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Rx: Thude nay chi ding theo don thude
BRADIREM

Ivabradine 7.5 mg
Vién nén bao phim

Doc k¥ to hwéng diin siv dung ndy trwée khi bit diu dang thube

- llz’iy gift t&r hudng dén si dun;D ndy vi ¢6 thé ban s& cin doc lai n6.

- Néu bgn ¢6 biit ky thiic miic ndo hily hoi bac si hodic duge sT ctia ban.

- Thube nay duge ké don riégng cho ban. Khéng dugce dura cho ngudi khic (Iﬂng D‘éﬁ d6 co
thé g gay hai cho he, ngay ca khi ho c6 triéu chimg trong ty véi ban.

- Néu bat ki tic dyng phy ndo tré nén nghiém trong, hoic néu ban gip phai tac
dung phu khéng duge ligt ké trong t& hudng dan sir dung ndy, xin hily théng bdo cho béc
st hofic dwroc si.

- DPoc k¥ huéng din sir dung truée khi ding.

CONG THU'C THUOC

Mbi vién nén bao phim ed chiva:

Thémh phdn hoat chat:

Ivabradine Hydrochloride (twong dudéng véi Ivabradine 7.5 mg): 8.085 mg.

Théimh phén té diepe: Cellulose, Microerystalline (E460), Povidone K30 (E1201), Maize
Starch, Silica, Colloidal Anhydrous (E551), Magnesium Stearate (E470b), Nude, Orange
Opadry 200F530022.,

Orange opadry 200FF530022 bao gbm: Poly (Vinyl Alcohol) (E1203), Talc (ES53b),
TitaniumDioxide (E171), Macrogol 3350 (E1521), Methacrylic Acid — Ethyl Acrylate
Copolymer (1:1) (type A), Iron Oxide Yellow (E172), Sunset Yellow FCF (E110), Iron Oxide
Red (E172), Sodium Hydrogen Carbonate (E500 (ii)), nuée.

DANG BAO CHIE:
Vién nén bao phim,
Mo ta thude: Vién nén bao phim mau cd hoi, hinh tam gide, cé khic chit “7,5”¢ mdt miit,

Kich thude ctia vién nén bao phim nay la 7,6 mm x 7,1 mm + 7,5%.

CHI PINH

o Didu trj riéu chimg ctia con dau thit ngyc 6n dinh do bénh tic nghén mach vinh &
bénh nhan véi nhip xoang binh thudng va nhip tim > 70 nhip/phit, bénh nhin khong
thé hoiic bi chdng chi dinh véi cée chen beta.

o Didu trj triéu chimg suy tim man tinh theo phéan loai ctia Hiép hoi tim mach New
York loai 11 hoiic 111 v&i phan suét tong méu thit wai < 35% & bénh nhin trudng thanh
va v6i nhip tim > 75 nhip/phit, trong phdi hop didu tri suy tim man tinh tiéu chuan t5i
wru, gdm thude chen beta hojic khi thude chen beta bi chéng chi dinh hoiic khéng dung

nap.

CACH DUNG VA LIEU DUNG
Lieu diy
Doi véi cdce lidu lrgng khac nhau, ¢6 sdn vién nén bao phim chira 5 mg va 7.5 mg ivabradine.

o R
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-

Khuyén cdo rang quy¢t dinh bat déu hofic chuan do dicu Iu nén dién ra v&i sy sfin ¢o cua cic
phep do nhip tim ndi tiép, ECG hoiic theo dai 24 gitr luu déng.

Lleu khéi dau eta ivabradine khong duge virot qua 5 mg x 2 lAn/ngay ¢ bgnh nhan dudi 75
tudi. Sau ba dén bdn tudn didu tri, néu bénh nhan vin con wiéu chimg, néu lidu ban diu duwgc
dung nap t&t va néu nhip tim lic nghi viin trén 60 nhip/phat, ¢6 thé ting liéu 18n lidu cao hon
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tiép theo & bénh nhan dang 2,5 mg hai lin mdéi ngdy hodic 5 mg x 2 lin/ngay. Lidu duy tri

khéng dwrge vugl qud 7,5 mg x 2 lan/ngay,

Néu cde tridu chimg dau thét ngye khong duge cai thién trong vong 3 thang ¢
A . - 5 4+ A .. .
diéu trj, nén ngimg dicu tri ivabradine,

CONG TY
TNHH DUOC PHAM
RIoY)
ooa thang, /&
- 7_,-:,.\5:;.“*';’
£ i T ITIT 4 e . s oy
Néu trong qué trinh diéu tri, nhip tim gidm xudng dudi 50 nhip mdi phat (bpm) khi 'I;}—'rfgm
hofic bénh nhéin gip cic tridu chimg lién quan dén nhip tim chim nhu chéng mit, mét moi
hoiic ha huyét dp, thi liéu phai dwoc diéu chinh giam xudng bao gdm liéu thap nhat 2,5 mg hai
ldn mdi ngay (mot nira vién nén 5 mg x 2 lan/ngdy). Sau khi giam lidu, cn theo dai nhip tim.
Phéi ngimg dicu tri néu nhip tim véin dudi 50 nhip/phit hodic cdc tiéu chimg nhijp tim chéim
vin 16n tai miic dii di gism lidu.

Ngoai ra, vic ngimg didu trj nén duge xem xét néu chi ¢6 dap img triéu chin
khong co sy gidm nhjp tim khi nghi ngoi ¢ lién quan vé miit 1am sang trong v

"
: - s

3 H
Vide diéu tri chi duge bit dau ¢ bénh nhin suy tim 6n dinh. Khuyén co ring bic sT diéu tri
nén c6 kinh nghiém trong viée diéu tri bénh suy tim mén tinh,

Liéu khai diu théng thudng dugce khuyén cdo cia ivabradine la 5 mg x 2 lan/ngdy. Sau hai
tuan diéu trj, ¢6 thé ting liéu 1&n 7,5 mg x 2 lAn/ngay néu nhip tim lae nghi lién tuc wén 60
bpm holic giam xubng 2,5 mg x 2 lfiw’ngfly (m@t vién nén S mg x 2 Ifinr’ngz‘ly} néu nhip tim
nghi lién tyce dudi 50 bpm hodic trong lmém% hop cé cac trigu chimg lién quan dén nhip tim
chdm nhu chong mit, mét moi hodic ha huyét 4p. Néu nhip tim tir 50 dén 60 nhip/phit, nén
duy tri lidu 5 mg x 2 lan/ngay,

Néu trong qud trinh diéu tri, nhip tim giam lién te duéi 50 nhip mdi phit (bpm) khi nghi
ngoi hofie bénh nhin gip cac triéu chimg lién quan dén nhip tim chéam, lidu phai duge didu
chinh xudng liéu thap hon tiép theo & bénh nhin diing 7,5 mg hai lan mdi ngay hodic 5 mg hai
1An mdi ngdy. Néu nhip tim ting lién tuc trén 60 nhip mdi phat khi nghi ngoi, ¢6 thé ting lidu
1én liéu trén tiép theo & bénh nhan dimg 2,5 mg hai 1an mdi ngay hodic 5 mg hai lan mdi ngay.

Phai ngimg diéu trj néu nhip tim véin dui 50 nhip/phit hodic cde triéu chimg cia nhip tim
chédm vin con.

Bénh nhdn dgc biét:

Nguoi gia

& nhitng bénh nhan tir 75 tubi (ré 1&n, nén cn nhic lidu khéi dau thdp hon (2,5 mg hai lan
mdi ngdy, tic 14 mot nira vién 5 mg hai lin mbi ngay) trude khi chufin do 18n ndu cin thiét.

Suy thiin
Khong can diéu chinh ligu & bénh nhén suy than va do thanh thai creatinin trén 15 ml/phut.

Khong ¢6 dit li¢u ¢ nhitng bénh nhin ¢6 dj thanh thai creatinin dudi 15 ml/phit. Do d6, nén
str dung Ivabradine mét céch thin trong & doi (ugng nay.

Suy gan
Khéng can didu chinh lidu & bénh nhén suy gan nhe. Can than trong khi sir dyng ivabradine &

b¢nh nhiin suy gan trung binh. Ivabradine khoéng dugc chi dinh sir dyng cho bénh nhin suy
gan ndng, vi n6 chua duge nghién ciru trén bénh nhan nay va dyr dodn s& ¢ sy gia ting 16n

v R .
phoi nhiém toan thén.

Tré em
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Tinh an toan vi higu qua cia ivabradine trong diéu (ri suy tim mén tinh & ¢ em duéi 18 wdi

chura duge xac dinh.,

Ciich ding &) CONG TY .‘-z
Vién nén phii dugce ubng hai lin mdi ngay, tire 1a madt lin vao budi sang va 1ﬁ (A QUG Bl ;‘

161 trong bira an. 2 ADI(:L

CHONG CHI DINH -wt T
Min cam voi hoat chét hodc bit ky té duoe ndo ctia thude. NhIJJ tim ltic nghi < 70 nhip/phut
trirée khi diéu tr. Sée tlm loan nhip tim, Nhdi méu co tim cdp tinh, Ha huyét ap (< 90/50
mmHg). Suy gan ning, 101 loan chire niing nit xoang (hn’ic héi chitng mit xoang yeu) buy
tim khéng on dinh hotic cip tinh, Con dau lhal ngye khong 6n dinh. Phy thude méy tao nhip
tim. Mang thai, cho con bii va phu nir ¢6 tiém niing mang thai khong sir dung céc bi¢n phap
trénh thai thich hop. Blée nhi thit d 3. Cac chit trc ché cytochrome P450 3A4 (CYP 3A4) .
Ch(“)ng chi dinh phm hop véi Verapamil hofic Diltiazem (m_ ché CYP 3A4 co kha ning giam
nhip tim), ketoconazol, itraconazol, erythromycin uéng, -clarithromycin, josamyecin,
telithromycein, chit trc ché HIV-protease (nelfinavir, ritonavir), mefazodone.

CANH BAO VA THAN TRONG KHI DUNG THUOC
- -, J . j L)

Khéng ¢6 loi vé két qua lam sang c'r‘benh nhin dau thit ngue dn dinh man Iillh ¢6 triéu ching.

Ivabradine chi duge chi dinh dé diéu tri triéu chimg con dau thit ngye 6n dinh mén tinh vi

ivabradine khéng c6 loi vé tim mach (vi dy nhur nhdi mdu co tim hodc tir vong do tim mach),

Do nhip tim
Do nhip tim ¢6 thé dao dong dang ké theo thoi gian, cde phép do nhip tim ndi l[ép dién tdm

dﬁ hodic theo doi 24 gitr lru déng nén duge xem xét khi xdc dinh nhip tim e nghi trude khi
biit dau diéu tri b-'m;:, ivabradine v & nhitng bénh nhén dang diéu trj biing ivabradine khi cén
nhic chudn do. Dleu nay ciling 4p dung cho nhitng bénh nhan ¢é nhip tim thip, cu thé 1a khi

nhip tim giam xudng dudi 50 bpm, hodc sau khi giam liéu.

Rbi logn nhip tim

Ivabradine khéng ¢6 hi¢u qua trong diéu trj hodc phong ngira réi logn nhip tim va ¢6 kha ning
mit tic dyng khi xay ra loan nhip nhanh (vi du nhip nhanh thét hoic lu:n thét). Do do,
Ivabradine khong duge khuyén cdo & nhirng bénh nhan b rung nhi hoic céc 16i loan nhip tim

khdc can thi€p vao chirc niing nit xoang,

0] nhlrng bénh nhan duge didu trj bing ivabradine, nguy co phat trién rung nhi ting 1én. Rung
nhi phé bién hon & nhitmg bénh nhin str dung déng thai amiodaron hoiie thude chon;, loan
nhip mgnh nhom [. Khuy(.n céo thuong xuyén theo ddi 1Am sang bénh nhéan duoe didu t||
bing ivabradine vé sy xuat hién ciia rung nhi (kéo dai hogic kich phat), cling nén bao gdm
theo ddi di¢n tam dd néu duge chi dinh lam sang (vi dy trong trudng hep dau thét ngue kich
phét, dénh tréng ngye, mach khong déu).

Bénh nhan nén chrcrc thong bio vé cde ddu hidu va triéu chimg coa rung nhi va nén lién hé véi
béc st ctia ho néu nhiimg diu higu nay xay ra.

Néu rung nhi phzit luen frong qua trinh diéu (rj, cdn can nhiic lai sy cdn bing giita loi ich va
nguy co cua viée llep tyc diéu trf bing ivabradine.

Bénh nhdn suy tim min lmh v6i chc khiém khuyet dén truyén trong nio thét (block nhénh
tréi, block nhanh phai) va r6i loan nhu dgng thiit can duoc theo dai chijt ché.
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St dyng & nhitng bénh nhin ¢é Block nhi thiit (AV) di 2

¢

Ivabradine khong duge khuyeén cdo & nhitng bénh nhan cd Block nhi that (AV) d 2.

St dung cho bgnh nhin ¢6 nhip tim thip .
Tvabradine khang duge bit diu & nhitng bgnh nhdn ¢ nhip tim nghi ngoi Ir UGy Ny

dudri 70 nhip mt phit.

Néu trong qué trinh diéu s, nhip tim IGe nghi ngoi giam lién tyc dudi 50\pp 114129:1??
nhén giip cdc trigu chimg lién quan dén nhip tim chfim nhu chong mét, mét m ‘hipic ha hulet,
ap, thi phai didu chinh lidu xudng hodic ngimg didu tri néu nhip tim dudi 50 1t i-hodic-edt
triéu chimg ctia nhip tim chgm véin con. RLr s

‘5‘(.
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Két hop voi th noc chen kénh canxi

Chéng chi dinh str dyng ddng thoi ivabradine véi thude chen kénh canxi lam gidm nhjp tim
nhu verapamil hoge diltiazem, Khong ¢6 vAn dé an todn ndo duge néu ra khi két hop
ivabradine vai nitrat va thude chen kénh canxi dihydropyridine ninwr amlodipine. Hiéu quéa b
sung cuia ivabradine két hop voi thude chen kénh canxi dihydropyridine chua dwgce thiét 1ap.

Suy tim min tinf

il

Suy tim phai 6n dinh trée khi xem xét didu trj bing ivabradine. Ivabradine nén dugc st dung
than trong cho bénh nhén suy tim phén logi chite niing NYHA IV do s lugng dir lidu han ché

trong déin s6 ndy.

Djr quy,
Viée sir dung ivabradine khong duge khuyén cédo ngay sau khi bj dot quy vi khong co san dit

li¢u (rong nhimg truong hop nay.

Chire niing thi gidc

lvabradine anh huéng dén chiic ning véng mac. Khong cé biing chimg vé tac dung doc hai
ctia viée diéu tri bing ivabradine ldu dai trén vong mac. Viée ngimg diéu tri nén duge xem xét
néu xay ra bit ky su suy giam chire ning thi gidc khong mong mudn ndo. Cén than trong &

nhitng bénh nhin bi viém vong mac sac 0.

Théan trong khi sit dung

Bénh nlidn bi ha .’ng»'i:r ap

Dit liéu han ché ¢é sfin & nhimg bénh nhén bj ha huyét ap nhe dén trung binh, va do do,
ivabradine nén dugc st dung than trong cho nhing bénh nhén nay. lvabradine chdng chi dinh

& nhitng bénh nhén bi ha huyét dp niing (huyét 4p <90/50 mmHg).

Rung tdam nhf - Réi logn nhip tim

Khéng co bing chimg vé nguy co nhip tim chim (qua mirc) tro lai nhip xoang khi bit déu
chuyén nhip bing thudc ¢ bénh nhén duge diéu tri bang ivabradine. Tuy nhién, trong (ruong
hop khéng c6 dit ligu rong rdi, nén cin nhéic chuyén nhip tim béing DC khdng khin cip 24 gio
sau lidu ivabradine cudi cing.

Str dung cho bénh nhén cé hoi chimg QT bdm sinh hodc dwoc didu tri bing céc san phim

thude kéo dai QT

Ead Is 2 b . b A - ) 4 -~ o la & - - l\!

Nén tranh sir dung ivabradine & nhitng bgnh nhin ¢6 hdi chirng QT bam sinh hofc duge diéu
il - s A . o A A A A A . PR

tri bang cac san phéim thude kéo dai QT. Neu cén thiét ket hop, cén theo ddi chit che tim.

Giam nhip tim, do ivabradine, co thé 1am trdm trong thém tinh trang kéo dai QT, cd thé lam
phét sinh r6i logn nhip tim nghiém trong, dic biét 12 xoan dinh.

Bénh nhan cao huyé! dp can dieu chinh Iniyét ap.
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Trong thy nghiém SHIFT, nhidu bénh nhén bi ting huyét ap hon khi diéu tri biing ivabradine

(7,1%) so véi bgnh nhén c1|el| iy bang gia duwgce (6,1%). Nhitng dot nay xiy ra thudng '(uycn
nh'll ngay sau th dlul tri huycl ap du‘,m blm dédi, Llll ]d thoang qua \.'d khung anh lurorn' dén

nﬁn tinh duwge dlcu iri I)’in;:, wabmmlmc huyct ap phai dLroc llu:o doi 0‘ maot kl
thich hop,

O glans
CONGTY '\

Ta dirge vira du C
Vi vién nén Ivabradine c6 chira lactose, nhitng bénh nhéin ¢6 vén dé di truyé e
khong dung nap galactose, thidu hut Lapp lactase hodc kém hip thu glucose-galat -a

a . A .
nén dung thude nay.

SU DUNG CHO PHU NU'MANG THAI VA CHO CON BU
Phu it co ke logeh sinh con
Phu nit ¢6 ké hozich sinh con nén st dung cac bigén phap tranh thai thich hop trong qua trinh

diéu tri.

Thai ky

Khéng ¢6 hojic s6 lugng han ché vé viée sir dung ivabradine & phy nit ¢6 thai.

Cac nghién ctu trén ddng vit da cho lhny dgc tinh sinh sin. N]umg, I][,hlt.ll clru nay da cho
thdy tac dung gdy doc cho phdi va gy quai thai. Nhimmg nguy co tiém An cho con ngudi 1a

khoéng xdc dinh. Do do, ivabradine chong, chi dinh trong thai ky.

Cho con bii
Céc nghién ciru trén dong vat chi ra ring ivabradine duwoc bai tiét qua sita. Do d6, ivabradine

chéng chi dinh trong thévi ky cho con bi.
Nhirng phy nir cin diéu trj ban.g ivabradine nén ngimg cho con ba va chon cdch cho con bi

khac.

Kha ning sinh sin
Céc nghién ciru trén chudt cho thay khong anh hudng dén kha nang sinh sin & nam va ni.

ANH HUONG CUA THUOC LEN KHA NANG LAI XI, VAN HANH MAY MOC

Mdt nghién ciru cu thé dé danh gia anh hwong ¢o (hé ¢ cha ivabradine déi véi hidu sudt 1ai
xe di duoge thyc hién & nhitng ngudi tinh nguyén khée manh, noi khdng c6 sy thay dbi v
hiéu sufit 14i xe duoc chimg minh. Tuy nhién, theo kinh nghi¢m sau khi luu hanh, cac trirdmg
hop suy giam kha niing ldi xe do céc triéu chimg thi gidc di duge béo céo. Ivabradine c6 thé
gy ra hién tugng phat sing thodng qua bao gbm chu yéu 1a hién tuong chéi séng
(phosphenes). Ciin tinh dén kha niing xay ra cée hién tugng phat sang nhu viy khi ldi xe hogic
str dyng mdy mée trong cic trudmg hop c6 thé xdy ra sy thay ddi dot ngot vé cwrong do dnh
séng, dic biét 1a khi 1ai xe vao ban dém.

Ivabradine khdng anh hwéng dén kha nang sir dung may mée.

TUONG TAC, TUONG KY CUA THUOC
Twong tic dong lwe hoe
Cytochrom P450344 (CYP3A4):

e Ivabradine chi duge chuyén héa qua CYP3A4 va la chit e ché rit yéu ctia cytochrom
ndy. Ivabradine cho ihﬁy khong c6 anh hudng dén chuyén hoa va (6i céc nf‘mg do
trong huyét twong ciia cdc co chat khéc ciia CYP3A4 (cic chit irc ché nhe, trung binh
va manh), Céic chét e ché va gdy cam img CYP3A4 c¢6 kha ning tuong tdc véi
Ivabradine va c6 anh hudng t6i chuyén hoa va dwoe dong hoe cua Ivabradine & mirc
d6 cé ¥y nghia 1am sang. Nghién ctu tuong tic thude da xac dinh 1a cac chit tic ché
CYP3A4 lam ting nong dd cta Ivabradine trong huyét twong, trong khi céc chét gay
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cam tmg lai lam giam ndng do Ivabradine. Tiang nong dd trong huyét tuong cta

Ivabradine 6 theé lién quan (o1 nguy co chdm nhip tim qud mire.
Chdng chi dinh phdi hop:

Chdng chi dinh phéi hop Ivabradine véi nhimg chiit tre ché manh CY
chbng ndm nhém azole (ketoconazole, itraconazole), khang sinh
(clarithromycin, erythromyein uéng, josamyein, telithmmycin)
protease (nefinavir, ritonavir) va mefazodone. Cac chét (e ché C
ketoconazole (200 mg, ngdy 1 1in) hodc j _]DS‘]II‘])‘CI[] (1g, ngay 2 lin) 111, 1ng nong d
Ivabradine trong huyel twong [én 7 dén 8 lin. Fa ,l,.;( e

e Khéng nén phdi hop véi Ivabradine: Céc chét te ché vira phai CYP3A4, Ng,hlcu clu
fuong tac ddc hi¢u trén ngudi tinh nguyén va trén bénh nhin cho lha}f néu dimg
Ivabradine cting véi diltiazem hotic verapamil (12 cde thude lam giam nhip tim) s& lam
ting nong do chia Ivabradine (ting dién tich dudi dudng cong lén 2-3 IAn) va lam
chim thém nhip tim 14 § nhip moi phit. Chéng chi dinh phoi hgp Ivabradine véi
nhimng thudc trén.

Thin trong khi p!’ic'; i hop thuée:

o Céc chat rc ché vira phai CYP3A4: Phéi hop Ivabradine véi nhitng chit trc ché vira
phai CYP3A4 (vi du: fluconazole) ¢6 thé tién hanh thén trong vai lidu khéi diu 13 mdi
ldn 2,5 mg, mdi ngay 2 lin. Chi nén phdi hop khi nhip tim ltic nghi 1a > 60 nhjp mot
phat, sau do phai theo ddi sat nhip tim,

e Nudc ép budi: Phéi hep uéug vai nude ép budi lam ting ndng do Ivabradine 1én g,ép
2 lan. Vi viiy trong thei ky udng Ivabradine, cdn han ché &n budi.

o Cac chit pdy cam (mg CYP3A4: Nhitng chit gdy cam img CYP3A4 (vi duy:
rifampicin, cdc barbiturate, phenytoin, Hypericum pelmmlum (St. John's Wmt)) co
thé lam giam nuuj, do va hu,u Iyrc cua Ivabradine. Néu phon hop vai nhtrn;__, chét gdy
cam 1r|1;;=, CYP3A4, cin didu chinh lidu Ivabradine. Phdi hop Ivabradine mdi lan 10
mg, moi ngdy 2 lan cing St. John's Wort cho tlmy lam giam mdt nira dién tich dudi
cllrémf: cong cia Ivabradine; do do cdn han ché dung St. John's Wort trong thoi ky
uom, [vabradine.

Cde phéi hop khde:

o Nghién ciru v& trong tic dic hiéu cho thiy khong ¢6 anh hudng ¢6 ¥ nghia lam sang
clia cdc thude sau diy tdi duoc dong hoc va duoc lye hoc cna Ivabradine: chit irc ché
bom proton (omeprazole, lansoprazole), sildenalfil, chét tre ché HMG-CoA- reductase
(simvastatin), chét tre ché kénh calei dihydropyridine (amlodipine, lacidipine), digoxin
va warlarin, Thém vao dé, Ivabradine khéng anh hudng t&i duge ddng hoc caa
simvastatin, amlodipine, lacidipine, khong anh huong téi duge dong hoce va duoe lire
hoc enia digoxin, warfarin va khong anh hudng téi duge lue hoe cna aspirin,

Céc thir nghiém ldm sang cht chét & pha 11 véi cac ché phim sau day dlmc «dung khong han
ché, do d6 da phbi hop thudng quy véi Ivabradine va chura thdy c¢é vin dé vé do an toan:
thude tre ché men chuyén dang ’mglotmsm thude dbi khang thu thé angiotensin 11, thudc loi
ni¢u, cac nitrat tac dl,nlj:, ngan va dai, chét tre ché HMG-CoA-reductase, cic fi brat, lhuoc tre
ché bom proton, thude udng chéng tiéu dudng, aspirin va cde thube khac chdng tiéu ciu.
Twong tie dwge Iye hoe

Khéng nén phdi hop Ivabradine véi

Cic chit lam kéo dai dogn QT:

e Thubc tim mach lam kéo dai doan QT (vi du: quinidine, sotalol, disopyramide,
bepridil, ibutilide, amiodazone).

o Thudc khong phai tim mach lam kéo dai doan QT (vi du: pimozide, ziprasidone,
sertindole, mefloquine, halolantrine, pentanidine, cisapride, erythromycin tinh mach).
Trénh phdi hop cc thude tim mach va khong tim mach gay kéo dai doan QT ciing véi
Ivabradine vi tinh trang kéo dai dogn QT ¢6 thé trdm trong hon do gidm nhip tim. Néu
cin phéi hop, phai theo ddi chiit ché trang thai tim.,

TAC DUNG KHONG MONG MUON CUA THUOC
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v o A §
I'dm 1l ho so an loan

Ivabradine da duoe nghién ciru trong cde thir nghi¢m lim sang vdi pgan 45,000 nguoi tham
gia, Cdc phan (mg co hai thudng giip nhat voi ivabradine, hién tuong chéi sang (p! JEREs

. . "~ - + s .- £ i - e
va nhip tim chdm, phy thude vio liéu hrong va lién quan dén tic dung duge ly e

Béing danh sdch ede phin ing phy

Cée phan (g ¢6 hai sau ddy di duge bdo cdo trong qué trinh thir nghi¢m 14

> A

xép hang theo tin suft sau: rit g)hé bién (=1/10); phd bién (=1/100 dén <I
bicn (21/1.000 dén <1/100); hi
duge biét (khéng thé wée tinh tir div ligu ¢6 sin).

im (=1/10.000 dén <1/1.000);

rit hiém (<1

Chc 1o hié thing Thn suit Dﬁl_l hi¢u dinh huéng

RHi loan he théng bach Khéng phé Ting bach chu i toan

huyét va mau ) bién _

Ri loan chuyén héa va  [Khdng phd  [Ting acid uric mau

dinh dudng bidn _

Réi logn hé thin kinh  [Phé bién Nhie diu, thudng trong thang du didu tri

Chong mit, c6 thé lién quan dén nhip tim chfm

Khong phd  [Ngit, co thé lién quan dén nhip tim chim
bién*

R&i loan milt

Réit phd bién

Hién tugng chdi sang (phosphenes)

Pho bién _

?}Ihin mo

- A
Khong phd

Cinthi

&k 1 !
bicn Khiém thi
R&i logn tai v trong tai  [Khong pho  |Chong mat
bién

R&i loan tim

th) bién

Nhip tim chjm

Block nhi thit (AV) dd 1 (khoang thai gian PR kéo
dai clia ECG)

Ngoai tam thét

Rung tdm nhi
Khéng phd | Tim ddp nhanh, ngoai tim thu trén thét
bién

RAt hiém

Block nhf tht (AV) 6 2, Block nhi thit (AV) dd 3
Hbi chirng nit xoang

Roi loan mach mau

Phd bién

Khang kiém soat duge huyét p

Khong pho  [Ha huyét 4p, cé thé lién quan dén nhip tim chdm
_ bién* _ B
R&i logn hé hip, 1ong Khéng phd  |Kho the
ngire va (rung that bién
Ri loan tiéu hoa Khong phd  [Budn ndn
bién I'_[“zm bén
Bénh tiéu chiy
_ Dau bung *
R&i logn da va mé dudi  [Khong phé  |Phi mach
da bién * Phét ban

i 1:
Hiém

Ban dé
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Ngtra
May day
Réi logn co xuong vi md [Khéng phé  |Co thit co bip ===
fo A £ - aoﬁﬂﬂﬁp“\\
lién ket ~ [|bién | WA xx.\t\:\
Céc roi loan chung va Kl_aﬁng phé Suy I]hlI'Q’L ¢6 thé _I1c|1 qg@tlgt?_l_m ! E nﬂl&i’n‘ﬁﬁﬂv }
linh trang cor dia bicn * Mét moi, ¢6 thé lién quan dén nhi Hm gqrj? ?j’:‘_"‘_"‘ =
Hiém* Khé chiu, ¢6 thé lién quan dén nhj { b tﬂﬁbh
== - I = = T T
Nghién etru Khong phéd  |Téng creatinine trong mau \ fo W
vk _:_‘_}" ﬁi_r,..»
bicn Khoang QT kéo dai ECG

* Tan suit duge tinh toan 1 cac thir nghi¢m lam sang ddi voi céc tic d],lllj:, phu duo’c phal
hién tir bao céo tu phat.

M6 1 cde phan g bét loi dé chon
hign tugng chai sdng (phosphenes) duge bao cdo bdi 14,5% bénh nhiéin, duge md ta 1a do sdng
tdng cuong thmng qua trong mot vung gidi han eha truomg thi gide. Ching thudng duge kich
hoat bai sir thay ddi dot ngot ve cudng do anh sdng. Hién tugng choi sang (phosphenes) cling
c6 thé dirge md 4 nhir mét viing hdo quang, sir phdn hiy hinh anh (hiéu (mg kinh nhiip nhdy
hoijc kinh van hoa), dén sng mau hofic nhidu hinh dnh (43 bén cia vong mae). Sy khot phat
ctia hién tnmn,‘b chéi s"mg, (phosphenes) thudmg trong vong hai thing dfiu diéu trj, sau dé
chiing co thé Xdy ra nhiéu ln. Phosphenes thurdmg duge biao cao Ia (,0 cuong do nhe dén trung
binh. TAt c4 L,"u; hién tuong chdi sdng (phmphcnes) duoe giai quyet trong hodic sau khi diéu
(ri, trong do phan lom (77,5%) duge gidi quybt trong qué trinh di¢u tri. it hon 1% bénh nhén
thay ddi théi quen hang ngay hofic ngimg didu tri lién quan dén hién tuong choi sang

(phosphenes).

Nhip tim chdm dwge bdo cdo bai 3,3% bénh nhén, diic biét trong vong 2 dén 3 thing diiu tién
bat dau dieu (ri. 0,5% bénh nhén bi nhip tim chdm nghiém trong dudi hodc bang 40 nhip /
phat.

Trong nghién cttu SIGNIFY, rung nhi dwge quan sat thiy ér 5,3% bénh nhéan ding ivabradine
s0 vGi 3,8% & nhém diing gl’i dquc Trong mot phén tich tong hop cia tht ca cac thir nghiém
lam sang doi chirng mu doi giai dogn LI/ 111 v6i thoi gian it nhit 3 thang bao gom hon 40.000
bénh nhin, ty 1& mic rung nhi 1a 4,86% & bénh nhan dwge didu tri bﬁllb ivabradine so véi
4,08% & nhom chimg, twong tmg. véi ty 1& nguy hiém 13 1,26, KTC 95% [1,15-1,39].

Bdo cao cace phan itng phu nghi ngo _

Béo (,ao cdc phan ting c6 hai nghi ngd sau khi céip phép san phtim thude la quan trong. N6 cho
phép tiép tuc theo dbi ciin bang loi fch/rti ro cta san phim thude. Cac chuyen gia chiim séce
sirc khoe dwge yéu cdu bio cio bét ky phan ing phy nghi ngd nao qua trang web

“www.mhra.gov.uk/yellowcard”

QUA LIEU VA CACH XU TRi
Cic frigu chitng
Qua ligu co6 the dan dén nhip tim cham nghiém trong va kéo dai.

Diédu tri
Nhip tim chim nghidém trong cin dwoe diéu tri trigu chimg trong méi trudmng chuyén bigt.

Trong trudmg hop nhip tim chiim véi kha ning dung nap huyéet dong kém, co thé xem xét diéu
(ri triéu chimg bao gém cdc san phim thude klch lhl(,h beta tiém tinh mach nhu isoprenaline,

Tao nhip tim tam thoi ¢6 thé duge thyce hién néu cin thiét.

PAC TINH DUQC LU'C HQC
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P /%nm: diecre ly dicn fri: Cic ché phim khde vé tim mach, ma ATC: C01 EB17.

[vabradine 14 chit lam giam chuyén biét nhip tim, do tac dong (e ché Lhnn log, va {LIL
hi¢u dong If ctia trung tim tao nhip tim, dong ion nay kiém sodt khtr cy
phat & nit xoang va diéu hoa nhip tim. Tac dung trén tim cua thude 13
xoang ma khong dnh hudémg (& thoi gian dan truyén trong nhi-thdt, s
co co tim,

- Ivabradine ciing ¢6 thé twong tac véi dong dién Th & vong mac, rét gt
tim. Dong 1h nay tham gia vao d§ phén giai tam thoi cia hé thi gidc biln HAC
dap lmg clia vBng mac voi xung anh sang chéi. Trong cde trudmg hop b k @htﬁ:l— {i‘{g}:ﬂll

thay d6i nhanh chéng do sang), viée Tvabradine tre ché mot phin dong Th khién cho bénh
nhén ¢6 thé giip hién tugng choi sang. Higén tugng chéi sdng (phosphene) duge md (a la
tang chéi sing tam thoi & mot ving nhét djnh cta thi truomg.

- Tinh chét duoe lye hoe chi yéu cha Ivabradine ¢ ngudi la gidm nlnp tim diic higu phy
thude vao lidu luong, Phin tich gidgm nhip tim véi liéu t¢i 20 mg mdi ldn va ubng 2 lan
trong ngdy di chi 18 ¢ khuynh hudng dat (61 tée dung binh nguyén clng vai giam nguy
co nhip tim chdm nghiém trong dw6i 40 nhip moi phut. Véi lidu khuyén cdo thong
thudng, nhip tim giam khodng 10 lin mét phit lic ng?lu va trong e luyén tap, Diéu nay
lam giam ganh nang khi tim hoat d(mg va gnm nhu ¢du oxy cho co tim,

- Ivabradine khéng &anh huéng (6i din fruyén trong tim, t&i co bép tim (khong ¢6 tac dyng
irc ché sir co soi co tim) hode sy tai cye cia tim thét.

- Trong cac nghién ctru dién sinh 1y ldm sang, [vabradine khong cé tac dung trén thoi gian
dan lulycn nhi— thﬂt khong lam bién dbi dogn QT trén dién ram du.

- Vé&i bénh nhin c6 rdi loan chire ning tam tht trai (phéin sufit tbng mau cua l|hlt trai o
trong khoang 30% va 45%) [vabradine khﬁnf, ¢6 téc hai nao dbi véi phén sudit tng mau.

- Hiéu lyc chéng dau thit ngyc va chong, thiéu mau cuc bd cua Ivabradmf: 5 mg,
[vabradine 7.5 mg duge nghién ciru trong 5 thir nghiém mu kép chon ngiu nhién ('% 80
vm gia duge, 1 so véi atenolol, | so véi amlodipin). Nhitng thnr ng:hlém ndy bao gdm
thng cpng:, 4111 bénh nhan ¢é dau thit ngwe man tinh &n dinh, trong sb nay c6 2617
ngudi udng lvabmdmc

- Ivabradine v6i lidu mol ldl‘l 5 mg, moi ngay 2 l4n, ¢6 hiéu lyc trén cdc thong s6 lam giing
sitc trong vong 3-4 tuan diéu tri. Hidu lyc duge xée dinh véi lidu mdi lan 7,5 mg, ngdy 2
14n. Pic biét, loi ich ting thém vdi lidu trén 5 mg, moi ngay hai 14n, dwge Xac dinh qua
ngluen ctiu quy chidu ¢6 kiém soat, so sanh voi atenolol: long thoi gian ging sirc vao
cudi liéu ting khoang 1 phiit sau mot thang didu tri voi lidu mdi lin mg, ngdy 2 lin vi
duge cdi thién thém khoanj._, 25 pidy sau khi diéu tri thém 3 thang voi lidu ting 1én moi
lin 7,5 mg, ngay 2 lan. Trong nghién ctu ndy, céc loi ich chongj dau thiit ngue va thidu
mau cuc bd cna [vabradine duge xdc dinh (rén bénh nhan 65 tuol Higu lyc cia lidu Smg
v 7,5 mg mdi ngay 2 ldn 1a nhét quan qua cac nghién ciru vé céc thong sb gﬁng stre
(t6ng thoi gian ging ste, thoi gian xuét hién con dau tlmt ngure, thoi gian lam giam duge
1 mm doan ST) va két hcrp vai giam khodng 70% tAn sb cac con dau thiit ngue. Ché do
udng Ivabradine 2 lan mdi 1191)! da cho hiéu lyrc khong thay d6i trong 24 gid.

- Trong mot thir ug,hlem ngau nhién, so sanh vdi gia dugce trén 889 bénh nhin cho thiy
Ivabradine khi phdi hop véi Atenolol S0mg/ngay cho thd}' mang lai hi¢u qua céng thém
trén (At ca cdc chi sb ciia ging sirc ngay ca & thi diém hidu lyc cia thude 13 thap nhét
(12 gir sau khi udng).

- llong mot nghién ciru (rén 725 bénh nhén, chon |1gau nhién va so sénh véi gia duge,
thdy Ivabradine khong co higu lyc cong thém khi phéi hop véi amlodipine vao cudi liéu
(12 gidr sau khi udng thude), nhung ¢6 higu lye & mire dinh lidu (3-4 gior sau khi ubng).

- Higu lyc cta lvabradine dwoc duy tri trong subt thoi gian diéu tri 3 hodc 4 th'mg, trong
cac tha nghiém vé higu lyc. Khong ¢6 chimg cir vé dung nap duge Iy hoc (m'li higu lyc)
xdy ra trong (]ll"l trinh diéu (i hodic hién tugng ddi nguge sau khi ngung thude dét ngot.
Tac dung chéng dau thit ngire va thiéu mau cyce bg cua Ivabradine di kém vdi téc dung
giam nhip tim phy thuge lidu lugng va giam 18 rét vé tich sb tin sb huyel 4p (ldn s tim x
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huy&t dp tim thu) khi nghi ngoi vi khi giing stre. Tac dung cta thude ndy trén huyét ap
va sur dé khdng mach ngoai bién hiu nhu khéng thity va khong co ¥ nghia lam /Angim”
Sur giam tan 6 tim kéo dai di duge chimg minh v6i bénh nhén ding [vabr; ;}
nhét 1 nam (n=713). Khong nhén thiy thube nay c6 anh hudng téi chuy ) 2 N\

va lipid. “ [ TNHH DUGC PHAM)x
Hiéu lire cua IVcll)lddlllE chéng dau thit ngue va lhlt‘:l.l mau cyc bd ciing gm C
trén bénh nhan tiéu dudng (n=457) voi cae thong s an toan trong ty khi s

A Lk
8o chung. ;
. S I o>

DAC TINH DUQC DONG HQC

]mn

g diéu kién sinh Iy Ivabradine dm;rc phong thich nhanh khéi vién nén va tan manh (rong

nude (=10 my’ml) Ivabradine 1a déng phén déi hinh S khéng cé chuyén d.mg sinh hqc qua
chimg minh in vivo. Chit chuyén hoa N-khir methy! ciia Ivabradine duge xde dinh 1a chit ¢6

hmt
Hap

tinh chii yéu trén nguoi,
thu va sinh kha dung: Tvabradine hép thu nhanh va hiu nhyr hoén toan sau khi ubng véi

nong do dinh trong huyét tuong dat sau khodng 1 gio néu uémg thude khl déi. Sinh kha dyng
tuyét doi ctia vién nén bao phim la khoang 40% do vong chuyén hoa dau tién tai rudt va g gan.
Thire dn lam chim hdp thu khoang 1 gid, lam tang néng, dé thude trong mdu 1én 20-30%.
Khuyén cdo udng thude trong bita fn nhim lam gidm thay ddi trong cé thé vé& ndng dé thube
{(rong mau.

Phén bé: Ivabradine gén khoang 70% véo protein huyét turong wl thé tich phén b Imug, trang
thai 6n dinh gﬁn 100 lft &y bénh nhén. Nong dg dinh trong huyét twong sau khi Lmn[, lau dai
lidu khuyén cdo (mdi lan 5 ml, ngay 2 1an) 14 22 nanogam/ml (CV=29%), Nong dd trung binh
trong huyél trong la 10 nanogam/ml & trang thai on dinh (CV=38%).

Chuyén dang sinh hoe: Ivabradine duge chuyén héa manh qua gan va rudt, bing cach oxy
hoa qua duy nhit cytochrome P450 3A4 (CYP3A4). Chét chuyén héa chinh ¢é hoat tinh la
dan xudt N-khir Methyl vdi nong dd thude trong méu khoang 40% ctia hoat chit Ivabradine
ban déu, Ivabradine co ai lye yt:u véi CYP3A4, khéng tre ché hcﬁc gy cam (mg 10 rét
CYP3A4, vi viy khong chiic ¢6 lam thay ddi chuym hoda hodc cic nong db trong huyet twong
clia cdc co chit ciia CYP3A4. Nguge lai cde chit {rc ché manh CYP3A4 va cée chit giy cam

mg

manh CYP3A4 lai c6 thé tic dong o 18t téi cic ndng do cta Ivabradine trong huyét

lrong,
Thai trir: Tvabradine dao thai véi thoi gian ban thdi chinh 13 2 gior (70-75% dién tich dudi

dudng cong) trong huyét tuong, con thoi gian ban thai co higu lyc 1a 11 gio. D$ thanh loc

tan!:

quat 1a khuang 400ml/phat va do thanh loe qua than khodng 70 ml/phit. Pao thai cia

cic chét chuyén hoa qua phin va nuae tiéu voi luong twong duwong nhau. Khoang 4% liéu

uong duoc thai nguyén ven qua nude tiéu,
Tuyén tinh/khong tuyén tinh: Pong hoc cia Ivabradine 12 luyeu tinh véi lidu ubng 0,5-24 mg.

Nhitng doi tiegng ddic b:{:

L]
[ ]
Lién
]’han
tuyér

Vi ngudi cao tudi: Khong cé khac biét vé duge dong hoc ((ht,n tich dudi dudmg cong
va non;, d6 dinh) khi so sanh gitta bgnh nhén cao tudi (> 65 tubi) hoiic rét cao wdi =
75 tudi) v&i dén sb chung,
Suy than: Anh huong cua suy thin (dd thanh loc creatinin = 15- 60 ml/pht) t6i dong
hoc ciia Ivabradine 13 tdi thidu, phit hop véi viée do thanh lge & ciu thiin tham gia it
(khodng 20%) téi sy dao thii toan thé cia ca Ivabradine va chét chuyén héa chinh
S18992.
Suy gan: Véi bénh nhén suy gan nhe (d6 Child - Pugh téi 7), dign tich duéi dudmg
cong clia Ivabradine va ctia chit chuyén héa chinh ¢6 hoat tinh cao hon khodng 20%
$0 voi ngudi ¢6 chirc ning gan binh thudéng.
Khéng ¢6 dit ligu cho bénh nhan suy gan niing.
Dit ligu khéng dt manh dé két ludn cho bénh nhan suy gan vira.

quan L,iih duge dong hoc/duge lue hoe (PK/PD)

tich v& sir lién quan duge ddng hoc/duge lwe hoe cho tlmy tin sb tim bxam [,:“m nhu
1 tinh khi ting cdc nong dd Ivabradine va S18982 trong huyét twong cho 16i lidu mdi 1an



https: //trunggaﬂptlniﬂon%ﬁ?}m){ 2 lan. Vi liéu cao hon thi sy gidm tin s tim s& khang con ly I& thudn
voi nong dé Ivabradine trong huyét twong v co khuynh huong dat binh nguyén, nnn}g,dn
thude trong méu cao cia lvabradine cé Ihe glip khi phéi hop Ivabradine voi nhi
ché manh CYP3A4 c6 thé kéo theo giam tan sb tim qua mirc, trong khi nguy co
khi phdi hop véi chit e ché vira phai CYP3A4. ;

QUY CACH PONG GOI
Hop 4 vi x 14 vién nén bao phim.

DIEU KIEN BAO QUAN
Bdo quan dudi 30"C.

HAN DUNG
48 thing ké tir ngdy san xudt

TIEU CHUAN CHAT LUONG:
Nha san xuét

SAN XUAT TAI CYPRUS BOI

Remedica Ltd
Aharnon Street, Limassol Industrial Estate, 3056 Limassol,Cyprus.



