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Rx
TOPINAM 50

(Vién nén bao phim topiramat)

Cic dau hi¢u luu ¥ va khuyén cio:
Doc ky huong dan si dung trudce khi diing.
Deé xa tam tay tre em.

Thong bao ngay cho bac sy hodc dwoc sy nhitng tac dung khong mong muon gap phai khi sw
dung thuoc.
Thuoc nay chi diung theo don thuoc

1. THANH PHAN CONG THUC THUOC

- Mdi vién nén bao phim chira:

Thanh phan hoat chét: Topiramate USP... 50mg

Thanh phén td dwge: Microcrystallin cellulose (PH 102). microcrystalline cellulose (PH 101).
lactose anhydrous, natri starch glycolate, silica colloidal anhydrous, magnesi stearat, Opadry
yellow 15B52000 (HPMC 2910/Hypromellose, titani dioxyd, macrogol/PEG, oxyd sit vang,
polysorbate 80)

2. DANG BAO CHE: Vién nén bao phim.
Mo ti dic diém thubc: .
Vién nén bao phim mau vang nhat, hinh tron, hai mat 161, canh vat, tron nhin ¢ ca hai mit.

3. CHI PINH _ ‘ )
DPon tri liéu cho nguoi 16n, thanh thiéu nién va tré em trén 6 tudi trong diéu tri dong kinh cuc bd
¢6 kém hogic khong kém dong kinh toan thé thir phat, va con dong kinh co climg - co gidt toan thé
nguyén phat.

Phéi hop trong diéu tri cho ngudi 1on, thanh thiéu nién va tré em tir 2 tudi tré 1én bi con dong
kinh khéi phét cuc b, cd kém hodc khong kém toan thé hoa thir phat hodc con dong kinh co
cirng - co gidt toan thé nguyén phat va trong diéu tri con dong kinh lién quan dén hoi chimg
Lennox-Gastaut.

Topiramat dugc chi dinh diéu tri du phong dau dau migraine ¢ nguoi 16n sau khi danh gia ky
ludmg céc bién phap diéu tri khac. Topiramat khong ding dé diéu tri con migraine cép.

4. LIEU DUNG - CACH DUNG

Li¢u ding _ ‘ ‘ ‘ ‘

Nén khoi dau liéu thip va chinh liéu sau do dé dat dugc mire licu ¢o hi¢u qua. Liéu va mirc d§
chinh llE‘IJ. can dura theo dép img 1am sang.

Khéng can thiét phai kiém soat nong d¢ topiramat trong huyét twong dé toi wu hoa diéu tri vai
topiramat. Trong nhiing trudng hop hiém gap, khi phdi hop loplramat vai phenytoin ¢o thé cin
dieu chinh lleu phenytoin dé dat dugc hiéu qua lam sing toi wu, CO6 thé can diéu chinh liéu
topiramat néu thém vao hodic ngimg phenytoin va carbamazepin trong diéu tri phdi hop voi

topiramat.
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0 nhtmg b¢nh nhéan c6 hodc khong ¢ tién sir co giat hodc dong kinh, can ngimg tir tir cac thuoc
chong dong kinh (AED) bao gébm topiramat dé giam thleu kha nang gay dong kinh hodc tang tan
suat dong kinh. Trong cac thir nghlt;m lim sang, mdi tuan liéu hang ngay durge glam dén 50-100
mg O ngudi lon mac dong kinh va 25-50 mg ¢ nguoi 1on dang dung topiramat voi liéu lén dén
100 mg/ngay dé dy phong migraine. Trong céc thir nghiém ldm sang ¢ tré em, topiramat dugc
ngirng tir tir trong giai doan 2-8 tuan.

Déng kinh - Don tri liéu

Tong quat:

Khi ngimg céc thude chong dong kinh phodi hop dé dung don tri liéu bang topiramat, nén xem xet
dén nhimg anh huong c6 the xay ra cua sy ngimg thudc nay trén sy kiém soat con dong kinh.
Khuyen cdo ngung tir tir lidu cua cdc thudc chéng dong kinh didu tri phdi hop vai ty 1¢
khoang s moi hai tuan trir khi cin phai ngirng ngay cac thude chﬂng dong kinh phol hop vi lién
quan dén tinh an toan.

Khi ngimg ding cac thude giy cam (g enzym, nong d6 cla topiramat s& ting. C6 thé cin phai
giam liéu topiramat nnéu c6 chi dinl] lam sang.

Nguoi truong thanh va tré em 12 tudi trg 1én

Liéu va mirc 4o chinh lidu can dua trén dap ng 1am sang. Sy chinh lleu nén khai dau ¢ liéu 25
mg ding mi toi trong mot tudn. Sau do, cach moi 1 tuan hodc moi 2 tuan, nén ting liéu thém 25
hodc 50 mg/ngay va chia 2 lan uéng. Néu bénh nhan khong thé dung nap véi ché dQ chinh lidu
nhu viy, ¢6 thé tang lidu it hon hodc kéo dai hon khoang thori gian gitra cdc 14n tang liéu.

Liéu dich khoi déu khuyén cao khi don tri liéu bing topiramat & nguéi I6n tir 100 mg/ngay dén
200 mgfngay chia 1am 2 lan. Liéu hang ngay t6i da duge khuyr;n cao la 500 mg/ngay chia lam 2
lan. Mot s6 bénh nhan dong kinh thé khang tri dung nap vdi topiramat & liéu 1000 mg/ngay trong
don tri li¢u. Céc liéu khuyén cdo nay ap dung cho tat ca ngudi 16n, ké ca ngudi cao tudi khong co
bénh vé than.

Tr¢ em (tré trén 6 tuoi)

Liéu va toc do chinh liéu can dua trén dap Umg 1am sang. Tre em trén 6 tuoi nén bét dau voi lidu
tir 0,5 dén 1 mg/kg vao moi t6i lrung tuan ddl.l Sau do cach mdi | hodc 2 tuan, tang liéu khoang
0,5 dén 1 mg/kg/ngay, chia hai lan uéng. Néu tré khong thé dung nap vai ché d6 chinh liéu trén,
c6 thé tiang liéu it hon hodc kéo dai hon thi gian gitra cac lin ting liéu.

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

Déng kinh diéu tri phoi hop (déng kinh khéi phét cuc b ¢6 kém hoiic khong kém toan thé
hoa thir phat, con dong kinh co cirng - co giit toan thé nguvén phit, hoic dong kinh lién
quan dén héi chirng Lennox-Gastaut)

Neguwdi 16n

Nén khoi déu vai liéu 25 t6i 50 mg vao mdi t6i trong mot tudn. D ¢6 bao cdo sir dung lidu khoi
dau thap hon, nhung chua duge nghién ciru mot cach hé thong. Sau d6 cach méi mot tuan hodc
moi hai tuan, nén ting liéu thém 25-50 mg/ngay va chia 2 lan udng. Mét s6 bénh nhan co thé dat
hiéu qué diéu trj khi dung liéu 1 lan/ngay.

Trong céc thir nghiém 1am sang khi diéu trj phdi hop, 200 mg 12 mirc lidu thip nhat dat hi¢u qua.
Lic¢u dung thong thudng hang ngay la 200-400 mg, chia hai lan.
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Cic khuyén céo vé liéu ding nay ap dung cho tat ca ngudi 16n, ké ca ngudi cao tudi hién khong
¢6 bénh vé than. ,

Tré em (tir 2 dén 12 tuéi) ‘ _ )
Tong liéu dung khuyén cdo hang ngay cua topiramat khi dicu tri phoi hop khodng 5 den 9
mg/kg/ngay, chia hai ldn. Su chinh liéu nén duoc khai dau bang 25 mg (hodc thap hon, dua trén
khoang llcu tir 1 dén 3 mgfkefngay) vao mdi toi trong tuan dau tién. Sau d6 dé dat duge dap (mg
lam sang t6i uu, sau mdi 1 hodc 2 tudn nén ting liéu trong gidi han khoang 1 dén 3 mg/kg/ngay
(chia hai 1in udng). _
Liéu dung hang ngay lén téi 30 mg/kg/ngay da duge nghién ciru va noi chung duge dung nap tot.
Dau nira diu

Nggm lon

Tong liéu khuyén céo hang ngay cua topiramat tmng dleu tri du phong dau dau mrgralne la 100
mgngay. chia lam 2 lan uong. Sy chinh licu nén khoi dau bang liéu 25 mg dung moi t0i trong
mot tuan. Sau d6 mdi tuin nén tang thém 25 mg/ngay. Néu bénh nhin khong thé dung nap véi
ché dd chinh liéu nhu viy, co thé kéo dai hon khoang cach gitra cac lin diéu chinh liéu.

Mot s6 bénh nhén co thé dat hi¢u qua voi lon;_., licu hdng ngay 50 mgngay Co trwomg hop bg:nh
nhan da sir dung tong lleu hang ngay lén dén 200 mg/ngay. Liéu nay c6 thé hiru ich & mot sO
bénh nhan, tuy nhién, cin than trong do ting ty & cac tac dung khéng mong mudn.

Tre em

Khong khuyén céo sir dung topiramate diéu tri hodc phong ngira migraine & tré em do thiéu dir
lidu vé an toan va hiéu qua.

Cic khuyén cdo chung vé liéu diing topiramate trén nhém cic bénh nhan dic biét

Suy thén

O nhimng bénh nhan suy than (CLcg < 70 mL/phit) nén thin trong khi udng topiramat boi do
thanh thai cua topiramat ¢ than va huyet tuong giam. B¢nh nhén da biét suy thin c¢6 thé can thoi
gian dai hon dé dat t6i trang thai hiing dinh tai méi mirc lidu. Khuyén céo giam mot nira liéu khi
dau va liéu duy tri.

O nhimg bénh nhan suy than giai doan cudi, vi topiramat bj loai khoi huyét twong khi chay thin
nhan tao, nén bo sung thém khoang nira liéu topiramate thudng ding hing ngiy trong nhu‘ng
ngay Lhay than. Liéu topiramate bd sung khi chay thian nén duoc chia ra ding véo lae bit ddu v
khi két thic quy trinh chay than nhan tao. Liéu bd sung ¢o thé khac nhau dya trén dic tinh thiét
bi tham tich mau sir dung.

Suy gan '

Topirarnat can dugc dung than trong ¢ bénh nhédn suy gan mirc d§ vira dén nang vi d§ thanh thai
cua topiramat giam.

Nguoi cao tudi

Khéng can chinh liéu & ngudi cao tudi néu chire niing than khong bi suy giam.

Cach dung

Vién nén khong nén dé bj v va nén nudt voi mot lugng nude vira du.

D6i véi cac lidu lwong khong thé ké toa véi ham lwgng ghi trén nhin, thi nén dung céc san phim
khac v&i ham lugng thich hop. )

Céc cong thirc vién nén khong thich hgp cho tr¢ em can liéu dudi 25 mg/ngay. Nén ké don mot
dang bao ché khac.

Cé thé udng topiramat ma khéng can quan tam dén bira an.
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5. CHONG CHI PINH

Man cam vai hoat chét hodc bit cir thanh phin ta dwgc nao.

Du phong migraine cho phu ntr ¢é thai va phu nir trong do tudi sinh san khong su dung cac bién
phap tranh thai pht hop.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC
Tong quan
Trong nhirng trudmg hop vi 1y do v khoa nén budc phai ngimg topiramat nhanh chong, khuyén
¢ao theo ddi mdt cach thich hop.
Ciing nhu cic thude chong dong kinh (AED) khac, mt s0 bénh nhén ¢6 thé bj ting tan sudt dong
kinh hodc bit diu ¢ cic kiéu co git moi khi dung topiramat. Nhimg hién tuong nay co thé 1a
héu qua cua dung !huuc qua licu, giam nong do trong huycl tuong cua cac thuéc AED dang dung
dong thoi, bénh tién trién hodc tic dung dio nguge cua thude.
Cung cip nude day du cho co thé trong khi sir dung topiramat 13 diéu rit quan trong. Viéc ding
nudc nay co thé giam nguy co bi so1 than. Co thé giam nguy co clia nhirng phan ng bt loi lién
quan dén nhiét bang cich uéng di nudc trude va trong cac hoat dong nhu tap thé duc hoidc dang
O noi ¢d nhiét do cao
Giam tiét m6 hoi
Giam tiét mo héi dd duge bao céo c6 lién quan dén sir dung topiramat. Giam tiét mo hoi va ting
than nhiét c6 thé xay ra dac biét ¢ tré nho trong maoi trudng nhiét d cao.
R&i loan khi sic/trim cam
Co su gia ting ty 1& m&i xuat hién cac dot rdi loan khi sic va tram cam dugc ghi nhén trong thoi
gian diéu tri voi topiramat.
Soi thin
Mot s6 bénh nhan, dic biét nhirng ngudi co co dia dé méc soi thin, co thé tang nguy co hinh
thanh soi thin va co cac dau hiéu va triéu chung lién quan nhu la con dau quan thén, dau ving
than hodc dau bén héong.
Cac yéu ) nguy co cho bénh a.ol lhd[l gum hinh thanh soi trudge 6, tién sir gia dinh co bénh soi
than va tang calci niéu. Cac yéu t nguy co nay khéng thé di doan mét cach /dang tin c@y vige
hinh thanh soi trong khi diéu tri topiramat. Hon nira, bénh nhan dang ding thudc khéc c6 thé gay
bOl than thi nguy co ¢6 thé ting.

Suy than
Nén dung topiramat thin trong & bf,:nh nhan suy than {CL( R <70 mUphut) vi do thanh thai cua
toplramat qua than va huyet tuong giam. Pé ¢6 khuyén céo cu thé vé lidu luong & bénh nhan suy
giam chirc nang than, xem phan Liéu luong va Cach ding.
Suy gan
O ngudi suy gan, topiramat nén duge ding thin trong vi dé thanh thai cua topiramat ¢é thé bi
giam.
Tu tw/Co y dinh tur tir
Y dinh va hanh vi tr tir da duge bao cao ¢ nhirng bénh nhan duge diéu tri bang lhu()c chéng
dong kinh trong mot s chi dinh khac nhau. Mot phan tich tong hop céc thir nghiém ngau nhién,
¢ déi chimg gia dugce cua céc thude chong ddong kinh cho thiy nguy co ¢o y dinh tu tur hay hanh
vi ty tr tang nhe. Chua biét 6 co ché cua nguy co nay va dir li¢u san co khong loai trir kha néing
tdng nguy co do topiramat.
Trong céc thir nghiém lam sang ma d6i, cic bién cb lién quan dén tu tr (¥ dinh tu ur, co ¢b ging
tur tir va tur ar) xay ra voi tin suét 0,5% bénh nhan diéu tri véi topiramat (46 trong s6 8652 bénh
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nhin duge diéu tri) va ty 1é méi mic cao gan gap 3 lan so voi nhém dimg gia duge (0,2%:; 8
trong 50 4045 bénh nhan duoc diéu tri).

Vi vy bénh nhan nén duge theo ddi cac ddu hiéu cia y dinh va hanh vi ty tir va nén céin nhéc
diéu tri thich hop. Khuyén bénh nhan (va ngudi chim soc bénh nhan) tim kiém tu vén y khoa khi
co cac dﬁu hiéu cua y dinh hodc hanh vi tu tir.

Cén thi cp va ting nhan dp goc dong thir phat

Mot hoi chimg bao gum cin thi cap lién quan dén tang nhan ap goc dong thir phat da dugc bao
cho ¢ bénh nhin ubng topiramat. Céc tri¢u chu'ng bao gdm con giam thi lwc cép kich phat
va/hodc dau mat. Cac biéu hién khi kham mit bao gom cén thi, tién phong nong, sung huyet mt
(d6 mit) va tang ap lue ndi nhan. Co thé co hodc khong gidn dong tir. Hoi ching nay co thé lién
quan v&i tran dich trén mi din dén chiém chd phia truge thuy tinh thé va mong mat véi ting
nhin 4p goc dong thir phat. Céc triéu ching dién hinh thudng xay ra trong vong 1 thang dau
dung topiramat. Trai vai ting nhan ap goc hep nguyén phat, rat hiém gap O nguol dudi 40 tudi, —
tang nhin dp goc déng thir phat lién quan dén topiramat da duge bao cdo & bénh nhi ciing nhu & e
ngudi lom.

Piéu tri bao gbm nging topiramat cang nhanh cang t6t theo quycl dinh cua bac s¥ diéu tri, va ha T :I
nhan ap bang cac bi¢n phap thich hop. Nhimg bién phap nay thuong giip ha nhan ap. HA
Tang nhan ap do bat ky nguyén nhén nao, neu khong duge diéu tri déu 6 thé din dén di chimg CH
nghiém trong bao gom miat thi lyc vinh vién.

Can xdc dinh ¢6 nén diéu trj topiramat cho bénh nhén ¢6 tién sir vé bénh 1y mit hay khong. .

Cac khlem khuvet thi gidc ==
Cac khiém khuyet thi gidc khong lién quan dén tang nhan ap da dugce bao cio ¢ nhu’ng bénh nhéin
duq(. diéu tri bang topiramat. Trong cac thir nghlym lam sang, hau hét cac bmn ¢6 nay di co thé
h0| phuc sau khi ngimg dung topiramat. Néu cac khiém khuyét thi giac xuat hién bat ctr thoi
diém nao trong suot qua trinh diéu tri bing topiramat, nén xem xét ngirng diing thude.

Toan chuyén hoa _

Tang clo méau, khong c6 khoang trong anion, toan chuyén hoa (vi dy: giam bicarbonat huyét
thanh dudi khoang gi¢i han binh thuong ma khong cd kiém hé hap) co lién quan dén diéu tri véi
topiramat.

Giam bicarbonat huyét thanh 1a do hiéu qua trc ché cua topiramat trén carbonic anhydrase than
Nhin chung, tinh trang giam bicarbonat nay xay ra ¢ giai doan som cua viée diéu tri mic du vin
coO thé xay ra tai bat ky thoi diém nao trong khi diéu tri. Sy giam nay tercmb tr nh¢ td1 trung
binh (gidam trung binh 4 mmol/L & liéu 100 mgfngay hay nhleu hon ¢ nguoi lon va khodng 6
mg/kg/ngay & bénh nhi). Hiém khi bénh nhan giam dén tri s6 con dudi 10 mmol/L. Cac tinh
trang hay tri liéu ¢6 thé din dén nhiém toan (nhu 12 bénh thén, rdi loan ho_hap nang, trang thai
dong kinh, tiéu chay, phau thuat, ché d6 dn sinh ceton, hodc sir dung mdt so thude nhat dinh) c6
thé lam tang thém tac dong giam bicarbonat clia topiramat.

Nhié&m toan chuyén héa man tinh 1am ting nguy co tao soi thin va c¢é kha ning din dén chimg
loang xwong. " _ o

Nhiém toan chuyén héa man tinh & bénh nhi cé thé 1am giam toc d6 phat trién. Anh hudng cia
topiramat Ién nhirng di tat lién quan dén xuong chua duge nghién ciru mét cach hé 1h6ng ¢ bénh
nhi hodc ngudi 1om.

Phu thudc vao cdc bénh 1y nén dang c6, cac danh gia thich hop bao gorn mirc do bicarbonat
huyct thanh dugce khuycn cao khi diéu tri vai toplramat Néu c6 cac diu hiéu hogc trigu chimg
(nhu 1a tho sdu kiéu Kussmaul, kho tho, chén @n, budn ndn, nén, mét moi qua mure, nhip tim
nhanh hodc loan nhip tim), biéu thi nhlem toan chuyén héa, khuyen cdo do nong do bicarbonat
huyet thanh. Néu toan chuyen hoa xuat hién va kéo dai, cén nhic giam liéu hodc co thé ngung sir
dung topiramat (ngimg liéu giam dan).
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C an sur dung luplrdmat than trong & bénh nhan ¢6 bénh 1y hodc dung cac tri li¢u dugce cho la yeu
t0 nguy co gay xuat hién nhiém toan chuyén héa.

Suy giam nhéan thirc

Suy giam nhén thirc trong bénh dong kinh la do nhiéu yéu té va co thé do bénh 1y nén, do bénh
dong kinh hodc do diéu tri dong kinh. Da c6 bao cao trong y van ve suy giam chirc ndng nhan
thire & nguai lém khi didu tri vOi topiramat, da phai yéu cau giam liéu hodc ngirng diéu tri. Tuy
nhién, nhitng nghién ctru vé tac dong 1én nhan thirc ¢ tré em diéu tri véi topiramat chwa day du
va anh hwong cta né can dugce lam sang to.

B sung chat dinh dudng

Mot s0 bénh nhén co thé bi giam can trong khi diét} tri vai topiramqt. Khuyén cao theo doi su
giam can ciia bénh nhan dang ding topiramat. C6 thé xem xét cung cap thie pham bé sung hoic
tang ché d6 an néu bénh nhén giam cén trong khi ding topiramat.

Khong dung nap lactose

Vién nén topiramat chira lactose.

Khéng nén ding thube ndy trén céc bénh nhin méc cac bénh vé di truyén hiém gap nhu khong
dung nap galactose, thiéu hut Lapp lactose hoic rdi loan hép thu glucose-galactose.

7.8U DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir ¢6 thai

Nguy co lien quan dén dong kinh va cdc thuée chong dong kinh néi chung

Can tu vin chuyén mon cho phu nir ¢6 kha ning sinh san. Xem xét dén su cin thiét phai didu tn
vai cdc thube chong dong kinh khi bénh nhéin nir dang du dinh c6 thai. o phu nir dang duge diéu
tri bénh dong kinh, nén tranh ngimg céc thude chong dong kinh dot ngét vi diéu nay c6 thé dan
161 cac con co giat dot ngdt co thé gay hau qua nghiém trong cho me va thai nhi.

Bét cir lte nao, néu dugc, nén wu tién lidu phap don tri li¢u vi viéc diéu tri voi nhiéu thudce ch:"')ng
dong kinh ¢6 thé lién quan dén nguy co di tit bam sinh cao hon so véi dung don tri lidu, tity theo
céc thude chéng dong kinh duing két hop.

Nguy co lién quan dén topiramat

Topiramat giy quai thai ¢ chudt nhit, chudt céng va tho. O chudt céng, topiramat qua dugc hang
rao nhau thai.

O ngudi, topiramat qua nhau thai va ndng d6 thude trong méau diy ron dugc bao céo tuong tur
nhu trong mau cua ngudi me.

Dit liéu lam sang tir dir liéu quan 1y thai san chi ra tré so sinh phoi nhiém véi topiramat don tri
ligu da co:

* Tang nguy co di tat bam sinh (ddc bi¢t nhu sirt mdi/ho vom miéng, di tat 16 tiéu lhap, va nhirng
bal thuong lién quan dén cic hé co quan khéc nhau cia co thé) sau khi ding thuée trong 3 théng
dau thai k.

Dir liéu quan 1y thai san cua thude chéng dong kinh Bic My chi ra ty I cac di tat bim sinh
nghiém trong cia nhom ding topiramat don tri liéu cao gap 3 lan (4,3%), so véi nhém khong
ding thude chong dong kinh (1,4%). Ngoai ra, dir liéu tir cic nghién ciru khac da chi ra, ¢6 sur
ting nguy co quai thai lién quan dén sir dung thude chong dong kinh trong nhom diéu tri phoi
hop so vai nhom don tri li¢u.

* Ty 1€ tre so sinh nhe cén (< 2500 g) cao hon so véi nhém tham chiéu.

* Tang ty I¢ tré phé hon so voi tudi thai (nl".ui SO vai tudi thai ISGA; dugce dinh nghia la trong
lwgng khi sinh nam dud¢i mie phén vi 10 phan trdm trén biéu d6 trong lugng da hiéu chinh theo
tudi thai, giGi tinh). Khong thé xac dinh duge hiu qua lau dai cia vin dé tré nho hon so véi tudi
thai.

HO
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M



https://trungtamthuoc.com/

Phuy nir ¢6 con tiem nédng nén str dung cac bi¢n phap tranh thai hi¢u qua va can nhic cac lya chon
dieu trj thay the.

Chi dinh dong kinh

Nén xem xét cac phuo‘nb phap diéu tri thay thé & phu nir ¢o kha nang sinh san. Néu st dung
topiramat 6 phu nit c6 kha néng sinh san, khuyén cdo sir dung bién phép trinh thai c6 hiéu qua
cao va thong bao day du cho nguai me vc nguy co da biét cua chirng dong kinh khong kiém sodt
d6i véi phy nir mang thai va nguy co tiém tang véi bio thai do thude. Néu m{t phy nit dy dinh
¢o thai, khuyen cao di kham tu van trude khi mang thai dé danh gia lai vige di¢ iéu tri, va cdn nhic
cic lua chon (‘:tleu tri khac. Trong trudng hop ding thude trong ba thang dau ctia thai ky, nén theo
dai tién san can than.

Chi dinh dye phong migraine

Topiramat chéng chi dinh vdi phu nit ¢6 thai va phu nir trong d6 tudi sinh san néu khong sir dung
cac phuong phap tranh thai co hi¢u qua. S
Phu nir cho con bu ¢
Nghién ctru trén déng vat da chi ra topiramat duroc bai tiét trong sira. Su bai nét cua topiramat w;'\é
vao trong sira me¢ chua duge danh g,la g nhlmg thir nghiém co6 dbi chimg. O mat s it truong hop -
quan sat dugc trén bénh nhan cho thay cO sur tiét nhiéu topiramat vao stra me. Cac tac dung da

PH

quan sat duge & tré so sinh/tre nho bu sira ctia ba me dang dugc diéu tri 1a tiéu chay budn ngu, INK
kich thich kho chiu va ting can khéng diy di. Do do, cin quyét dinh co nén dimg sira me hoic
ngimg/tranh dung trj li¢u topiramat tuy theo lgi ich cho tré bu stra me¢ va lgi ich cua tri ligu 0"

topiramat doi v&i ngudi me. —
Kha ning sinh san

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

Téc dung cua topiramat lén sy sinh san cua ngudi chua duoc xac lap.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Topiramat gay anh huong nhe hodc trung binh lén kha nang lai xe va vin hanh may moc.
Topiramat tac dong trén hé thén kinh trung wong va co thé giy budn ngu, chong mit hodc céc
tri¢u chimg lién quan khac. No ¢o thé gy ra cac roi loan thi gidc va/hode nhin mo. Nhimg tic
dung bit lgi nay co thé giy nguy hiém cho nguoi bénh khi lai xe hay van hanh may moéc, dac biét
cho dén khi kinh nghiém dung thudc trén timg bénh nhan dugc thiét lap.

9. TUONG TAC, TUONG KY CUA THUOC

Téc dong cua toplramate Ién cac thuoc chong déng kinh khac

Phoi hop topiramate vao phac do diéu tri cua cac thude chong dong kinh khac (phenytom,
carbamazepin, acid valproic, phenobarbital, primidon) khong anh hudng dén nong d¢ dat trang
thai 6n dinh trong huyét twong cia cac thude nay, ngoai trir & vai bénh nhan, phéi hop topiramat
khi dang diéu tri voi phenytoin ¢ thé lam ting ndng dd cua phenytoin trong huyét twong. Didu
ndy ¢é thé 1a do sy (rc ché ctia mot enzym dic hiéu dang dong phan da hinh (CYP 2C19). Vi vay,
bat cir ngudi bénh nao dang ding phenytoin ¢6 nhimg déu hiéu hoic triéu chimg lim sang cia
doc tinh thude nén kiém tra nong do cua phenytoin.

Mot nghién ciru vé tuong tic duge dong hoc trén bénh nhan dong kinh da cho thiy neu dang
ding lamotrigin, khi thém topiramat ¢ liéu 100 dén 400 mg/ngay khong anh “huong 1én nong do
lamotrigin ¢ trang thai on dinh trong huycl tlrorng Hon nira, cling khong lhay thay doi vé nong
do topiramat & trang thai on dinh trong huyét tvong trong khi hodc sau khi ngimg diéu trj véi
lamotrigin (liéu trung binh la 327 mg/ngay).

Topiramat (rc ché enzym CYP 2C19 va c6 thé gy tré ngai cho cac chét khac duoc chuyén hoa
boi enzym nay (nhu diazepam, imipramin, moclobemid, proguanil, omeprazol).
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Téc dong cua cic thube chong dung kinh khac 1én tuglramat

Phenytoin va carbamazepin lam giam nong do huyet tuong cua topiramat. Khi ph01 hop hodc
ngung phenytoin hay carbamazepin trong khi dang diéu trj v&i topiramate c6 thé can chinh liéu
dung cua topiramate. Sy chinh liéu nay nén tién hanh dua vao hi¢u qua lam sang.

Dung thém hodic nging acid valproic khong lam thay doi dang ké vé mat 1am sang nong do trong
huyét trong cua topiramate va, do do, khong cén diéu chinh liéu dung cua topiramat.

Céc tuong tic nay duge tom tat nhu sau:

Céc thude chémg dong kinh khac Nf&ng do cac thude chéng Nf"mg d¢ topiramat
dung dong thoi dong kinh khac
Phenytoin e I
Carbamazepine (CBZ) > |
Valproic Acid — >
Lamotrigin > >
Phenobarbital > NS
Primidon « NS
— = Khong anh huong 1én nong do huyét trong (thay doi < 15%)
Gl i Néng do huyél tuong gia tang tuy timng ca nhén
! = Nong do huyét trong giam
NS = Chua nghién ctru

Cic twong tic thude khic

Digoxin

Trong nghién ciru dom liéu, dién tich dudi duong cong (AUC) cua nong do digoxin trong huyét
Iu-:mg giam 12% khi dung dong thoi vai t0p1ramat Tuong quan vé mat lam sang cua quan sat
nay chua duge thiét lap. Khi topiramat dugc phdi hop thém vao hay ngimg dung ¢ nhimg ngudi
bénh dang diéu trl vai dlgoxln can cha y kiém tra dinh ky digoxin trong huyét thanh.

Cic thudc ire ché hé thian kinh trung wong

Viéc dung chung topiramat v&i rugu hodc cic thude (re ché hé than kinh trung wong khac chua
dugc danh gia trong cdc nghién ciru 1am sang. Khuyén céo khéng ding dong thoi topiramat voi
rrgu hodic cac thude e ché hé than kinh trung wong khéc.

St John's Wort (Hypericum perfommm)

Cé thé quan sat thdy nguy co giam nong do trong huyét tU'Ung din dén mat hi¢u qua khi dung
toplramat dong thai vai St John's Wort. Chura c6 nghién ciru lam sang danh gia sw twong tac tiém
tang nay.

Cic thube tranh thai dudng u(‘mg

Trong nghién ciru twong tic duge dong hoc & nhimng ngudi tinh nguyén khoe manh dang sir dung
ddng thoi vai cac thude tranh thai duong udng dang két hop chira 1 mg norethindron (NET) va
35 mceg ethinyl estradiol (EE), topiramat dugc sir dung don thuin vai liéu 50 téi 200 mg/ngay
khong lam thay doi dang ké co v nghia thong ké trong phoi nhiém trung binh (AUC) cua cac
thanh phén c6 trong thude tranh thai uéng, Trong mot nghién ciru khac, phoi nhiém véi EE giam
¢ y nghia thong ké & liéu 200, 400 va 800 mg/ngay (twong ung 1a 18%, 21% va 30%) khi sur
dung phdi hop & nhitng bénh nhan dong kinh dang udng acid valproic. O ca hai nghién ciu,
topiramat (50-200 mg/ngay ¢ nguoi tinh nguyén khoe manh va 200-800 mg/ngay & bénh nhéan
dong kinh) khong anh huong ding ké 1én phoi nhiém véi NET. Mic du trong khoang licu
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toplramat tir 200-800 mg/ngay (& bt:nh nhan dong kinh), phoi nhiém EE ¢6 sy suy giam phu
thugc licu, nhung trong khoang liéu topiramat tir 50-200 mg/ngay (¢ nguoi tinh nguye;n khoe
manh), phoi nhiém EE khong bi thay dbi phu thude liéu dang ké. Chwa quan sat thay y nghia lam
sang cua nhimg thay ddi nay.

Nén cin nhic kha nang lam giam hiéu qua cua thude trénh thai duong uong va ting nguy co Xuat
huyét dot ngot & bénh nhan dang ding thudc tranh thai duomg udng dong thii véi topiramat.
Bénh nhéin dang ding thudc tranh thai ¢6 chira estrogen nén duge din do béo cao bat ky sy thay
d6i nao trong van dé xuat huyét cia ho. Hiéu qua cua thude tranh thai c6 thé giam thdm chi khi
khong cé xuat huyét.

Hydrochlorothiazid (HCTZ)

Mot nghién ciru turong tac thude- thuéc dugce thye hién ¢ trén nguoi lmh nguyén khoe manh, dé
danh gia dugc dong hoc ¢ trang thai 6n dinh cua HCTZ (liéu 25 mg mdi 24 gio) va topiramat (96
mg moi 12 gio) khi dung don doc va két hgp véi nhau. Két qua nghlcn ctru nay cho lhay
Comax Clia topiramat ting 27% va AUC tang 29% khi phdi hop voi HCTZ. Y nghia 1am sang cia
thay d6i nay chua rd. Diéu tri phéi hop HCTZ véi topiramat ¢6 thé can phai chinh liéu topiramat.
Duge dong hoc ¢ trang thai 6n dinh cia HCTZ khong bi anh hudng déng ké bai ding dong thoi
topiramat. Két qua xét nghiém lam sang cho thdy ¢6 giam kali huyét thanh sau khi ding
topiramat hay HCTZ, mire giam nhiéu hon khi hai thudc nay ding ctng lic véi nhau,

Lithium " )

Trén ngudi tinh nguyén khoe manh, quan sat thay ¢o sy giam phoi nhiém hé thong véi lithium
(18% AUC) khi ding dong thoi topiramat 200 mg/ngay. O nhirng bénh nhén r6i loan ludng cuc,
duge dong hoc cua lithium khéng bi anh huéng trong théi gian diéu tri voi topiramat 200
mg/ngay; tuy nhién, sau khi ding topiramat téi mic 600 mg/ngay thi c6 tang phoi nhiém hé
thong (26% AUC). Khi dung ddng thoi vai topiramat, can phai theo doi nong d lithium.
Glibenclamid

Mot nghxcn clru twong tac thude- thuéc dugce thye hién & bénh nhan dai thio duong typ 2 dé danh
gia ve dugc dong hoc & trang thai 6n dinh cta gllbenclamld (5 mg/ngay) dung don doc va ding
ddng thoi véi topiramat (130 mg/ngay). Tha},r c6 giam 25% AUC24 cua glibenclamid trong khi
ding topiramat. Phoi nhiém hé thong cia cac chat chuyén hoa cé hoat tinh, 4- rrans-hydroxy-
glyburid (M1) va 3-cis-hydroxyglyburid (M2), ciing bi giam lan lwgt 14 13% va 15%. Duge dong
hoc ¢ trang thai 6 6n dinh ctia topiramat khéng bi anh huong khi dung dong thot vai glibenclamid.
Khi dang diéu tri glibenclamid lhcm topiramat, hay khi dang diéu tri topiramat thém
glibenclamid, phai dac biét chi y van dé theo ddi bénh nhan thuong xuyén nham kiém soét tinh
trang bénh dai thao dudng mot cach thich hop.

Metformin

Mot nghlen clru tuong tac thuoc-thuoc dugc thyc hign ¢ ngudi tinh nguyén khoe m.;mh dé danh
gid vé duge dong hoc ¢ trang thai 6n dinh cia metformin va topiramat trong huyét twong khi
dung metformin don dgc hay ding déng thoi metformin va topiramat. Két qua cua nghién ciru
cho thdy Cuax va AUC |24 trung binh cua metformin tang lan luot 1a 18% va 25%. trong khi gia
tri CL/F trung binh giam 20% khi metformin dugc ding dong théi voi topiramat. Topiramat
khong anh huong 1én tu. cia metformin. Y nghia ldm sang tac dong cua topiramat 1én durge
dong hoc ciia metformin chura rd. Sy thanh thai qua huyét tuong khi uéng topiramat dudng nhu
giam khi ding cing véi metformin. Mirc d6 thay déi cta su thanh thai thi chua duoc biét. Y
nghia 1am sang cia tic dong cua metformin déi vai duoc dong hoc cia topiramat chua rd.

Khi topiramate dugc ding phdi hgp hay ngimg & bénh nhin dang diéu trj metformin, phai dic
biét chi ¥ van dé theo ddi thudng xuyén dé kiém soét tinh trang bénh d4i thao dudng mét cach
thich hop.
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Pioglitazon ‘

Nghién ctru tuong tac thuoc-thuoc dugc thyc hién ¢ ngudi tinh nguyén khoe manh dé danh gia
dugre dong hoc o trang thai 6n dinh cua topiramat va ploglltazon khi dung don déc va ding dong
thoi. Quan sat thdy giam 15% AUC. cua p:oglltazon ma khong thay d6i vé Cuee. Két qua nay
khong c0 y nghia thong ké. Thém vao do. c6 ghi nhan giam 13% Cuayss va 16% AUCt « cua chat
chuyén hoa hydroxy co hoat tinh, va giam 60% Caxss va AUC, ¢ cua chit chuyen hoa keto co
hoat tinh. Y nghia lam sang ctia nhimg phat hién nay chua biét.

Khi dang diéu tri pioglitazon thém topiramat, hay khi dang diéu tri topiramat thém pioglitazon,
phai dic biét chi ¥ van dé theo doi bénh nhin thuong xuyén dé kiém soat tinh trang bénh dai
thao dudng mot cach thich hop.

Risperidon

Céc nghién cilru twong tic thube-thude duge thue hién trong diéu kién dung dom liéu trén ngudi
tinh nguyén khoe manh va da liéu trén bénh nhan rdi loan hmrng cue, cho két qua urtmg tu nhau.
Khi ding chung véi topiramat & liéu topiramat ting timg nac la 100, 250 va 400 mg/ngay, thi
thay ¢6 giam phoi nhiém hé thong (16% va 33% AUC & trang théi hing dinh véi céc liéu lan
lugt la 250 va 400 mg/ngay) cua risperidon (khoang Ileu dung tur 1 dén 6 mg/ngay). Tuy nhién,
su khac nhau vé gia trj AUC ddi voi toan bg thanh phan hoat tinh ciia timg thude giira phac do
diéu tri don 1huan vai mpendon va diéu tri phdi hop vai topiramat khong c6 ¥ nghia thong ké.
Céd thay doi rat it vé duge dong hoc cua toan b phan hoat tinh (risperidon va 9-
hydroxyrisperidon) va khong thay thay doi ve dugce dong hoc cua 9-hydroxyrisperidon. Khong
¢6 thay doi ding ke trong phoi nhiém hé théng cta toan b phin hoat tinh cua risperidon, hay
topiramat. Khi phéi horp mplramat (lidu 250-400 mg,ngav} vao phac dé riqpendon dang dung
(liéu 1-6 mg/ngay), cac bién ¢b bat lgi duge bao cao thudng xuyén hon so voi trude khi dung
topiramat (90% va 54%, tuong tmg). Cac bién cd bat l¢gi duge bao cao thuomg xuyén nhat khi
phdi hop topiramat vao phac do risperidon la: budn ngu (27% va 12%), di cam (22% va 0%) va
budn nén (18% va 9%, tuong img).

Cic loai ttrcmg tic khac

Cdc thudc co kha nang gdy soi thén

Toplramate khi dung dong thoi vai céc thude ¢d kha nang giy s0i than thi ¢o thé 1am ting nguy
co soi thin. Trong khi ding topiramate, nén tranh ding dong thai véi cac thude nay vi ching ¢
thé tao ra mdi truedng sinh 1y, 1am ting nguy co hinh thanh soi than.

Acid valproic

Khi ding chung topiramat voi acid valproic trén bénh nhan dung nap véi timg thudc néu ding
dom ddc, o hién tugng ting amoniac mau co thé kém hodc khong kém theo bénh nio. Trong da
s6 céc trudong hop, cac tri¢u chimg va déu hiéu sé giam bot khi ngimg mét trong hai thude (xem
phin Canh bdo va than trong va Tdc dung khéng mong mucn). Phan {mg bat lgi ndy khong phai
la do mét tuong tac duge dong hoc.

Giam than nhiét, duge dinh nghia la sy giam bat ngd nhiét dé co thé xuéng dudi 35°C, da duge
bdo ¢do ¢6 lién quan dén sir dung déng thoi topiramat va acid valproic (VPA) ¢0 hodc khong két
hop véi ting ammoniac méau. Bién c6 bat lgi ndy & nhitng bénh nhin diing dong thai topiramat
va valproat ¢o thé xay ra sau khi bit dau diéu tri véi topiramat hodc sau khi ting liéu hang ngay
cua topiramat.

Cic nghién ciru bo sung vé twong tic duoe dong hoc thude _

Céc nghién ciru 1am sang duge thye hién dé danh gia cac tuong tic duge dong hoc c6 thé co giira
topiramat va céc thude khéc. Sy thay d6i Cpax hay AUC do tuong tac duge tom tat dudi day. Cot
thir hai (ndng d6 céc thude phm hop) mé ta nhing thay d6i d6i véi nong d6 cia cac thuoc phéi
hop duge li¢t ké trong cot dau tién khi ding két hgp voi topiramat. Cot thir ba (nong do
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topiramat) mo ta sy dimg chung cua cdc thue duge liét ké trong ¢ot 1 s& anh huong nong do
topiramat nhur thé nao. .
Tém tat cée két qua tir cac nghién ctru bo sung twong tac duoe dong hoc thuoc

iThuéc phéi hop Nong do cac thude phéi hop” [Ndng do topiramat *
| Amitriptylin +» Tang 20% Cpax va AUC NS
cua chat chuyén hoa
nortriptyline
'Dihydroergotamin (Puémg udng — —
\va tiém dudi da) _
Haloperidol « Ting 31% AUC ciia chit NS
ma mirc d¢ chuyén hoa bi

_ giam
|Propranolol < Tang 17% Cax d6i voi 4- Tﬁng 9% va 16% Cay . tAng

OH propranolol (TPM 50 mg | 9% va 17% AUC (tuong g

mai 12 gio) vc'n' 40 va 80 mg propranolol
moi 12 gid)

'Sumatriptan (Dudng udng va tiém TN NS
dudi da)
Pizotifen > PN
|Diltiazem Giam 25% AUC cua diltiazem Téng 20% AUC

va giam 18% trong DEA, va

+«> cho DEM*
'Venlafaxin .- o
|Flunarizin Tang 16% AUC o
(TPM 50 mg mdi 12h)°

* = Gid tri % la thay doi cua Cmax hodc AUC trung binh twong trng véi don tri ligu
= Khong ¢6 anh huéng trén Cmax va AUC (thay déi <15%) so véi hoat chét ban dau
NS = Khong ¢6 nghién ciru
- DEA = des acetyl diltiazem, DEM = N-demethyl diltiazem
= AUC cua flunarizin ting 14% ¢ nhu’ng bénh nhan uéng flunarizin don dgc. Vige gia tang nay
¢6 thé do tich liy thude trong sudt thoi gian dat dugc trang thdi 6 on dinh trong huyét tu:cmg
Twong ky: Do khdng c6 cac nghién ciru vé tinh tuong ky cua thudc, khéng tron 1an thube nay
voi thude khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Tinh an toan cla topiramat da dugc dénh gia qua cac dir ligu thir nghiém lam sang gom 4111
bénh nhén (3 182 ding topiramat va 929 dung gla duge) tham gia vao 20 thu nghiém mua déi véi
topiramat phéi hop trong diéu tri cac con co cing - co gidt toan thé nguyén phat, cic con khai
phat cuc bd, cac con co giat lién quan dén hoi chirng Lennox-Gastaut va 2847 bénh nhan tham
gia vao 34 thir nghiém nhan mo, v6i topu'amat don doc trong dicu tri cc thé dong kinh méi hodc
vira méi duge chin doan, hodc dy phong migraine. Ba so cac phan {mg bt lgi & mirc d tir nhe
cho tdi trung binh. Cac phan mg bat lt;n dugc nhin biét trong cac thir nghi¢m lam sang. va trong
qua trinh str dung sau khi luu hanh thudc trén thi tn.rorng (bleu thi bai “*7) dugc liét ké theo ty 1¢
xudt hién trong thir nghiém lam sang tai Bang 1. Cac tan suét duge chi dinh nhwr sau:

Rét thudng gap: > 1/10,
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Thudng gap: = 1/100 t6i < 1/10,

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

Hiém gip: = 1/10.000 t&i < 1/1000,

Chua duoc biét: khong wdce tinh duge tir cac dur licu co san.

Céc phan tng bat oi thuong gap nhat (phan tng c6 ty 1¢ méi xuat hién > 5% va co ty ¢ cao hon
so gia duge trong it nhit 1 chi dinh diéu tri trong cac nghién ctru mu doi, co d6i chimg véi
lopumal} bao gom: chan an, giam ngon mi¢ng, suy nghl cham, trdm cam, roi logn ngon ngir
dién dat, mat ngu, bit thuong vé phm hqrp van dong, roi loan cha ¥, choang vang, roi loan van
ngon, roi loan vi gidc, giam cam gidc, ngu lim, giam tri nhd, rung giat nhan cau, di cam, budn
ngi, run, nhin déi, nhin mo, tiéu chay, buon nén, mét moi, dé kich thich, va giam can.

Tré em

Céc phan (g bit lgi dugc béo cdo thuéng xuyén hon ¢ tré em (= 2 ldn) so v&i ngudi 16n trong
cac thir nghi¢ém mu dai co doi chimg, bao géom:

* Giam ngon mi¢ng

* Tang thém an

« Nhiém toan ting clo mau

* Giam kali mau

« Hanh vi bit thuomg

« Kich dong

* Tho o

« Mit nga diu giic

* Y dinh tu tir

* Roi loan chii y

* Ngu lim

. Rm loan nhlp thirc ngu trong ngay

« Chét luong gidc ngu kém

* Tang tiét nude mat

* Nhip xoang chim

» Cim giac bat 6n

« Réi loan dang di

Cac phan (mg bt lgi khéng xdy ra ¢ nguoi 1on nhung duge bao cdo ¢ tré em trong cac nghién
ctru mu doi cu d6i chimg bao gom:

« Tang bach cau ai toan

* Tang dong do tim than vin dong

* Chong mat

* Non

* Tang than nhiét

« Sot

« Mit kha niing hoc tap

Co quan Tén suat Téc dung ngoai y
Nhiém khuan va | Ratthwong gip | Viém mii hong *

nhiém ky sinh tring
ROi loan mau va hé | Rat thwong gip | Thiéu mau

bach huyét It gip Giam bach cau, giam tiéu cau, bénh hach bach huyét,
tang bach Cﬁl‘l ai toan.
Hiem gap Giam bach cau trung tinh*

Réi loan hé mién dich | Thuong gip Qua man i‘;{
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Khéng ré

Phu né do di tmg*

Roi loan chuyén hoa
va dinh dudng

Thudng gip

Chan an, giam ngon miéng

It gdp

Nhiém toan chuyén hoa, giam kali mau, ting them an,
khat nhiéu.

Hiém gip

Nhiém toan tang clo mau

Roi loan tdm than

Rat thuong gap

X r
Tram cam

Thuong gap

Suy nghi cham, mat ngu roi loan ngon ngu dién dat, lo
au, trang thdi lu 1dn, mat dinh hudng, gay héan, thay dm
khi sdc, kich déng, tinh khi bat thuomg, khi sic trim
cam, gian dir, hanh vi bit thudmg.

It gap

Y dinh ty tir, c0 gdng ty tir, 4o gidc, roi loan tim than,
ao thanh, ao lhl tho o, mat kha niing noi luu lodt ty
phat, rdi loan gidc ngu, cam xuc khong 6n dinh, giam
ham rnuon tinh dyc, ting dong, hay khoe, chimg kho
noi, khi sic phcm pho, hoang twong, tu duy co chap, con
hoang loan, dé khoe, roi loan doc. mat ngu dau giac,
mat cam xtc, suy ngh1 bat lhmmg, mat ham mudn tinh
duc, bo phd, mat ngu gitra gidc, kho tap trung, tinh gidc
som, phan {img hoe"mg, loan, cam xuc tang dong.

Hiém gip

Hung cam, chirng roi loan hoang so, cam gidc tuyét
vong*, hung cam nhe.

RGi loan hé than kinh

Rat thuong gip

Di cam, buon ng}l chodang vang

Thudng gap

R6i loan chi y, suy giam tri nhé, chung quen, roi loan
nhan thire, giam chirc ndng tam than, giam cac k¥ ning
tam than van dong, co giat, bat thuomg ve phoi hgp van
dong, run, ngu lim, giam kha nﬁng thu cam véi kich
thich, rung giat nhan céu, rdi loan vi gidc, rbi loan thing
bang, r6i loan van ngon, run chu v, an than.

It gdp

Suy giam y thirc, co giat con Ion, roi loan thi giac, co
giat cyc bg phire tap, rén loan 101 noi, tang dgng do tam
than van dong, ngat, rbi loan cam giac, tang tiét nuéce
bot, mét ngén ngtr, 1ap lai loi noi nhiéu lan, g:am chie
nang van dong, roi loan van dong, choang vang lLr thé,
chat lugng gidc ngu kém, cam giac nong bing, mat cam
giac, roi loan khiru giac, hoi chimg tiéu ndo, rdi loan
cam gidc, giam vi gide, trang théi smlg S0, vung vé
trong phm hop hoat dong, tién trlcu mat vi giac, kho
viét, roi Ioan ngon ngir, bénh than kinh ngﬂal bién, cam
gidc sap ngat, roi loan trrong lyc co, cam gige kién bo.

Hiém gip

Mait diéu khién hoat ddng chu ¥, r6i loan nhip thitc nga
trong ngdy, ting cam gidc khi kich thich, giam khiru
giac, run vo can, mat van dong, khong dap (mg vaéi kich
thich.

RGi loan mat

Thuomg gip

Nhin md, nhin doi, roi loan thi giac

It gép

Giam thi lu-.. kich phat, diém mu, cin thi* di cam Y
mat*, kho mat, s¢ anh sang, co that mi mat, tang tiét
nude mit, hoa mit, gidn dong tir, vién thi.

Hiem gip

Mu mét bén, mu thodng qua, ting nhan ap, roi loan diéu
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tiet, thay doi kha nang cam nhan chiéu siu, diém mu
nhap nhay, phit mi mat*, chirng quang ga, giam thi luc

Khoéng ro Tang nhéan ap goc dong*, bénh 1y hoang diem*, roi loan
cir dong méat*, phu két mac*
ROi loan tai va tién Thuong gip Chong mat, u tai, dau tai
dinh it gap DLLL, diéc mdt bén, diéc than kinh, khé chiu trong tai,
giam thinh lyc.
R6i loan tim It gip Nhip tim chidm, nhip xoang cham, danh trong nguc.
R6i loan mach mau | It gip Ha huyét ap, ha huyét ap tu thé
Do birng, nong bimg
Hiém gip Hié¢n tugng Raynaud
R4i loan hé hap, 1ong | Thudng gap Kho tho, chay mau mii, sung huyét mii, so mii, ho*
nguc va trung that it gap Kho tho khi gang sire, ting tiét dich xoang mili, chimg

kho phat am

R6i loan da day rudt

Rit thuong gip

- - .~ -
Budn non, tiéu chay

Thudng gip Non, tao bén, dau ving bung trén, khé tiéu, dau bung,
kho miéng, kho chiu & da day, di cam ¢ miéng, viém da
day, kho chju ¢ bung.

It gap Viém tuy, day hoi, trao nguge da day thue quan, dau
vung bung dudi, giam cam gidc & mi¢ng, chay mdu
nudu rang, chué'ng bung, kho chiu viing thugng vi, dau
bung am 1, ting tiét nude bot, dau trong migng, hoi tho
¢6 mui, dau ludi.

Hiém gip Viém gan, suy gan

Roi logn da va md | Thuong gip Rung tée, phat ban, ngira

dudi da It gap Giam tiét mo héi, giam cam gidc 0 mat, ndi mé day,
hong ban, ngira toan than, ban dit phang, da déi mau,
viém da di g, sung mit.

Hiém gap HQI chimg Stevens-Johnson*, hong ban da dang*, da ¢6
mui bat thudng, phii quanh hée mit*, néi mé day khu
tra

Khéng 1o Hoai tir da nhiém doc*

Roi loan co xwong va | Thudong gap Dau khép, co that co, dau co, co rat co, yéu co, dau
mé lién két Xuong viung nguc

It gap Sung khép*, co cirng co xuong, dau bén hong, moi co.

Hiém gip Kho chiu ¢ chi*

Ro6i loan thin va hé | Thuong gip Soi than, tiéu lét nhat, tiéu kho

tiét niéu it gap Tiéu ra sOi, ticu khong tu chu, tiéu mau, dai tiéu tién
khéng tu chu, tiéu gip, con dau quin than, dau viing
than

Hiém gip Soi niéu quan, nhiém toan ong thin*

RoOi loan hé sinh san | It gip Roi loan cwong duong, roi loan chirc nang tinh dyc

va vu

RGi loan toan than va
tinh trang tai noi
dung thuoe

Rat thuomg gip

Mét moi

Thuong gap

Sot, suy nhurge, dé kich thich, r6i loan déang di, cam giac
bat thudmg, cam gidc kho &

it gip

Tang than nhiét, khat, bénh gidng cam*, ué oai lir dur,
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lanh ngoai bién, cam gidc nhu say rugu, cam gidc bon

sO lugng bach cau, tang enzym gan.

chon lo SQ
Hiem gap Phu mat
Cac chi so khac Rit thuong gap | Giam cén
Thuong gip Téng can*
It gap Co tinh thé trong nwéc tiéu, dang di bat thuong trong

nghi¢ém phap di bo theo dudng thing chan ndi got, giam

ﬁiém gip Giam bicarbonat mau
Céac hoat dong xa hoi | It gap _ Mat kha ndng vé hoc tap

* duoc xz’i‘c din'h la mgt phan tmg bat 1gi tir cac bdo cio ty phat sau khi luu hanh thudc trén thi
truong. Tan suat cua phan tng nay dugc tinh dya trén ty I¢ xuat hién trong thir nghi¢m 1am sang,
hodc dugec tinh riéng biét néu khong xay ra trong cac thir nghém lam sang,

11. QUA LIEU VA CACH XU TRIi

Tri¢u chimg va diu hi¢u _ . ‘ _
Qua liéu lopiramai da duge bao cao. Dau hie;u va tri¢u chimg bao gém: co giat, budn ngu, roi
loan l&i noi, nhin md, nhin doi, sa sut tinh than ngu lim, b at thuong phdi hop, simg s0, ha huyét
ap, dau bung, kich dong chodng ving va trim cam. Hau hét cic trudng hop. tién trién 1am sang
khéng tram trong, ngoal trir nhimg trwéng hop tir vong duge béo céo sau khi sir dung qua lidu
nhiéu thude ¢6 bao gdom topiramat.

Qua liéu topiramat ¢6 thé gy nén nhiém toan chuyén héa ning

Pidu tri

Trong truong hgp qua lidu cip topiramat, néu bénh nhén vira méi uéng vao, nén lam trong da
day ngay bing cach rira da day hodc giy nén. Than hoat tinh c6 kha nang hip phu topiramat in
vitro. Nén ding cac bién phap hd trg thich hop va bénh nhan nén duge bu nude day du. Loc mau
dugc chi ra la phuong cach hiru hi¢u dé loai topiramat ra khéi co thé.

12. PAC TINH DUQC LUC

Nhom diéu tri duge 1y: Thude chong dong kinh khac. Ma ATC: NO3AX11.

Topiramat dugc xép loai 14 mdt monosaccharid dugc thay thé gc sulfamat. Co ché chinh xac
gitip topiramat c6 hiéu qua trong chong co giat va dy phong dau nira dau chwa duoc biét rd. Cac
nghién ciru sinh hoa va dién sinh 1y trén céc noron duoc nudi ciy c6 xéc dinh ba diic tinh c6 thé
gop phf‘m vao hiéu qua chéng dong kinh cua topiramat.

Cac dién thé hoat dong duge ldp di lap lai boi sy khir cuc kéo dai cua noron bi irc ché bai
topiramat theo kiéu 1¢ thudc thoi gian, gm ¥ dén tac dong chen kénh natri tuy thude trang théi.
Topiramat lam tang tan sudt ma tai do cac thu thé GABAA dugc hoat hod boi y-aminobutyrat
(GABA), va lam tang kha nang cua GABA dé taora Iuong ion clorid di vao trong cac noron, cho
théy réing topiramat lam ting hoat tinh ctia céc chat din truyen than kinh trc ché.

Tic dong nay khong bj @rc ché boi flumazenil, mot chat d6i khang véi benzodiazepin, va
topiramat ciing khong lam tang thoi gian mé kénh, khac biét giira topiramat va cic barbiturat la
diéu chinh thy thé GABAA.

Vi dic tinh chong dong kinh cia topiramat khdc biét hoan toan v&i tinh chit cua cic
benzodiazepin, nén topiramat c6 thé dicu chinh mét dudi nhém (subtype) cua thu thé
GABA 4 kém nhay cam vai benzodiazepin. Topiramat lam mat kha nang cua kainat gay hoat hoa
kaina AMPA (acid a-amino-3-hydroxy-5 methylisoxazole- 4-propionic), 1a mot dudi nhom
(subtype) cua thy thé amino acid (glutamat) kich thich, nhumg lai khong ¢ tic dung 13 rang trén
hoat tinh cuia N-methyl-D-aspartat (NMDA) tai dudi nhom (subtype) cia thy thé NMDA. Nhimg
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tic dung nay cta topiramat phy thudc ndng do, trong khoang néng d tir 1 uM t&i 200 uM, véi
hoat tinh it nhat quan sat dugc o nf")ng do I uM téi 10 uM.

Ngoai ra, toplramat trc ché mot vai isoenzym cua anhydrase carbonic. Tac dung dugc ly nay cua
topiramat ycu hon nhiéu so véi tac dung cua acetazolamid, 1a chét (rc ché anhydrase carbonic da
duoc biét, va khong duoc cho 1a mét co ché chinh cua hoat tinh chong dong kinh cua toplramat
Nghten clru trén dong vat, topiramat ¢ hoat tinh chcmg co gidt & chudt cong va chudt nhit trong
céc thir nghiém 1én con co giat bang sdc dién t6i da (MES) va ¢6 hiéu qua trong céc loai gim
nham bj chimg dong kinh, bao gom dong kinh co ciimg va dong kinh giéng con ving trong chudt
cong bi dong kinh tu phat (SER) va céc con dong kinh co cimg co giat & chudt cong bai sur kich
thich ving hanh nhan hodic boi sur thiéu mau toan thé. Topiramat chi ¢o tac dung yéu trong tre
ché con dong kinh co giit do tic dong ciia chat doi khang cuia thy thé GABA 4, pentyleneterrazol.
Nghién ctu trén chudt nhit ding d("if{g thoi topiramat va carbamazepin hodc phenobarbital cho
lhﬁ)' tac dung chong co giat la hi¢p dong, trong khi két hgp véi phenytoin cho thiay cé hoat tinh
chong co gidt ¢6 tic dung cong. Trong cic thir nghiém c6 d6i chimg ding topiramat nhur thude
phdi hop, khéng ¢6 méi tuong quan giira néng dd ddy ciia topiramat trong huyét twong véi hiéu
qua lam sang cua thude nay. Khong ¢o béng chimg vé sur dung nap ¢ ngudi.

Ddng kinh vang y thic:

Hai nghién ctru nho (one-arm study) duge thuce hién véi tre em tir 4-11 tudi. Nhimg nghién ciru
nay khong cung cap day di bang chimg dé dwa ra két luan vé hiéu qua hodc tinh an toan & tré
em.

13. PAC TINH DUQC PONG HQC _ _
Pac tinh duge dQDg hoc cua topiramat khi so sanh véi céc thude chong dqmg, kinh khac cho thay
topiramat c6 thoi gian ban huy trong huyet twong dai, duge dong hoc tuyen tinh, phén 16n 1a
thanh thai & than, khong cé gin két dang ké véi protein va khong cé cac chat chuyén hoa cé hoat
tinh lién quan trén lam sang.

Top:ramat khong phal la mot chat cam u‘ng manh véi cac enzym chuyen héa thude, c6 thé ding
cung hodc khong cung bita dn, va khéng can phai kiém tra dinh ky néng d¢ cua toplramat trong
huyét twong. Trong cic nghién ciru 1am sang, khong co moi quan h¢ nhat quan nao gitra nong do
cua thuéc trong huyét trong véi hiéu qua cua thudc hodc bién b bit loi.

Hap thu

Topiramat hap thu tot va nhanh. Sau khi ngudi khoe manh uéng 100 mg toptramat nong do dinh
trung binh trong huyet tuong (Crax) 14 1,5 meg/mL dat duoc trong vong 2 dén 3 gidr (Tonax).

Dya trén sy thu hoi lai hoat tinh phong xa tir nwéc tiéu, mirc do hap thu trung binh cua 100 mg
liéu uéng "*C-topiramat it nhit 1a 81%. Thirc dn khong ¢6 tic dong dang ké vé mit 1am sang trén
sinh kha dung ctia topiramat.

Phin bd

Noi chung, ¢6 khoang 13 t6i 17% topiramat gan kct Vol protcm huyct lu‘orng Mot vi tri ¢6 kha
nang gin két thip cho topiramat trong/trén hong cau va co thé bio hoa vai nong do trong huyet
tuong 4 meg/mL da dugce ghi nhan. The tich phan bé bién doi ty 1¢ nghich véi lleu ding. The tich
biéu kién trung binh cua sy phan bo thude la 0,80 t&i 0,55 L/kg khi dung liéu duy nhat trong
khoang tir 100 dén 1200 mg. Gigi tinh duge phat hién co tac dong dén thé tich phan bo cua
thunc. gid tri véi nir gidi khoang 50% so véi cua nam gidi. Pidu nay duoc cho 1a do phin trdim
chat béo trong co thé ctia bénh nhan nir cao hon va diéu nay khong cé y nghia lam sang,.

Chuyén hoa

Topiramat khong dugce chuyén hoéa nhiéu (~20%) & ngudi tinh nguyen khoe manh. Topiramat
duge chuyén hoa dén 50% & nhimg bénh nhén ding dong thoi voi cac thuoc chdng dong kinh la
nhimg chat giy cam (mg cic enzym chuyén hoa thuée. Sau chat chuyén hoa, hinh thanh qua sy
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hydroxyl hoa. Ihuy phan va glucuro - lién hop, da dugc ¢o lap, dinh tinh tir huyét tuu‘ng, nudce
tiéu va phan Madi chat chuyén hoa chiém it hon 3% cua tong 50 hoat tinh phéong xa bai tiét sau
khi dung ' C-toplramat Hai chét chuyén hoa, gan nhur vin con giir céu triic cua topiramat, duge
thu nghiém va nhan thay con mot it hay khong ¢ hoat tinh chdng co git.

Thai trur

O ngudi, con duong thai trir chinh cua topiramat dang khong doi va cac chit chuyén hoa cua no
1a qua than (it nhat 1a 81% cua liéu dung). Khoang 66% cua liéu dung '*C- -topiramat dugc bai tiét
dudi dang khong d6i trong nude tiéu trong vong 4 ngay. Sau khi dung liéu 50 mg va 100 mg
topiramat hai Ianfngéy d6 thanh thai qua than trung binh tuong (g khoang 18 mL/phit va 17
mL/phat. C6 biang chimg v¢é su tai hip thu qua ong than cua topiramat. Bing chimg nay duoc hd
trg boi cac nghién ciru & chudt cong dung dong thai topiramat va probenecid, va quan sat thay ¢
tang dang ké do thanh thai qua than cua toplramat No6i chung, d¢ thanh thai qua huyét tuong
khoang 20 td1 30 mL/phit & ngudi sau khi uéng topiramat.

Tinh chat tuyén tinh & khong tuyén tinh

Topiramat ¢6 su thay d6i néng 6 trong huyét tuong gitta nhitng ci thé khac nhau thap va vi viy,
o thé dy doan duge duoc dong hoc. Duge dong hoc cua topiramat tuyen tinh véi do lhanh thai
qua huyét twong duy tri khong doi va dién tich dudi duong cong cia nong d¢ trong huyét tuong
tang ty I¢€ vdi khoang liéu duy n_hat 100 dén 400 mg ¢ ngudi khoe manh. Ngudi bénh ¢ chire
ning thian binh thuong ¢6 thé mat 4 dén 8 ngay dé dat duoc ndng dé trong huyét tuemg O trang
thai hing dinh. Cpax trung binh 1a 6, 76 meg/mL, sau khi dung da liéu 100 mg hai lan mdi ngay ¢
ngudi khoe manh. Sau khi dung da liéu 50 mg va 100 mg hai 14n mdi ngay, thoi gian ban thai
trung binh trong huyét twong la khoang 21 gio.

Sur dung g,ung véi thude chong dong kinh khéc

Dung da liéu topiramat tir 100 dén 400 'mg hai lin mdi ngay dong thoi vai phenytoin hoic
carbamazepin cho thiay néng dé trong huyét frong cua topiramat ting ty 1é véi lidu.

Suy thian

D6 thanh thai ¢ than va huyét tucmg cua topiramat giam ¢ nhimng bénh nhén suy thén vira va
ning (CLer < 70 mUphut) Vi viy, nong do trong huyét tuong & trang thai hing dinh cua
topiramat khi ding liéu xac dinh & nhimg bénh nhan suy than du kién cao hcm ¢ nhimg bénh
nhin ¢6 chirc nang thin binh thuong. Hon nira, nhimg bénh nhan suy thin sé can thoi gian lau
hon dé dat dén trang thai hang dinh & méi liéu. O nhimg bénh nhan suy than trung binh va ning,
khuyén cio nén dung nira liéu so voi liéu thong thuu‘n;_, ; khi bit ddu va duy tri diéu tri.

Topiramat duoc lay khoi huyét twong mot cach cé hiéu qua bai tham taich mau. Chay than kéo
dai co thé lam giam nong do cua topiramat dudi mic can thiét dé duy tri hi¢u qua chong co giat.
Co thé can bé sung thém liéur cua topiramat trong lac chay than d¢ tranh viéc giam qua nhanh
nong d¢ topiramat trong huyet tuong. Viéc chinh liéu thyc té nén dya trén: 1) thoi gian chay
than. 2) ty 1é thanh thai cua hé thémg thim tach mau duoc sir dung, va 3) mic thanh thai qua than
c6 hiéu qua cua topiramat trén bénh nhdn dang duge chay than.

Suy gan

Su thanh thai trong huy?;t tuong cua topiramat giam trung binh khoang 26% ¢ nhirng bénh nhén
suy gan tir trung binh dén ning. Vi viy, phai than trong khi ding topiramat trén cac bénh nhéan
suy gan.

Ngudi cao tudi

D6 thanh thai trong huyét tuong cua topiramat khong thay doi o nhirmg nguoi cao tudi hién tai
khong mic bénh than

Tré em (dén 12 tudi)

Duge dong hoc cua topiramat & tré em, tuyén tinh gic")ng nhw & nguoi lon khi diéu tri pl]f)i hop,
voi d¢ thanh thai khong phu thugce liéu va cac nong do trong huyet tuong ¢ trang thai hang dinh
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tang ty 1§ voi liéu. Tuy nhién, & tré em c6 do thanh thai cao hon va théi gian ban hay ngdn hon.
Vi vay, nong do cua topiramat trong huyét twong khi ding cung mot lieu mg/kg co the thap hon
O tré so vai o nguo‘l I6m. Gidng nhu ¢ ngudi ldm, nhirng thude chong dong kinh cam img enzym
gan lam giam nong dg trong huyét tuong ¢ trang thai hang dinh.

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

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Bao quan: Bao quan 6 nhi¢t do khong qua 30°C. Tranh am.

Han dung 24 thang ké tir ngay san xuét.

Tiéu chuan: USP.

16. TEN, DIA CHI CO SO SAN XUAT THUOC
ZYDUS LIFESCIENCES LIMITED

Survey No. 417, 419 & 420. Sarkhej - Bavla National Highway No. 8 A. Village - Moraiya,

Taluka - Sanand, Dist. - Ahmedabad - 382 210, Gujarat State, An bo.
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