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Rx: Thude nay chi dung theo don thude
MEDIFARI 5

MEDFARI 7.5
Vién nén bao phim

Doe k§ tdr hwéng din sit dung nay trwde khi bit diu dimg thude

- Hiy giir tor hudng dén siv dung nay vi co thé ban s& cin doc lai no.

- Néu ban ¢6 bit ky thic mic nao haiy hoi béc st hodic duge si etia ban.

- . Thudc nay duge ké don riéng cho ban. Khéng dugce dua cho ngudi khée ding. Diéu do co
thé gdy hai cho ho, ngay ca khi ho ¢é ticu chimg tuong tu véi ban.

- Néu bét ki tac dung phy ndo tré nén nghiém trong, hodic néu ban gip phdi tac
dung phy khong duge liét ké trong & hudng din sir dung nay, xin ity thdng béo cho béc
st hodic duge si.

- Doc k§ hudng din sir dung trude khi ding,

CONG THU'C THUOC
Méi vién Medfari 5 ¢é chita:
Thémh phéin hoat chdr: Ivabradine Hydrochloride (Ivabradine 5 mg): 5.42 mg.

Théanh phan ta dirge: Lactose Monohydrate, Maize Starch, Maltodextrin, Silica Colloidal
Anhydrous, Magnesium Stearale, Methyl Hydroxypropyl Cellulose (Hypromellose),
Titanium Dioxide (Ci=77891, E-171), Macrogol 6000, Glycerol, Magnesium Stearate, Oxit

sit do (E 172, Ci=77491), Oxit sét tdng hop mau ving.

Méi vién Medfari 7.5 cd chiva:

Thanh p.h(m hoat chdt: Ivabradine Hydrochloride (Ivabradine 7.5 mg): 8. 13mg.

Thanh phan td dirge: Lactose Monohydrate, Maize Starch, Maltodextrin, Silica Colloidal
Anhydrous, Magnesium Stearate, Methyl Hydroxypropyl Cellulose (Hypromellose),
Titanium Dioxide (Ci=77891, E-171), Macrogol 6000, Glycerol, Magnesium Stearate, Oxil

sit do (E 172, Ci=77491), Oxit sit tong hop mau vang.
DANG BAO CHE: Vién nén bao phim.

CHI PINH

e DBiéu trj triéu chimg cua con dau thit ngye dn dinh do bénh (ic nghén mach vanh &
bénh nhin voi nhip xoang binh thuéng va nhip tim > 70 nhip/phit, bénh nhin khong
thé hosic b chong s chi dinh véi cac chen bela.

o Diéu trj triéu chimg suy tim man tinh theo |1I1-Ein loai cia Hiép hoi tim mach New
York loai I hoic I véi phén sudt téng méu thit tréi <35% & bénh nhén v uong thanh
va vm nhip tim > 75 nhip/phit, trong |JI101 hop diéu trj suy tim man (inh tiéu chuén t5i
uu, gdm thudc chen beta hogic khi thude chen beta bi chdng chi dinh hoiic khong dung

nap.

CACH DUNG VA LIEU DUNG
Liéu dimg:

A v+ « A y i A r . - . . .
Doi véi cde lieu lugng khde nhau, ¢6 san vién nén bao phim chira 5 mg va 7,5 mg ivabradine.

Diéu tri tr
Khuyén cdo ring quyét dinh bat dau hogc chudn dé diéu tri nén didn ra véi sy sin €6 cua céc
phép do nhip tim noi tiép, ECG hoijic theo doi 24 gidr luu dong.

Lleu khoi déu ca wabmclme khdng dwoe vuot qu"i S mg x 2 lan/ngay 0 bénh nhdn dudi 75
tudi. Sau ba dén bdn tudn diéu i, néu bénh nhin vin con tr i¢u chirng, néu liéu ban diu duge
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dung nap o1 va néu nhip tim lic nghi vin trén 60 nhip/phit, ¢6 thé ting liéu 1én liéu cao hon

o4 s ot : R 2 ; o 3 ; ok :

tiep theo & bénh nhén ding 2,5 mg hai lan moi ngay hojic 5 mg x 2 lan/ngdy. Liéu duy tri
- - X

khong duge vugt qua 7,5 mg x 2 lan/ngdy.

£ . . 4 o a v e ' a - . - X
Neu cde tri¢u chimg dau that ngue khdng duge cai thién trong vong 3 thang sau khi bat diu
diéu try, nén ngimg diéu trj ivabradine.

\ ' \ 40 A oA A T, . p ' ¢ & ion .
Ngoai ra, vi¢c ngimg di€u tri nén duge xem xét néu chi ¢ dap (g triéu chimg hyn ¢hé va khi
P ¢ g . . ' > . ¥ oA A - 1 P
khdng ¢6 sy gidm nhip tim khi nghi ngoi ¢é lién quan vé mit lim sdng trong vong ba thang,

Néu trong qud trinh diéu trj, nhip tim giam xudng dudGi 50 nhip mdi phat (bpm) khi nghi ngoi
hofic bénh nhén gip cac trig¢u chimg lién quan dén nhip tim cham nhu chong mjt, mét moi
hodic ha huyét dp, thi lidu phai duge diéu chinh giam xudng bao pdm lidu thiip nhiit 2,5 mg hai s

lAn mdi ngay (mét nira vién nén 5 mg x 2 lin/ngay). Sau khi giam lidu, ¢in theo doi nhip tim, SON

ok

Phai ngimg diéu tri néu nhip tim vin duéi 50 nhip/phit hofic cde tri¢u chimg nhip tim cham TN
& & . i A T . A D

van ton (gl méc da da giam liéu, EDI
.2 . ; o
diéu 1] suy din 1 2nd

Vige dicu tri chi duge bt diu & bénh nhén suy tim 6n dinh. Khuyén cdo rang biéc si diéu trj
nén ¢o6 kinh nghiém trong viéc quan Iy bénh suy tim mén tinh.

) s gk i \ . .t . \ A \ .
Liéu khai dau théng thtr(m% duge khuyén cdo cia ivabradine 1d S mg x 2 lin/ngdy. Sau hai

3 geR s e b X e peX o ra A & WA 2 A 5
tuan dicu frj, ¢o thé tang licu Ién 7,5 mg x 2 lin/ gay néu nhip tim lic nghi lién tuc trén 60

- vy A 5 ” " v i . A . .

bpm hofic giam xudng 2,5 mg x 2 ldn/ngdy (mdl vién nén 5 mg x 2 lan/ngdy) néu nhip tim
nghi lién tue dudi 50 bpm hodic trong trudmg hop cé cée triéu chirg lién quan dén nhjp tim

P v " ~ ¥’ . - Ay i . . y A . . n
chiim nhur chong mét, m§t moi hoéic ha huyet ap. Néu nhip tim tir 50 dén 60 nhjp/phit, nén
duy tri lieu 5 mg x 2 lan/ gay.

Néu trong qué trinh didu tri, nhip tim giam lién tyc dudi 50 nhip mdi phat (bpm) khi nghi
ngoi hoiic bénh nhin gip cde wiéu chimg lién quan dén nhip tim chim, lidu phai dwoc diéu
chinh xudng liéu thip hon tiép theo & bénh nhan ding 7,5 mg hai lin mdi ngay hodc 5 mg hai
lan mdi ngay. Néu nhip tim ting lién tuc trén 60 nhip mdi phat khi nghi ngoi, co (hé ting lidu
[8n liéu trén tiép theo & bénh nhan ding 2,5 mg hai lin mdi ngdy hofic 5 mg hai lan mdi ngay.

Phai ngirg diéu trj néu nhip tim vin dudi 50 nhip/ hit hodic cic tri¢u chimg cia nhip tim
cham vén con. '

Bénh nhdn ddce biéi:
Ngwoi gia

O nhimg bénh nhan tir 75 tudi trd 1én, nén céin nhic liéu khéi diu thip hon (2,5 mg hai lin
mdi ngdy, tirc 1 mét nira vién 5 mg hai ldn mdi ngay) trude khi chudn dé 1én néu cin thiét.

Suy thin
Khéng céin diéu chinh lieu & bénh nhén suy thin va do thanh thai creatinin trén 15 ml/phat,

Khéng c¢6 dir li¢u ¢ nhitng bénh nhdn ¢6 dj thanh thai creatinin dwéi 15 ml/phit, Do d6, nén
str dung Ivabradine mot cach thin trong ¢ doi tuong nay.

Suy gan

Khong cén didu chinh lidu & bénh nhén suy gan nhe. Cén thin trong khi sir dung ivabradine &
bénh nhén suy gan trung binh. Ivabradine khong dugce chi dinh st dung cho bénh nhén suy
gan nding, vi nd chwa duge nghién ciru trén dan sb nay va dy dodn s& ¢6 sy gia tang lon phoi

nhiem toan thén.

1ré em



https://trungtamthuoc.com/

Tinh an todn va hiéu qua caa ivabradine trong diéu tri suy tim mén tinh & t¢ em dudi 18 i
chira duge xéc dinh, ;

Cich ding
Vién nén phai duge udng hai Lm mdi ngay, tie la mdt lin vao budi sang va mol ldn vio budi

i frong bira dn.

CHONG CHI DINH

Min cam vai hogt chét hojic bit ky td duge nao ctia thude. Nhip llm e nghi < 70 nhip/phat
trude khi didu trj. Sbe tlm loan nhip tim. Nhdi méu co tim cdp tinh, Ha huyét ap (< 90/50
mmHg). Suy gan niing, lUI logn chirc nang nat xoang (hodic hdi chimg nit xoang yéu). Suy
tim khéng on dinh hoiic cip tinh. Con dau thﬁt nguc khong on dinh. Phy thude mdy tao nhip
tim. Mang thai, cho con bii v phu nt ¢6 tiém nang mang thai khéng sir dung céc big¢n phap
tranh thai thich hofp Blde nhf thit do 3. Cie chit e ché cytochrome P450 3A4 (CYP 3A4)
~Chéng chi dinh phdi hep véi Verapamil hoiic Diltiazem (m, ché CYP 3A4 ¢6 kha niing gidm
nhip tim), ketoconazol, itraconazol, erythromycin udng, clarithromycin, josamycin,
telithromyein, chét ire ché HIV-protease (nellinavir, ritonavir), mefazodone.

CANH BA() VA THAN TRONG KHI DUNG THUOC

v '3 A

Jl ite
Khong ¢6 lgi veé kLl qui Jam sang & bénh nhan dau thiit ngye 6n dinh mén tinh ¢ triéu chimg,
Ivabradine c¢hi duge chi dmh dé diéu tr triéu LlllIll}] con dau thit ngue 6n dinh mén tinh vi
ivabradine khong cé lgi vé tim mach (v du nhir nhdi méu co tim hodic tir vong do tim mach).

Do nhip tim
Do nhip tim ¢6 lhb dao dong dang ké theo thoi gian, cdc phép do nhip tim ndi tiép, dién tam

(1(1 hodc lhco doi 24 gioy luu dong nén duge xem xét khi xae dinh nhjp tim lic nghi trude khi
bt dau diéu trj b"’ing ivabradine va & nhimg bénh nhin dang diéu tri bing ivabradine khi can
nhéc chuéin da. Dleu ndy ciing ap dung cho nhiig bénh nhén ¢é nhip tim thip, cy (hé 1a khi
nhip tim giam xudng duwdi 50 bpm, hoic sau khi giam lidu.

A" . .
ROt loan nhip fim
lvabmclum khong ¢6 hiéu qua trong diéu tri hoiic phong ngira rbi loan nhip tim va ¢ kha a niing

mat tic dung khi xay ra loan nhip nhanh (vi du nhip nhanh thit hogc (rén thit). Do dé,
Ivabradine khong dugce khuyén cdo & nhiing bénh nhan bj rung nhi hogc cdc rdi Iuan nhip tim

khac can thiép vao chirc niing nit xoang.

¢ nhimg b¢nh nhén duge didu i bing ivabradine, nguy co phét trién rung nhi tﬁng [én. Rung
nhi phd bién hon & nhimg bénh nhén st dung déng thoi amiodaron hoiic thude chonp:, loan
nliip manh nhom [, Khuyt.n cdo thuong xuyén theo ddi 1dm sang bénh nhan duge diéu rj
bang ivabradine vé sgr xudl hign cua rung nhi (kéo dai hogic kich phdt), ciing ncn bao g,om
theo doi dién tim dd néu duoc chi dinh 1dm sang (vi du trong trudmg hop dau thit ngue kich

phat, danh tréng ngue, mach khong dcu)

Bénh nhdn nén dwoc thong bao vé cic déu hiéu va triéu chig cha rung nhi va nén lién hé vai

béc si ciia he néu nhirng dau hi¢u nay xay ra.

Néu rung nhi ph'}t tnen trong qué tinh diéu tri, cdn ¢dn nhiic lai s ¢én bﬁng gitta lgi fch va
nguy co ctia viée tiép tuc didu tri bang ivabradine.

i = “ i i — ¢ ‘A = = A ~ A ¢
Bénh nhan suy tim man tinh vai cac khiém khuyét dan truyén trong niio that (block nhanh
. » 7. Y L= a~ A b » ~
trdi, block nhanh phai) va r6i loan nhu dong that can dwoc theo dai chit ché.

_,-
—
—

'."E .
no \
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St dung & nhitng bénh nhin cé AV-block dj 2
Ivabradine khong duoc khuyén cdo & nhirg bénh nhin ¢c6 AV-block dé 2.

St dung cho bénh nhin cé nhip tim thip

Ivabradine khéng duwoe biit ddu & nhimg bénh nhan ¢6 nhip tim nghi ngoi trude khi diéu tri
dudi 70 nhip mdt phi.

Néu trong qud trinh diéu trj, nhip tim lic nghi ngoi gidm lién tyc dudi 50 bpm hoge bwh
nhén giip cic trigu chimg lién quan dén nhip tini chim nhu chong mét, m¢t moi hodc hy huyét
ap, thi phai diéu chinh lidu ana, hodc ngimg diéu tri néu nhip tim dudi 50 bpm hojc céc

triéu chimg cua nhip tim chim vén con,

a e A - .
Két hop voi thude chen kénh canxi
Chong chi dinh sir dyng ddng thai nfabmdlne véi Ilmou chen kénh canxi lam giam nhip tim

nhu verapamil hodic diltiazem. Khéng ¢6 vin dé& an toan ndo duge néu ra khi két hop
ivabradine v&i nitrat va thude chen kénh canxi ([lll)’lll()p}'[‘l('lllﬁ nhur amlodipine. Il|¢u qua bé
sung clia ivabradine két hop vai tl hudc cl 1en kénh canxi dihydropyridine chua dwoe thiét 1ap.

Suy tin min !l’u.ﬁ
Suy tim phai 6n dinh rude khi xem xét diéu tri bing ivabradine. Tve ibradine nén duge sir dung

thiin trong cho bénh nhén suy tim phén logi chire niing NYHA 1V do s6 luong div liéu han ché
trong diin s0 nay.

Dt quy
Vige st dung ivabradine khong duge khuyén cdo ngay sau khi bj 6t quy vi khéng c6 siin di
li¢u trong nhitng (rudng hep nay,

Chiie niing thi gidc

Ivabradine anh hudng dén chiic niing véng mac. Khéng ¢6 biing chimg vé tic dung doc hai
clia viée diéu tri b’ing ivabradine lau dai trén vong mac. Viéc ngimg dleu trj nén duoc xem xét
néu xay ra bit ky sy suy giam chirc nang, thi-giac khéng mong mudn ndo. Cin than trong &

nhitng bénh nhan bi viém vong mac sic to.

Thiin trong khi st dung

Bénh nhdn bi ha huyét dp _

Dit liéu han ché c6 sin & nhitng bénh nhin bi ha huyét dp nhe dén trung binh, vi do do,
ivabradine nén dugce sir dung thén trong cho nhimg bénh nhén nay. Ivabradine chéng chi dinh

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

Rung tém nhi - R6i logn nhip tim-

Khong ¢6 bani, chiing vé nguy co nhip tim cham (qua mire) v lgi nhip xoang khi bat diu
chuyén nhip biing thude & bénh rihan duge didu i béng ivabradine. Tuy nhién, Imng, trudng
hop khong c6 dir li¢u rong rdi, nén céin nhéic chuyén nhip tim bang DC khong khén cip 24 gi

sau lidu ivabradine cudi cing.
Str dung cho bénh nhén ¢6 hgi ching QT bam sinh hoiic duge diéu tri biing cdc san phim

thude kéo dai QT

Nén tranh st dung ivabradine & nhitng bénh nhdn c6 hoi chimg QT bim sinh hoiic dwoc diéu
tri bing céc san phdm thude kéo dai QT. Néu cén thidt két hop, cén theo déi chit ché tim.

Giam nhip tim, do ivabradine, ¢6 thé 1am trim trong thém tinh trang kéo dai QT, co llu. lam
phét sinh r8i loan nhip tim nghiém trong, diic bigt la xoén dinh.

Bénh nhén cao huyét ap ean dieu chinh huyét dap.

e sy
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Trong thir nghle;m SHIFT, nlueu bénh nhén bi ting huyét ap hon khi diéu trj bing ivabradine

(7,1%) so v6i benh nhin didu tu bang gid dugc (6,1%). Nhitng dot ndy xdy ra thudmg xuyén
nhét ngay sau khi diéu trj huyét dp duoe sira déi, chi 1d thodng qua va khong anh hudmg dén
hiéu qua diéu trj cta ivabradine. Khi didu chinh diéu tri dugce thue hién & bénh nhédn suy tim
mén tinh duge diéu tri bing ivabradine, huyét ap phai duge theo ddi & mét khodng thoi gian

thich hop.

T4 dhrpre viea du
Vi vién nén Ivabradine ¢6 chira lactose, nhitng bénh nhéin cé vén dé di truyén hiéia gip vé

khéng dung nap palactose, thiéu hut Lapp lactase hoiic kém hép thu glucose-galactose khdng
nén ding thude ndy.

SU DUNG CHO PHU NU MANG THAI VA CHO CON BU

Phy niv cé ké hogeh sinh con
Phy nit cé ké hoach sinh con nén st dung cde bién phép tranh thai thich hop trong qua trinh

diéu (ri.

Thai ky

Khong ¢o hoiic $0 luong han ché vé viée sir dung ivabradine ¢ phy nir ¢6 thai.

Céc nghién ciru trén dong vit da cho thdy déc tinh sinh sén. Nhiing Ilj:,hlLIl ctru nay da cho
thiy tic dung gay doc cho phéi va gdly qudi thai. Nhimg nguy co tiém an cho con ngudi 1
khéng xdc dinh. Do d6, ivabradine chdng chi dinh trong (hai ky.

Cho con bit

Céc nghién ctru trén dong vit chi ra ring ivabradine duge bai tiét qua siva. Do do, ivabradine
chdng chi dinh trong thoi ky cho con b,

Nhitng phy nit cin diéu trf bing ivabradine nén ngimg cho con ba va chon cich cho con ba
khéc.

Khi ning sinh sin
Cac nghién eiru (rén chudt cho thay khéng anh hudng dén kha nang sinh san & nam va nif,

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

Mot nghién ctru cu thé dé danh gig anh huong ¢ thé ¢6 cua ivabradine dbi véi hidu sudt lai
xe da dwge thye hign & nhiing ngudi tinh nguygn khoe manh, noi khéng co sy thay dbi vé
hiéu suét lai xe duge chimg minh. Tuy nhién, theo kinh nghiém sau khi lru hanh, céc tr wong
hop suy giam kha niing lai xe do cic triéu chimg thi gidc da duge bdo cdo. Ivabradine co thé
gdy ra hién twong phét séng thoang qua bao gém chii yéu la phosphenes. Cén tinh dén kha
néng xay ra cac hi¢n tugng phat sang nhu vay khi lai xe hofic siv dung mdy moc trong cic
truong hop c6 thé xdy ra sur thay doi dét ngdt vé cuong do anh sang, diic biét la khi l4i xe vao

ban dém.
Ivabradine khong dnh hudng dén kha ning sir dung may moc.

TUONG TAC, TUONG KY CUA THUOC

Twong tde ding Iwe hoe

Cytochrom P430344 (CYP3A4):

e Ivabradine chi dugce Lhuyen hoa qua CYP3A4 va la chit trc ché viit yéu coa cytochrom

ndy. Ivabradine cho théy I\honb ¢6 anh huémg dén chuyén hoa va t6i cdc nong do
trong huyét twong clia cac co chét khéc ctia CYP3A4 (cdc chét ire ché nhe, tr ung binh
va manh). Cac chéit re ché va gy cam 0ng CYP3A4 c¢d kha ndng tvong tic véi
Ivabradine va ¢6 anh hudng t6i chuyén héa va duoc déng hoe cia Ivabradine ¢ mie
dd c6 y nghia lam sang, Nghién ciru twong téc thude da xde dinh 13 céc chit e ché

CYP3A4 lam ting néng d cia Imbmdme trong huyét twong, trong khi cic chit g gdy
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cam tmg lai lam giam ndng do Ivabradine. Ting ndng do trong huyét tuong cia
Ivabradine ¢6 thé lién quan téi nguy co chiim nhip tim qua miec.

Chéng chi dinh phéi hop:

Than trong khi phm J’wp thuée:

CImnE chi dinh phdi hop Ivabradine vai nhitng chit de ché manh CYP3A4 nhu thube
chéng ndm nhom azole (ketoconazole, itraconazole), khing sinh nhom macrolide
(clarithromyein, erythromycin uong, josamycin, telithromyein), chiit e ché HIV
protease (nefinavir, ritonavir) va mefazodone. Céc chét te ché CYP3A4 manh nhur
ketoconazale (200 mg, ngay 1 ln) hodic josamycin (lg, ngay 2 ldn) lam ting ndng do
Ivabradine trong huyét tuong 1én 7 dén 8 lan,

Khéng nén phdi hop vai Ivabradine: Céc chét te ché vira phidi CYP3A4, Nghif,n cliru
twrong tac dic hiu tén ngudi tinh nguyén va trén bénh nhéin ché thdy néu ding
lvahmcluu, um;_, vGi diltiazem hodc verapamil (14 cde thude lam g giam nhip llm) s€ lam
ting nong dj cua Ivabradine (l-‘in;: dién tich dudi duong cong lén 2-3 ldn) va lam
chim thém nhjp timi 13 5 nhip mdi phit. ("hung, chi dinh phéi hop Ivabradine véi

nhimg thude trén.

"

Céc chilt (rc ché vira phai CYP3A4: Phoi I1013 Ivabradine voi nhimg chiit trc ché vm
phai CYP3A4 (vi du: fluconazole) c6 !hé tién hanh than trong vai lidu khoi ddu 1a méi
ldin 2,5 mg, mdi ngay 2 lan, Chi nén phdi hop khi nhip tim ltic nghi 1& > 60 nhip mot
phit, sau dé phéi theo doi snl nhip tim.

Nude €p budi: Phéi hop uunb vai nude ¢p budi lam ting ndng do Ivabradine lén giip
2 lan, Vi vily trong thoi ky uong Ivabradine, cin han ché @in budi,

Cac chilt gy cam (mg CYP3A4: Nhiing chit giy cam img CYP3A4 (vi (Iu-
||I.1m|m,m céc barbiturate, phenytoin, Hypericum perforatum (St. John's Wort)) ¢6
thé lam giam ndng do va higu lue cia Ivabradine. Néu |)|101 hop vai I'lhﬂ'i'hé, chit giy
cam lrng, CYP3Ad, cin ditu chinh lidu Ivabradine. Phéi hop Ivabradine mdi lan 10
mg, mdi ngay 2 lan cing St. John's Wortl cho lh'])‘ lam gidm mdt nira dién tich dudi
dudng cong cua lvabradine; do do can han ché ding St. John's Wort tr ong thoi ky

uong Ivabradine.

Clic ph(‘;f hop khac:
e Nghién ctru v& tuomg tic dic hidu cho thiiy khong ¢ anh hudng c¢6 ¥y nghia lam t;anp:,

clia cac thude sau diy t6i duge dong hoc va duge hue hoc cia Ivabradine: chit (e ché
bom proton (omeprazole, lansoprazole), sildenafil, chit tic ché HMG-CoA- reductase

‘(simvastatin), chit (rc ché kénh calci dihydropyridine (amlodipine, lacidipine), digoxin

va warfarin.’ Thém vao dé, Ivabradine khéng anh hudng 161 duge déng hoc cua
simvastatin, amledipine, lacidipine, khéng anh hudng t6i duge dong hoc va duge luc
hoc ctia digoxin, warfarin va khong anh hudng téi duge lue hoe ctia aspirin.

Céc thir nghiém 1am sang chii chdt & pha 11 voi cde ché phim sau day dwoc ding khong han
ché, do do da phéi hep thudng quy véi Ivabradine va chua thiy co vin dé vé d an-toan:
thube tre ché men chuyén dang tlllblOtLllSlI] thuée dbi khang thy thé angiotensin 11, thude loi

nigu, ¢

cic nitrat tée dung ngﬁn va dai, chiit rc ché HMG-CoA-reductase, céc fibrat, tlluoc tc

ché bom proton, thude uéng chdng tiéu duong, aspirin va cdc thude khac chéng tiéu cu.
Twong tic dwoe lye hoe

Khéng nén piwl h(rp Ivabradine véi

Céc chél 1am kéo dai doan QT:

Thude tim mach lam kéo dai doan QT (v du: quinidine, sotalol, disopyramide,
bepridil, ibutilide, 'nmodazonc].

Thude khéng phai tim mach lam kéo dai doan QT (vi dy: pimozide, ziprasidone,
sertindole, mefloquine, halofantrine, pentanidine, cisapride, erythromycin tinh mach).
Tranh phéi hop cic thude tim mach va khong tim mach gdy kéo dai dogn QT cuing véi
Ivabradine vi tinh trang kéo dai doan QT co thé tram trong hon do yam nhlp tim. Néu
cin phéi hgp, phii theo ddi chil ¢hé trang thai tim.

TAC DUNG KHONG MONG MUON CUA THUOC
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Tom t@thé so an toan -
Ivabradine da duge nghién eiu trong cde thir nghiém 1Am sing véi gin 45.000 ngudi tham
gia. Cdc phan tmg ¢6 hai thudmg giip nhéit véi ivabradine, hién tugmg phat sing (phosphenes)
va nhip tim chdm, phy thude vao liéu lugng va lién quan dén tic dung duge ly cia thude.
Béng danh sdach cdac plidn fing phu
Ca(, phan img co hai sau day da duge bdo cdo trong qua trinh thir nghiém ldm sang va duge
XL-P hang theo lun sudit sau: rit J)Im bidn (>11’10) phd bién (=1/100 gién <1/10); khéng ]]|10I
bien (>l."| 000 dén <1/100); hiém (=1/10.000 dén <1/1.000); rit hiém (<1/10.000); khdng

duge biét (khéng thé woe tinh tir dif liéu ¢o siin).

Thn suft l).ul higu anh lumug

Cie lép hé thiing

R6i1 logn hé thong bacli

Khong pho

Ting bach ciu 4i toan

huyet va mau bién
£ 2 R % x H . ” :
Ro1 logn chuyén héa va  [Khong phdé  |[Tang acid uric mau
bién

dinh dudng’

Phé bién

R&i loan hé than kinh

Nhire diu, thudng lmng, thing dau didu tn

Chong mil, ¢6 lh(: lién quan (Ien nhip tim L|1”lll]

Khong plmw Ngd, ¢6 thé lién quan dén nhlp tim chim

bién*

A : Z 2 ook
ROI1 logan mit Rét phd bién Bom dom I]ldi

Phé bién Nhin mé&r i
Klmng,_ I;i'iu | Cin thi 2 N
bién* Khiém thi o iy
Rbi loz,ni lai v trong tai Khﬁng pﬁé Chong miit =
bién
R&i logn tim Phé bién |Nhip tim (—:E_ﬂm
AV khdi do 1 (khoang thoi g,mn PR kéo dai cia |
ECG)
Ngoai tam thit :
: Rung tdm nhi 4
Khong .phé Tim dap nhanh, ngoai tdm thu trén thi &8
bicn

AV khcn dn 2, khdi AV dd 3
HO] chimg nit xoang

Rdl hjem

Roi loan mach méu Phé bién = |Khéng kiém soidl duge huycl '1p

Khong phé  |Ha huyét ap, ¢6 thé lién quan dén n_[_up tim chdm
LY v blc,u*
R6i I(mn hé hip, Ionf, Khéng phd  |Kho tho
ngue va trung 1 thll _E:n_ Iy, ‘
R&i loan tiéu hoa Khong, pho Budn adn ]
bicn Téo bon

Bénh ticu chiy
Dau byng *

Phtt mach
Phat ban

Ban do

Roi loan da va md dudi  |Khdng pho
da bicn *

Hiém
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Roi logn co xuong va md [Khong phd  |Co thiil co bip :
lién két bién
Cic roi Io.m Lhung:, vl Khang phd Suy nhuge, co thé lién quan  dén nhip tim chim o
tinh trang co dia ~ |bicn* Mét :_11—0-1“;;;) (hé lién quan dén nhip tim cham ---------

- Hiém* Khé chiju, ¢6 thé lién quan ‘dén nhip tim chiim
Diéu uu ug,lucn ctru Ixhonj, s phd | Tang creatinine trong mau _
bién Khodng QT kéo dai ECG

* TAn sudit duge tinh toan tir cée thir nghié¢m ldm sang di véi cde tac dmu, phu duge phat
hign (r bdo cao ty phat.

Mo i cae phan g bét loi dd chon

Dom dém miit duge béo cdo bai 14,5% bénh nhin, duge mé (4 1 dd sang tang cudng thoang
qua trong mdt ving gidi han cia trudng thi gide. Ching thudng duge kich hoat bai sur thay
déi dot ngdt vé cudng do anh sdng. Dom dém mJl cling ¢6 thé duge md ta nhy mot vang hio
quang, sir phén hiy hinh anh (hi¢u @mg kinh nhdp nhay hojic kinh van hoa), dén sing mau
hoiie nhicu hinh anh (d6 bén ctia viing mac). Sy khai plnt ctia phosphenes thudng trong vong
hai thang déu diéu (i, sau d6 ching ¢6 thé xay ra nl iéu ln, Phosphenes thlrcm;:, duge bio cdo
I ¢6 cudmg dd nhe den trung binh. Tét ca cic phosphenes duge gidl quyt:l trong hogc sau khi
didu tri, trong do phdn lon (77,5%) duge gidi t.uyét trong qué trinh diéu tri. it hon 1% bénh
nhiin thay déi théi quen hang ngay hoiie ngimg di¢u trj lién quan dén phosphenes.

Nhip tim chiim duge béo cdo boi 3,3% bgnh nhdn, dic biét trong vong 2 dén 3 thing diiu tién
bat diu diéu tri. 0,5% bénh nhéan bi nhip tim c¢hiim nghiém trong dudi hoiic bing 40 nhip /

phut,

Trong nghién ciru bl;,luly, rung nhi duge quan sit thiy & 5,3% bénh nhin dung ivabradine so
v 3,8% & nhém ding gia duge. Trong mét phin tich tong hgp ctia {at ca cdc thir nghi¢m lam
sang ddi chimg mu doi giai doan 11 / III véi thi gian it nhét 3 théng bao gbm hon 40.000
bénh nhin, ty 18 méc rung nhi la 4,86% & bénh nhin dwoc didu tri bing ivabradine so véi
4,08% & nhom chimng, (rong Gmg. vai ty 1& nguy hiém 1a 1,26, KTC 95% [1,15-1,39].

Bdo cdo cdae phan l?ng phn nghi ngo

Bdo cao LHC phan (g ¢6 hai nghi ngd sau khi cho phép sin pham thude 1a quan trong. N6
cho phép tiép tuc theo dai can biing loi ich/rii ro clia san phiam thude. Céc chuyén gia chim
soc stre khoe duge yéu clu béo cdo b ky phan tmg phu nghi ngd ndo qua trang web

“www.mhra,gov.uk/yelloweard”

QUA LIEU VA CACH XU TRi
Ciic tri¢u chirng ]
Qué lidu c6 thé ddn dén nhip tim chim nghiém trong va kéo dai.

Piéu fri
Nhip tim chim nghlem trong ciin duge diéu ti tridu dnmgs trong moi Iurong, chuyén biél.

Trong truomg hop nlup tim cham vai kha nang dung nap lmyet ddng kém, cb thé xem xét diéu
l|| triéu chimg bao gdm cdc san phim thube kich thich beta tiém (inh mach nhw isoprenaline.

I'ao nhip tim tam thoi cé thé duoc thye hién néu can thiét.

PAC TINH DUQC LUC HQC ‘
Nhém diege 1 diéu tr: Cée ché phim khéc vé& im mach, ma ATC: COl EB17.
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Ivabradine 13 chét lam giam chuyén biét nhip tim, do tic déng {re ché chon loc va dijc
hiéu dong If cia trung 1am tao nhip tim, dong ion nay kiém sodt khir cue (dm triong i
phéat & nit xoang va didu hoa nhip tim. Tac dung trén tim cta thude 1a die hidu véi ndt
xoang ma khdng anh hudng (¢i thei gian din lruyén trong nhi-thit, sir t4i cue thét hodic
co co tim.
Ivabradine ciing ¢6 thé tuong tac voi dang dién Th & vong mac, rét gidng vai dong If &
tim. Dong Ih ndy tham gia vdo dd phan giai tam thoi cia hé thi gide bfing cich lam giam
dap Ung cta vong mac vai xung anh sédng chéi, Trong eac trudmg hop bi kich thich (vi dy
thay déi nhanh chéng d sang), viée Ivabradine tre ché mt phiin dong Ih khién cho bénh
nhin ¢6 thé gip hién twong choi sang. Hién tugng choi sang (phosphene) duoe md ta la
téing choi sang tam thoi & mgt ving nhét dinh ctia thi trudng,
Tinh chét dioc lue hoe chi yéu ctia Ivabradine & ngudi la giam nhlp tim dde hi¢u phy
thuje vao liéu lugng. Phan tich giam nhjp tim voi lidu t6i 20 mg mdi lan va udng 2 1an
trong ngay da chi rd co khuynh hudng dat téi tac (Iung binh nguyén ciing v(n gidm nguy
co nhip tim chdm nghiém trong dudi 40 nhjp mdi phat. Véi lidu ki mytn cio théng
thudmg, nhip tim gidam khoang 10 lin mat phat lie n[jln va trong lte Tuyén tdp. Pidu nay
lam gidm ganh ndng khi tim hoat dr’ing, va gidm nhu chu oxy cho co tim.
Ivabradine khéng anh huéng 16i din truyén trong tim, 161 co bop tim (khong ¢6 tic (Iung
tie ché sur co soi co tim) hodie sy tdi cue cia tim thit,
Trong cac nghién ctru dién sinh 1y 1im sang, Ivabradine khéng cé tac dung trén thoi gian
din lruyén nhi — thit, khong lam bién déi doan QT trén dién tam do.
V&i bénh nhén ¢6 16 loan chire niing tim thit trai (phén sufll tng mau clia lllfil trai &
trong khoiing 30% va 45%), Ivabradine khong ¢6 tic hai nio dbi véi phén sudt tdng mau,
Higu lyc chong dau (hit ngye va Llwng, thi¢u mau cye bo ciia Medfari 5, Medlari 7.5
duoe nghién et trong S thir nghiém mu kép chon ngéu nhién (3 so véi gia duoe, 1 so
vi atenolol, 1 so voi amlodipin). Nhitng thir nghiém nay bao gdm tong cong 4111 bénh
nhén ¢6 dau thit ngue man tinh én dinh, trong srf) ndy ¢6 2617 ngudi udng Ivabradine,
Ivabradine véi liéu 1115i [dn 5 mg, mdi ngay 2 1dn, ¢6 hiéu lye trén cac thong s6 lam giing
strc trong vong 3-4 tudn diéu tri. Hiéu hrc dugce xac dinh voi liéu mdi lin 7,5 mg, ngay 2
ldn. Dac biét, lgi ich ting thém véi lidu trén 5 mg, mdi ngdy hai lin, duoc xdc dinh qua
nghién ctu quy chiéu €6 kiém sodl, so sanh vdi atenolol: tong thoi gian ging site vao
cudi lidu ting khoang 1 phut sau mot thang diéu tri vai lidu méi lin 5 mg, ngay 2 lin va
duoe cai thién thém khoang 25 gidy sau khi diéu tri thém 3 thang véi lidu ting 1én méi
lan 7,5 mg, ngay 2 lan. Trong nghién ctru ndy, céac loi ich Lh(‘)ng dau thiit ngye va thiéu
méu cuc bo cua Ivabradine duge xéc dinh trén bénh nhin 65 l'um Hiéu lhre clia Ileu Smg
va 7,5 mg moi ngay 2 lan la nhit quan qua cdc nghién ciu vé cic lhnng sO ging sirc
(16ng thoi gian ging stre, thoi gian xudt hién con dau llml ngue, thoi gian lam giam duge
| mm doan ST) va két hop véi giam khoang 70% tén s6 cdc con dau thit ngyue. Ché do
ubng Ivabradine 2 lin mdi ngay da cho hi¢u lye khdng thay doi trong 24 gid.
Trong mot thi nghi¢m ngm nhién, so sénh véi gia duge trén 889 bénh nhin cho thiy
Ivabradine khi phm hop véi Atenolol 50mg/ngdy cho thay mang lai hi¢u qua cnn;:, thém
trén il ca cac chi s6 cuia gfing stre ngay ca ¢ thai diém hiéu lye cia thude 1a thap nhét
(12 gidr sau khi uong).
T orig mot nghién ciru (rén 725 bénh nhdn, chon njﬁu nhién va so sanh véi gia duge,
thdy lvabradine Ulunb ¢6 hiéu lue ¢dng thém khi phdi hop v6i amlodipine vao cubi lidu
(12 gidr sau khi udng thude), nhung c6 hiéu luc & mire dinh liu (3-4 gior sau khi ubng).
Higu lyc cia Ivabradine duoce duy tri trong sudt thoi gian didu tri 3 hodic 4 thang trong
cde thir nghiém v& hiéu lye. Khdng co ching et vé dung nap duoc 1y hoc (mat hiéu lyc)
xdy ra trong qud trinh dleu tri hofic hign twgng ddi nguge sau khi ngimg thude dét ngot..
Téce dung chdng dau thét ngye va thiéu mau cyc bd coa Ivabradine di kém vi tie dyng
gidm nhip tim phy thude lidu lrgng va g gmm 1% 1ét vé tich s tin sb huye{ ap (tan sb tim x
huyel ap tam thu)-khi nghi ngoi va khi gang sire. Tac dyng chia thube ndy trén huyét ap
v sy dé khdng mach ngoai bién hiu nhw khong thdly va khong co ¥ nghia l[am sang.
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Sir gidm tin s6 tim kéo dai da duoc chimg minh véi bénh nhéin ding Ivabradine trong it

nhét 1 ndm (n=713). Khong nhén thiy thude niy ¢6 anh hudng 16i chuyén hoa glucose
val lipid.

- Hi¢u lyc cua Iwnbl.ldlne Lhong dau thit ngue va lhlcu mau cyuc bd cling duge xde dinh
lten bénh nhan tiéu duong (n=457) véi cde théng sd an todn tuong ty khi so sanh voi diin

56 chung.

DAC TINH D U'O'L‘ DONG HQC
Trong di¢u kign sinh Iy Ive ibradine duge phong thich nhanh khoi vién nén va tan manh trong

nrée (>10 mg/ml), Ivabradine 1a déng phén ddi hinh S khong ¢o chuyén dang sinh hoc qua
chimg minh in vivo, Chilt chuyén héa N-khir methyl ctia lvnbrﬂdme duoce xdc dinh 1a chiit ¢o
hogt tinh chu yéu trén ngudi,
H(.'p thu va sinhi khda a':mg Ivabradine hiip thu nhanh va hau nhu Iman toan sau khi udng voi
nong do dinh trong huyét twong dat sau khoang 1 gior néu uon;;, thudc khi déi. Sinh kha dung
tuyét ddi ctia vién nén bao phim 13 khcﬁanb 40% do'vong chuyén hoa dau tién tai rudt va gan.
Thire an lam r.ham hap thu khodng [ gidy, 1dm (ing ndng du thude Imng, mml 1én 20-30%,
Khuyén cdo udng thude trong biva éin nhim lam giam thay ddi trong ca thé vé nong do thube
frong | mdu.
Phén bo: Ivabradine giin khoang 70% vio protein huyét twong va thé tich phin bé trong trang
théi &n dinh gin 100 lit & bénh nhén. Nong do dinh trong huyét twong sau khi udng lau dai
liéu khuyén cdo (mdi lan 5 ml, ngdy 2 lin) 1a 22 nanogam/ml (CV=29%). Ndng dd trung binh
trong huyét twong & 10 nanogam/ml & trang thai én dinh (CV=3 8%).
Chuyén dang sinh hoe: Ivabradine duge chuyén héa mgnh qua gan va rudt, bing céch oxy
hoa qua duy nhét cytochrome P450 3A4 (CYP3A4). Chit chuyén héa chinh ¢6 hoat tinh 1a
dén \ual N-khir Methyl véi nong dé thude trong mau khodng 40% ciia hoat chét Ivabradine
ban diu. Ivabradine co i lyc yéu voi CYP3A4, khong e ché hode gdy cdm (g 6 16t
CYP3A4, vi vay khéng chic co lam thay ddi n,huycn hoa hotic cdc ndng do trong huy€t trong
clia cde co chit ciia CYP3A4, Nguge lai cdc chilt tic ché manh CYP3A4 va cic chat giy cam
tng manh CYP3A4 lai ¢6 thé tic dong 19 ¢l (6i cdc ndng dd cua Ivabradine trong huyét
trong.
Thai frir: Ivabradine dao thai véi thoi gian ban thai chinh 1a 2 gid (70-75% dién tich dudi
duong cong) trong huyct trong, con thoi gian ban thai cé hiéu lue 1a 11 gid. D9 thanh loe
tong quét 1a khoang 400ml/phit va do thanh loe qua thiin khoang 70 ml/phit. Ddo thai cta
céc chéit chuyén hoa qua phin va nude tiéu v6i luong twong duong nhau. Khodang 4% lidu
udng duge thai nguyén ven qua nude tiéu.
Tuyén tinh/khong tuyén tinh: Pong hoc cia Ivabradine 12 tuyén tinh voi liéu ubng 0,5-24 mg.
Nhitng doi tirong ddc biét:

e Voi ngudi cao tudi: Khdng co khae biét vé duge dong hoe (dién tich dudi dudng cong

Vil néng, d dinh) khi so sdnh gitra bénh nhan cao tudi (> 65 tudi) hodic rit cao tudi (>
75 tudi) v6i din s6 chung.

o Siy thin: Anh hudng ctia suy thin (dd thanh loc creatinin = 15-60 ml/phit) (6i dong
hoc ctia Ivabradine 1a tdi thiéu, pht hup véi viée do thanh loc & ciu thin tham gia it
(khodng 20%) t&i s ddo thai toan thé cta ca Ivabradine va ché Lhuyen héa chinh
S18992,

e Suy gan: VGi bénh nhan suy gan nhe (dd Child - Pugh t&i 7), dign tich dudi duomg
cong cta Ivabradine va ctia chat chuyén hoa chinh ¢é hoat tinh cao hon khodng 20%

" 80 véi ngudi ¢d chiré ning gan binh thudng.

e Khéng ¢6 dit ligu cho bénh nhén suy gan ning.

o  Di licu khéng di manh dé két ludn cho bénh nhan suy gan vira.
L.ién quan giira dwoc dong hoc/duge Iyc hoc (PK/PD)
Phan tich ve sy lién quan duge déng hoc/duge lye hoe cho llmy tan sb tim gidm 5111 nhu
tuyén tinh khi ‘mng cac nong do Ivabradine va S18982 trong I1uyel twong cho 6i liéu mdi lin
15-20 mg, mdi ngay 2 lan, Véi Ileu cao hon thi sy giam tan s6 tim s& khong con ty 1 thugin
vai nonb do lvabradine trong huyet twong va ¢ khuynh huéng dat binh nguyén, néng do
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wde trong mau cao cua lvabradine co !.ht gip khi phdi hop Ivabradine voi nhitng chit tic

ché manh CYP3A4 ¢6 thé kéo theo giam tin s6 tim qué mire, trong khi nguy co do sé giam di
khi phdi hop véi chét (e ché vira phai CYP3A4.

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

DILU KIEN BAO QUAN
Bao quan dudi 30°C,

HAN DUNG
3 nim

TIEU CHUAN CHAT LUQNG:
Nha sdn xuit

SAN XUAT TAI TAY BAN NHA BOI

Laboratorios Normon S.A
Ronda de Valdecarrizo, 6, 28760 Tres Cantos, (Madrid) - Spain.




