va cac dau hiéu va triéu chung lién quan nhu dau quin than, dau
than hoac dau man suon.

Nguy co so6i than bao gom sy hinh thanh séi than tir trude, tién sir gia dinh b soi than va ting
calci niéu. Khong co nguy co nao trong cac nguy co trén c¢é thé dugc dung dé du doan mot cach
dang tin cay sy hinh thanh séi trong khi dung topiramat. Nguy co ¢ thé ting 1én khi dung chung
Véi cac thude khéc ciing gay soi than.

Suy giam churc nang than

O bénh nhéan suy giam chirc ning than (Cler < 70 mL/ phut), nén than trong khi st dung
topiramat vi do thanh thai huyét twong va do thanh thai qua than caa topiramat bi giam.

Suy giam churc nang gan

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

Can thj cdp va tang nhan dp goéc dong thir phat

Mot hoi chirng gay can thi cap tinh lién quan dén tdng nhan 4p goc dong thir phat da duoc bao
cao ¢ bénh nhan dung topiramat. Trigu chung bao gom khoi phat con glam thi luc va/ hogc dau
mét cap tinh. CAc triéu ching vé mit bao gom: Cén thi, tién phong néng, sung huyet mat (do
mat) va tang ap luc ndi nhan. Co thé xuat hién glan dong tir hoac khong. Hoi Chung nay co thé
lién quan dén tran mau hé théng mach thé mi gay léch thay tinh thé va mbng mait, kém tang
nhan ap goc dong thir phat. Triéu chung thwong xay ra trong vong 1 thang sau khi khéi dau
dung topiramat. Nguoc lai véi bénh ting nhan ap goc hep nguyén phat rat hiém gap O nguoi
duéi 40 tudi, tang nhén ép goc dong thr phat lién quan dén topiramat da dugc bao cao o tré em
cling nhu nguoi 16n. Piéu tri bao gom ngung toplramat cang nhanh cang tét theo danh gia cua
bac sy, va bién phap thich hop dé glam ap luc noi nhan.

Tang ap lyc noi nhan vi bat ctr nguyén nhan gi, néu khong duogc diéu tri, co thé dan dén hau qua
nghlem trong bao gom mat thi lyc vinh v1en

Can c6 quyét dinh bénh nhan c6 tién st réi loan thi giac c6 nén diéu tri véi topiramat hay khong.
Giam thi truong da dugc bao cao ¢ bénh nhan dung topiramat khong phu thugc vao su tang ap
luc ndi nhan. Trong thir nghi¢m lam sang, hau hét cac truong hop c6 thé hdi phuc sau khi nging
topiramat. Néu xay ra giam thi truong trong khi ding topiramat, nén can nhic nging thudc.
Nhiém toan chuyén hoa

Nhiém toan chuyén hoéa ting clorid huyét, khong ting khoang tréng anion (giam bicarbonat
huyét thanh xudng dudi mirc binh thuong khi khéng nhidm kiém ho hap) cé thé xay ra khi diéu
tri bang topiramat. Su giam bicarbonat nay 1a do tac dung trc ché carbonic anhydrase ¢ than cua
topiramat. N6i chung, su giam bicarbonat xay ra trong giai doan dau diéu tri mac di co thé xay
ra vao bat ki lac nao trong qua trinh diéu tri. Su giam bicarbonat nay thuong tir nhe dén vira
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(trung binh giam 4 mmol/ L ¢ liéu 100 mg/ ngay hoac hon ¢ nguoi lon va khoang 6 mg/ kg/
ngay ¢ tre em). Hiém khi bénh nhan bj giam bicarbonat dud6i 10 mmol/ L. Cac tinh trang hoac
diéu tri c6 thé gay nhiém toan (nhu benh than, réi loan ho hap nang, tinh trang dong kinh, tiéu
chay, phau thuat, ché d6 an kiéng nhiéu acid hoic mot s6 thuoc nhét dinh) cé thé ting tac dung
ha bicarbonat cua topiramat.

Nhiém toan chuyén hda man tinh 1am ting nguy co hinh thanh s6i than va c6 thé dan dén thiéu
xuong.

Nhiém toan chuyén hoa man tinh & tré em c6 thé 1am giam téc do tang trudng. Tac dung cua
toplrarnat 1én xuong chua duoc nghlen ctu hé thong o tré em hodc nguoi lon.

Tuy vao tinh trang, khuyén céo nén c6 danh gia phu hop khi ding topiramat bao gom danh gia
nong do bicarbonat huyet thanh. Néu c6 dau hiéu hoic triéu chimg (nhu thd sdu Kussmaul, kho
tho, biéng an, budn ndn, ndn, mét moi kéo dai, nhip tim nhanh hozc loan nhip tim), dau hiéu cua
nhiém toan chuyén héa, nén kiém tra bicarbonat huyét thanh. Néu nhiém toan chuyén hoa tién
trién va dai dang, nén can nhac giam lidu hoic ngirng topiramat (giam liéu tir tir).

Nén than trong khi str dung topiramat ¢ bénh nhan c6 tinh trang hoic dang dung thudc c6 yéu tb
nguy co gdy nhiém toan chuyén hoa.

Suy giam cherc nang nhan thic

Suy giam nhan thtrc trong dong kinh phu thudc vao nhiéu yéu té va c6 thé do cac nguyén nhan
tiém an, do dong kinh hozc do thudc chéng dong kinh. D ¢6 bdo céo suy gidm chirc nang nhan
thac & ngu’ol I6n khi diéu tri Vvgi topiramat va can phai giam liéu hoac ngimg diéu tri. Tuy nhién,
chua ¢6 nghién ciu day da vé anh huoéng cua topiramat 18n nhan thic ¢ tré em va anh huong
nay van can duoc lam sang to.

Thuc phdm bé sung dinh dwong

M6t s6 bénh nhan c6 thé bi giam can trong khi dung topiramat. Khuyén céo theo ddi can nang &
nhitng bénh nhan dung topiramat. Nén can nhic mot ché d6 an ubng bd sung hoic ting lugng
thize an néu bénh nhan bi giam can trong khi dung topiramat.

Thudc c6 chira lactose, bénh nhan mac bénh di truyén hiém gap khong dung nap galactose thiéu
hut Lapp lactase hoic rdi loan hap thu glucose galactose khdng nén dung thudc nay.

Thudc c6 chira polysorbat 80 c6 thé gay di ung va dau thau dau c6 thé gy budn non, non, dau
bung, tiéu chay.

Str dung cho phu nir c6 thai va cho con bu:

Phu né c6 thai

Nguy co lién quan dén déng kinh va thuéc chong déng kinh ndi chung

Bénh nhan c6 kha ning mang thai nén dwogc tu van boi chuyén gia. Sy can thiét caa viéc diéu tri

Vai thUOc chéng dong kinh nén dugc xem xét lai ¢ phy nit c6 y dinh mang thai. 0 phy nit dang

dugc diéu tri véi thudc chong dong kinh, nén tranh ngung thudc dot ngot vi c6 thé dan dén co

giat vugt ngudng gay hau qua nghiém trong cho nguoi me va thai nhi.

Tt nhat nén don trj khi c6 thé vi diéu tri véi nhiéu thudc chong dong kinh co thé gay tang nguy

co di tat bam sinh so véi don tri, phu thudc vao thude chéng dong kinh.

Nguy co lién quan dén topiramat

Topiramat giy doc cho thai nhi & chuot va tho. O chudt, topiramat qua dugc nhau thai.

Thong tin 1am sang cho thay tré so sinh bi phoi nhiém véi topiramat don trj co:

- Su gia tdng nguy co di tat bam sinh (dic biét 13 sit m6i/ he ham éch, 15 tiéu léch thap va bat
thuong & nhiéu noi trén co thé) sau khi phoi nhiém trong 3 thang dau thai ky.

- Ty I¢ can ning thap khi sinh (< 2500 g) cao hon.

- Tang ty 1& bi nho so véi tudi thai (SGA: Pugc dinh nghia 1a can ning khi sinh dudi 10% hiéu
chinh theo tudi thai, phan chia theo gigi tinh). Hau qua lau dai cia SGA chua duoc xac dinh.
Nén khuyén phu nit ¢4 kha ndng mang thai str dung bi¢n phap tranh thai c6 hi¢u qua cao va can

nhéc thay doi diéu tri.

Chi dinh dong kinh

Khuyén c4o nén can nhic thay doi diéu tri & phu nir cd kha ning mang thai. Néu st dung
topiramat & phu nit c6 kha nang mang thai, nén st dung bi¢n phap tranh thai c6 hi¢u qua cao,
nén cho bénh nhan biét day du cac nguy co ciia bénh dong kinh khong duoc kiém soat dén phu
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nit mang thai va nguy co c6 thé c6 cua thuc cho thai nhi. Néu bénh nhan c¢6 y dinh mang thai,
khuyén bénh nhan gap bac sy trudc d6 dé danh gia lai diéu tri va can nhic céc lva chon diéu tri
khac. Trong truong hop sir dung thude trong 3 thang dau thai ky, nén theo ddi can than trudc khi
sinh.

Chi dinh dw phong dau nira dau

Chéng chi dinh dung topiramat & phu nit mang thai va phu nit c6 kha ning mang thai néu khéng
su dung bién phap tranh thai cé hiéu qua cao.

Phu né cho con bu

Nghién ctru trén dong vat cho thay topiramat tiét qua sira. Su bai tiét topiramat qua sira me chua
dugc danh gia ¢ nhu:ng thar nghiem c6 kiém chang. O mét sé it bénh nhan cho thay su tiét
topiramat nhiéu vao sira. Vi ¢6 nhiéu thudc c6 thé tiét qua sira, can quyet dinh ngurng cho con bu
hodc ngung/ han ché sir dung topiramat dua trén sy quan trong cua thudc doi véi ngudi me.

Khd ndng sinh san

Nghién ctru trén dong vat khong cho thay su suy giam kha ning sinh san do topiramat. Anh
huong caa topiramat trén kha nang sinh san ¢ nguoi chua dugc danh gia.

Anh huéng caa thude ddi véi cong viée (nguwdi van hanh may méc, ngwoi dang 14i tau xe,
nguoi lam viée trén cao va cac trweong hop khac):

Topiramat anh hudng nhe dén vira dén kha nang lai xe va van hanh may moc. Toplramat co tac
dong trén hé than kinh trung uong va ¢o the gdy budn ngu chong mat hodc cac tri€u ching cé
lién quan khac. Thuoc cling ¢ thé gay rdi loan thi giac va/ hodc nhin mo. Nhitng tic dung
khong mong mudn ndy cé thé giy nguy hiém cho bénh nhén 14i xe hodc van hanh may moc dic
biét 1a cho dén khi anh huéng cta thudc 1én ting bénh nhan dugc thiét 1ap.

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

Anh hwéng cua topiramat 1én cac thusc chong dong kinh khac

Sir dung thém topiramat cling véi cac thuoc chong dong kinh khac (phenytoin, carbamazepin,
acid valproic, phenobarbital, primidon) khong lam anh huong dén nong do trong huyét twong &
trang thai 6n dinh caa nhiing thudc nay, ngoai trr mot so truong hop, khi st dung thém
topiramat cling vé&i phenytoin ¢6 thé 1am ting nong d6 huyét twong ciia phenytoin. Anh hudng
nay cd thé 1a do su trc ché mot isoform enzym da hinh cu thé (CYP2C19). Nén theo ddi nong do
phenytoin ¢ cac bénh nhan str dung phenytoin c6 dau hiéu hoic triéu chimg doc tinh.

Trong mét nghién ciru duoc dong hoc ¢ bénh nhan dong kinh sir dung thém topiramat liéu 100 -
400 mg/ ngay cung véi lamotrigin, khdng thay c6 anh huéng 1&n nong d6 huyét trong trang thai
6n dinh cua lamotrigin. Ngoai ra, khéng c6 sy thay doi nong do huyét twong trang thai on dinh
ctia topiramat trong va sau khi ngirng lamotrigin (lidu trung binh 327 mg/ ngay).

Topiramat c che enzym CYP2C19 va c0 thé anh huong den céc thuoc chuyén hoa qua enzym
nay (nhu dlazeparn imipramin, moclobemid, proguanil, omeprazol).

Anh huong cua céc thuoc chong dong kinh khac Ién topiramat

Phenytoin va carbamazepin lam giam néng do huyét twong cua topiramat. Str dung thém hoic
ngung phenytoin hoac carbamazepln khi dang dung topiramat c6 thé can phai hiéu chinh liéu
sau do, theo tac dung lam sang. Str dung thém hoac ngumg acid valproic khong géy thay doi
dang ké trén 1am sang nong d6 huyét twong cua topiramat va vi vay, khong can phai hiéu chinh
liéu topiramat.

Tuwong tic véi cac thuéc khac

Digoxin

AUC ndng d6 huyét trong cua digoxin huyét thanh giam 12% khi st dung chung véi topiramat.
Anh hudng trén 1am sang cia twong tac ndy chua duogc thiét lap. Nén chu ¥ theo ddi dinh ky
digoxin huyét thanh khi stir dung thém hoac ngtrng topiramat & bénh nhan dang dung digoxin.
Thudc izc ché hé than kinh trung wong

Chua c6 danh gia viéc sir dung chung toplramat Vvé6i rugu hodc céc thude te ché hé than kinh
trung wong khéc trong nghién ctru l1am sang. Khuyén céo khéng nén str dung chung topiramat
V6i reou hoic cac thude e ché hé than kinh trung wong khac.
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Co St. John (Hypericum perforatum)

C6 nguy co giam ndng do huyét twong dan dén mat tac dung khi sir dung chung topiramat voi
€6 St. John. Chua c6 nghién ciru 1am sang danh gia kha nang tuong tac nay.

Thude tranh thai dwong uong i

Topiramat don tri khdng anh huong dang ké dén duoc dong hoc cua norethinedron va ethinyl
estradiol. Topiramat dung chung véi valproic khong anh huong dang ké dén phoi nhiém
norethinedron, tuy nhién lai lam giam ph(n nhiém cua ethlnyl estradiol. Kha nang giam hi¢u qua
thudc tranh thai va ting chay mau ngoai ky kinh nén dugc can nhic & bénh nhén st dung chung
thudc tranh thai duong uong va toplramat Nén khuyén bénh nhan ding thudc tranh thai chua
estrogen, thdng bao bat ki thay doi ndo trong chu ky chay mau. Hiéu qua tranh thai cd thé giam
ké ca khi khong c6 chay mau ngoai ky kinh.

Lithi

O nguoi tinh nguyén khoe manh, AUC toan than caa lithi giam 18% khi sir dung chung Vi
topiramat 200 mg/ ngay. O bénh nhan bi rdi loan ludng cuc, duoc dong hoc cua lithi khéng bi
anh huong khi ding topiramat & liéu 200 mg/ ngay. Tuy nhién, AUC toan than lithi ting 26%
sau khi dung topiramat liéu 600 mg/ ngay. Nén theo d&i nong do lithi khi sir dung chung voi
topiramat.

Risperidon

Co sy giam AUC cua rlsperldon khi str dung phéi hop voi topiramat. Tuy nhién, khac biét vé tac
dung cua rispreridon don trj va phdi hop voi topiramat khong dang ké vé thong ké. Khang c6 sy
thay d6i dang ké vé AUC toan than cua risperidon hay topiramat. Khi dung thém topiramat ciing
Véi risperidon, tan Suat tac dung khong mong muon tang so vé&i khi chua dung topiramat. Tac
dung khdng mong muébn dugc béo céo nhiéu nhat khi dung thém topiramat cing véi risperidon
1a: Budn nga, di cam va budn non.

Hydroclorothiazid (HCTZ)

Cmax topiramat ting 27% va AUC topiramat tang 29% khi st dung chung véi HCTZ. Chua rd
anh hudng cua tuong tac trén 1am sang. C6 thé can phai hiéu chinh liéu topiramat khi dung
chung véi HCTZ. Duoc dong hoc trang thai 6n dinh cia HCTZ bj anh huéng khong dang ké khi
ding chung vai topiramat. Xét nghiém 1am sang cho thay kali huyét thanh giam sau khi ding
topiramat hoic HCTZ va giam nhiéu hon khi dung chung topiramat va HCTZ.

Metformin

Khi str dung chung metformin va topiramat, Cmax va AUC cta metformin ting 18% va 25%
twrong ung, va CL/ F giam 20%. Topiramat khéng anh huong dén tmax ctia metformin. Chua rd
anh huong trén 1am sang.

Thanh thai huyét thanh cua topiramat duong udng bi giam khi ding chung véi metformin. Muc
d6 giam chua ro. Chua rd anh hudng trén 1dm sang.

Nén theo dbi dinh Ki viéc kiém soat duong huyét & bénh nhan dang dung metformin khi dung
thém topiramat.

Pioglitazon

Khi str dung chung pioglitazon va toplramat AUC pioglitazon glam 15% va Cmaxss khdng thay
ddi. Su thay d6i nay khong dang keé vé thong ké. Ngoai ra cO su giam Cmax,ss Va AUC chat
chuyen hoa hydroxy ¢6 hoat tinh 13% va 16% tuong tng cling nhu giam Cmax, ss Va AUC chat
chuyén hoéa keto c6 hoat tinh 60%. Anh huong trén 1am sang cua anh husng nay van chua rd.
Nén than trong theo ddi dinh ki viéc kiém soat duong huyét cua bénh nhan khi dung thém
topiramat cung vai pioglitazon hoac khi dung thém pioglitazon cung véi topiramat.

Glyburid

AUC glyburid giam 25% khi dung chung véi topiramat. AUC toan than cua chat chuyén hda c6
hoat tinh, 4-trans-hydroxy-glyburid va 3-cis-hydroxyglyburid, giam 13% va 15% tuwong ung.
Duoc dong hoc ¢ trang thai on dinh cua topiramat khong bi anh hudng khi dung chung véi
glyburid.

Dung thém topiramat khi dang diéu tri véi glyburid hodc dung thém glyburid khi dang diéu tri
Vi topiramat, nén can than theo doi dinh ki viéc kiém soat duong huyét cua bénh nhan.

Cac dang twong tac khdc

14/17 TOA375ABB



Cac tac nhan c6 thé gay sai than

Khi sir dung chung topiramat véi céc tac nhan cé thé gay soi than cd thé lam ting nguy co soi
than. Nén tranh sir dung céc tic nhan nay khi dang dung topiramat vi c6 thé tao méi truong sinh
ly 1am tang nguy co hinh thanh séi than.

Acid valproic

Sur dung topiramat chung véi acid valproic gy ting amoniac huyét kém hoac khdng kém bénh
ndo ¢ bénh nhan dung nap voi mét trong hai thuéc don doc. Trong hau hét truong hop, dau hiéu
va trigu chung giam khi nging mét trong hai thudc. Phan ung khong mong muon nay khong
phai do tuwong tac duoc dong hoc. Mdi lién hé giita ting amoniac huyét va su dung topiramat
don trj hoac dung chung véi cac thudc chéng dong kinh khac chwa duoc thiét 1ap.

Ha than nhiét, duoc dinh nghia 1a giam nhiét do co thé khdng chu y xuéng < 35°C, di duoc béo
céo khi str dung phéi hop topiramat va acid valproic, kém hogc khong kem véi tang amoniac
huyét. Tac dung khdng mong muon nay co thé xay ra sau khi bat dau sir dung topiramat hozc
sau khi ting liéu topiramat.

8. TAC DUNG KHONG MONG MUON

CA4c tac dung khong mong muén phan theo tin suit va hé co quan

Rat thuong gap, ADR > 1/10

Nhiém triing va nhiém ki sinh trung: Viém miii hong.

Tam than: Tram cam.

Than kinh: Di cam, budn ngu, chéng mit.

Tiéu hoa: Budn ndn, tiéu chay.

Toan than va duong st dung: Mét moi.

Xét nghiém: Sut cén.

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

Méu va hé bach huyét: Thiéu mau.

Mién dich: Quéa man.

Chuyen héa va dinh dudng: Bleng an, glam cam giac ngon migng.

Tam than: Cham suy nghi, mat ngu, roi loan ngdn ngir biéu cam, lo 4u, trang thai 10 1an, mat
phuong hudng, kich dong, thay doi cam xuc, hung hing, thay doi tdm trang, cam giac chan nan,
gian dit, hanh vi bat thuong.

Than kinh: Mat tap trung, suy giam tri nh, mat tri nhé, rdi loan nhan thuc, suy giam tinh than
co giat, bat thuong phdi hop, run, hon mé, glam cam giac, rung giat nhan cau, loan vi giéc, roi
loan thang bang, loan can ngén, run c6 cha y, an than.

Thi giac: Nhin mo, nhin d6i, giam thi huc.

Tai va mé dao (tai trong): Chéng mat, u tai, dau tai.

Ho hép, 16ng nguc va trung that: Kho tha, chay mau cam, nghet mili, chay miii, ho.

Tiéu hoa: Non, tao bon, dau ving thuong vi, khd miéng, khé chiu da day, di cam & miéng, viém
da day, kho chiu ¢ bung.

Da va cdc mé dudi da: Rung tdc, phat ban, nguia. )

Co xuong va mo lién ket: Pau khap, co that co, dau co, co gidt co, yeu co, dau co xwong nguc.
Than va tiét ni¢u: Soi than, tiéu rat, kho tiéu.

Toan than va duong sur dung: Sét, suy nhuoc, khd chiu, dang di bat thuong cam giac bat thuong,
kho chiu.

Xeét nghiém: Tang can.

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

Mau va hé bach huyét: Giam bach cau, giam tiéu cau, ndi hach, tang bach cu ai toan.

Chuyen hoa va dinh dudng: Nhiém toan chuyén hoa, ha kali huyét, ting cam gi4c ngon miéng,
udng nhiéu.

Tam than: Y tuong ty tu, cb gang tu tr, 40 giac, roi loan tam than, 4o giac thinh giac, 4o giac thi
giac, tho o, thiéu ty chu 1oi noi, rdi loan glac ngu, réi loan cam xuc, giam ham mudn tinh duyc,
khong thé nghi ngoi, khoc, noi 1ap, cam giac hung phan hoang tuéng, hanh dong lap di 1ap lai,
con hoang loan, hay khdc, réi loan doc, khé di vao gidc ngu, thiéu biéu cam cam xuc, suy nghi
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bat thuong, mat ham muén tinh duc, thiéu suc séng, tinh giac gitra dém, phan tam, thirc sém,
phan ung hodng loan, tam trang tang cao.

Than kinh: Giam muc do nhan thire, con co git nang, glam thi truong, co giat cuc b phuc tap,
réi loan ngdn ng, tang dong, ngat xiu, rdi loan cam giac, chay nuéc dai, ngu lim, mat ngon ngtr,
161 noi 13p di 13p lai, glam chue nang van dong, réi loan van dong chong mat tu thé, chat luong
glac ngu thap, cam glac bong, mét cam giac, roi loan khau glac hoi ching tleu ndo, cam giac
bt thuong, giam vi giac, t& me, vung Ve tlen triéu, mat vi giac, mat kha ning viét, mat kha ning
giao tlep bénh than kinh ngoai bién, gan ngat xiu, rdi loan truong lyc co, cam giac kién bo.

Thi giac: Giam thi lyc, diém mu, can thi, cam giac bat thuong & mét, khd mat, sg anh sang, co
that mi, ting tiét nudc mat, hoa mét, gidn déng twr, vién thi. , ‘

Tai va mé dao (tai trong): Mat thinh giac, mat thinh giac mot bén, mat thinh giac do than kinh
giéc quan, kho chiu ¢ tai, giam thinh giéc.

Tim: Cham nhip tim, nhip xoang cham, danh trong nguc.

Mach mau: Ha huyet ap, ha huyet ap tu thé, do bung, nong bung.

H6 hap, 16ng nguc va trung that: Kho tho gang stre, tang tiét canh xoang mili, rdi loan giong noi.
Tiéu hoa: Viém tuy, day hoi, bénh trao nguoc da day, dau ving ha vi, glam vi giéc, Chay mau
nuéu, ddy bung, khd chiu thuong vi, dau bung, ting tiét nudc bot, dau miéng, hoi thd ¢6 mui,
dau luoi.

Da va cac md duéi da: Giam tiét mo hoi, giam cam gidc ¢ mat, n6i may day, hong ban, ngua
toan than, phat ban diém vang, mat mau da, viém da di ing, sung mat.

Co Xuong vamo lién két: Sung khép, cing co xuong, dau sudn, moi co. )

Than va tiét niéu: Soi duong tiét niéu, tiéu khong tyu chu, tiéu ra mau, tiéu gap, dau quan than,
dau than.

Hé sinh duc va tuyén va: Réi loan chic ning cuong duong, rdi loan chic ning tinh duc.

Toan than va duong sir dung: Tang than nhiét, khat nudc, bénh gidng cim, ué oai, lanh ngoai
bién, cam giac say ruou, bdn chon.

Xét nghiém: Xuat hién tinh thé trong nudéc tiéu, thir nghiém dang di tandem bt thudng, giam sé
lugng bach cdu, ting enzym gan.

Giao tiép xa hoi: Giam kha nang hoc hoi.

Hiém gap, 1/10.000 <ADR < 1/1.000

Méu va hé bach huyét: Giam bach cau trung tinh.

Chuyén héa va dinh dudng: Nhiém toan ting clorid huyét.

Tam than: Hung cdm, roi loan hodng loan, cam giac tuyét vong, hung cam nhe.

Than kinh: Mat phdi hop dong tac, rbi loan nhip ngu sinh hoc, ting cam giéc, giam khiru giac,
mét khiru gidc, run vo can, mat vén dong, khong déap (ring véi cac tac nhan kich thich.

Thi giac: Mat thi luc mot bén, mat thi lyc thoang qua, ting nhan ap, rdi loan diéu tiét mat, thay
ddi nhan thac chiéu sau cua thi giac, am diém nhap nhay, phu mi mat, mat thi giac vé dém, giam
thi luc.

Mach mau: Hién twong Raynaud.

Gan - mat: Viém gan, suy gan.

Da va cac md duéi da: Hoi ching Stevens-Johnson, hong ban da dang, da c6 mi bat thuong,
phd quanh mat, noi may day cuc bg.

Co xuong vamd lién két: Kho chiu & chi.

Than va tiét niéu: Soi niéu quan, nhiém toan éng than.

Toan than va duong sir dung: Phil mach, nhiém calci.

Xet nghi¢gm: Giam bicarbonat huyét.

Chura ré tan sudt

Mién dich: Phu di tng.

Thi giac: Tang nhan ap goc dong, bénh 1y diém vang, rdi loan chuyén dong mat, phi két mac.
Da va cac md dudi da: Hoai tir thuong bi nhiém doc.

Tréem

Nhiing tac dung khéng mong mudbn duoc bao c&o vai tan suat cao hon (gap 2 1an) & tré em so
vai nguoi Ion: Giam cam gidc ngon miéng, tang cam gidc ngon miéng, nhiém toan tang clorid

16/17 TOA375ABB



huyet ha kali huyét, hanh vi bt thuong, hung héng, tho o, khé di vao giac ngu, y mong tu tu,
gidm tap trung, hon mé, rbi loan nhip giac ngu sinh hoc, chat luong gidc nga thap, tang tiét nudc
mét, nhip xoang cham, cam giéc bat thuong, roi loan dang di.

Nhitng tac dung khéng mong muén duoc béo cdo & tré em ma khong gap ¢ nguoi l6n: Tang
bach ciu ai toan, ting dong chong mét, non, tang than nhigt, sot, giam kha nang hoc hoi.

Thuéc cé thé gdy ra cac tac dung khong mong muon khdc, khuyén bénh nhan théng bdo cdc tic
dung khéng mong mudn gdp phdi khi ding thudc.

9. QUA LIEU VA CACH XU TRI

Triéu ching

D3 c6 bao cao qua lidu topiramat. DAu hiéu va triéu chirng bao gdm co giat, budn ngu, rdi loan
ngdn ngix, nhin my, nhin déi, suy giam tinh than, hén mé, bat thudng phdi hop, mét y thic, ha
huyét ap, dau bung, kich dong, chong mat, va tram cam. Hau qua 1am sang thuong khong ning
trong hau hét treong hop, nhung da cé bao cao tir vong khi qua liéu nhiéu thuoc khac nhau bao
gom topiramat.

Quaé liéu topiramat c6 thé gay nhiém toan chuyén hoa nang.

Xue tri

Trong trudng hop qua lidu cap tinh topiramat, néu vira méi qué liéu, nén 1am rdng da day ngay
bang cach rira da day hodc gay ndn. Than hoat tinh cho thay tac dung hp phu topiramat in vitro.
Nén diéu tri hd trg va giit am day du cho bénh nhan. Tham phan mau ciing cho thay hiéu qua
trong viéc loai bo topiramat.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khdng ding qua liéu chi dinh.

11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Buong D17, Khu Cong nghiép My Phuéc 1, Phuong Théi Hoa, Thi x4 Bén Cat, Tinh
Binh Duong, Vi¢t Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

12. NGAY XEM XET SUA POI, CAP NHAT LAl NOI DUNG HUONG DAN SU DUNG
THUOC: 30/03/2018
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