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Hoatchit: Topiramate
T4 dwere: Copovidone / Plasdone S-630, Purified Water, Laclose monohydrale Flowlac 100,
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Mivign nén bao phim chira 25mg Topiramate \

DAC TINH DUgC LIPC HOC, DUQ'C BONG HOC

Dictinh dugeiych
Tnpiramaleulgr' m'&‘ mg:mm chdng dgng kinh dugc phan loai nhu 13 monosaccharide duge
thay thé gée sulfamate. CAc nghian ciru Sinh néa va dién sinh Iy rén cac neuron duoc nubi
chy cd xAc dinh 3 dac tinh ca thé gap phan vaohidu qua ch&n%gann kinh ciia topiramate.
Cac thé hoat ddng duoc I3p di 3o fai bi SV khir cye kéo dai cla neuron bj chen béi
L0piramate trong kil 16 ue the g an. cin dén 1400nG chen kénh natri 1 thud tinh trgng
Topiramate Iam tang tAn sudt ma tai dé cdc receptor GABA, dugc hoat hoa béi g-
aminobutyrate (GABA), va 1Am ting kha nang ciia GABA, 88 tao ra lubng ion chioride dén cac
neuron, cho thiy rAing lopiramate lam tang hoal tinh ca céc chattrung ggian thin kinh (rc ché.
Téc adng ndy khdng bi e ché bdi flumazeni, mot chit ddi khang vdi benzodiazepine, va
topiramate khéng 14m tang thai gian md kénh, khac bidt gita topiramate va cac
barbiturate |a dify chinh thy thé GABAA.
Vi d&c tinh ching dgng kinh cla topiramate khac bidt hoan toan véi tinh chit cia cac
benzodiazepine, nén topiramate ¢t thé didu chinh mt "dudi nhom” cua thy thd GABAA kém
nhay cdm véri benzodiazepine. .
Ngoai ra, topiramate ire mt vai isoenzyme cla anhydrase carbonic. Tae dyng durgree ly
nay cia topiramate yéu hon nhidu so véi tac dung cua acetazolamide, 1a chét irc ch
anhydrase carbonic quen biét, va khdng dugc cho |a mét co ché chinh cia hoat tinh chéng
dBng kinh cia lopiramate.
hign clru trén suc vat, Wopiramate o hoat linh chéng co gidl & chuft cdng va chutt nhit
trong cac thir nghiém Ién con bang séc dién 18i da (MSE) va cd hiéu qua trong céc leai gam
nham bj chirng dng kinh, bao gbm dgng kinh cé va khéng cb truong co trong chudt cong bj
ddng kinh ty phat (SER) va cac con dgng kinh tonic v clonic trong cac chuft bdri sykich
thich hach amidan va béi sy thidu méu toan thé, Topiramate chi ¢ tac dyng y&u trong con
dgng kinh c chéd clonic do tc ddng cla chét adi khang cla recepler GABA, 13
pentyleneterrazole.
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Bictinhd ddng h

Toplramatm: u?.ugnhg:h‘ dat ndng dd dinh trong mau gin 2 giér sau khi udng lidu 400mg.
Sinh khd dung trong dbi cia topiramate dang vién dat khaing 80% so v&i dang dung djch.
Thire dn kh8ng dnh hudng td'rsl-l:lh kha dyng ctia thudc,

Céc théng s6 duge dong hoc cua lopiramate tuyén tinh véi nng dé thubc trong méu trang
khodng liéu nghién cru tur 200 téi BOO m%‘ngay. Thei gian ban :;:gn thai trir huyét thanh trung
binh 4 21 giér sau khi uéng dom hodc da idu, Trang thai én djnh, do 44 dat duec sau ki
ngay & bénh nhan cé chire ndng than binh thweémg, Topiramate hién ket v protein hu
tucrng khodng 15 t&i 41% trong khodng ndng d4 thube trong mau tir 0,5 14i 250 g/mL. Ty 18
lién két thube véri huydt trong gidm khindng a4 thuéc trong mau g/am.

Carbamazepine va phenytoin khang anh hurdrg téi su lién k&t vai protein huyét tuong cla
thudc. Sodium valproate vl ndng a6 trong mau 500 g/mL (cao hon tir 5 1 10 n nbng 40 &
liéu dibu trj clia valproate) lAm giam ty 1§ ién két protein huyét trong cla topiramate tir 23%
xubng 13%. Topiramate khiing gnhw&ngm-i lién két protein cla sodim valproate.

CO CHE TAC DUNG

—

Cao ché tac dung chinh ciia topiramate trong didu trj co gidt va phéng dau nira ddu vAn chua
d 1am rd; tuy nhién, c4c thir nghiém 1dm sang cho thay, 4 dgc tinh gdp phin vaa higu qua
mlﬂg a6ng kinh va phang dau nira dAu cia topiramate. Cac bang ching vé dién sinh hoc va
sinh hod cho ring, & ndng a9 cd tac dyng durac Iy, topiramate chen kénh natri phy thude dién |
thé; 1am gia tng hoat 1inh cia chAt an truyén thin kinh gamma-aminobutyrate & mot s&.
sublype cla thy thé GABA,: dbi khang AMPA/kainate clia thy thé glutamate vA (rc chd

enzyme carbonic anhydrase, dac bidt 1 isozyme || va IV

CHIi PINH

(g dt nq dié ) tri ddng kinh:

Topiramate dugc ding don dbc dé dibu trj cho tré em trén 10 tudi va ngudi Idn bj can dd
kinh cyc b hodc 6 nhiing con dng kinh todn thé tién phat cb co clmg - gidtrung. :
Bigu| kinh phbi - Topiramate durgc ding phdi hop vén cac thude khic dé di
tri cha ngudi lém va tré em L 2 16 16 tui bj Adng kinh cyc bd hodc ddng kinh toan thé kh
phat cb co cirng - giat rung, va ding cho tré em trén 2 fudi bi co gidt co kém thea hdi chy
Lennox-Gastaut.
Bav nus day: Topiramate duge ding 88 dv phéng dau nira dhu & ngudi Ién. Hign chua’
nghién ciru hiéu qud cla thude trong dieu Ir con cAp dau nira dAu,

i

LIEU DUNG VA CACH DUNG
g kinkh: Trmgﬁdc nghién ciru bd sung cé kiém sodt ngudi ta da khng chirng minh dugs

mbi lién hé gira ndng 9 topiramate trong mau vé hidu qua dibu tr rén 1Am sang. Hién chira
chirng minh duge sy dung ngp thubc & nguoi. Vo libu trén 400 mgfnggy (600, 800 hay 1000
mgingay) d khéing chirng minh dugc Sy tang ddp img thudc theo lidu dung & ngui I b
con dong kinh cuc b. Khong c4n thiét phai kiém tra néng a5 topiramate trong mau &4 18 wu
hod phac 83 dibu tri bang Topiramate. Khi diing phéi hap Topiramate wérl phenyloin cé thé cAn
phai didu chinh liéu clia phenytoin dé cb duge két qua dibu tr thi wu. Viéc dung chung hoic
ngung phenyloin vaMhedc carbamazepin trong khi dang didu i bdng Topiramate cé ;\gé phai
higu chinh lai liéu lrgng cla Topiramate. Do thuéc o vi ddng nén khong nén bé hodc nhal
thudc. C6 thé uéng Topiramate trurdre, sau ho#ic trang khian,

Ding don ddc: Libu khuyén cio ding don déc lopiramate 48 didu trj 8dng kinh cho tré em trén
10 tudi va ngudi Ion 12 100 mg - 400 mg/ngay chia 2 13n, XAp xi khodng 58% s ba&nh nhan
tham gia nghién c(ru ngiu nhién ding topiramate 161 400 mgingay dat dugc lidu 14i da

mot thir nghigém |&m sang co kiém soét; liéu trung binh dat duge trong thir nghiém nay 1a
275mg/ngay. Viéc digu chinh liéu nén tién hainh theo hudng din sau:

Budi séng Budi téi
Tulin 1 26 mg (1vidn)
Tuén 2 50 myg (2 vién) 50 mg (2 vién)
Tuén 3 75 mg (3 vién) 75 mag (3 vién)
Tudi 4 L0 ingyd Aer; 280 (4 vidn)
Tuai b 152 1ng {5 Jibr.; 152'mi) (B42n,
Tudn 6 200 mg (8 vién) 200 mg (8 vién)

Mhﬁl:hm}?mdﬂ kinh ¢ b, hd

Nguriiom (trén - Bng kinh cyc b, dgng kinh todn thé i el

pay hoi chung Lennox-Gastaut: Thag idy aing khuyén cdo cﬁ:ﬁ:p'mﬁnl? S o

9 ngui om bi 80ng kit cuc b 14 200 - 400 me/ngay chia 2 hn va kbu 400 mg/ngay (16
n) chia 2 14n dé didu tr 65ng Kinh lodn thé tién t ¢8 € tirmg - gid Rung & o o N

dau wiri libu 25 mgingay sau 86 didy chinh kéu bng cach ting 1-2 via ng .Nén

16 khi dat duge lidu thi wu. Chudn lidu theo ting 25 mg (1 vidn Topiramale}/tua 7

kéa dai theri gian dat duge lidu tdi vu. Lidy dilng!hang ngay irén 1600 mg chira o n ¢a th

€lry, Trang nghién clru didu Irj dging kinh to#n thd tign phat ¢4 co comg - giat rung Jﬁg\?h\ﬁn
3m hon so v céc nghién ciru trén, libu ding khuyén cao dat dvgc vdo they San b ting

(8 Lo s win
Trd o (2 - 16 twéi) - Dong kinh oyc b, dng kinh toén th tién phat co co cimg - gist rung,
¢ hoi chimg Lennox-Gastaut: Lidu tng céing diing hang ngav ¢la topiramate khi m&u“fq
| hap khodng 5,9.-.1%%;"93, chia 2 lan. Vie gidu chinh 1éu ndn by ah, pang 25 mg
{1vién Topiramate) ho3C thap hom trong kNodng 1.3 mg/kg/ngay JUNg budi 14 trong tudn dAu
tién. DA b dap (rng 1Am sang 14i wu, by nén duec tang sau db tung 1-2 budn trang gigri han 1-
3 mg/kg/ngdy (chia 2 13n). Vic didu chinh du tuj nén tén hanh Uy theo hisy g3 yran 14m
sang. Trong nghién ciru didu tr ddng kinh 104N the tian phat c6 €0 CUNG - Gidtrung  viae didu
chinh |ig:.l cham hon gmg dbi Tiénéal:ﬁl_ trén, lidu b ru & mg/kg/Ngay dat dugc vao thir
ian cubi tudn thir 8 k& tirkhi bit dAu diduti.
au nira dAu: Tdng lidu hang ngay khuyén ¢80 diing Topiramate dé dy PhéNg dau nga adula
100mg/ngdy (4 vién) chia 2 1An, Vidc dibu chinh liby it idu 4 vién Topiramate dugc dn hanh
nhr sau:

£53

Bubi sdng Budi thi
Tulin 1 Khéng ding th 1 vién Topiramate (25 mg)
Tudn2  1vién Topiramate (25mg) 1 vien Topiramate (25 mg)
Tudn3  1vién Topiramale (25 mg) 2 vién Topiramate (25 mg)
Tulnd  2vién Topiramate (25mg) 2 vién Topiramate (25 mg)

Libu lurerng va vige didu chinh fibu ltll;"muﬂc vao hiéu qud trén IAm sang. Néu cAn thidt cé thé
Rﬁm‘ﬁkhodnglh&igian didu cmnré-;;g'wi ST R0, SR A
Bénh nhan bj suy giam chirc néng thén: Véin nhan G nédng than bj suy gidm
(Thanh thai creatinine dudi 70mLiphat1,73m’), iBu khuyén céo bang 112 lidu ding théng
shubngm ngur Iém. Thér gian de dat dugre trang théi én dinh cda thube trong mau déi hon
i binh thudmg.
nggdildn Wi {trén 65 tudi): Can didu chinh lidu ding che nguei cao Wi ndu thiy ddu hidu
chirc nang than gidm (Thanh thai creatinine dudi TOmL/phit'1, 73m’)
Bgnh nhéin dang thdm phan méu: Khi tién hanh thAm phan mau, Topiramate b thai trir v ty 1&
a0 hon ngurér binh thudng khodng 4 1éi 6 13n. Do véy, néu thdm phan mau trong theri gian dai
¢4 thé 1am nbng d¢ topiramate trong mau gidm xudng dudi mire cb tac dung didu trj. ©4& tranh
gidm dat ngdt na:g. a8 thude trong méu trong khi thm phan, nén b sung lidu ding cu
topiramate. Viéc bé sung lidu diing cla thudc dya Irén: 1) Theri gian tién hanh thim phan; 2)
Mgﬁrdgémii trir clia hé théng thdm phan dang ap dyng; 3) Thanh thai than cda lopiramale &
ngtréri b@nh,
génh nhn bjbénh gan: Ve nhirng trrérng hep ndy, nding 84 thudc trong méau cé thé taing kén.
Co ché chua dugce biét s,

rop«amabt::héng chidinh & nhirng bénh nhan mdn cam véi gai thuéc nay, phy nir ¢ thai va
cthocon

TAC DUNG KHONG MONG MUON

Dang don dc trong didu trf dgng kinh: CAc tic dyng phu treng cac thi? nghiém 13m sang
c6 kifm soat xdy ra chi yéu & ngu I6n véi lidu eda topiramate 400 mg/ngdy va ty 18 Iém han
& nhém ding lidu 50 m y 14: dj cdm, gidm can, bubn ngd, chan An, chong m3tva khé nhe.
Cac phan img phy xdy ra © Iré em tir 10 t&1 16 tudi & nhém dung lidu 400 mg/ngay va vari ty |&
1 hom nhom ding ligu 50 mg/ngdy 18: Gidm cén, nhiém tring hé hdp rén, dj cam, chan an,
tiéu chily va nhimg vAn dé vé 1am tinh. Gan 21% trong s& 159 bénh nhan 1 nguer Ian ding
don d4c topiramata véi lidu 400 mg/ngdy trong mat thar nghigm l&m séng ¢4 kidm soat pha
rlgm;%cﬁéu rj do g3p phdn trng phy. Cac phdn irng phy phai ngung thube (wéi ty 18 trén 2%)
bao gdm: trdm cam, mdt ngu, khd nhér, bubn ngd, dj cam, cham tam thin vén déng, chang
mat va budn nén. GAn 12% trong s4 57 bénh nhi khi dung liéu don ddc 400 mg/ngay trong
nghién ciru 1am sang ¢4 kiém soat phai ngung didu trj do tac dung phy. CAc tie dung phy (véi
il?e lgéthig\tgn 5‘:?11 nagnshngbm Mlaap::hmt?iéchu 515&
€ac phan ung phy gap phai rong qua i ieu trj bang topiramate don ddc & ilg

voi 1y 1§ trén 2% & nhom dung lidu 400 mgingdy va cao hon nhém ding lidu 50 ﬁ‘gng’ﬁ';ﬁ'.,i'?.
thiin: Suy nhugce, Dau chan, Dau ngye. Than kinh trung wrong va ngoai vi: D) cam, Chang
mét, Rbi loan xuc gidc, Mt didu hod, Tang trromg Iyc co, H§ tiéu hoa: Tidu chay, T40 bon.
Viém da day, Khd migng. Trao nguoc da day thyc quan, Gan va mit: Tang Gamma-GT,
Chuyén hod va dinh duréng: Gidm cAn. Tam thin: Budn ngu, Chan 4n, Kha nhé, Mat nad
Tram cam, Kha t3p trung/chd y, Lo I4ng. Cham tm thin van 6ang, Vin 48 v tm tinh. Lin.
C4c van dé v& nhain thire, gidm ham mudn tinh dyc. Hé sinh sdn nor: Xudt huyét am dao
Héng clu: Thiéu mau. Cor chéd bao vé: Nhidm virus, Nhidm tring H§ ha hip: Viém phdi,
Vidm xoang, Khé thér. Da va phdn phy: Phat ban, Ngira, Trirng ca. Cac glac quan: Réi loan
vigidc. Hg tiétnidu: Viém bang quang, Sai than, Nnidm tring durémg nidu, Bi llgu, Tidu nhigy.
Ty 18 méc tac dyng phu khi ding topiramate éidu tr) dan 6oc cho iré em tir 10 41 16 tudi b
dong kinh, Ty 1 mac trén 5% va nhém dungnéummgmﬁymnhnéu hen nhém ding lidu 50
mg/ngay: Toan than: St Thn kinh trung wromg va than kinh ngoal vi: Dj cdm. Hé tidu
hoa: Tidu chidy, Dinh dudng - chuyén hod: Gidm cAn. Tam thin: Ching bidng &n, Vin dé
wd tam tinh, Kha t3p trung/chl , Van dé lién i:mwnhan thire, Kich thich than kinh. Cer ché
bao vé: Nhiém virus, Nhiém . H§ h& hdp: Nnidm tring duang hé hip trén, Viem mai,
Vigmphé quan, Viém xoang. Da va cac phdin phy: Rungtée.

Phac a8 dibu tr| phdl hep chbng d¢ng kinh: Phin ing phu thurémg gap lién quan t&i dun
topiramate véi idu tir 200 téi 400 mg/ngdy trong t‘-ﬁi"_'fr nghiém Iam E:r?g o6 kibm sodt cha
nguréri K b con dfing kinh cyc by, dding kinh 10an thd tién phat cé co cimg - gl&trung hay hai
chirng Lennox - Gastaut méa ching xudt hién nhi‘éu hon & bianh nhan didu trj bing lopiramate
va krhlgh%phy thudc liéu ding bao gdm: rrzg.u. chong mat, m&t didu hoa, ndi kho va nhimg
van dd v& phat &m, cham tam than vdn ddng, rdi loan thi gidc, khé nhé, dj cam va nhin 68i. Cac
phén img phy thurdmg gap phy thudc lidu dﬂﬂgi“’"é';nhﬂ*"ﬂ lidu tir 200 16 1000 mg/ngdy bao
S&mrm&l méi, kich thich, khé 1p trungichd Eﬁ"' cam, bidng &n, vAn 34 vA ngdn ngl, lo
ng. nhirng van dé v 1am tinh, giam can. Cac phan &g phy lién z:nzn 16 ding lopiramate
wai liu tir 5 141 9 mg/kg/ngdy trong cac thir nghiém 13m sang c kidm soat & Iré em bj déng
kinh cyc bd, ddng kinh toan thd tién phat cb co cirng - gidl rung hay hdi chimg Lennox -
Gastaut ma thn xudt xuét hién & nhém ding thude cao hon bao gdm: mét mai, bubn ngd, chan
&n, kich thich, khé taptrungicha y, ILI'EN'M' phdn &ngﬁyh&vé idmcan.
Trongcac thir nghiém Lam s ang cd kiém soat & nguailen, 11% sd bénh nhan ding topiramate
phdi hgp véi lidu tir 200t 400 mgingdy phai ngung didu irj do tc dung phy. T§ I%':n!ydwbng
nhu tang Ién véri lidu ding trén 400 mg/ngay. Céc phan ng phu phai ngung thude bao gém:
budn ngu, chéng mét, lolang, khé tap trungichl y, mét mai vé dj cam va tang lén viri lidu trén
400 mg/ngay. Khdng cé trrmg hop b¢nh nhi nda rong céc thir nghiém |&m sang co Kidm sodt
phai ngung lopiramale do tac dyng phy khi ding phdi hep trong khodng ligu tir 5 1&i 9

fki ay.

Eg.n gls'n‘#gn t?nng sé 1757 bénh nhan 14 ngudi Iém bj ddng kinh dung topiramate véi lidu Lr 200
&4 1600 mg/ngay trong cac thir nghigm lam sang phii ngung didu trf do cac thc dyng phy; mdt
bénh nhan dugc ghinhan b nhidu hon 1 tic Sgnng phy. Cc tac dyng phy nay bao gdm: Cham
than kinh v&n &ng, khé nha, mét mai, 1n, bubn ngl, khé tp trunglchi ¥, chan an, trdim cam,
chéng mat, gidm cAn, kich thich than kinh, mit didu hoava dj cam,

Gan 11% trong 8 310 bénh nhi didu tr bang topiramate vai lidu 1n 16i 30 mg/kgingay bi
nqung didu b do cac técdur? phy. Céc tac dyng phu nay bao gdm: Bng kinh tang nding, khé
27 tung/chay, nhimg vAn dé vé ngdn ng(r, réi loan nhan cach va budn ng

- g.-l-
cic phan rng phy ghl nhdn drge tr { v U
g | oy 3N duwgc trong thir nghigm lam sdng mi dai ding phél hep
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200 161 ‘ﬁ'gﬂh y lrong Cg'- thir fighiém 14m sang cé kidm soal nlammﬂﬁuzt:uﬁr:g:
wéitan xudtén han hodc bang nhém dung placebo: Bau ddu, chin throng, loling, ban, day,

aong kinh tang nding, ho, sdt, tiay g
kinh, nhidm tring ha hip trén va ﬂaﬁﬁmn' VRS ORI AR AL At O ot

Géc tac dung phy khic trong eac th ng kinh: kinhth

{:_, QEPCHQI%H mach. Toan than: Th =t “g;‘;"h? '.’é!l! l;ltga‘::?'fugl:::h,- ﬂ%::&l?hdng dut:; ':lan

- tim mach; |t g3p: ha huyét ap, hg huydt 4p tr thé, Gau that ngyc. Than kinh trun

g va ngoal vi: ft gap: Benh thin kinh, khé phéi hop dong i, biloan van 80ng, khé phat
M, am diem, xa mi mat, réi loan treon Iyc car, gidm thj inréng mét, bénh nao, thay adi vl
ﬁ}%’.‘m 8. Thumg gap: chirng banh v& thin Kinh van déng trén, hii chimg vé tidu ndo. iiet
o, He tiéw hods: Jt ggip: Tr, viém da day, viem migng, viém thue quan. Hiém: Phitluti. Nhip
i ftgag Plock nhi thdt. Gan -t ggp: tang SGPT, SGOT Chuyén hoé va dinh dudng:
: gy? khd ﬁu‘éécé&:g.m kali, tng phosphatasa kiém, h calci, ting lipid méau, tng dudng
hu h t'w I"". L duding. Hiem: tang chigr mau. tAng nati may, gidm natri may, gidm
o Pt;oérn? h 913m phosphate mau, ting creatinine. He € Xtrong: Thuc'n:g g3p: dau khap. ff
95"‘& P h“"‘mrp. U'tan sinh: Jt gap: Tang tiéu cbu. Hidm: tang héng cdu. Tidu cdu, xuat
huySt va huyét khéi: it ggp: chdy mau i, nghan mach phéi. Tam than: Thud'nggé.ﬂ-' bét
lve. 30 Gidc, tam thin, ty tir. /t 98p: phém phe, phan g hoani trérng dén nhan, do o
hoang b . M& sdng, mg bit thurémg, Higm: Tang ham mudn tinh dyc, thao cudng. R i
lognlién quan tej héng clu: Thudng gap; thidu mau. Hiém: suy twy, giam th bao mau. H{§
sinh san nam: Jy gan: Réi loan cuong, ra sira, Da ¥@ e3¢ phin phy: 7 gdp: may day, 1ang
nhay C3M viri 4nh sang, bAt thirémg v& toc, Hidm: rAm da. Cac giac quan khac: if gap: matyi
giac, khiru gigc. Ha tidt nigu: It gap: & nurére ay, phan c6 mau, day thin, albumin nigu, t\él-l_
nhiéu, gl_l'é_ﬁ‘iiél nurdre tidu, Mach: .ln;,.-aj:v:;g ad mathhwétﬂkgibl;ﬂm méacré_ viém Wn!; mha::' H’f,.’g{
comach. Thi glac: Thuvmg gap: Viem kétmac, kgdp: Rdiloan didu it mit. s dnh sang,
1&. Hidm: Gian dabdng tr, uiél?-uép g mit. B:ch u v3 hé e ndi mé: It gdp: u hach baeh

huyél, tdng td bao ra in, gi giam bach cAu hat. Hiém: Tanglymphobao
e Bﬂ-rmn?fﬁggg;."&ﬁ;n%ﬁ?nha u tidn hanh & nhidu trung tAm nghidn

ciru, ng&u nhién, mui ddi, co kidm soat placebo va lidn hanh song song, hAu hét cac phan img
phy 98p phai khi ding topiramate déu tir nhe t&i trung binh. Cac tac dyng phy nay chu yéu xdy
ra trong giai doan chuln lidu,
C4c tic dyng phy gap phai trong cac thir nghiém didu trj dau nira dAu vir ty 18 >2% va xuly
hién & nhém diing topiramate nhidu hon nhém dung placba: Toan than: Mét, Chén thuong,
Suy nhugc, S8t, Trigu ching tuong ty cam. . D (M9. Thin kinh trung wong va ngoal vi: bj
cam, Chéng mat, R&i loan xuc giac, Vén aé v& ngon nglr, Co thét co ngoai v, Mat dity hoa,
Réi logn vé phat Am/nhimg vAn a4 vé phat m. Tiéu hod: Budn ndn, Tiéu chay, au byung,
Khéliéu, Khd migng, Non, Viem da day - rudt. Thinh gide v tibn dinh: Utai. Chuyén hod va
dinh duwdng; Gidm can, Khat. Hg co xwong: Dau khdp. U tin sinh: U tAn sinh. TAm thin:
Chan &n, Bubn ngd, Khé nhér, Kho t3p trung/chll ¥, M&t ngd, Lo Ing, Nhimg vAn a4 vh 1am
tinh, TrAm cam, Kich thich than kinh, Lin, Cham thin kinh van ddng, Gidm ham mubn tink
dyc, Trim cam tang nang, Kich dﬂnf, Nhing van 88 vé nhan thire. HE sinh san ni: Réi loan
kinh nguy&t. Hé sinh san nam: Xust tinh sém.Cor ch ty v: Nhidm virus, Viem tai giva. Hé
hé hip: Nhidm tring hd hdp trén, Vigm xoang, Viem hiu hong, Ho, Viam phé quan, Khb thé,
Viém mai. Da va phan phy: Ngira. Gisc quan khéc: Réiloan vi gidc, MAL v| gidc. Tiét nibu:
Nhidm triing duéng nidu, Sithdn. Thi gidc: Rbiloan thigide, Nhin mér, Vidm k&t mac.
25% trong s6 1135 bénh nhin tham gia thir nghiém Iam sang ¢b kiém soat phai ngung dibu tr
do tac dyng phy cla topiramate 50 véi 10% trong 56 445 bénh nh&n ding placebo. CAc tac
gx:gg F:E{Lay bao gém: Dj cam, mét, budn nédn, kho tap trung/cha y, mrg ng, biéng an va
ng )
Cac bénh nhan didu tri bing topiramate bj gidm can phy thudc vao lidu dung. Tac dyng phy
nay khéng gap & nhdm diing placebo. Mire gidm trung binh |4 2%, 3% va 4% twong ing v
lidu dung cla topiramate 14 50, 100, va 200 mg.
Mdt s¢ tac dyng phy lien quan t&i than kinh trung wrong thy thudc lidu diing bao gbm: dj cm.
mét, budn ndn, chan &n, chéng mat, khé nhd, tidu chay, gidm can, khé p trung/eha y va budn

ngu.

cg“ tac dyng phy khac ghi nhin dwge trong céc thir nghiém didu trj dau nira dhu:
Ngoai cac tac dung phy da ligt ké & trén, céc tac dung phy sau ghi nhan dugc véi ty 18 trén
1%:Todn thén: Dau, dau ngure, phdn (rng di irng. Thin kinh trung wromg va ngoai vi: Dau
¢l ching mat, run, rdi loan cam gidc, dau nira dAu ting nding. Tiéu hoa: Tao bén, trie
ngurge da day - thyc quan. H§ co xwrong: Dau co. Tiéu clu, xuit huyét va huyét khéi:
Chéy mau cam. Hg sinh san nir: Xu#it huyét gira cac chu ky kinh nguyét. Co ché ty v:
Nhi€m triing, nhiém Candida sinh duc. H§ hé hap: Viém phdi, hen. Da va phin phy: Ban 88,
ryngtoc. Thigiac: Réiloan didutiét mit, dau mét.

TUONG TAC THUOC VA CAC DANG TUONG TAC KHAC

Cac nghién ciru in vitro cho théy, topiramate khang re ché hoat tinh cia enzyme CYP1AZ,
CYP2A6, CYP2B6, CYP2C9, CYP2C19, CYP2D6, CYPZE1vA CYP3A4/S
Cic thude didu trj dong kinh [AEDs):

Tbng hgp trong tic thube ciia AED véri Topiramate.,

AED diing phéi hop Néng 85 clia AED Nbng a8 clia topiramate,
Phenytoin Thay 84i ndng 86 thubc trongmau < 10%  Gidm 48%
hogc tdng 25%*

Carbamazepine (CBZ)  Thay dbi nbng d& thufic rong mau < 10%  Giam 40%

CBZ epoxide ® Thay adi nng d thubc trongmau < 10%  Khang danh gia
Valproic acid Giam 1% Gidm 14%
Phenobarbital Thay adi ndng a9 thubc trong mau < 10%  Khang danh gid
Primidone Thay abi ndng a9 thubc trong méau <10%  Khdng danh gia
Lamotrigine Thay 8bi nbng d thubc trong mau <10%  Giam 15%

(topiramate 1&i 400 ma/ngéy)

*= Mét sé trséng hop néng dd thudc Lrong méu tang 25%, chi yéu vé&i bénh nhan ding
phenyloin 2 IAn/ngay"= Chét chuyén hod e6 hoat linh cia CBZNgoai ra, vigc ding déng thén
Ei‘ﬁl?;p]mm‘e vdri acid valproic gy ra hign ugng tang ammeoni treng mau ¢b hay khidng ¢
| bénhnao.
Céc turong tic thube khéc: Digoxin:  Trong mit nghién céru ding dom lidu, dién tich dudi
durérng cong (AUC) ciia digoxin gidm khodng 12% khi ding ciing viri Topiramate, Thude ic
irn - Do topiramate o kha néng gy ire ché thdn kinh trung vong, cing
nhu caclac dyng phy vé nhan thirc va/hodc tam théin kinh khac nén cin hét sirc than trong khi
ding topiramate véi ruegu va cac thubc (¢ ché thin kinh trung wvong khide. Thude franh thai
ng: CAn liru ¥ t&i kha n&ing gidm tac dyng ciia thudc tranh thai vé tang nguy cor chay
mau & bénh nhén ding thuc tranh thai két hgp voi Topiramata. Vi nhirng banh nhan dang
diing thudc tranh thai chira Estrogen, nén théng b4o cho bac s§ nhzf thay d2i v& cbng thirc
méau, Hiéu qua tranh thai c6 thé gidm ngay ca khi khang bj xudt huyét. hlorothi
(HCTZ): Céc két qua tir nghién ciru nay cho thy C,,, cUa topiramale 1ang khodng 27% va
AUC tdng khodng 29% khi ding ddng théri véi HGTZ. Y nghla Iam séng cia thay ddi nay chua
duoc biégt dén. Can didu chinh lidu cla topiramate khi dung ddng thei véi HGTZ. Thang sé
duge déng hoc cia HCTZ khong bj dnh hudng déng ké béri 3; phéi hgrp thudce nay. Cac xé1
nghiém 1am sang cho thiy, ndng dé bicarbonate gidm dang ké khi diing don ddc lopiramate
hay HCTZ so véi khi dung abng thii 2 thubc. Metformin: O bénh nhan bj tidu dudmg dang
ubng metformin, khi ngung hodc diing kém lopiramate, phdi déc bigt chl § theo doi thudng
xuyén d& kiém soat thich hop tinh trang ciia bénh tibu dudng. Piogli :  Phai dac biat
€hy § theo dbi thiromg xuyén & kiém soatthich herp tinh trang clia banh tidu dwéng khi ding
phéi hap hai thubc nay, umml AUC va C, clia Lithium (lifu ding 300 mg méi 8 gi&) gidm
khodng 20% khi ding da lidu topiramate. 100 mg m&i 12 gi& (n=12, 6 nam:; § nir).
Auuiripiyine: AUC v C,. clia amitriptyling guam 12% (lidu 25 maingdy) & 18 navedi binh
tirronx () nam; 8 nir) dina topiramatn wai Fu 200 Maingdv. Y gtﬁ Edrhnbdn, ndng £5
cle ..r.'wulp;ym El-i\ nd‘i;gn?h“ ding u’:'én; Il;‘gen‘ri 00ir 3z te vA VG iu chibh ity ~ia
a n LI i€ nhiuy theo ket qua trén lam sai.g chir khdng nén diyra vao
d% thuéc trong mau. Risperidone: ¢ 12 ngudr tinh nguyan”mue man:?h, gia trj Auc;“é"'.a;

risperidone (lidu domn 2mg) gidm 25% khi ding abng thyi topiramate v&i li8u 200 mg/ngay. Do
46, khi ngurtyi bénh dang dung risperidone phdi hgpvei topiramate, can gidm sat gap img trén
1am sang chit ché. Cdc th 4 :wgc ding déng thei Topiramate, mdt thudc Urc ché
carbonic anhydrase, vé&i mot thudc irc ché earbonic anhydrase khic, nhu acetazolamide hay
dichlorphenamide, ¢4 thé tao mdi lreémg sinh Iy thudn lgi cho vide hinh thanh sdi than, do vay
tranh dung ph& hgp céc thudc nﬂ‘)’.

Cacdiy higy va trigy ching qua lidu Topiramate bag gbm: Co giat, chéng mat In
I, il 53, hay 4 1300 A Tam 1y o md, it taimg vb pl NP SO g, v o
ebr 92U byng, kicn d0ng, hoa M3t va trim cAm. K& qua 1am sang thi kiong rm trong nhung
N9 g0 motd tnsomg hgg t&r vong do qua lifunhidy thube trong 86 cd Topiramata
| Mo "’m»g h-;rpgga! dan 161 nniém toan chuyén hoa nang. ;
| Motb&nh nhin da g lopiramate ti libu tir 56 101110 g ALE'C dura vao vign trong tinh trang
| hén mé kéo dai 20 1o 24 ier nhurng sau 3-4 ngay thi tré |z binh thuémg.
Néu lrang tnrérng herp bénh nhan mdi ding qua liéu Topiramate, nén 1am rdng da day ngay
bang cach nra hogc gy ndn hoae ding than hoat. CAn gidu trj hd trg thich he'p. ThAm phan
mau 1 cach hGru higu de logi topiramate ra khdi co thé.

DE PHONG VA CANH BAO DAC BIET KHI SUF DUNG

Lru - Whiém toan chuyén hod: Do tac dyng (rc ché carbonic anhydrase cua topiramate din

titang lhﬂ'g“;"’"ah'““;ﬁiﬂ théin va gay ra nhidm |gan chuyn hay: Nhin chung, hign tugng

[ et i i )
d mn { . ki ha

a8 o i ety b i o (s b0y ho o g, oo CoaL TN

| iy chay, P tang tac o Ketogenic - &n nhidy m, it profid vA carbohydrate hay do

Dieae oate It khi G801 v g ) T DONale cla fopiramate. Nén kidm tra ndng 00

ng '°§z" Chuydn hc;:h:g: ';i?nf ?&l:.o hngac::ua trinh di'gu i ?i;g topiramate. Néu

i ph : , gung didu tri (gidm lidu tr W trudre

. Néu quyet dinh tidp tc ng topiramate k.higbi toan chg.:,.,.gln !m;'lé thi phai bd

iéu trj ba

iéu cua hign g
E?:u P o +a°pimmla ﬂ:ﬁ;ﬂﬁ khac va c4c thudc cé te d
¢ trc ché men carbont ’ C thu ung khang ch olinergi
p"ng didu I bang thudc chéng donh kinh: Cée thudc chéng ddng kinh, baoea:
Topiramate, cAn phai gidm libu tir tir 68 gidm nguy cobj con co giat.
Cinh Mn.-%gmmm&miﬂégﬂmmwm%ﬁam proic-
Viée ding phdl hgrp tlopiramate v&i acid valproic dan I ting ammoni huyét ob thd cé hoac
khang bi bé&nh nae & nhirng bénh nhan g3 dung nap véi e hai thude khi ding don ddc. Cac
triéu chirng 14m sang ciia bénh ndo do tang ammani huyét thirdmg 14 nhirng thay ddi cip tinh
v mire 30 Iri gidc va/hodc chirc nAng nhin thire ciing v&i hén mé hodc ndn mira. HAu hétcac
trdmg hep, dau hidu va tridu chirng s& gidm khi ngung ding mét trong 2 thubc. Cac phan
{mg phy nay khang lign quan I¢i trong tAc vé duge adng hoc ciia 2 thude. Hign chua duge
biét ring ban than topiramate cb gy ra hign tugng ting ammani huyét hay khéng. Nhirng
bénh nhan bj ri loan chuyén hoa bAm sinh hodc gidm hoat &dng cla UD!?S? thé b thé ting
nguy co bj chirmg tang ammani huyét cd thé oo hoac khdng bjbénh ndo. v nhirng bénh
nhén bj hén mé, nén hay nhimg thay d4i v& tdm than khéng rd nguyén nhan, bénh ndo dotang
ammoni huyét cin phdi dugc Iy y va phai kiém tra ndng dd ammoni trong mau. Sd ;32
g 54 2086 bénh nhan 14 ngui Iém tudi ding topiramate trong phac dd phdi hep gidu
tri 86ng kinh bi s8i thn va ty 1 ndy cao hon tir 2 16 4 [An & nhing nguwi bj bénh khdng dugc
didu irj. Ty & ndy gap & nam nhidu hon nir. Séi than cing dugc.ghinhan & tré em. Udng nhisu
nuoc 58 lam ting legng nudc tidu va gidm ndng df cac chat tham gia tao séi, do dé nén
khuyén khich bénh nhan uéng nhiu nudc dé gidm uywblsf" than. Dicdm (paresthesia):
Di c3m 12 mdt cAm gide thurémg gép khi dung cac thuéc tre che Men carbonic anhydrase khac
ciing thudmg gap g ngudi bénh diing Topiramate. Dj cam thudng gap khi ding don dgc
topiramate trong thir nghigm dibu trj ddng kinh va phang dau nira dﬁugw_w?ﬂikm_du g kit
hop thudc, Phin I6m cac trudmg hep bi dj cam khang phai ngung dieu . chinh gy
nguei bi bénh than: Buémg thai trir chinh ca topiramate va cac chat chuyén |
qua than, Do vay, cAn cin nhdc gidm lidu & nhirmg bénh nhan bj suy giam chirc nang thin.
Suy giim chire ndn - C4n than trong khi ding thubc cho nhirng bénh nhan nay do thanh
thai thuoc gidm. w CAn lwu y bénh nhén dang dung Topiramate phai
b40 cho bac 5§ niu ho bj nhin m& hodc dau mat. Bénh nhan phai dugc I ¥ vé kha nang bj
budn ngu, chong mat, I3n va kha t4p trung va khdng nén l4i xe hay van hanh may trir khi hg co
@0 kinh nghigm dé danh gid dnh huéng cla topiramate 1 hoat dgng tri 6c va/hay vén ddng

%\ Cl:!a ¥
aﬂﬁg xem xét vige b sung dinh duéng trong trudmg hgp bénh nhan bj gidm can khi ding
U
- CAn kiém tra ndng @& clia bicarbonate trudrc va dinh ky trong khi

ac iém
diéu trj bang topiramale.

THAN TRQNG KHI DUNG THUGC

Sirdung cho phy nired thai vé cho con bi:
Hign chura o6 nghién ciru nao v vigc dung Topiramate cho phy ni co thai. Tuy nhién, chinén
ding Topiramate cho phu nir o6 thal néu nhu e ich tr Im vurgt cao hon nguy co x3y ra
finh cho bao thai. Theo kinh nghiém sau khi lru hanh thuée, cAc tredmg hp bj % tidu mm
nhi nhi nam khi pheri nhiém vdi lopiramate, cb hay khdng diing cc e chéng co giat
c 43 dugre bdo cao. Tuy nhidn, nguyén nhén lién quan téi topiramate chua duge thidtlap.
fyanmm'va Sinh ndr Hign chira biét dnh hurdng cia thude téi qua trinh mang thai va sinh nér

Phn;?nﬂ-cho con bi: Topiramate dure bai il qua sira & chudt dang cho con ba. & ngudi, sy
bai tidt clia topiramate qua sira chua dugc danh gid trong cac nghién ciru cb kiém soat. Mét
sb it bénh nhn thdy co sy bai tidt topiramate vao stra. Vi nhidu thudc bai tiét vao sra mg va
do kha nang Topiramate g4y ra cac Lac dung phy cho tré dang bd me chira dugrc biét nén cin
tdinh ngung din hay chocan b, chi y 1hm quan trong clia thudc véri ngurdri me.
nh hudng cla ubcini.'éi xe vd vén hanh méy méc: chura cb baocao
“Vi&n nén pms-Toplramale chi duge sirdyng theo don thiy thude ™

THONG TIN THUGC

Quy cich ddnggﬂl:ﬂhal 100 vién nén bao phim
Ha‘n siF dyng: 36 thang ké tir ngay san xut
Didu kign bdo quan: Bdoquan & nhidt dd khdngqua 30°C
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