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Thanh phan: M3I vién nén bao phim chira:

Topiramate USP 25mg

Chi dinh, cach diing, chdng chi djnh va céc théng tin khac:
Xem trong t&r hwéng dan sir dyng thubc kem theo.

AN PHC Boc kj hirémg déin si dyng trwérc khi ding.
VAN PH?NG Dé xa tAm tay tré em.
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as ol S6 16 SX, NSX, HD, SPK: vui ldng xem "Batch No.", "Mfg. Date",
Séan xuét tai An B8 (India) béi:
Zydus Lifesciences Limited,
Survey No. 417, 419 & 420, Sarkhe| - Bavia National Highway
No. 8 A, Village - Moraiya, Taluka - Sanand,
Dist. - Ahmedabad - 382 210 Gujarat State, An Ba.
DNNK/Importer:

200 %

ABCRL 0L XL E
busz 4sn sielge; alewendol | 3
| ]
dSM INOILLY 21412345 LONQOdd ONHEa NOILdIMDSIHd H E § é §
| T
: £33

_-/'”//— NG N~

o3 Ly "ogmg e QIZ 28 - proTpeLy - T8O

pumLEg - mynry ey - aeps, y g ooy

AeanBip| (Puogely marg - lepues 02y 7 SIF Ly op leang
‘PRI SasuaR s SRpdZ

40 (PPUD G Uy 10 VX upg

o R o BE, B 800 di,

o) B, O YRR, e Bug) e XE9 OH KEN NE 0 §E
<3| I noLL

iy 2.0 wrb Buguy p e ¢ umb oeg wenb org
“wia an Am e e ag

“Bump iy sann Budp ns ugp Buony 4y 3bg

DR L e Burp 06 Ve Bugny g B wey

B o e R S e | BWSZ S SI9IQe] 1eweidoy

iz
B L 0 U s S gl
E| sgweudor
g 01 %18 0 S uop #2600 ‘/_,’/

/—1 —%
R PRESCRIPTION DRUG PRODUCT SPECIFICATION: USP
Topinam 25 ;
E
] -
Topiramate Tablets USP 25mg 2
10 10 Taclets
Topinam 25 T
Topiramate Tablets USP 25mg
Each fim coated tablet contains:
Tapiramate USP 5mg 8
INDICATION, ADMINISTRATION,
CONTRA-INDICATION & Visa N2 J0O000000000C E
FURTHER INFORMATION: PLEASE REFER THE )
PACKASE INSERT Manutactured vy %
CAREFULLY READ THE LEAFLET BEFORE USE. Zydus Lissolences Limitad,
STORE UFTG 30°G. Surey Mo 417, 419 & 420,
Sarkhe] - Bavla Natoral Highway No. 8.4,
PROTECT FROM MOISTURE. e N e - gbten |
KEEP OUT OF REAGH OF GHILDREN. iags - Moraiya, Taluka - Sar Bjorat State,
'\_ hifg. Lie. Na.: G251 486 INEHA.
S T,
108 mm

Size : 109x 50 x 51 mm Colours : 1 CMYK . 7488 C [ ] Unvamished Avea

| S—

WMFGfilechPTC\Pkg. DeviCommerciaM\ARTWORKS_REGIEMB REGISTRATIONWVietnam\Topinam Tabs\Topinam 25 Tabs - 10x10's C - Vietnam - 03-04-23 ai



https://trungtamthuoc.com/

ol s Cemy s | & £
e a Rl . _— |
83 Py " . gslﬁz 'WGNIW
Topiramate Tablets USP 25mg Topiramate Tablets USP 25mg  Topi §§ .ﬁ’% E %g |do] Agg dsn siaiqer aewendo] Bz dsn s1sige] atelweldo)
g Zydus umu;m:sr?mﬁd INDIA Zydus mﬁ"‘ééﬁ?ﬁ&'ﬁf&ia INDIA Zye Eé z g B Z E 3 w _ w’ — @
:| | 28 oow CopiHEMZS) oo Copinam: L Dmmm emmmmoe e A
E_ u:: ets USP 25mg Topiramate Tablets USP 25mg Tepiramate Tablets R g g <3 1913/ge] avewendo] Bwigz Jon s19iqel aewendo] BuigE Jgn 18 %
o :muf'r:I;;d. INDIA, Zydus Ufh::‘;;i:::;rel.::hﬁd. INDIA, Zydus m?::s:z;'i]dmti gg % % g %? - w _ w - g
© (TGpiaM25) vop (TOPINAMZE) o . i i el 8
Topiramate Tablets USP 25mg Topiramate Tablets USP 25mg Topi 28 Zgs8 uy idoy Bz dsn sivjqeL aewendol buigg dsn sia(qeL arewesdoy
¥l Nazydus mm‘mﬁﬁa INDIA Zydus uﬁf&fﬂ'ﬁia. INDIA. zy(ga = 4 L 0 i M — M _ @
i 102 mm :
» 216 mm !
Size : 216 x 0.020 mm Colours : . 7488 C . Black D Keyline - Do not print

WMFGfilec\PTC\Pkg. DeviCommercial\ARTWORKS_REG\EMB REGISTRATIONWietnam\Topinam Tabs\Topinam 25 Tabs - 10's F - Vietnam - 03-04-23 ai



TOPINAM 25
(Vién nén bao phim topiramat)

Cic dau hi¢u luu ¥ va khuyén cio:
Boc ky hI!‘O’!IQ dan sir dung truoc khi dung.
Dé xa tam tay tre em.

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

1. THANH PHAN CONG THU'C THUOC

- Mdi vién nén bao phim chira:

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

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

2. DANG BAO CHE: Vién nén bao phim.
Mo ti djc diém thuée: . )
Vién nén bao phim mau trang dén trang nga, hinh tron, hai mét 161, tron nhan & ca hai mat.

3. CHI PINH

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

Phéi hop trong diéu tri cho ngudi 16n, thanh thiéu nién va tré em tir 2 tudi tro 1én bi con dong
kinh khoi phat cyc by, c6 kem hodc khong kém toan thé hoa thir phat hodc con dong kinh co
cung - co giat toan thé nguyén phat va trong diéu tri con dong kinh lién quan dén hoi chimg
Lennox-Gastaut.

Topiramat dugc chi dinh diéu tri dy phong dau déu migraine & nguoi lon sau khi danh gia ky
ludng cic bién phap diéu tri khac. Topiramat khong dung dé diéu tri con migraine cap.

4. LIEU DUNG - CACH DUNG

Liéu diing

Nén khoi déu licu thép va chinh liéu sau dé dé dat duge mire licu cé hiéu qud. Liéu va mirc do
chinh llcu can dua theo dap umg lam sang.

Khéng can thiét phai kiém soat nong d¢ topiramat trong huyét twong dé téi wu hoa diéu tri vm
topiramat. Trong nhimg truong hop hiém gap, khi phoi hgp topiramat v6i phenytoin ¢6 thé cin
diéu chinh lleu phenytoin dé dat dugc hiéu qua lim sang téi wu. Co thé can diéu chinh liéu
topiramat néu thém vao hodic ngimg phenytoin va carbamazepin trong diéu tri phéi hop véi
topiramat.

—
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O nhimg bénh nhan c6 hoic khéng cé tién st co giat hodc dong kinh, cin ngimg tir tir cac thudc
chfmg dong kinh (AED) bao gom topiramat dé giam thiéu kha niing gay déng kinh hodc ting tan
suat dong kinh, Trong cac thur nghiém lam sang, mdi tuan lidu hang ngay duge giam dén 50-100
mg & nguoi lon mac dong kinh va 25-50 mg ¢ nguoi 1on dang ding topiramat véi liéu 1én dén
100 mg/ngay dé du phong migraine. Trong cdc thir nghiém ldm sang & tré em, topiramat dugc
nglrng tir tir trong giai doan 2-8 tuan.

Dong kinh - Don tri li¢u

Toéng quat:

Khi ngimg cac thude chong dong kinh ph01 hop dé dung don tri li¢u bang topiramat, nén xem xét
dén nhl.mg anh htr(mg c6 thé Xay ra cua sy ngung thudc nay trén su kiém soat con dong kinh.
Khuyen cao ngu'ng tir tir lidu cua cic thude chnng dong kinh dicu tri phdi hop voi ty 1é
khoang /3 mdi hai tuan trir khi can phai ngimg ngay cac thudc chong dong kinh phm hop vi lién
quan dén tinh an toan.

Khi ngimg dung cac thude giy cam (g enzym, néng d6 clia topiramat s& tang. Cé thé cin phai
giam liéu topiramat nnéu c6 chi dinh lam sang.

Ngudi truong thanh va tré em 12 tudi tro 1én

Licu va ml'rc dd chinh lidu cin dya trén dap t'rng lam sang. Sy chinh lidu nén khoi ddu & lidu 25
mg ding mdi ti trong mot tufm Sau do, cach mdi 1 tuan hodc mm 2 tuén, nén tang liéu thém 25
hodc 50 mg/ngay va chla 2 lan uong Néu bénh nhén khong thé dung nap vm ché do chinh liéu
nhu vy, c6 thé tang liéu it hon hodc kéo dai hon khoang thoi gian gitra cac lan tang liéu.

Liéu dich khoi dau khuyén cao khi don tri li¢u bang lUpll’dHldl & ngudi 16n tir 100 mg/ngay dén
200 mg/ngay chia lam 2 lan. Liéu hang ngay t6i da dugc khuyén céo la 500 mg/ngay chia lam 2
ldn. Mot s6 bénh nhan dong kinh thé khang tri dung nap vai topiramat & liéu 1000 mg/ngay trong
don tri li¢u. Cac liéu khuyén cdo nay 4p dung cho tat ca nguoi lon, ké ca ngudi cao tudi khong co
bénh vé than.

Tré em (tré trén 6 tudi)

Licu va toc do chinh lidu cén dua trén dap (g lam sang. Tré em trén 6 tudi nén bit dau vai licu
tir 0,5 dén 1 mg/kg vao mdi toi lrong tudn d.lu Sau d6 cach mdi 1 hodc 2 tuan, ting liéu khoang
0,5 den | mg/kg/ngay, chia hai lin udng. Néu tré khong thé dung nap véi ché d6 chinh lidu trén,
co lhe ting liéu it hon hodc kéo dai hon thoi gian gura céc lan tang licu. ..

Liéu dich khoi dau khuyen cao khi don tri liéu bang topiramat ¢ tré em trén 6 tudi la 100
mg/ngiy tily theo dap (g 1am sang (liéu nay khoang 2,0 mg/kg/ngay & tré 6-16 tudi).

hoa thir phat, con ding Kinh co cirng - co glﬁt toan thé nguvén phat. hodc dong kinh lién

quan dén hdi chirng Lennox-Gastaut)

Nguoi lon

Nén khoi dau véi liéu 25 tdi 50 mg vao mdi toi trong mdt tuan. Da cé bao cdo sir dung lidu khoi
dau thfip hon, nhung chira dugce nghién ciru mgt cach hé théng. Sau dé cach moi mot tuan hoic
moi hai tuan, nén ting liéu thém 25-50 mg/ngay va chia 2 lan udng. Mot s6 bénh nhén co thé dat
hi¢u qua diéu trj khi ding liéu 1 lan/ngdy. -

Trong céc thir nghi¢m lam sang khi di€u tri phoi hop, 200 mg la mirc licu thap nhat dat hi¢u qua.
Li¢u ding thong thudng hang ngay la 200-400 mg, chia hai lan.
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Céc khuyén céo vé liéu dimg nay ap dung cho tit ca ngudi 1n, ké ca ngudi cao tudi hién khong
¢6 bénh vé than.

Tré em (tir 2 dén 12 tudi)

Tong liéu dung khuyén cao hang ngay cua topiramat khi diéu tri phdi hop khoang 5 dén 9
mg/kg/ngay, chia hai lan. Su chinh liéu nén dugc khoi dau bang 25 mg (hoac thap hon, dya trén
khoang Ileu tir 1 dén 3 mg/kg/ngay) vao mdi tdi trong tudn diu tién. Sau do dé dat dwoc dap img
lam sang t6i uu, sau moi 1 hogc 2 tuén nén ting lidu trong gidi han khoang 1 dén 3 mg/kg/ngay
(chia hai lan udng). )
Liéu ding hiang ngay Ién t&i 30 mg/kg/ngay di duge nghién ciru va ndi chung durge dung nap tét.
Dau nira dau

Nguoi 16n

Téng liéu khuyén cdo hang ngay cua topiramat trong didu tri du phong dau diu migraine 1a 100
mgmgay, chia lam 2 lan uong Sur chinh liéu nén khai dau bang liéu 25 mg dung moi t6i lrong
mot tuan, Sau d6 mGi tuin nén ting thém 25 mg/ngay. Néu bénh nhan khong thé dung nap véi
ché dg chinh liéu nhu vy, c6 thé kéo dai hon khoang cach giira céc lan diéu chinh liéu,

Mét s6 bénh nhan co the dat hi¢u qua voi tong liéu hing ngay 50 mg/ngay. Co trudng hop bénh
nhan da sir dung tong lleu hing ngay lén dén 200 mg/ngiy. Liéu nay cé thé hiru ich & mot )
bénh nhan, tuy nhién, cin thin trong do ting ty 18 cic tac dung khéng mong mudn.

Tre em ) y
Khong khuyen céo sir dung topiramate diéu tri hodc phong ngira migraine & tré em do thiéu dir
liéu vé an toan va hiéu qua.

Cic khuyén cdo chung vé liéu ding topiramate trén nhém cic bénh nhén dic bigt

Suy than
O nhimg bénh nhén suy thin (CLcg < 70 mL!phut) nén than trong khi uong topiramat bai do
thanh thai cua topiramat ¢ than va huyet trong glam Bf;nh nhan da biét suy thin ¢o thé cin thoi
gian dai hon dé dat t6i trang thai hang dinh tai méi muc liéu. Khuyén céo giam mét nira li¢u khoi
dAu va liéu duy tri.
(6} nhimg bénh nhén suy than giai doan cudi, vi topiramat bi loai khoi huyél tuvong khi chay than
nhin tao, nén bo sung thém khoang nira liéu topiramate thuomg ding hing ngay trong nhirng
ngay chay than. Liéu topiramate bé sung khi chay than nén dugc chia ra ding vao lae bit diu va
khi két thiic quy trinh chay than nhan tao. Liéu bd sung c¢6 thé khac nhau dya trén dic tinh thiét
bi tham tach mau sir dung.
Suy gan
Topiramat can duoc dung théan trong ¢ bénh nhan suy gan mc do vira dén ning vi do thanh thai
cla topiramat giam.
Ngudi cao tudi
Khéng can chinh liéu & ngudi cao tudi néu chire ning than khong bi suy giam.
Cich dung ..
Vién nén kh{‘)qg nén dé bi vo va pén nudt vai mot lugng nudce vira du. )
Pdi v cac lidu lugng khong thé ké toa vai ham luong ghi trén nhin, thi nén dung céc san pham
khac v&i ham lwgng thich hop.
Cac cong thirc vién nén khong thich hop cho tré¢ em cin lidu dudi 25 mg/ngdy. Nén ké don mét
dang bao ché khac.
C6 thé udng topiramat ma khéng can quan tam dén bira an.

5. CHONG CHI PINH

.
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Min cam véi hoat chit hodc bt cir thanh phin ta dugc nao.
Du phong migraine cho phu ntr c6 thai va phu nir trong d tudi sinh san khong sur dung céc bién
phap tranh thai phu hgp.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Témg quan

Trong nhig trudng hop vi 1y do y khoa nén buge phai ngimg topiramat nhanh chong, khuyén
cao theo ddi mét cach thich hop.

Cang nhu céc (huoc chong dong kinh (AED) khac, mot 56 bénh nhan c6 thé bi ting tin suit dong
kinh hodc bét dau co céc kiéu co gidt m&i khi dang topiramat Nhimg hién tugng nay co thé 1a
hu qua cua dung thuoa qua liéu, giam nong dé trong huyel tuong cua cac thudc AED dang ding
dong thovi, bénh tién trién hodc tac dung dao nguoc cua thude.

Cung cap nuoc dav dua cho co thé trong khi sur dung topiramat la diéu rat quan tmng Vige dung
nude ndy co thé giam nguy co bj soi than. Co thé giam nguy co ctia nhig phan mg bit lgi lién
quan dén nhiét bing cach uéng di nuée trude va trong cac hoat dong nhur tip thé duc hodc dang
a noi cé' nhic::t dod cao

Giam tiet mo hoi

Giam tiét md hoi dd duge bdo cdo ¢6 lién quan dén sir dung topiramat. Giam tiét md héi va ting
thén nhiét c6 the xay ra dac bi¢t ¢ tré nho trong méi trugng nhiét dj cao.

Roi loan khi sac/tram cam

Co su gia ting ty 1&€ maoi xuét hién cic dot rdi loan khi siic va trim cam duoc ghi nhin trong thoi
gian dicu tri vdi topiramat.

Soi than

Mot s6 bénh nhan, dic biét nhitng ngudi c6 co dia dé méc soi than, co thé tang nguy co hinh
thanh soi thin va co cac dau hiéu va triéu chirmg lién quan nhu la con dau quian than, dau viung
thin hodc dau bén hong.

Cac yeu t6 nguy co cho bénh soi than gb6m hinh thanh soi trude dé, tién sir gia dinh ¢6 bénh soi
than va tang calci ni¢u. Cdc yéu td nguy co nay khong thé du dodn mét céch dang tin cay viéc
hinh thanh s6i trong khi diéu tri topiramat. Hon nita, bénh nhan dang ding thudc khac co thé gay
s0i than thi nguy co 6 thé ting.

Suy than

Nén ding topiramat than mpng ¢ bénh nhan suy than (CLCR < 70 mL/phat) vi d¢ thanh thai cua
toplramat qua than va huyét tuong giam. Dé c6 khuyén céo cu thé vé lieu luong ¢ bénh nhén suy
giam chirc ning than, xem phan Liéu lrong va Céch ding.

iig_‘-.l.,l' an °

O ngudi suy gan, topiramat nén duge ding than trong vi d¢ thanh thai cua topiramat ¢ thé bj
giam.

Tu tw/Cé v dinh tur tir

Y dinh va hanh vi ty tir 3 duge bdo cdo ¢ nhimg bénh nhin dugc diéu tri bing thudc chéng
dong kinh trong mét s6 chi dinh khéc nhau. M6t phén tich téng hop cdc thir nghiém ngau nhién,
6 ddi chimg gia duoc cua cac thude chong dong kinh cho thay nguy co ¢ v dinh tu tir hay hanh
vi ty tir ting nhe. Chura biét 16 co ché ciia nguy co ndy va dir liéu sin ¢6 khong loai trir kha ning
tang nguy co do topiramat.

Trong cac thir nghiém lam sang ma doi, cac bién cb lién quan dén ty tr (y dinh tu tr, co ¢ gé’ing
tw tr va tyr tr) xay ra voi tan sudt 0, 5% bénh nhan diéu trj véi topiramat (46 trong sd 8652 bénh
nhan dugc diéu tri) va ty 18 mai mic cao gan gip 3 lin so véi nhom ding gia duoc (0,2%:; 8
trong s6 4045 bénh nhéan duoc diéu tri).
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Vi vdy bénh nhédn nén dugce theo doi cac déau hiéu cua y dinh va hanh vi ty tir va nén cén nhiic

dieu trj thich hop. Khuyén bénh nhéin (va ngudi cham soc bénh nhan) tim kiém tur van y khoa khi

¢6 cac déu hif”;u cua y dinh ho.g'ic hanh vi ty tir.

Cén thi ¢ip va ting nhan ap goc dong thir phat

Mot hdi chimnmg bao gom can thi cap lién quan dén tang nhén ap goc dong thir phat da duge bao

cao ¢ bénh nhan udng topiramat. Cac triéu chimg bao gbm con giam thi lye cip kich phat

va/hodc dau mét. Cac biéu hién khi kham mit bao gém can thi, tién phong néng, sung huyt,l mit

(d6 mat) va tang ap lyc ndi nhan. Cé the' ¢0 hodc khong gian dong tir. Hoi ching nay co thé lién

quan v6i tran dich trén mi din dén chiém chd phia trude thuy tinh thé va mong mit véi ting

nhan ap goc dong thir phat. Cac triéu chimg dién hinh thuéng xay ra trong vong 1 thang déu

ding topiramat. Trai véi ting nhan ap géc hep nguyén phat, rat hiém gip & ngudi dudi 40 tudi,

tang nhdn dp goc dong thir phat lién quan dén topiramat da dugc bao cdo ¢ bénh nhi cling nhu ¢

ngudoi 1on.

Diéu trj bao gbm ngimg topiramat cang nhanh cang tét theo quyét dinh ciia bac sy diéu tri, va ha

nhin 4p bing céc bién phép thich hop. Nhfmg bién phép nay thudng gitip ha nhén ap.

Tang nhén ap do bat ky nguyen nhén nao néu khong duge diéu tri déu co thé din dén di chimg
ghlem trong bao gom mt thi luc vinh vién. ‘ : '

Can xdc dinh c6 nén diéu trj topiramat cho bénh nhén ¢4 tién st vé bénh 1y mit hay khong.

Céc khiém khuyét thi gide

Céc khiém khuyet thi giac khong lién quan dén ting nhan ap da dugc bao cao ¢ nhimg b¢nh nhan

duge diéu tri bang topiramat. Trong cac thir nghiém lam sang, hau hét cdc blen co nay da ¢ thé

hoi phuc sau khi ngimg dung topiramat. Néu cac khiém khuyét thi gidc xuat hién bét cir thoi

diém nao trong sudt qua trinh diéu tri bang topiramat, nén xem xét ngirmg dung thude.

Toan chuyén héa

Ting clo mau, khéng cé khoang trong anion, toan chuyén hoa (vi du: giam bicarbonat huyét

thanh dudi khoang giéi han binh thudng ma khong c¢6 kiém hd hap) co lién quan dén diéu tri voi

topiramat. . )

Giam bicarbonat huyét thanh la do hi¢u qua trc ché cua toptramat trén carbonic anhydrase Ihan

Nhin chung, tinh trang giam bicarbonat nay xay ra ¢ giai doan som cua vi¢c diéu tri mic du vin

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

binh (giam trung binh 4 mmol/L ¢ liéu 100 mg/ngay hay nhleu hon ¢ nguoi 16n va khoang 6

mg/kg/ngay ¢ bénh nhl) Hiém khi bt,nh nhin giam dén tri s6 wn duoi 10 mmol/L. Cac tinh

trang hay tri liéu c6 thé dan dén nhiém toan (nhu la bénh than, roi loan ho hap nang, trang thai

dong kinh, tiéu chay, phau thuat, ché d6 an sinh ceton, hodc sir dung mét s6 thude nhat dinh) c6

thé lam ting thém tac dong giam bicarbonat cta topiramat.

Nhiém toan chuyén héa man tinh lam ting nguy co tao soi than va c¢6 kha nang din dén chimg

lodng xwong.

Nhiém toan chuyén hoa man tinh & bénh nhi ¢6 thé 1am giam téc dé phat trién. Anh hudng cua

topiramat lén nhimg di tit lién quan dén xwong chua duge nghién ciru mét cich hé thong & bénh

nhi hodc ngudi 1om.

Phu thudc vao eac bénh 1y nén dang c6, cac danh gia thich hgp bao gom mirc d¢ bicarbonat

huyet thanh dugce khuyen cao khi diéu trj voi top1ramat Néu ¢6 cac dau hiéu hodc triéu chimg

(nhur 14 thé siu kiéu Kussmaul, kho th(r, chén an, bubn nén, non, mét moi qua mire, nhip tim

nhanh hodc loan nhip tim), biéu thi nhu,m toan chuycn hoa, khuyen cao do nong do bicarbonat

huyét thanh. Néu toan chuyen hoa xudt hién va kéo dai, can nhiic giam liéu hodic ¢o thé ngimg sir

dung topiramat (ngimg liéu giam dan).

Lan str dung topiramat than trong & bénh nhéan c6 bénh 1y hodc ding céc tri liéu dugce cho la yeu

t0 nguy co giy xuat hién nhiém toan chuyén hoa.




https://trungtamthuoc.com/

Suy giam nhan thirc

Suy giam nhan thirc trong bénh dong kinh 1a do nhiéu yéu t6 va co the do bénh 1y nén, do bénh
dong kinh hodc do diéu tri dong kinh. Pa c6 bdo cao trong y vin vé suy glam chirc nang nhén
thirc & ngudi 1om khi diéu tri voi topiramat, da phai yéu cau giam liéu hodc ngimg diéu tri. Tuy
nhién, nhimg nghién ciru vé tac dong 1én nhan thirc & tré em diéu tri voi topiramat chua day du
va anh huong ctia né can duge lam sang to.

Bd sung chit dinh dudng

Mot s6 bénh nhén c6 thé bi giam can trong khi diél_l tri voi topiramat. Khuyénﬂ cao theo doi sy
giam cén cua bénh nhén dang ding topiramat. C6 thé xem xét cung cép thuc pham b6 sung hoic
tang ché dd an néu bénh nhén giam cén trong khi dung topiramat.

Khong dung nap lactose

Vién nén topiramat chira lactose.

Khéng nén dung thube nay trén cac bénh nhin mic cac bénh vé di truyén hiém gip nhu khéng
dung nap galactose, thiéu hut Lapp lactose hodc r6i loan hip thu glucose-galactose.

7.SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

Phu nir ¢6 thai

Nguy co lién quan dén déng kinh va cac thuée chong déng kinh néi chung

Can tu van chuyén mon cho phu nir ¢6 kha ning sinh san. Xem xét dén sur can thiét phai diéu tri
véi cac thude chong dong kinh khi bénh nhan nir dang dy dinh c6 thai. O phu nir dang dugc diéu
tri bénh dong kinh, nén trinh ngimg céc thude chdng ddng kinh dot ngot vi didu ndy ¢ thé din
téi cdc con co gmt dot ngot co thé gay hau qua nghiém trong cho me va thai nhi.

Bit ¢t lac nao, néu duge, nén wu tién liéu phap don tri li¢u vi vige diéu tri vdi nhiéu thude uhung
dong kinh c6 thé lién quan dén nguy co di tat bam sinh cao hon so v&i ding don tr liéu, ty theo
cac thude chong dong kinh diing két hop.

Nguy co lién quan dén topiramat

Toplramat giy quai thai ¢ chudt nhit, chudt cong va tho. O chudt cong, topiramat qua dugc hang
rao nhau thai. ) )

O ngudi, topiramat qua nhau thai va noéng do thude trong mau day ron duge bdo cdo tuong ty
nhu trong mau cua ngudi me.

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

« Tang nguy co di tit bam sinh (ddc biét nhur st méi/he vom miéng, di tat 16 tiéu thap, va nhirng
bzflt thirong lién quan dén cac hé co quan khac nhau cua co thé) sau khi ding thudc trong 3 thang
dau thai ky. .

Dir liéu quan ly thai san cta thudc chong dong kinh Bic My chi ra ty 1& céc di tit bam sinh
nghiém trong cua nhém ding topiramat don tri liéu cao gip 3 lan (4,3%), so vdi nhém khong
ding thude chong dong kinh (1,4%). Ngoa; ra, dir liu tr cdc nghién clru khéc da chi ra, co s
ting nguy co quai thai lién quan dén sir dung thude chong dong kinh trong nhém diéu trj phdi
hop so v&i nhom don tri lidu.

* Ty 1€ tré so sinh nhe cén (< 2500 g) cao hon so voi nh()m tham chiéu.

* Téng ty I¢ tre nho hon so vai tudi thai (nho so vai tudi thai [SGA; duge dinh nghia la trong
lwong khi sinh nim dudi mic phén vi 10 phén trdm trén biéu do trong luong dé hiéu chinh theo
tudi thai, gigi tinh). Khong thé xac dinh duge hau qua lau dai cua van dé tré nho hon so véi tudi
thai.

Phu nit ¢6 con tiém ndng nén su dung cac bién phap tranh thai hiéu qua va cin nhic céc lua chon
diéu trj thay thé.

Chi dinh dong kinh
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DIE
NH

M



https://trungtamthuoc.com/

Nén xem xét cac phuong phap diéu trj thay thé & phu nir ¢6 kha ning sinh san. Néu sir dyng
topiramat ¢ phu nir ¢6 kha nang sinh san, khuyén cdo sir dung bién phép tranh thai c6 hiéu qua
cao va tl'u:mg bao day du cho nguai me v-.. nguy co da biét cia chimg dong kinh khong kiém soat
dbi vai phu nit mang thai va nguy co tiém tang voi bao thai do thude. Néu mot phu nir dy dinh
c6 thai, khuyen cao di kham tu van truée khi mang thai dé danh gia lai viéc diéu tri, va can nhéc
céc lya chon diéu trj khic. Trong truéng hop ding thube trong ba thang diu cuta thai ky, nén theo
ddi tién san can than.

Chi dinh duw phong migraine

Topiramat chéng chi dinh véi phu nir ¢6 thai va phu nir trong d6 tudi sinh san néu khéng sir dung
céc phuong phap tranh thai co hiéu qua.

Phu nit cho con ba

Nghién ctru trén dong vat di chi ra topiramat duoc bai tiét trong stra. Su bai tiet cua topiramat
vao trong sira me chura duge danh gla 4] nhlmg thir nghiém co doi chimg. O mot sé it trudng hop
quan sat duge trén bénh nhin cho thiy co sy tiét nhiéu topiramat vao stra me. Cic tic dung da
quan st duge ¢ tré so sinh/tré nhé bu sira cia ba me dang duoc diéu tri 1a tiéu chay, budn ngu,
kich thich khé chiu va ting cén khéng dy di. Do do, can quyét dinh co nén dimng sira me hoic
ngimg/tranh dung tri li¢u topiramat thy theo lgi ich cho tré bu sitra me va lgi ich cua tri ligu
topiramat ddi véi ngudi me.

Kha néing sinh san

Cac nghién ctru trén dong vat khong phat hién sy suy giam kha néng sinh san do topiramat.

Tac dung cua topiramat lén sur sinh san cta ngudi chua dugce 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 ldi xe va van hanh may moc.
Topiramat tac dong trén hé than kinh trung wong va cd thé gay budn ngu, chong mit hodc cac
tri¢u chu‘ng lién quan khac. N6 co thé gay ra cac roi loan thi giac va/hoac nhin m¢. Nhimg tac
dung bét loi nay co thé gay nguy hiém cho ngudi bénh khi lai xe hay van hanh may moc, dac biét
cho dén khi kinh nghi¢m dung thudc trén ting bénh nhan dugc thiét lap.

9. TUONG TAC, TUONG KY CUA THUOC

Tic dong cua topiramate Ién cdc thube chong déng kinh khac

Phoi hop topiramate vao phac do diéu tri cua cac thude chong dong kinh khab (phenytoin,
carbamazepm acid valproic. phenobarhltal pnmldon) khong anh huong dén nong do dat trang
thai on dinh trong huyét tuong cua cac thudc nay, ngoal trir & vai bénh nhan, phéi hop topiramat
khi dang diéu tri véi phcnytom ¢6 thé 1am ting ndng do cua phenytoin trong huyét twong. Diéu
nay co thé 1a do sy trc ché ciia mOt enzym dic hiéu dang dong phan da hinh (CYP 2C19). Vi vay,
bt cir ngudi bénh nao dang dung phenytoin ¢6 nhimg dau hiéu hodc tridu chimg 1am sang cia
dac tinh thuée nén klcm tra nong dé cua phenytoin.

Mot nghién ciru vé twong tac dugc dong hoc trén benh nhan dong kinh da cho thay ncu dang
dung lamotrigin, khi thém topiramat ¢ |I€Ll 100 dén 400 mg/ngay khong anh  hudng Ién nong do
lamotrigin & trang thai dn dinh trong huyét twong. Hon nira, cting khong thiy thay déi vé nong
do topiramat & trang thai 6n dinh trong huyét tuong trong khi hodc sau khi ngimg diéu trj véi
lamotrigin (lidu trung binh la 327 mg/ngay).

Topiramat (rc ché enzym CYP 2C19 va co thé gay tro ngai cho cac chét khac duoc chuycn hoa
bdi enzym nay (nhu diazepam, imipramin, moclobemid, proguanil, omeprazol).

Thc dong cua cdce thube chong dong kinh khic 1én topiramate
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Phenytoin va carbamazepin lam giam nong do huyet turong cua topiramat. Khi phm hop hoic
nging phenytoin hay carbamazepin trong khi dang diéu trj voi topiramate c6 thé can chinh liéu
dung cua topu‘amate Su chinh liéu nay nén tién hanh dya vao hi¢u qua lam sang

Dung thém hodc ngirng acid valproic khong lam thay doi dang ké vé mat 1am sang nong do trong
huyét tuong cua topiramate va, do d6, khong can diéu chinh liéu ding cua topiramat.

Céc tuong tac ndy duge tom t4¢ nhur sau:

Céc thudc chémg dong kinh khac | Nong do cac thude chng Nong d¢ topiramat
dung dong thoi dong kinh khac

Phenytoin —*¥ li

Carbamazepine (CBZ) i 1

Valproic Acid <o —

Lamotrigin > -

Phenobarbital > NS

Primidon > NS

o = Khong anh hwong 1én nong d huyét twong (thay doi < 15%)

% = Nong do huyét tuong gia tang tiy timg cd nhan

l = Nong d6 huyét tuong giam

NS = Chura nghién ctru

Ciac tuong tic thude khic

Digoxin

Trong nghlen ctru don liéu, di¢n tich dudi duong cong (AUC) cua nong do dlgoxm trong huyét
tuong giam 12% khi ding dong thoi voi topiramat. Tuong quan vé mdt lam sang cua quan sat
ndy chua dugce thiét lap Khi topiramat dugc ph0| hop thém vao hay ngirng dung ¢ nhirmg ngudi
bénh dan;, diéu tri véi dlgoxln can cha y kiém tra dinh ky digoxin trong huyét thanh.

Cic thudc e ché hé thin kinh trung wong ) _

Vige dung chung topiramat véi rugu hodc cdc thuoc tre ché hé than kinh trung wong khac chua
dugce danh gia trong cac nghién ciru lam sang. Khuyén cdo khong dung dong thoi topiramat véi
ruou hodc céc thude tre ché hé thin kinh trung wong khéc.

St John's Wort (Hypericum per ﬁ;mmm)

Co thé quan sdt lhdy nguy co giam nong do trong huycl tmmg dan dén mit hiéu qua khi dung
topiramat dong thoi véi St John's Wort. Chura c6 nghién ctru 1am sang danh gia sy twong tac tiém
tang nay.

Cic thuoc tranh thai dwdng udng

Trong nghién ciru twong tac duge dong hoc ¢ nhimg ngudi tinh nguyén khoe manh dang st dung
ddng thoi vai cac thude trinh thai duomg uéng dang két hop chira 1 mg norethindron (NET) va
35 mcg ethinyl estradiol (EE), loplramat duoe sir dung don thuan vai lidu 50 tai 200 mafngay
khong lam th:iy doi déng ké co v nghia thong ké trong phoi nhiém trung binh (AUC) cua cac
thanh phén c6 trong thuec tranh thai uéng. Trong mot nghién ctru khéc, phoi nhiém véi EE giam
co y nghia thong ké & liéu 200, 400 va 800 mg/ngay (twong tng la 18%, _21% va 30%) khi sur
dung phdi hgp & nhimg bénh nhan dong kinh dang udng acid valproic. O ca hai nghién ciru,
topiramat (50-200 mg/ngay & ngudi tinh nguyén khoe manh va 200-800 mg/ngdy ¢ bénh nhan
dong kinh) khong anh huong dang ké lén phoi nhiém véi NET. Mic du trong khnang liéu
topiramat tir 200-800 mg/ngay (¢ bénh nhan dong kinh), phoi nhiém EE ¢6 sy suy giam phy
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thude lidu, nhlmg trong khoang liéu topiramat tir 50-200 mg/ngdy (¢ ngudi tinh nguy(;n khoe
manh), phoi nhiém EE khong bi thay d6i phu thudc liéu dang ké. Chua quan sét thay ¥ nghia lam
sang cua nhumng thay do6i nay.

Nén c¢an nhic kha ning lam giam hiéu qua cta thude tranh thai dudng uong va ting nguy co xuat
huyét dot ngdt & bénh nhan dang dung thude tranh thai dudng ubng dong thoi vai topiramat.
Bénh nhin dang dung thuﬁc tranh thai co chira estrogen nén duge din do bao céo bat ky sur thay
doi nao trong vén dé xuat huyét cia ho. Hi¢u qua cta thude tranh thai ¢é thé giam tham chi khi
khéng c6 xuat huyét.

Hydrochlorothiazid (HCTZ) _ )
Mot nghién ctru tuong tac thude- thude dugce thye hién ¢ trén ngudi lmh nguyén khoe manh, dé
danh ma dugc dong hoe ¢ trang thai on d;nh cta HCTZ (liéu 25 mg moi 24 gi0) va topiramat (96
mg mdi 12 gid) khi ding don déc va két hop véi nhau. Két qua nghién ciru nay cho thiy
Cuax Cua topiramat tang 27% va AUC tang 29% khi phm hgp vai HCTZ. b 4 nghia lam sang cua
thay di nay chura ro. Diéu tri phéi hgp HCTZ vai topiramat ¢ thé can phai chinh liéu topiramat.
Duge dong hoc & trang thai 6n dinh cua HCTZ khong bi anh hudng dang ké bai ding dong thoi
topiramat. Két qua xc¢t nghiém lam sang cho lhay co glam kali huyel thanh sau khi dung
topiramat hay HCTZ, mirc giam nhiéu hon khi hai thudc nay dimg cing lic véi nhau.

Lithium

Trén ngudi tinh nguyén khoe manh, quan sat thdy c¢o sy giam phoi nhiém hé thong vai lithium
(18% AUC) khi diing dong thoi topiramat 200 mg/ngay. O nhimng bénh nhan rbi loan ludng cye,
duge dong hoc cua lithium khéng bi anh huéng trong thoi gian diéu tri véi topiramat 200
mg/ngay; tuy nhién, sau khi dung mplmmat toi mirc 600 mg/ngay thi ¢ tang phoi nhiém hé¢
thong (26% AUC). Khi dung dong thdi vai topiramat, can phai theo ddi nong dé lithium.,
Glibenclamid )

Mot nghién ciru twong tac thude-thude duoce thue hién & bénh nhan dai thao duémg typ 2 dé danh
gla vé duge dong hoc & trang thai 6n dinh cia gllbenclamld (5 mg/ngay) ding don dc va ding
dong thoi véi topiramat (150 mg/ngay). Thay co giam 25% AUC cua glibenclamid trong khi
diing topiramat, Phoi nhidém hé théng cua cac chat chuyen hoa c6 hoat tinh, 4- rrans-hydroxy-
glyburid (M1) va 3-cis-hydroxyglyburid (M2), cling bi giam lan luot 14 13% va 15%. Duoc dong
hoc ¢ trang thai 6n dinh cua topiramat khéng bj anh huéng khi ding dong thoi véi glibenclamid.
Khi dang diéu tri glibenclamid thém topiramat, hay khi dang didu tri topiramat thém
glibenclamid, phai dac biét chi y van dé theo doi bénh nhan thuong xuyén nhiam kiém soat tinh
trang bénh dai thao dudng mdt cach thich hop.

Metformin ) ) :

Mot nghién ciru tuong tac thude-thude duge thye hign o ngum tinh nguyén khoe manh d¢ danh
gia vé dugce dong hoc ¢ trang thai on dinh cua metformin va topiramat trong huyét twong khi
diing metformin don doc hay ding ddng théi metformin va topiramat. Két qua ctia nghién ciru
cho thay Cinax va AUC 124 trung binh cua metformin ting lan luot 1a 18% va 25%, trong khi gia
tri CL/F trung binh giam 20% khi metformin duoc ding dong thdi véi topiramat. Topiramat
khong anh huong 1én tmay ciia metformin. Y nghia lim sang tac dong cua topiramat lén dugc
ddong hoc cua metformin chua rd. Sy thanh thai qua huyét twrong khi udng topiramat duong nhuwr
giam khi dl.'mg ciing v&i metformin. Mirc d9 thay d6i cua sy thanh thai thi chua duge biét. Y
nghia 1dm sang cua tic ddng cua metformin déi véi dugc ddng hoc cua topiramat chua ro.

Khi tuplramate duoce dung phﬂl hgp hay ngung & bénh nhan dang diéu tri metformin, phai dac
biét chii y van dé theo ddi thuong xuyén dé kiém sodat tinh trang bénh dai thdo duomg mot cach
thich hop.

Pioglitazon ' ’ _

Nghién ctru twong tic thudc-thuoe duge thue hién & nguoi tinh nguyén khoe manh dé danh gia
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dugce dong hoc ¢ rang thai 6n dinh clia topiramat va pmglltdzon khi ding d(m doc va dung dong
thoi. Quan sat thay giam 15% AUC. cua pioglitazon ma khong thay doi vEé Craxse. Két qua nay
khong c6 y nghia thong ké. Thém vao do, 6 ghi nhin glam 13% Cruaxss v@ 16% AUC, 4 cua chat
chuyén hoa hydroxy c6 hoat tinh, va giam 60% Cruxss va AUC cua chit chuyén héa keto c6
hoat tinh. Y nghia lam sang cua nhirng phat hién nay chua biét.
Khi dang diéu tri pmglnazon thém topiramat, hay khi dang diéu tri topiramat thém pioglitazon,
phéi diic biét chi y van dé theo ddi bénh nhan thudng xuyén dé kiém soat tinh trang bénh dai
thao dudmg mot cach thich hop.
Risperidon ' )
Cac nghién ciru twong tae thude-thude duge thye hién trong diéu kién dung don liéu trén nguoi
tinh nguyén khoe manh va da liéu trén bénh nhan rdi loan lmmg cue, cho két qua tuong ty nhau.
Khi diung chung véi topiramat ¢ liéu topiramat ting timg nac 1a 100, 250 va 400 mg/ngay, thi
lhay co giam phoi nhiém hé lhcmg (16% va 33% AUC ¢ trang thai hang dinh voi cac liéu lan
lrgt 1a 250 va 400 mg/ngay) cua risperidon (khoang liéu dung tir 1 dén 6 mg/ngay). Tuy nhién,
su khédc nhau vé gia tri AUC ddi véi toan bd thanh phin hoat tinh cia tirng thube giira phac a6
diéu tri don 1I1uan v@i risperidon va diéu tri phdi hop voi topiramat khéng c6 y nghia théng ké.
Co thay déi rat it vé duogc dong hoc. c.ua toan bo phan hoat tinh (risperidon va 9-
hydrostper:don) vi khéng thiy thay doi vé duge dong hoc cua 9- hydroxynspendon Khong
¢6 thay doi dang ké trong phoi nhiém hé thdng cua toan bo phan hoat tinh cua risperidon, hay
topiramat. Khi phéi hop topiramat (liéu 250-400 mg/ngiy) vao phac do risperidon dang ding
(lidu 1-6 mg/ngay), cic bién ¢6 bit loi duoc bio ‘cdo thuong xuyén hon so vai trude khi dung
topiramat (90% va 54%, twong ung). Cac bién cb bat lgi duge bao cao tlmﬂng xuyén nhat khi
phm hop loeramdl vao phéc do risperidon 1a: budn nga (27% va 12%), di cam (22% va 0%) va
budn non (18% va 9%, tuong Utrng).
Cic loai twong tic khic
Cac thuoe ¢6 kha nang gay soi than
Toplramate khi dung dong thoi véi cac thude c6 kha nang gay soi than thi co thé lam tang nguy
co soi than. Tmng khi ding topiramate, nén tranh diing dong thési véi cac thube nay vi ching co
thé tao ra méi truong sinh 1y, 1am ting nguy co hinh thanh soi thin.
Acid valproic
Khi dung chung topiramat véi acid valproic trén bénh nhan dung nap véi timg thude néu ding
don doc, ¢o hién tugng tang amoniac mau co thé kém hodc khong kém theo bénh nao. Trong da
s0 cac truomg hop, céc triéu chimg va dau hiéu sé& giam bat khi ngirng mot trong hai thude (xem
phin Canh bdo va thdn trong va Téac dung khong mong muén). Phan tmg bét lgi nay khong phai
la do mot tuwong tac dugc dong hoc. _ -
Giam than nhi¢t, duge dinh nghia la sy giam bat ngo nhi¢t d¢ co thé xudng dudi 35 °C, da duge
bdo céo ¢6 lién quan dén sir dung dong thoi topiramat va acid valproic (VPA) ¢6 hodc khong két
horp véi ting ammoniac mau. Bién ¢6 bét lgi ndy & nhimg bénh nhan ding dong thoi toplramal
va valproat ¢ thé xay ra sau khi bit dau diéu tri véi topiramat hodc sau khi ting liéu hang ngay
cua topiramat.
C:c nghién ciru bo sung vé twong tic duoce dong hoc thude
Cac nghién ctru lam sang dugc thye hign dé danh gia cac tuong tic duge dong hspc ¢6 thé ¢ gitra
topiramat va céc thude khéc. Su thay 481 Caax hay AUC do tuong tac duorc tom tit dudgi day Cot
thir hai (nong do cac thude phm hgp) mé ta nhirng thay ddi doi voi nong do cua cac thude phm
hop duge liét ké trong cot dau tién khi dung két hop vdi topiramat. Cot thir ba (ndng do
topiramat) mo ta su dung chung cua cac thudce duoc liét ké trong cot 1 s& anh hudng néng do
topiramat nhur thé nao.
Tom tit céc két qua tir cic nghién ciru bo sung twong tic duge dong hoc thude

"\.“_‘

———



https://trungtamthuoc.com/

'Thude phéi hop

Nong do cdc thude phdi hop”

Néng do topiramat *

[Amitriptylin «» Tang 2(}% Cmﬁ va AUC NS
cua chat chuyén hoa

| - 4 nortriptyline
|Dihydroergotamin (Puing uéng < o
iva tiém dudi da)
'Haloperidol « Ting 31% AUC ciia chit NS

ma miurc d§ chuyén hoa bi
: giam
{Propranolol «> Tang 17% Cnax ddi véi 4- Tang 9% va 16% C,y , ting

OH propranolol (TPM 50 mg

9% va 17% AUC (tuong tng

moi 12 gid) vai 40 va 80 mg propranolol
moi 12 gid)

'Sumatriptan (Dudng uéng va tiém - NS

|dudi da)

Pizotifen “» >

|Diltiazem Giam 25% AUC cua diltiazem Tang 20% AUC

va giam 18% trong DEA, va
++ cho DEM*
|Venlafaxin - e
\Flunarizin Tang 16% AUC o

(TPM 50 mg moi 12h)°

= Gidtr tri % la thay déi cua Cmax hodc AUC trung binh twong tmg véi don tri ligu
« = Khong ¢6 dnh hudng trén Cmax va AUC (thay doi <15%) so véi hoat chat ban dau

NS = Khéng ¢6 nghién ciru

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

c6 thé do tich liy thude trong sudt thdi gian dat duoc trang théi on dinh trong huyét trong.

Tmmg ky: Do khong o cac nghién ciru vé tinh twong ky cta thude, khong tron 1an thude nay

voi thude khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Tinh an toan cia topiramat da dugc dinh gia qua cic dir ligu thir nghiém lim sang gém 4111
bénh nhéan (3182 ding topiramat va 929 ding gia dugc) tham gia vao 20 thir nghiém mu déi von
topiramat phéi hop trong diéu tri cac con co cirng - co giat toan thé nguyén phat, cac con khoi
phat cuc bd, cic con co giat lién quan dén hoi chimg Lennox-Gastaut va 2847 bénh nhan tham
gla vao 34 thir nghiém nhan ma, véi toplramat don doc trong didu tri cac thé dong kinh méi hodc
vira méi duoe chan doan, hodc du phong migraine. Pa so cac phan tng bat lgi & mire d6 tir nhe
cho td1 trung binh. Céac phan img bat lgn duoce nhin biét trong céc thur nghi¢m lam sang, va trong
qua trinh sur dung sau khi luu hanh thudc trén thi tm(‘mg (bxeu thi boi “*") duoc liét ké theo ty 1
xuat hi¢n trong thir nghiém 1am sang tai Bang 1. Cac tan suit dugc chi dinh nhur sau:

Rat thuong gap: > 1/10,

Thuong gap: > 1/100 téi < 1/10,

it gap: = 171000 t6i < 1/100,

Hiém gap: > 1/10.000 téi < 1/1000,
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Chua dugc biét: khong ude tinh duqc tir cac dur hf;u ¢6 san.

Cic phan {mg bat loi thuong gap nhat (phan tng c6 ty 1¢ méi xuat hién > 5% va co ty 1¢ cao hon
so gia duge trong it nhit 1 chi dinh diéu tri trong céc nghién ciru mu déi, ¢6 doi chung vai
toplramat) bao gom: chan an, giam ngon mi¢ng, suy nghi cham, trdm cam, roi loan ngdn ngir
dién da’t mat ngu, bat thuong vé phm hop véan dong, r6i loan chi y, choang vang, roi loan van
ngdn, réi loan vi gidc, giam cam gidc, ngu lim, giam tri nhg, rung giat nhan cau, di cam, budn
ngt, run, nhin déi, nhin mo, tiéu chay, buon ndn, mét moi, dé kich thich, va giam can.

Tré em

Céc phan (mg bat loi dugc bio cio thudng xuyén hon ¢ tré em (= 2 ldn) so véi ngudi 16n trong
céc thir nghiém mi déi co doi chimg, bao gdbm:

» Giam ngon mi¢ng
* Tang thém an

* Nhiém toan ting clo mau

+ Giam kali mau

« Hanh vi bit thudng
+ Kich dong

* Tho o

« Mit ngu diu gidc

* Y dinh ty tir

* Roi loan chia y

. Ngu lim

* R6i loan nhip thirc ngu trong ngay
« Chat lugng gidc ngu kém

» Tang tiét nuwde mét
* Nhip xoang cham
« Cam gidc bat 6n

« Réi loan dang di

Céac phan g b?;t lgi khong xay ra & ngudi 16n nhung duge bao cdo ¢ tré em trong cac nghién
ctru mu déi ¢o doi chimg bao gom:

» Tang bach cau ai toan

« Tang déng do tam than vin dong

* Chéng mat

* Non

* Tang than nhiét

» St

* Mat kha nang hoc tap

Co quan

Tan suat

Téc dyung ngoai ¥

Nhiém khuan va
nhiém kv sinh tring

Rt thuong gip

Viém mui hong *

Roi loan méu va hé
bach huyét

Rat thuong gip

Thiéu mau

It gip

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

Hiém gip Giam bach cau trung tinh*
ROi loan hé mién dich | Thudong gip Quda man
' Khong rd Phu n¢ do di img*
Ro6i loan chuyén héa | Thudmg gip Chan an, giam ngon miéng
va dinh dudng It gip Nhiém toan chuyén hoa, giam kali méu, ting thém én,
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khét nhiéu.

Hiém gip

Nhiém toan ting clo mau

Ri loan tam than

Rit thuong gip

Tram cam

Thuong gap

Suy nghi cham, mét ngu, rdi loan ngén ngir dlen dat, lo
au, trang thai la ldn, mét dinh huong, gay hén, thay d0|
khi sic, kich dong, tinh khi bat thuong, khi sic tram
cam, gian dir, hanh vi bat thuong.

It gap

Y dinh ty tir, co gfmg ty tr, a0 giac, roi loan tam than,
ao thanh, ao thi, tho o, mat kha nang noéi luu loat tur
phat, rbi loan giac ngu, cam xtc khéng on dinh, giam
ham muon tinh duc, ting dong, hay khoc, cl'urng kho
néi, khi séc phon pho, hoang tuong, tu duy co chap, con
hoang loan, dé khoe, rdi loan doc, mﬁt ngu dau giic,
mét cam xic, suy ngh: bt thumag, mét ham mudn tinh
duc, bo pho. mat ngu giira gidc, kho tip trung, tinh gidc
sém, phan tmg hoang loan, cam xuc ting dong.

Hiém gip

Hung cam, chimg roi loan hoang s¢, cam gidc tuyét
vong*, hung cam nhe.

ROi loan hé than kinh

Rat thuong _gip

Dj cam, buon ngu, choing véng

Thuong gap

Ro6i loan chi )", suy giam tri nhé, chl'mg quén roi loan
nhin thirc, giam chiic ning tam thén, giam cac ky ning
tim than van dong, co giat, bit thuomg vé phdi hop van
dong, run, ngu lim, giam kha nang thu cam voi kich
thich, rung giat nhan cau, réi loan vj giac, r6i loan thing
bﬁng, roi loan van ngdn, run chu v, an thén.

It gap

Suy giam y thire, co giat con lém, r6i loan thi giac, co
giat cuc b phire tap. r(‘?i logn 1&i n6i, ting dong do tim
than vin déng, ngat, roi loan cam gidc, tang ti¢t nude
bot, mat ngon ng,u lap lai 10i noi nhiéu lan, glam chire
nang vén dong, roi loan van dong, choang vang tu thé.
chat Iugmg giac ngu kém, cam giac nong bimng, mat cam
giac, roi loan khiru giac, hoi chimg tiéu nao, roi Ioan
cam gidc, giam vi gidc, trang thai sm‘tg 50, vung vé
trong phm hop hoat dong, tién triéu, mét vi giac, kho
viét, ro1 loan ngon ngir, bénh thin kinh ngu<u bién, cam
gidc sap ngat, roi loan truong lyc c0, cam gidc kién bo.

Hiém gap

Mat dicéu khién hoat dong chu y, roi loan nhip thirc ngu
trong ngay, tang cam giac khi kich thich, giam khiu
giac, run vo can, mat van dong, khong dap ing vai kich

thich.

RGi loan mat

Thuong gip

Nhin m¢, nhin déi, roi loan thi gidce

it gap

Gi.ém thi l!,rc‘kjch phat, diém mu, ‘cén thi*, di cam [y
mét*, khé mat, so anh sing, co that mi mat, ting tiet
nude mét, hoa mat, gian dong tir, vién thi.

Hiém gip

Mu mét bén, mu thoang qua, ting nhan 4p, roi loan diéu
tiét, thay doi kha nang cam nhéan chiéu sau, diém mu

nhip nhay, phit mi mat*, chimg quang ga, giam thj lyuc

Khoéng 1o

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

RGi loan tai va tién | Thuong gip Chéng mat, 1 tai, dau tai

dinh It gap Diéc, diéc mot bén, diéc than kinh, khoé chiu trong tai,
giam thinh lyc.

Rbi loan tim it gip Nhip tim chdm, nhip xoang chdm, dinh tréng nguc.

R6i loan mach méau It gap Ha huyét ap, ha huyét ap tir thé
Do birng, nong bimg

_ Hiem gap - Hién tuong Raynaud
Réi loan ho hép,’ long | Thuong gip Kho thg, chay mau mai, sung huyet miii, s0 mai, ho*
nguc va trung that It gap Kho tho khi gang strc, tang tiét dich xoang miii, chimg

kho phat am

Réi loan da day rudt

Rit thudng gip

Budn ndn, tiéu chay

Thuong gap Non, tao bon, dau viung bung trén, kho tiéu, dau bung,
kho migng, kho chiu ¢ da day, di cam ¢ miéng, viém da
day, khé chiu ¢ bung.

It gap Viém tuy, diy hoi, trao nguge da diy thuc quan, dau
vung bung dudi, giam cam gidc ¢ miéng, chay mau
nudu rang, chudng bung, kho chju ving thugng vi, dau
bung am 1, ting tiét nude bot, dau trong miéng, hoi thér
cO mui, dau ludi.

Hiém gip Viém gan, suy gan

ROi loan da va md | Thudng gip Rung toc, phat ban, ngira

dudi da It gip Giam tiét mé héi, giam cam gidgc & mit, noi me day,
hong ban, ngira toan than, ban dat phing, da d6i mau,
viém da di (rng, sung mit.

Hiém gip Hoi chimg Stevens-Johnson*, hong ban da dang*, da ¢6
mui bat thuéng, phii quanh héc mit*, ndéi mé day khu
tra

Khéng rd Hoai tir da nhiém doc*

Ri loan co xuong va | Thuong gip Pau khdp, co that co, dau co, co rat co, yéu co, dau
mé lién két Xuong vung ngyc

it gap Sung khép*, co cimg co xuong, dau bén hong, moi co.

Hiém gip Kho chiu o chi*

RGi loan thin va hé | Thudng gap Soi than, tiéu it nhét. tiéu kho

tiét niéu It gap Tiéu ra soi, ticu khong tu chi, tiéu mau, dai tiéu tién
khong tu chu, tiéu gap, con dau quan than, dau ving
than

Hiém 2ap Soi nig¢u quan, nhiém toan éng than*

R&i loan hé sinh san | It gap Roi loan cwong duong, rdi loan chire ning tinh dyc

vavu

RO loan toan than va
tinh trang tai noi
dung thuoc

Rat thuong gip

Mét moi

Thuong gidp Sét, suy nhuge, dé kich thich, réi loan dang di, cam gidc
bt thuong, cam gidc kho &

It gip Tang than nhiét, khit, bénh gidng cim*, ué oai lir dr.,
lanh ngoai bién, cam giac nhu say rugu, cam gidc bon
chon lo s¢

Hiém ap Phu mat
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Céc chi s6 khc Rat thuong gdp | Giam cin

Thuong gap Tang can*®

s0 lugng bach cau, ting enzym gan.

It gip C6 tinh thé trong nudc tiéu, dang di bat thu'(mg trong
nghlq:m phép di by theo dudng thiang chéin ndi got, giam

Hiém gip Giam bicarbonal mau

Céc hoat dong xa hoi | It gap Mt kha nang vé hoc tip

* duoc xé!c din}l la mot phan ung bat loi tir cac bao céo tu pl}ét sau khi luu hanh thudc trén thi
truomg. Tan suat cua phan mg nay dugc tinh dya trén ty I¢ xuat hién trong thu nghi¢m lam sang,
hodc dugc tinh riéng bi¢t néu khong xdy ra trong cac thir nghém lam sang.

11. QUA LIEU VA CACH XU TRi

Triéu ching va diu hi¢u

Qué liéu topiramat di dugc bao cdo. Diu hi¢u va tri¢u chimg bao gorn co giat, budn ngy, r01
loan I&r1 noi1, nhin mé, nhin doi, sa sat tinh than ngu lim, bat thudng phdi hop, sung so, ha huyét
ap, dau bung, kich dong, choang vang va tram cam. Héau hét cac truong hop, tién trién lam sang
khong tram trong, ngoai trir nhimg truong hop tir vong duge bdo cdo sau khi sir dyng qua liéu
nhiéu thude c6 bao gém topiramat.

Qua liéu topiramat co thé gy nén nhiém toan chuycn hoa nang

Diéu tri

Trong truong hop qué liéu cip topiramat, néu bénh nhin vira méi uéng vao, nén lam tréng da
day ngay bing cach rira da day hodic gay nén. Than hoat tinh cé kha ning hép phu topiramat in
vitro. Nén dung cac bi¢n phap ho tro thich h¢p va bénh nhan nén dl.rm. bu nude day du. Loc mau
dugec chi ra 1a phuong cdch hiru hiéu dé loai topiramat ra khoi co thé.

12. PAC TINH DUQC LY'C

Nhém diéu tri duqc Iy Thuébe chong dong kinh khac. Ma ATC: N03AX1 1

Topiramat dugc xép loai la mdt monosaccharid duge thay thé gbe sulfamat. Co ché chinh xac
gitip topiramat ¢ hiéu qua trong chdng co giat va du phong dau nira ddu chua duoc biét rd. Céc
nghién ctru sinh hoa va dién sinh 1y trén cac noron duoc nudi cdy co xac dinh ba dic tinh c6 thé
gop phén vao hiéu qua chong dong kinh cua topiramat.

Cac dién thé hoat dong duge lip di lap lai boi sy khir cue kéo dai cua noron bi e ché boi
topiramat theo kiéu lf; thuoc thoi gian, ggn ¥ dén tac dong chen kénh natri tiy thudc trang thai.
Topiramat lam ting tin suat ma tai do céc thu thé GABA 4 dugc hoat hoa boi T-ammobutyrat
(GABA), va lam tang kha nang cua GABA dé tao ra luung ion clorid di vao trong cac noron, cho
thiy ring topiramat lam ting hoat tinh cua cac chat din truyen than kinh (rc ché.

Tac dong nay khong bi tre ché boi flumazenil, mét chit d6i khang voi benzodiazepin, va
topiramat cling khong lam téng thoi gian m& kénh, khac biét gitra topiramat va cac barbiturat la
diéu chinh thu thé GABA 4.

Vi dic tinh ch(mg déng kinh cia topiramat khac biét hoan toan vdi tinh chit ciia céc
benzodiazepin, nén topiramat co thé diéu chinh mét dudi nhém (subtype) cua thu thé
GABA 4 kém nhay cam véi benzodiazepin. Topiramat lam mat kha ning cia kainat giy hoat hoa
kainat/ AMPA (acid a-amino-3-hydroxy-5 methylisoxazole- 4-propionic), 14 mét dudi nhém
(subtype) ciia thu thé amino acid (glutamat) kich thich, nhung lai khéng cé tac dung rd rang trén
hoat tinh cia N-methyl-D-aspartat (NMDA) tai dudi nhom (bubiype) cua thu thé NMDA. Nhimg
tac dung nay cua topiramat phu thudc nong do, trong khoang nong d6 tir I pM t6i 200 uM, véi
hoat tinh it nhat quan sat duge ¢ nong dd 1 uM tai 10 uM.

| &i
|

HO
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NH
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Ngoai ra, t0p1rdmdl trc ché mot vai isoenzym cua anhydrase carbonic. Téac dyng dugc ly nay cua
topiramat yeu hon nhiéu so véi tac dung cua acetazolamid, la chét (rc ché anhydrase carbonic da
duge biét, va khong duge cho la mdt co ché chinh cua hoat tinh chéng dong kinh ctia topiramat.
Nghién ctru trén dong vat, topiramat co hoat tmh chéng co giat & chudt cong va chudt nhit trong
cac thur nghiém 1én con co giat bang soc dién t6i da (MES) va c6 hi¢u qua trong cac loai gam
nham bi chimg dong kinh, bao gom dong kinh co cimg va dong kinh gidng con ving trong chudt
Lung bi dong kinh tu phat (SER) va cac con dong kinh co cimg co giat ¢ chudt cong bm sur kich
thich vung hanh nhén hodc boi sy thiéu méu toan thé. Topiramat chi c6 tic dung véu trong trc
ché con dong kinh co giat do tac dong cua chat d6i khang cuia thu thé GABA 4, pentyleneterrazol.
Nghién ctru trén chudt nhit ding dong thoi topiramat va carbamazepin hodc phenobarbital cho
thiy tic dung chong co gidt Ia higp dong, trong khi két hop véi phenytoin cho thay ¢6 hoat tinh
chong co gidt co tic dung cong. Trong cac thu nghiém c6 d6i chimg dung topiramat nhu thude
phm hop, khéng ¢6 moi nr(mg quan glua nong do day cua topiramat trong huycl twong vai hiéu
qua 1am sang cua thude nay. Khong c6 bing chimg vé sy dung nap & ngudi.

Déng kinh ving ¥ thire:

Hai nghién ciru nho (one-arm study) duoc thuc hién véi tré em tir 4-11 tudi. Nhimg nghién ciru
nay khong cung cap day di bang chimg dé dua ra két luan vé hi¢u qua hodc tinh an toan & tré
em.

13. PAC TINH DUQC DONG HQC

Dic tinh duoc dong hoc cua topiramat khi so sanh vé&i cie thude chdng dong kinh khéc cho thiy
topiramat c6 thdi gian ban huy trong huyét trong dai, duge dong hoc tuyén tinh, phin Ién la
thanh thai ¢ than, khong ¢ gan két dang ké vai protein va khong 6 cic chat chuyén hoa c6 hoat
tinh lién quan trén lam sang.

Topiramat khong phai 1a mot chat cam g manh V@i cac enzym chuyén hoa thude, co thé dung
cun‘a_, hodc khong cung bira an, va khong can phai kiém tra dinh ky nong dg cua toplramat trong
huyét twong. Trong céc nghlcn ctru lam sang, khong co moi quan h¢ nhat quan nao giira nong do
cua thude trong huyét tuong véi hidu qua cia thude hodc bién cb bat lgi.

Hép thu

Topiramat hap thu tot va nhanh. Sau khi ngudi khoe manh uéng 100 mg topiramat, nong do dinh
trung binh trong huyel tuong (Cax) 1a 1,5 meg/mL dat duge trong vong 2 dén 3 gidr (T o).

Dt,ra lrcn mr thu hoi lai hoat tinh phong xa tir nude tiéu, mic do hap thu 1run}_, binh cua 100 mg
liéu udng "*C-topiramat it nhat 1a 81%. Thirc dn khong co tac dong déng ké vé mat lam sang trén
sinh kha dung cua topiramat.

Phin b6 — ,

Noi chung, ¢6 khoang 13 td1 17% topiramat gin ket voi protein huyet tuong. Mot vi tri c6 kha
ning gin két thap cho topiramat tron g/trén hong cfm va ¢ thé bio hoa véi nbng do trong huyét
twong 4 meg/mL da duge ghi nhan. Thé tich phan bé bién ddi ty 1& nghich véi liéu dung. Thé tich
biéu kién trung binh cta sy phan bé thude 1a 0,80 t6i 0,55 L/kg khi dung liéu duy nhat trong
khoang tir 100 dén 1200 mg. Gidi tinh dugce phat hién cé tic dong dén thé tich phan_bo cua
thude, gia tri voi nir gidi khoang 50% so vdi cia nam gidi. Piéu nay duge cho la do phén tram
chit béo trong co thé ciia bénh nhén nir cao hon va diéu nay khéng ¢6 ¥ nghia lam sang.

Chuyén hoa

Topiramat khong duge chuyén hoa nhiéu (~20%) & nguoi tinh nguyén khée manh. Topiramat
duge chuyén hoa dén 50% & nhimg bénh nhan ding dong thoi vai céc thube chdng dong kinh 1a
nhimg chat giy cam {mg cic enzym chuyén héa thube. Sau chat chuyén hoéa, hinh thanh qua sy
hydroxyl hoa, {huy phan va glucuro - lién hop, da dugc ¢d 1ap, dinh tinh tir huyet tuo‘ng, nudce
tiéu va phan. Mdi chat chuyén hoa chiém it hon 3% cua tong s6 hoat tinh phéng xa bai tiét sau
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khi ding "*C-topiramat. Hai chit chuyén héa, gin nhu vén con giir cdu tric cla topiramat, dugc
thir nghiém va nhén thay con mot it hay khong c6 hoat tinh chong co giat.
Thai trir
O nguoi, con duong thai trir chinh cua topiramat dang khong ddi va cac chét chuyén hoa cua no
1a qua than (it nhat 13 81% cua liéu dung). Khoang 66% cua liéu dung "*C- -topiramat duoc bai tiét
dudi dang khnng doi trong nurde tidu trong vong 4 ngay. Sau khi dung liéu 50 mg va 100 mg
topiramat hai lin/ngay, d6 thanh thai qua than trung binh twong (ng khoang 18 mL/phit va 17
mL/phat. C6 bang chimg vé sy tai hip thu qua 6ng than cua topiramat. Bang chimg nay dugc hd
trg boi céc nghién ciru & chudt cong ding dong thai topiramat va probenecid, va quan sat thay c6
tang dang ké dg thanh thai qua than cua topiramat. Noi chung, d6 thanh thai qua huyét tuong
khoang 20 t&i 30 mL/phit & ngudi sau khi uong topiramat.
Tinh chét tuyén tinh & khéng tuyén tinh
Topiramat co sy thay doi nfmg do trong huyf:t tuong gitra nhirng ca thé khac nhau thép va vi vy,
o thé dy doén duge duge dong hoc. Duge dong hoc cua topiramat tuyen tinh véi do thanh thai
qua huyét tuong duy tri khong d6i va dién tich dudi dudng cong cia nong d6 trong huyét twong
tang ty I¢ vai khoang lidu duy nhat 100 dén 400 mg O nguoi khoc manh. Ngum bénh ¢6 chirc
nang than binh thudng c6 thé mét 4 dén 8 ngay dé dat dugc nong dg trong huyét tuong ¢ trang
thai héng dinh. C . trung binh 1a 6,76 mcg/mL, sau khi ding da liéu 100 mg hai 1in mdi ngay &
ngudri khoe manh. Sau khi dung da liéu 50 mg va 100 mg hai lan mdi ngay, thoi gian ban thai
trung binh trong huyét tuong la khoang 21 gio.
Su dung cung véi thuéc chong dong kinh khéc
Dung da liéu topiramat tir 100 dén 400 'mg hai lin mdi ngay dong thoi voi phenytoin hodc
Larbamdchm cho thiy nong d§ trong huyét trong cia topiramat ting ty 1¢ véi licu.

Suy than
P thanh thai & than va huyét tuong cua topiramat giam ¢ nhimg bénh nhén suy thin vira va
nang (CLcg < 70 mL/phit). Vi vay, nong do trong huyét twong o trang thai hing dinh cua
toplramat khi ding liéu xéc dinh ¢ nhimg bénh nhan suy than du kién cao hon ¢ nhu’ng bénh
nhan c6 chirc nang than binh thuong. Hon nira, nhimg bénh nhan suy than sé cén thai glan ldu
hon dé dat dén trang thai hang dinh & mdi liéu. O nhimng bénh nhan suy than trung, binh va nang,
khuyén cao nén dung nura liéu so véi liéu théng thuong khi bat dau va duy tri diéu tri.
Topiramat dugc liy khoi huyét tuong mét cach co h1eu qua b thim tach mau. C hay thén keo
dai co [hb lam giam nong d cua topiramat dudi mirc can thiét dé duy tri hi¢u qua chong co gidt.
C6 thé can bé sung thém lidu cua topiramat trong lic chay than dé tranh viéc giam quéa nhanh
nong do topiramat trong huyét trong. Viéc chinh liéu thyc té nén duya trén: 1) thai gian chay
than. 2) ty 1¢ thanh thai cta hé thdng thim tach mau dugc sir dung, va 3) mic thanh thai qua thin
¢0 hi¢u qua cua topiramat trén bénh nhéan dang dugc chay thén.
Suy gan
Sy thanh thai trong huyét twong cia topiramat giam trung binh khoang 26% & nhimg bénh nhén
suy gan tir trung binh dén ning. Vi vdy, phai than trong khi diing topiramat trén cic bénh nhan
suy gan. “
Ngudi cao tudi
D6 thanh thai trong huyét tuong cla topiramat khong thay déi & nhimg ngudi cao tudi hién tai
khéng mic bénh than
Tré em (dén 12 tubi)
Dugc dong hoc cuia topiramat & tré em, tuyén tinh giéng nhur & nguoi 1o khi diéu trj phoi hgp,
voi d6 thanh thai khong phu thuée lidu va cac nong dé trong huyét tuong & trang thai hfmg dinh
tang ty 1€ voi lidu. Tuy nhién, ¢ tré em co d6 thanh thai cao hon va thoi gian ban hay ngan hon.
Vi viy, nong do cia topiramat trong huyét twong khi ding cing mot liéu mg/kg co thé thap hon
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& tré so voi & ngudi 16m. Gidng nhu & ngudi 16m, nhimg thude chéng dong kinh cam (mg enzym
gan lam giam nong d¢ trong huyét twong ¢ trang thai hiang dinh.

14. QUY CACH PONG GOI:
Hop 10 vix 10 vién

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

Han ding: 24 thing ké tir ngay san xuit.

Tiéu chuan: USP.

16. TEN, PIA CHI CO SO SAN XUAT THUOC

ZYDUS LIFESCIENCES LIMITED

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