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TO HUONG DAN SUDUNG THUOC

TEN THUOC

"* PROCORALAN 5mg
** PROCORALAN 7,5mg

Thude niy chi ding theo dom thude

Pé xa tim tay tré em : {:r .’
Poe k¢ hwing dédn s dung trode khi ding f '

THANH PHAN CONG THUTC

Thinh phin duoe chat:

Procoralan Smg: mgt vién nén bao phim chira Smg ivabradin (tuong (g 3,390 mg ivabradin
hvdrochlorid).

Procoralan 7.5mg: mdl vién nén bao phim chira 7.3mg ivabradin {twomg dng 8,083 mg
ivabradin hvdeechlorid},

Thinh phin t4 duge:
- Ldi vién nén; lactose monohydrat, magnes: stearat (E470 B, tinh bt npd, maltodextrin,
silica khan dang keo (E5511%,
- Bao phim: hypromellose (E464), titan disovd (E171), macrogol 6000, glveerol (E422),
magnesi stearat (E470 B), sit axyd miu vang (E172), st oxyd do (£172).

DANG BAO CHE

Vién nén bao phim

Vién nén Procoralan Smy cd mbu hing, bao phim, hinh thudn, ¢d khia & 2 mdt, mdt méit khiic 56
“57, mil kia o biéy tugng = : P

Vien nén Procoralan 7,5mg ¢é mdu hong, bao phim, hinh tam gide, mgt mat khac 56 77,57, mit
kia co bicu tugng =5

CHI DINH

Diéu trj triéu chimg dau that ngLre an dinh man 1inh

Ivabradin duge chi dinh ¢ dicu tri trigu chimg dau thit ngye 6n dinh min tinh ddi vdi bénh nhdn
triromyg thanh bi bénh ddng mach vanh ¢6 nhijp xoang binh thuimg va co tan s tim = 70
nhjpphit. Ivabradin duge chi dinh:

& maurii lom khiong dung nap hofic ca :hrlzunf_'_ chi dinh véi thude chen béa
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- hoac ket horp wivi thude chen béta o cdc bénh nhin chua duee kiem sodit diy di v lieu Lo Ly
thude chen béta

Bidu tri guy tim man tinh

lvabradin duge chi dinh wrong diéu tri suy tim man tinh tr mie dg NYHA 11 dén [V cé rai logn
chire nfing tém thu, & nhimg bénh nhin of nhip xoang va cb tin si tim = 75 nhip/phit, kit hop
visi digu trj chuidn bao gﬁln thudse chen hiéta hode khi thude chen hén 1a rhftn_g chi dinh hogc
khing dung nap.

LIEU LUONG VA CACH DUNG
iy lirivme

Co sfin cde vidn nén bao phim durdi hii dang ham legng 5 myg va 7.5 mg ivabradin cho eac lidy
khac mhun,

Bdicu trf tricn chemg dan thidt R aarr dlinly madn tink

Vige khai trj hodc chinh licu dicu tri duge khuveén cao dién ra khi tién hanh do nhicu lin tin 5-:3 T
tim ciing nhwr kidm sodt dién tAm dd hodic thee doi neogi tri 24 el L e

i

Ligu ivabradin khi diun khong nén vugr qui Smg hai Bn mdi ngdy o bénh nhin dudi 75 wii,
Sau ba dén ban tuan digu tri, néu bénh nhén van con riéu chimg, néu lidy khai diu duoe dung
nap 101 vi néu nhip tim 1oe nghi teén 60 nhip/phit, ein t@ng e iép theo & benh nhin ding Lidy
2 Smg hai kin mdi ngdy hode Smg hai lin mai ngay. Lidu duy tri khéng nén virgt qua 7,5mg hai
ldn méi ngay

Mew khing ¢d s cai thign trigu chimg dau thit ngyre trong vong 3 thang sau khi khai tri, edn
nEurng vige didu i I:lﬁng_ ivathradin.

Thém vao div. vidge dimg didu tri edn duoe cin nhie née chi ¢d diap fmyg tridu chimg hyn che va
khi khiong ed sy giam dang k& trén lam sing vé tin so tim I nghi trong véng ba thing

New, tromg gud rinh didu 1, Bin s tim giam li€én tuc xuﬁng dirdn 30 nhypophar 1ae nghi hodc
bénh nhin ob che trigu chimg lién guan dén nhip tim ¢hdm nhir chong mét met moi hode to
huyer dp, ligu diéu rj can duge gigm sudng, oo thé 14 2,5 mg hai lan m3i ngay (mit nirg vién 3
mg hai ldn moi nghy) Sau khi gidm liéu, ¢in theo di tin s6 tim, Cin ngimg dicu tri néu tan sé
tirn dhuy tri & mire dudd 30 nhip/phit hode triéu chimg eua nhip tim cham van Iiép dien ngay cd
khi giam fidu,

X g sav Hive mager FER
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Vige didu tri chi dwee bit ddu trén nhima bénh ahdn suy tim on dinh. Chc bic sT digu tr duge
khuvén cio nén ¢ kinh nghi¢m trong viée diéu tri suy tim man tinh.

Lidu khéi tri thing thidmg duge I-;hu}'én cda ¢0a ivabradin 13 5 mg hai lin méi ngay, Sau hai
tudn dicu trj, licu diing ci the tang lén 7.5 mg hai lin moi ngay neu t@n g tim e nzhi lién e
trén 60 nhip/phit hode gidm xuong 2.5 mg hai 180 mdi ngay (mot niea vién 3 me hat lan moi
ngdy}h neu tan so tim e nghi lién e dwdi S0 nhip/phit hodc rong rwdng hop eb cac rigu
chirng li#n quan dén nhip tim chdm nhur chong mit, mét moi hode tyt huyét ap. MNew tan s0 tim a, Y

itk khoana 50 va 60 nhip/phit, duy tri liéy dane 5 me hai lan mdi ngay, Alle
g g Ipp ¥ g5 mg iy A LAl

/
Néu trong qud trinh didu tei. tin 50 tim le nghi gidm 1ién e xudng dudi 50 nhip/phit hode bénh
nhin ¢é cfc trigw chimg lién quan dén nhip tim cham, liéu ding cin duge giam xudng lieu thap
hom & nhitng bénh nhin dang s dung 7.5 mg hai kan moi ngay hogc 5 myg hai lin mdi nedv. Néw
nhip tim tang én dinh trén 60 nhip/ phit lic nghi, nhimg bénh nhin dang sit dung lieu 2.5mg
hode Sme hai lin mdi ngay oo thé duge chinh téd mise liku cao hon.

Phai ngumg didu td trong trudmg hop 180 56 tim duy tri dudi mire 50 nhip/phit hode cée trigu
chime nhjp tim chim van ton tai,

Di treme dic bigt

RN oo fi
O cde bénh nhin tr 75 wod trd 180, nén edn nhae sir dyng lidu thip hon (2,5 mg hai lan mdi ngdy
vi dy nira vién 5 mg hai 1in mdi ngay) o khi tang litu néu cin thict,

Bénk rhan suy than

Khong véu edu higu chinh lidu & cac hénh nhin suy thin va b d§ thanh thai ereatinine trén
| Aml/phn.

Hién chira eé dir ligu & cic bénh nhin b dé thanh thédi creatinineg dudi 15 ml‘phit. Ivabradin do
dt nén duoe sir dung thiin trpng o nhimg bénh nhin nay.

Bénh whein suy pan

khing véu ciw hiGu chinh liéu @ cac bénh nhin auy gan mie dé nhe, Neén thiin trong khi sir dung
ivabradin cho cde bénh nhin suy gan mirc 4 trung binh. Ching chi dinh sir dung ivabradin che
cde benh nhin suv gan nang, do chua duge nghién elu trén ddi tugng bénh nhin nay va oo du
ligu Vi sy gia Hing manh nf}ng dé.

Tré-em

Higu qua va an toan cua ivabradin trong didy Iri suy tim mén tinh & tré em dudi 18 wdi chia
durge thist lip,

Cae dir ligu hign ¢d duge md ta trong mue Duoe lue hoe v Duge ddng hoe, tuy nhién hign viin
chura dira ra duge khuyen céo ndo vé ché i iéu lugng.
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Cach dang
Can diing dudmyg uong. hai lin mdi ngay. nghia 1a md vién vlo budi sing va mét vién vao budi
16i trong hiva An,

CHONG CHI DINH

- Min cam vii hoat chit hode bat cir ta duoc néo coa thuos,

- Tan 5o tim lc nght dudi 70 nhip/phot trde khi ditu tri.

- Sie tim

- Nhii mau co tim cdp

- Fia huvét dp nghigm trpngz (<9050 mmHg)

- Buy gan ning

- R&i logn chire niing nit xoang

- Blogk xoang nhi

- Suy tim cdp hoe khing on dinh

- Fhy thude miy 1go nhip tim (tan sib tim phy thude hodn togn vao may tao nhip)

- Brau that ngwre khing on dinh
HIucL nhi lhan a6 3

- Phai hom i thude (¢ ché mgnh cytochrome P450 3A4 nhu che thube khin g nam nhdom
wrole (ketoconazole, itraconezole), thude khang sinh macrolid (clarithromyein, LF:r'thFI.'I'I'I'I}-'CII'I
duromg wiing, Josamyein, telithromycin, lI':uEH:: tr¢ ché protease HIV (nelfinavir, ritonavin) va
nefazodone

- Phoi hgp v verapamil hode diltiazem i nhimg thude e ché trung binh CYP3A4 vied die
tinh Bam gidm nhip tim

- Mang thai. cho con bi v phy nit co kha ndng ca thai khéng sir dung cac bién phip tranh l'h;-u

l|1u:h hop,
:'___..--""f

THAN TRONG BAC BIET VA CANH BAO KHI SUDUNG
LCanh bdo dic hiét

Thiew loi ich ve két gt I '.'u.uJ, trén bndy mbdn dieer thar ngee da dtek mdn FvriT e drige cinrng
Iv Hhrau}u:: chi duge ¢hi dinh didu tri trigw chimg cho bénh nhin dou |h.ﬁ1 nare an dinh min tinh
do thude nay khéng dem i lai ich tic déng trén tim mgch (v dy nhdi mau co tim hode ti vomg
do tim mach),

£ mivjp fim

Do nhip tim oo thé deo déng ddng ké theo thin gian, can cin nhic Lién hanh do fhip tim, kiém
sodtl dign tim dd hofie theo doi ngoai trl 24 mio khi vde dinh tin s6 tim e nghi truie khi kit dau
didu i hilrl-:-_ ivabradin v khi cfin ﬂh—iL diéu chinh Lidu & hénh nh.m 'il”I:- 1.1||.u 1] h;jnn ivabradin,
Vige kiém sodl nhur vay ciing cd the ap dyng cho bénh nhén ¢ tin s6 tim Tlmp dic bigt khi nhip
tm gigm dudi 30 nhip/phot, hodc sau Khi giam ligu.

Rl Lavaant lfefp tive

Ivabradin khéng higu qua trong viee dicu 1) hode phisng neira roi loan nhip tim va co the khéng

cd e dung trong truomg hop loan nhip phanh (vi du ohip tim nhanh thit hoae wen than.
Trang 4/ 18



//trungtamthuoc.com/

https

Ivabradin do do khang duge khuyén cdo & cic bénh nhéin rung nhi hodic loan nhip tim khac gay
céin trd chiFe ndng nt xoang.

(} bénh nhin diéu tri bing ivabradin o sy ting nguy oo tién trién rung nhi. Rung nhi pho bien
hon & bénh nhin sir dung dong thii amiodaron hode thude chémg logn nhjp manh nhom 1. Cac
bénh nhn didu i vai ivabradin duge khuven cdo thudmg xuyén theo dai ldm shng s xudt hign

ctia rung nhi {duy tri hoge kich phit), trong 86 nén bao gom theo dai dign tam 48 néu ea chi dinh

lim sing (vi dy trong truimg hop dau that ngyre tram trong hon, danh tedng ngwe, mach I:ﬁl”-,-'
thwemg ). AL

f e

Bénh nhin can dwge thong bie vé cde diu hidu va riéu chimg cla rung nhT vi duge khuvén cio

lidn hé v bde si cda ho néu tridu chimg nay xdy ra.

'} i B | N " L i L a X i e - o gy
MNéu tinh trang rung nhi tién trién trong qud trinh didu tr), cin cén nhic can than su cin bing gilra
s 5 9 o wl ] - = - .
liri ich v nguy co coa vige tiep tue dicu tri bang ivabradin.

Bénh nhin suy tim man tinh ¢ khiém khuvét vé din truvén tim thin (block nhanh trdi, block
nhanh phai} v rdi loan dbng bd tm thit nén duee theo di chit che.

Sur dyng o cee bénh nhdn hlock i thit i 2
Ivabradin khing diree khuvén cao che cic bénh nhin block nhi thit d 2.

S dung o ede bénh nhdn co ton s6 tine thdp
Ivabradin khéng dige khéi tri & che binh nhin cd tin s0 tim lie nghi terde khi digu trj thap hon
10 nhjp/phut.

Néu trong qué trinh diéu tr, thn st tim Wi nghi giam lign tye dudi S0 nhip/phit hode bénh nhin
ci cdc 1r|+;L| chimg lién quan dén nhip tim chim nlur Lhu:!b midl. mdl mdi hode ha |1|.I_':|"E[ ap, liu
didu tri cin phai gidm xudng hofie ngung didu trf néw tin s6 tim dudi 50 nhip/phit hofe cie tridu
chimg cia nhip 1im cham van ton tai.

Phi hap v thuee chen kénh calci

Sir dyng déng thad ivabradin véi thubc lam gidm tin sb tim thude nhém thubc chgn kénh calci
shr verapamil hode diltiazem 14 chong chi dinh, Chua cé vin dé lign quan dén an 10dn duge ghi
nhén khi phivi hop ivabradin vii nitrate hode thude chen kénh calel nham r:lih}dmrrg.-ridin-: nhu
amlodipine. Hiéu qua hi¢p dmng :,:_mg cia pvebradin khi pI'HfH hip wii thude chen kénh calci
nhom dihvdropyridine chua duogc thit Iap.

Sy tim mgn tinh

Bénh suy tim can phal @ gial doan on dinh trge khi can nhac difu tri véi ivabradin, lvabradin
nén dugre sur dung than trong & cde bénh nhan suy tim NYHA d§ IV do dir hgu con gidi han trén
nhirng déi tgmg nay.

Trang 5/ 18
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khdnge I-Lllu_kén cao s dung ivabradin ngay sau khi ddt quy do ¢hua oo dit ligu che nhimg trudmg
hiop oy

Cinee ndng thi giae

Ivabradin dnh hndmg dién chire ning vang mac. Khang 6 I::im,t__l chirng vé dic tinh coa ivabradin
rén wing mac khi diéu tri dai han..Vige ngung dicu tr cin duge xem xét néu xay ra bat kv sie
suy giam chire néing thi gide ndo. Can thin trong & nhimg béah nhin viém sic 1o vong mac,

Thin trong khi st dung

Bénh mhiin huvet dp thap

D lidu hién cd & mic gidi han trén nhing bénh nhin huyét dp thip tir nhe dén trung binh, do dé
ivabradin ean duge sir dyng thin trgng trén nhimg bénh nhin nay. Chong chi dinh ding
ivabradin & nhitng bénh nhin ha huiyét dp mire do ning (huyet dp < S030 mmg).

Rung mhi — Loan nhip tim
Khing ci bing chimg ve nguy e cua nhip xoang chim (qua mirc) khi b diu sy khir dung duge
1§ & nhimg bénh nhin dang didu trj v ivabradin, Tuy nhign, do thidu che dir lidu ma ring, vide

khir dung khéing cip i nén duge cin nhie 24 gio sau lidu cudi cing cia ivabradin, iy
. ; T
K g ex by nhn ea hai chemg O ham xinh hode dide tei van thuae kéo dai Khoang OF o
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MNén tranh sir dung ivabradin & cie bénh nhin ¢ hidi chime QT bam sinh hodc dupe digu Ly v
thude kéo dii khoang QT. Néu phoi hgp nay I cin thiét, cin theo d6i chit ch® tinh trang tim
mach.

Giam nhijp tim, do ivabeadin, o6 the 1m eam trong thém sy kéo dal khoang QT, b the din dén
loan nhip nghiém trong. dde biét 1 xedint dhink,

Bénh nhin tng huvét dp edn phat thay d6i didw iri vé Innvés gp

Irong thir nghiém SHIFT, nhiéu bénh nhén co con ting huyét dp khi diéw trj véi ivabradin hen
(7.1 %&) khi so sanh v bénh nhin diéu tri vdi gid dige (6.1%). Nhitng giai doan nay chi véu
xay ra thodng qua trong thai gian ngin ngay sau khi thay 860 dicu trj huvét ap, va khong énh
hurdng dén hiéu qua di¢u 11 coa ivahradin, Khi thay din diéu tri trén nhirmg bénh nhin suy tm
man tinh duge dicu tri vii ivabrading, nén theo doi huvél ap trong khoang thed gian thich hop.

Ta dirgee

Doy vién neén oo chirn lactose, cde bénh nhin ¢o van dé di Im:.{'*n hic¢m gip Vi khong dung nap
galactose, thidu hut Lapp lactase hode kém hap thu glucose-gelactose khéng nén sir dyng san
pham ndy.

€O THAI VA CHO CON BU

Trang &6/ 18
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Phu nircd kha ndng co thai _
Phy nif ¢6 kha ndng c6 thai cin st dung bign phap tranh thai thich hop trong suét qua trinh diéu

tri.

Phu nir mang thai
Khing ef dir lidu hode dir Hiéu hidn ed con gidi han trong vige st dyng ivabradin & phy n@ mang
Lhai.

Céc nghién ciru teén ding vat 44 cho thiy doe tinh trén sinh sin, Nhimg nghién ciu niy di chi ra
hiu qua giy nhiém .;In;n; thai nhi va quai thai. Nhitng nguy co nay trén ngwdi chiea duge bi -rJ::n

Do d6, ivabradin 14 chéng chi dink trong théd gian mang thai. l| l.f.f-*

Phu nir cho con bil

Chc nghién ciru trén dimg viit 83 cho thiy ivabeadin duge bai tiét qua stia mg. Do dd, ivabradin i
r_-hﬁng chi dinh trong thdi gian cho con b

Phy nit can dicu trj vii ivabradin nén dimg che con bi. vi chpn phuong phép én khac cho con.

Ea: ngh:-:n ciru trén chudt cho thiy khing od anh huing trén kha ning sinh sdn & gidng dye vi
gitng céi.

ANH HUONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Mot nghién clu thuc hign tén nguoi tinh nguyén khoe manh nhiim dénh gid dnh hudmg cia
ivabradin trén kha ndng 18i xe cha thiy khdng o6 thay dbi ndo duge ghi nhin. Tuy nhign, cée
trirémg hop &nh hudng dén kha ning lii xe |:|r_| cic tac dung trén thi giac di dige I:ﬁu €io trong
khi luu hanh. lvabradin e thé tam thiri gdy ra hidn tegng mit chai sang. Kha ning xudt hién hién
Lircmig miin chii séng nén duge luu ¥ trong trudmg hop 148 xe va win hinh may moe ma coimg do
anh sénh thay d6i ddt ngdt, dic bigt ldi xe vao ban dém.

Ivabradin khéng énh hutmg én khi nidng vin hinh may moc.

TUONG TAC CUA THUOC VO CAC THUOC KHAC VA CAC DANG TUONG TAC
KHAC

Twong tae dwge lyg hoo
Sir dre domg thai khdng degre khievén cdo
Ciic thudc kéo dii khoang QT

- Cac thude tim mach lam kéo dai khodng QT {vi dy quinidine, disopyramide, bepridil, sotalol,
ihutilide, amindarone).

- Cac thudc khéng thude nham tim mach lm kéo &3 khodng QT (vi du pimozide, ziprasidone,
serlindole, mefloquine, halofantrine. pentamidine, cisapride, erythromycin ding dudmyg finh

mach ),
Tramg ¥ /18
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Nén tninh st dung :EIE"mL_' thisi ede thude tim mach va thude khong thuge nhom tim mach lam kéo
dai khoang Q1 vai ivabradin do sy kéo dai khoang QT ca thé trim trong hon do giam thr s tim.
Néw sy phoi hop nay L cin thién, cin theo doi chit ché chire nang tim,

Sir g doiry thvrt yére com thdn o

Thude lgi ticu am giam kali (thuoc loi ticu thiazide va thude loi tidu quai): ha kali méu o6 thé
lam ting nguy oo ¢l logn nhjp tim. Do ivabradin cd thé giy chiim nhip tim, kit quid Ccia s phﬁ-i
hirp ha kali mdu va gidm nhip tim ld mds véu to neén khoi phat rdi loan nhip tim nghiém trong.
dic bigt & cac bénh nhan oo hdi chimg QT kéo dai bam sinh hay do ding thude.

Tiromyit the duoe done hod

Cytoehrome PA30 3A4 (CYP3AL)

Ivabradin dugie chuyén hda chi bii CYPIAS vi nd 13 mar chir ire ché it véu cua evtochrom nay.
Ivabradin duge chirng minh la khing anh budng dén sur chuyén hdia i |11"|ng diy trong hu:'.{.“t
IrOmE €l cag chil nén CYP3A4L khic [Cac chit (e ché nhe, vira vii manh). Cac chit e ché v
che chiil gy cdm g CYP3IA4 wrong the v ivabradin vd énh hirdmg den sir 1:|11|_',.'er hia va
durge dong hoco cua ivabradin mit edch dang ke wén lam sang. Cae nghién eilu vé tomg 1dc
thude-thude d3 che thiy cic chit ire ché CYP3IA4 lam thng ndng 46 ivabradin trong byt twong,
trong khi cae chiin ey cam tng ldm gidm nt’ing di nfvy. Tang n[-':ng dd cua ivabradin trong huyf:l. __

= £ i 1 2 » i 4 Fad
twong ¢a the lign quan dén nguy cor cham nhip tim gua mie Pl

St el deing thai la chong ehi dinh ..-/‘f/

Phi hop vl cic chit ire ché manh CYP3A4 nhr thuie khang niam nhom azole (ketoconazole,
itraconazole).  thude khing sinh macrolide (clarithromvein, ervihromycin duing uf}n_l._,'_,
josamyein, telithromycin), cic chat irc ché HIV protease (nelfinavir, ritonavir) va nefazodone fa
ching chi dinh, Cdc chit (e ché manh CYP3A4 nhir ketocanazale {200 mg mdn lin mii npdy) v
= § ek ] L 3 an i - [ 4 a I 1
Josamycin (1 g hai lén moi ngay) lam ting nong dé ivebradin trong huyet tuemg lén 7 dén 8 lan

Cac chat e ché trung binh CYP3A4: cée nghién cirn ddc higu ve twong tic thude tien hanh trén
ngert tinh nguyén khoe manh va bénh nhin 43 chimg minh su phii hop ivabredin vai cic thude
lam giam tan so tim diltiazem hodc verapamil dan dea ket qua lam ting nong dé ivabradin (ng
2 dén 3 1an dign tich dudd duong cong (AUC)) va lam giam tin so tim thém 5 nhijp/phin, Vide su
dung dong thoi ivabradin vii nhitng thude nivy L ching chi dinh.

S clumgr dong thed Ehdng duoe kineén cdio

Mroe ép burdi chum: n[":nng da ivabradin ting 2 lan khi sir dung einyg vii nuree ep baai cham. Do
dé nén tednh sir dung nude ép budi chim trong qud teinh didu 1] vai ivabradin

S dunge qire:hug_f therd vé cam thin trgne
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- Cie chit irc ché trung binh CYP3A4: sir dung dong thoi ivabradin vor cac chit ire ché trung
hinh CYP3A4 khie (vi dy fluconazole) ed the duge cin nhic & liéu khai diu 2.5 mg hai lan
méi ngéy v niu tin 6 tim lae nghi trén 70 nhip/phit, véi sy gidm sat tin 56 tm.

. Cdic chit giy cam iémg CYP3IA4: Cic chit giy cdm (mg CYP3A4 (vi du rifampicin,
barhiturates, phenytoin, Hypericun perforatum St John's Wont] e6 thé 1am giam ndng i va
e 49 hoat dong cua ivabradin, Vige s dung df&ng thari cac chat gay cam tmg CYP3A4 ¢b
thé chn phai diéy chinh liéu cia ivabradin. Si dyng ddng thai ivabradin 10 mg hai lin mat
ngav v St John's Wort 84 cho thiy dign tich dudi dudmg cong (AUC) cia ivabradin giam
mot nira. St dyng StJehn's Wort nén durge gidi han trong khi diéu tr voi ivabradin. I,f',-"l,f .

LAY -
Nhitng phoi hop khae 4 /

Cac nghién eiru dFc hidu tén wromg téc thude-thude di chimg minh khing c6 anh lurémg dang ke
ndo trén ldm sing cua cde thute sau wén duge ddng hoe v duge lye hoe cia ivabradin: cic
thuoe trc ché bom proton (omeprazole, lansoprazole), sildenafil, cac chit ire ché HMG CoA
reductase (simvastatin), chc thude chen kénh calei nhém dihydropyridine {(amlodipine,
bacidipine), digoxin v& warfarin. Thém vao do, khong ¢o dnh hudmg [im sang dang ke ndo cta
ivabradin trén duge dong hoe eda simvastating, amlodipine, lacidipine, rén duge dong hoe va
duee lue hot cha digoxin, warfarin va trén duge lue hoc cla aspirin,

Trong ede thir nghiém lam sang pha 111 quan trgng nhimg thudc sau diy da dupe thudmg xuyén
phéi hop wdi ivabradin ma khang cd nghi ngal nao lign quan deén cde vin dé vE an todn! cic
thudc e ché men chuyén angiotensin, thube doi khing angiotensin 11, thude chen beta, thube loi
ticu, thude khing aldosterone, nitrate tac dyng nhanh vi vic dung kéo dii. che thudc e ché
enzvm khir HMG CoA, cae thube nhém fibeat, thude e ché hom proton, thube déi thio dudng
dang udng. sspirin v cdc thude chong ket tp tidu ciu khie,

Tre em
Ciae nghidn el vé trong tae thude cho dén nay chi duwge tién hinh & nguwdi teudmg thianh,
TAC DUNG KHONG MONG MUON

Tiéim 130 hd so an todn

Ivabradin dd dwee nghién ol trong cac thir nghiém lim sang vii gan 45,000 ngudd tham gia,

Tée dung kking mong mudn phi bign nhat vai ivabradin, hién tgmg chdi sing (phosphenes) va
chiim nhjp tim. phu thuge lige va lign quan dén tic dung duge 14 cia thute,

Bang liét ké cic tac dung bat loi
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NhiEng te dung bit lgh d& duge bao cao trong cic th nghiém lam sing va duge xép logi theo tin
sudt sau diye rit phi bidn (2100) phd bién (21/100 dén <1/10); khang phd bién (217/1,000 dén
<1100 hidm (21/10,000 & <1/1.000% it hidm (<1/10,000% chua dwge biet dén (khing thé

wrdre tinh v div Lidu hidn co).

Phin logi hé théng co guan

Tan suat

Téc dyng lign quan

Roi logn mau va hé bach|

4
huyet

Khiong pho bién

Tang bach ciu

Rai loan chuyén hoa va dinh Khing pho bicn

duimg

Rai loan hé than kinh

Rdi loan thy giac

Tang acid uric miu

" Phd bién

Bau daw thudng trong thang digu tr
dautien

Chong mat, ¢o the lién quan d8n chim
nhip tim

J-Lhﬁng, phi bién®

Ngdl, ed thé lién guan dén chim nhip
tim

—

Ko loan tai va mé cung

R loan tim

H.Elt t phix bien Hign wrgng chdi slng (phosphenes)
| Phé bién Wiy myde
Khong phis Bién® | Nhin déi =
| Suy pidm thi gise )
| Khiing phi bién har thane bing
i Mhdy bién Mhip tim cham == ,:”r
Block nhi that do 1 (ko dai khoang I’('_g-r (ER=d
trén dlen tim dd) Lo
| MWagogi tim thu thal =
Fung nhi J

Khong phis bién

Banh trdng ngue. ngoal tam thu trén
thit

| Rét hiém

Block nhi thit d6 2. block nhi thé ¢ dn 3

Hm Idgln chire ndng nii xoang

Roi loan mach

Pha I::ll:n

.'Fihnng. phl:r hi¢n*

Hu;.'i:t Ap khing duoe kidm soat
Hﬂ huyét p, cb thé lién guan dén nhip
tire chitm

R Inan hiv  hiip,
trun lh.:l.t

Rt loan hé tiéu hoa

B

Khing phit hidn

Rhit th

| Khdng phd bién

| Réi loan da va md duwdi da

Butn non

Khong phi hidn*

Taobon

| Tiéu chiy
Brau bung .
Pl mach

Fhat ban

Hizm*

Han di

YWitm da

Mol meé day
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Réi logn co xuong khap va| Khong phé bicn Chudt rit
mé lién ket
Réi logn chung v tgi vi tril thng phé bien* | Suy nhuge, ©6 thé lign quan den nhjp
dura thuoe Ltim chim
Mé&t mai, o thé [idn quan dén nhjp tim
| cham
' Higm* Chm gide bdt dn, cb thé lién quan dén
nhip tim chim
Thing sa khong phd bién | Tang creatinine mau |

Kéo dii khoang QT wén dién tim do |

* Tan sudt duwge Unh i cde nghién el ldm sang cho cae bien ¢b bat ol nhin duoe o cic ba?
L ,e

cdo LW nguyen

Midii 1é efic phin (me bai loi
Hién wgmg chdi sdng {phosphenes) da duge bao cdo bai 14,5% bénh nhin, duge md 1 nhr md

sy tang ewimg Ao sang thodng qua trong khu vue thim ahin han ché. Ching thiimg duge gy ra
béti sur thay 463 Gt ngit ve cwdme 9 anh sing. Phosphenes cd thé duge mb 1 nhu mt rﬂng hio
quang, si phan |y hinh dnh (hidu dng 16e sdng hodc van hoa), nh sang mau nre rd, hodc da hinh
anh (kée dai sy thn tai hinh &nh trén ving mac). Sy khai phat cia hign wong chéi sdng thuimg
trong vong hai thing 8o didu tr] sau 80 oo thé tai dién, Phosphenes thudmg dige bio céo |4 cb
cudmg di nhe dén trung hinh. Tal ca hign trgmg chii sing diu tr hét trong hofie sau digu trj,
trong dé de 56 {77.5%) tr hét trong qud trinh didu tr), It hon 1% si bénh nhin thay di thii quen
hing ngdy ¢ia ho hodic ngung didu tri lién quan dén hién tuang chii sing.

Nhip tim chdm 48 ducc bio cho bai 3,3% 50 bénh nhén, dae bigt Ia trong 2-3 thing ddu dicu tri.
{,5% bénh nhin co nhip tim ¢chim nhd hon hoje héng 40 njp/pht

Tromg nghién ciru SIGNIFY, hién tromg rung nhi 93 duoe quan st & 5.3% bénh nhdn s dyng
ivabradin so vidi 3,8% bénh nhin thude nhom chimg, Trong mit phin tich eép trén Gt el cde thi
nghiem lm sang mi d8i cb kiém soit Pha 1/ kéo dai it nhit 3 théng vdi su tham gis cia teén
40000 bénh nhan, ti i& méc chitng rung nhi 13 4.86% & bénh nhin didu 1 h'ﬁng ivabradin g0 visi
4,08% & nhom dii chime, treme (mg vai ti 1& nguy co a 1,26, 95% CLL15 - 1,39,

Bio cio phan (mg bl lgi nghi ngé

Bio cho cdc phin (mg bt lgi ¢d nghi ngo sau khi thude d3 duge cip phép 1a quan trong, Diéu
néy cho phép tidp tue theo dbi sy cin bing gitra lgi ich/nguy co cia thude, Chuyén gia y 1¢ duge
véu ciiu bio cao bit ol phan g bt i co nghi ngd nio qua hé thdng thing tin thude quéc gia,

QUA LIEU VA CACH XU TRI
Triéu chlrrlg
Oud Hew cé 1he din den nhip chim nghiém trong vi kéo dii

Trang 11 /18
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Cach s v :

Mhip chéam nghig¢m trong can dugc diéu 1ri trigu chimg t3i chuvén Khoa sau. rong tnemg hop
I!IhIF chiam kém theo kém dung ngp vé huvét dong, ¢ thé can cin nhic du::.l tri triéy chimg, bao
gom thude kich thich béta tiém tinh mach nhr |'-'.|::p|~:nﬂllnn.: N cdn, ¢d the wm thivi 3t may tae
nhjp.

PAC TINH DUGC LUC HOC _

Nhom duge 1¥ - dicu tri: Thude tim mach, cdc ché phim khac vé tim, m3 ATC: COIEB17.

Cor chié the ding

Ivabradin la chit lam |-_..iJI'I'1 chuyén bigt tin s6 tim, do tic ddng irc ché chon loc va dac hidu dong
Ipcua trung tam tao rlhlp- tim, ddng ion ndy kidm sodt sur khir cuc tam truromng ty phat & ndt xoang
vit didu hioa tin st tim, Tac dung trén tim cia thuisc 14 dac higu vii nit xoang ma Hu‘:nh ch anh
huimg 16 cdc thoi gian ddn truyeén trong nhi, nhi - thit, trong thit ciing nhu Lhnng co anh huong
Leri sur 18 e that hodc o s co co tim,

Ivabradin cling ¢d thé twong tic vai dong L, & viing mac mi rit gidng vai dong 1o tim. Dong 1y,
niy tham gia vho di phin giai am thai cia hé thi giae bing cach lam giam dap (mg cia ving
mac vai xung anh sang choi lpi. _

Treng cae truong hep duec kich thich (vi dus thay doi nhanh chong di sang) thi vige ivabradin
(re ché mdt phin démg I, l4m nén tang cho hign tugmg choi séng o6 thé gap & bénh rthén. Hién
twging choi sang (phosphenes) duge md th nhu sy tdng chdi sang tam théd & mat ving mnhit mnh
cun thy truomg,. i

[unlung durge lye hoe -'#’“h_

Tinh chit dirgee lire hoe chil véu um n-ui:lrad:r! & nguot la s giam tan 50 :||n1 |.‘_!.;‘1|;: h||;-u phu thuge
vio licy lugmg. Phin tich sy gigm tan s6 tim véi cde lidu o 20me mdi Bia va udng 2 lin trong
ngdy i chi v o) Khuynh hudng dat 16 tac dung binh nguyén cong vai giam nguy co nhip tim
chim nl.,hiém ITIIIFLb durdi 40 nhip mii phl’Jt
Ve lidu khu}-.n Clo T|1-L'II:|J__ thirimg, tin s timn fFam |-_h1.1£u'|1.I 10 mhip ma F'"" lue nghi va trong
loe luyén tdp. Digu ndy dn tai lam giam ganh nfing cho tim va giam nhu ciu oxygen cho co tim,
iwuhr'tdln khéing cd anh hurdmg i sy diin truyén trong tim, i sy co bop tim (khang ¢o te dyng
ire ché sir c0 sof oo tim) hodc 165 su i cue cha tém that:
- Trong cic nghién el dign sinh 1y lim sing, ivabradin khong ¢ téc dung trén thisi gian ddn
truwn (thi = 1.hﬂ1 |1-i:lﬂl;. trong thit hodc chinh sia doan QT trén |J||;r| tim do,
- Vi bénh nhin cd i logn chire ndng tam thit i (phiin XUAL 1ong M clia thét trdi gitra 30%
vi 45%6), thay ivabradin khong o dank hutma c6 hai ndo déi vii phiin suit téng mau,
Higu qua lm sang varﬂl} an toan . .
Higu qua chong dau that ngire va chong thidu méu cuc bd cha ivabradin duge nghién i trong 5
thir nghigm mi ddi, phin nhém ngdu nhién (3 so vai gia duge, | so vol atenalol, 1 so Vit
amiodipine]. Nhimg thir nghi¢m riy bao gom tong cong 4.111 bénh nhin co dau thil ngye on
dinh man tinh, trong L.-:‘l niy o 2 ﬁ]? R uong ivabrading
lvabradin vai lidy mm Iin Smg, mai ngay 2 I4n, ¢o hiéu lye trén cac 1|1-|J1'|* 50 lm test ging sirc
trong vong 3 - 4 tuan dicu Lri, |]I'I:'ll e ciling dUUL H'Ifl.l'.l_‘l:, dinh vai lice mod IEI:I"| T.5mg. nyay 2 3 i,
Dac bide loi ich 1ang thém v lide teén l‘erls.r M nga} 2 lan dirge xie dinh qua nghién el so
sanh vai thude tham chiéu (so sanh voi atenolol): 10ng thii gian Egmu sire vao cudi |idu tEng
khodng | phit sau mi l|1'l|'||= dicéu ir] vik lidu mai ldn Smg, ngay 2 lin va duroe ¢an :]'nc-n thém
khodng 25 gidy sau khi dicu tr thém 2 thang v lidu tang h:n mai lan T.3me ngay 2 kin. Trong
nghién ciru nay, cac g ich L|'|-I'H'I:L dau thit ngmwe vi clmng thigu méu ene b cua ivabradin duce
Trang 12 /18
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xic dinh trén I:nEnh nhdn = 65 W, Higu lye coa lidu 5 va 7 Srn; mbi neay 2 14n 14 nhat quan qua
cde nghién oiru vé cae thing 50 1est t__;lne i ['[E-I'IF_' thii gian gang sirc, thin gian cho dén khi dau
mgue budc Flm ngirng ging sie, thi gian cho dén khi xudt hién con dau thiit ngye, thod gian cho
dcn Lh| xuat hién doan ‘=':'J' chénh xudng 1mm}) v két hgp v giam khoang 70% tin st cde con
dau thit ngyc. Ché do uong ivabradin 2 1in mdi ngdy 44 cho higu lye khing thay déi trong 24
gidr,

Trong mt thir n.ghlu,rm ngau nhién, so sinh vii gia duge trén B8Y b-l,'rﬂh nhén cho thiy ivabradin
khi phai higp vai atenolol J{Img-'ng&:.- cho thay mang lai higu qua u'mg. thém trén tat m cdc chi st/
eda test ging sire npay ca o thii diém nong do coa thuﬁc 1 thip nhat (12 gitr sau khi uong), -
Trong mgt nghién ciru wén 725 bgnh nhin, chon ngiu nhién vi so sinh vi gia duge, thiy
wa’nmd:n I-:J1-;:ung ¢ h:n,-u bire cgng thém khi phii hop v:in amlﬂdlpme ]Dmg ngdy vio thi diém
ning dé cia lhuu-c. & mirc tltf:p nhéit (12 gity sau khi uung thude), I'I|'|I.I'I'ilk_7, et hidu lue chng thém
viio thii diém nnng diy cua thudc & mire cao nidt (3 - 4 giir sau khi unng'l

Trong mét nghién el ngfiu nhién, dai chimg viri gid duge trén 1277 bénh nhin, ivabradin cho
thiy higu qua |:|,|‘||:1.g= thém déang ké ed ¥ nghia th-frng ké trong vige dap u umg didu tri (dugre xdc dinh
| vige gidm it nhat 3 con day thiit ngye mdi tuin vi /hodc ding th gian xudt hign 5T chénh
xudng |mm it nhit 60 gidy trong test Lang ‘iLI:'l:] khi phoi hop v amlodipine 5rng.frtgd:. hodc
n|ff|J|p|n GITS 30mgngay vao thai diem nc:nnL dé cua thude & mir [I:mp nhat (12 gll.'r sau khi
udng ivabradin} trong 6 tudn diéu 1 (1y sb chénh=1, 3, 95%CI[1,0-1,7]; p=0,012). D{n wiri tiéu
chi phy trong test ":mg sirc, ivabradin khimg cho hidu qua cing thém viao thin dlcm nong di cia
thuie & mire thip nhit nh-unrr cho hidu qua cong thém & thivi diém ndng d6 coa thube & mire cao
nhit { 3-4 £hr sau khi uéing wal'.rrddmj

Higu lye cia ivabradin dirge duy Lri tmng sudt thr Eran dicu tri 3 hode 4 thiing trong cdc thu
nghidm vé hidu qua diéu tri. hhc:ng et bing chimg vé dung nap duge ¥ hoo (mat hu:l.l liro) Ky
ra frong gqud irlnh diéu iri hode hign tugmg dii nguge (rebound) sau khi ngimg thubc dit ngdt.
Téae dyng chnng dau thit ngue Vil L|'I.-L:I'Il[=_ thidu nmu cyc b eoa ivabradin di kém wii tac dung
giam nhip tim phu thube ligu lgmg vi gmm FG rét ve tich 58 tan 50 huyés dp I:[ﬁ.n 50 tim X huyet
dp tdm thu) khi nghi ngoi va khi ging sée. Tae dung cia thute niy trén huvét ap va trén su de
khing mach ngogi bién héu nhir khéng co vi khing c6 ¥ nghia lim sang.

Sy giam 1n so tim kéo dai di duge chimg minh vai bénh nhin ding ivabradin trong it nhit |
nam {n=T13}. Khing r1|1$|r1 thily th|.|-::|r: niy cd dnh hudng 15 chuyin hoa glucose v ]Ip-ld

Hiéu luc chnng dau thit ngue va chéng thidu mai cyc be cua ivabradin cling dugc Mn: dinh trén
bénh nhin tiéu dudmg (n = 457) vid cde thing sé an todn wrong tr khi so sanh vii din st chung,
Mot nghién ¢iru [dm, nghién et BEALUT IH 1L, di duge tién hinh trén 10.917 bénh nhan cé binh
déng mach vinh vi rdi legn chire ning that trai (LVEF < 4094), tn:-n nén trj lifu i L viri B6.9%
bénh nhin ding cac thude chen beta, Tidu chi dénh gid chinh tit hep cac !.'m:n cdi tir vong do
[|||'| mach, nhip vién vi nhoi rnﬁu co tim cap hodc nhip '-IE';H vi suy tim mai In"{L hofic suy tim
tien trién. Mghién ciru ndy cho thiy Khang cd sy khic bigt v& ty 1¢ cic bién cd chinh gitta nhém
dimg ivabeadin so vai nham chimg (nguy co weng doi ivabradin: placebo 1,00, p=0 *:-"ci‘-,'l

Trong phan nhdm chc bénh nhin ¢d wigu chimg dau thit nguc duge I chon ngiu nhién
(n=1.307), khing xac fhnh dwrre Sur I-;hu-: higl vié 39 an todn [ién quan didn v & tor vong do tim
mach. nhip vign vi nhoi mian co tim cap hodc suy tim (ivabradin 12.0% so véi nhém chimg
1'5,5%, p=0,05)

Nghién ciru quy md Jén SIGNIFY da dige tién hanh trén 19102 bénh nhin mic bénh ding mach
vanh vi khiing bi suy tim (LVEF = 40%), trén nén ligu phdp dicu tri t0i uu. Nguoi ta da st dung

Trang 13 / 18



//trungtamthuoc.com/

https

mat ligw phip .,iu:u tri vii licw can hon litu dugre phé duyér (lisu khii diu fa 7,5me hai lin mét
ngdy (Smyg hai lin mdi ngay néw woi cua bénh nhin = 73} va tany ligu lén woi 10mg hai lin mn
ngay ). Tiéu chi danh gia hiéu quad chinh L& s kit h:rp ti Ig tr veng tim mach hode nhéi miu co
tim khong iy 1r vong, Mehién ¢l niy da cho thay khong co si khac bigt vé ti 1¢ tiéw chi phai
hgp chinh {(PCE) eda ahdm sir dung ivabradin khi so sanh véi nhom chimg (nguy oo 1Uong déi
ivabradin/mhom chimg 1 1,08, p=0,197). Nhip tim chim da dwoe bao cao chiem 17,9% s0 bénh
nhin thude nhom s dung iwvabradin (s0 v 2, 1% thude nhom placebo). Trong nghién ciu nay,

7.1% bénh nhén s dung verapamil, diltiszem hu%v: chit ire che manh CYP 3A4,

Trong mat phan tthém bénh nhin dau thi ngure chi dinh trinde, i guan =it lhﬁ:r' e st 1ang nhe
céi v nghfa thong ké vé tidy chi phii hop chinh {PCEY trén bénh nhin dau thit newe mire 4§ CCS
dd 11 hode cao hon tai didgm nén (n=12049) (17 1& hang ndm 1§ 3.4% so v 2,9%, MUY co whong
dii giita ivabradin va nhom chimg ba 118, p=0.018). Tuy nhién, khong :hé}' s tEng nay o phan
nhém todn bo bénh nhin dau thit nppe mic 43 CCS = | (n=14286) (nguy co tuong ddi
ivabradin/nhdm chimg 14 1,11, p=0.110).

Lieu cao hom so v liéu duge phé duyét duge sit dung trong nghién cino nay d3 khéng gisi thich
div di diuroe nhilrng két qua teén,

hghlcn ciru SHIFT 14 nghién ¢l quoe te lom. da tmngtam ngiu nhién, mil déi oo Kigm chimg
vl gid g, tién hiwh trén 6505 bénh nhin [n.tmq:, thiinh o kém suy tim on dinh man tinh (xir 4
Il.mn trr [énd, di suy tim NYHA tir || dén 1V, co phdn suat 16ne mau thit @i giam (LVEF =
3%4) vl Lin g0 tim e nbhlﬁ-?ﬂnh.upfphm e
H:.nh nhan da s dyng cac thude didu tr] suy tim theo dicu tri chuan |:,-:;|:rn thude chen béta {§9%)
thur:u., tre ché men chuyén (U'CMC) va / Imiju., thuie e che th|,| thé angiotensine {LUCTT) [‘J'I%],
thude Lo tidu (83%); thude kKhing aldosterone {60%). (3 nhim ivabradin, 67% bénh nhin duge
dicu tej voi ligu ivabeadin 7.5mg. 2 lin/ngay, Thid gian theo ddi trung binh 14 22,9 thing. Vige
LTi_.éU: tri ¥ ivabradin ldm gidm nhip tim trung binh khodng 13 nhip/phit se véi mic nhip tim ban
diu la 80 nhip/phit. Sy khac bigt vé nhip tim gita 2 nhanh dicu trf bing ivabradin v nhém
chimg la 10.8 nhip/phin & ngay thir 28; 2.1 nhjp/phit & thiang thir 12 va 8.3 nhjp/phit & thing tha
24,
Mghién ciu niy di cho thiy sir piam déng k& teén lim séng, b rét va cb ¥ nghia thing k& nguy
co fuomg doi (18%) che tiéu chi chinh 14t vong do tim nh;u:h Vil nhap '.ién vl suy tin Eng niny
(ty s0 chénh: 0,82, 95%C1 (0,75:0, 90) — p=0.000 b2 1o ich nay thiy ri sau - 3 thang khai tri. Giam
nguy co tuvét doi 1 4.2%, Nhimg két qua da duge trén cac tiéu chi chinh chi veu b do higu qua
cin thude trén suv i, nJ121]1 vidn do suy im LAng ndng (ngoy oo luyct doi giam 4, 7%} va ur vong
do suy tim (nguy ca tuvét dai giam 1,1%),

. ik i = im r ¥ i a = : i 5 5 . 1
Higw qua dicu irj trén cac ti¢u chi chinh, cac phan nhom cua no va wén cac ticu chi phy

Ivabradin Placeho | Tyasdchinh T p-value
(M=1241) {MN=R20R4) (B S| |

e A {%%) i) . el S —

T chi chifih T93 {24,47) | QAT (28,71} (LA0, 75 4,90 =) (|

Ciac phin nhom

trong tiéu chi chiinh:

- Tu weng do tm Ta3 447 QET (2871} A B[O, T 0,90 <l L]

maach

= hh_ﬂp |.-||_|| |J|| |||:||| B 5'_-1 |!5.3_|5'| ! l'.l?z rJ_LI_“J_i- |.|-...:!-1 |‘|.:'|:'l'|:l. L I | ! tl-.lill.:-lH
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Cac tidw chi phu; | [

- Tu voang de mgi 3 5,52) F52{146,%1 ) 0,90 [ 0.8 1,02] {05 |

niguydn nlsdn

- T vong do suy 113 {3,49) | I51 (4,63) 0,7 [0 58:0. 94 0014 |

Lirm |

» Mhig vign do mpl | 230 (37,98 1336 141,54) 89 [0820,96] 1,003 I

ngruvén nhin |

- Nhjp vign do | BTTI30,15) I12Z (3438} 085 [ 7R 0,92 0002

nanvén  nhda  1im |

mach | af |"
AL
__F,,-’
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Sur cai thign trong céc 1i8u chi danh gia chinh nhat qudn theo gigi. phn loai NYHA, suy tim do
nguyén nhan thitu mau cue b hay kKhéng do thidu mdu va tién sir tiéu dudmg hay ﬁng Iul'-r:i. ap.
Trong phin nhom béah nhan ¢o nhip tim = 75 nhip/phut (n= 4150, quan st 1hu.:. tigu chi ddnh
gia chinh giam manh 24% (ty st chénh: 0.76: 95% C1 (0.68; 0.85) Pl MK ) va & cac tidu chi
phu khic, bao gdm tir vong do mei nguyen nhén ity so chénh: 0,83, 95% CI1 (0,72; 0.96) -
p=0,010%) v 1 vong do tim mach {ty s& chénh: 0.83; 95% CI (0,71; 0.97) — p=0,0166). Trong
phén nhom bénh nhin nay, dj an toén cia ivabradin trong dwong vid odn bd nham bénh nhin
tham gia nghltn CLr,

Quﬂ:] Saf tha:, hifu qua cai thién dang ke tidu chi chinh & nhém bénh nhin diing thudc chen béta
(ty s chénh: 0,85; 93% CI (0,76 0.94). Trong phiin nhim bénh nhin c¢d nhip tim > 73 nhip/phit
v dang durge dia tri chen I:u:ta ligu dich theo H‘Il.l:.-'tl"l uiﬂ khirng: quan st tl:ﬂ"- lgn ich dang ké
trén che tiéu chi chinh {19 sb chénh: 0.97; 93%C1 (0,74; 1,24) va trén cde tigu chi phy, bao pom
nhip vién do suy tim t@ng ndng (ty sy chénh: 0,79 93% 'l.'_'[ {0.56: 1,100 hode tir vone do suy tim
(ty 56 chénh: 0,69, 93%CT (0,31; 1.53)), ! ,

Phin dd NYHA c¢di thién co ¥ nghla vao thii diém dénh gid cudi cing, 887 (28%) bénh nhin &
nhom ding ivabradin duwge cai thign so vai 776 (24%) bénh nhin & nhdm chimg (p=0.001].

Lréem

Mt nghién ciis mb doi, ngdu nhign, d6i chimg vdi gla duge tién hanh trén 116 bénh nhi (17
bénh nhi tlr 6-12 thing tudi, 36 bénh nhi tir 1-3 tudi va 63 bénh nhi tir 3-18 tudi cd suy tim man
tinh va hénh cir tim gidn 43 duge didu trj toi wru. 74 bénh nhi duge ding thém vabradin (v 18
2 |:|

Lidu ding khii dau 14 I}{L? me'ke the trong 2 lin mi nEdy (ddi Vil nhim 6-12 thing iy, 0,05
mg'kg the trong 2 lan rn1:|| ngay (ddi vii nhom 1-3 wdi 'vi'l 3-18 i cd cin nang durd 41]4::‘5,) vi
2 3mg/kg thé trong 2 lin mGi ngay (doi vai nhém 3-18 tum co ¢in ning trén 4I'}kg] Lidu ding
e diéu chinh tuy thuic vao f.Tnp lrl'lb didu tri wir lidu thi da {I,Emg.kl'- thi tromg 2 Lir moi ngay,
0.3mg'kg thé trong 2 1in méi ngdy va | 5mgkg thé trong 2 lin méi pgi} tuang tmg. Trong
nghién ciu ndy, ivabradin duge sir dyng dudi dgng 1ong ding duomg unng hofc vién nén 2 lin
mal ngiay, 'Ellr Lhnng khic bigt ve mat dirge diing hoe cion 2 dang bao ché di duce thé hién trong
nghién clu cdt negang 2 giai doan ngdu nhién nhin méa trén 24 ngudd lan tinh nguyén khde manh.
Vige giam 20% nhip tim. khing b cham nhip, d..l dat duge o 69, ‘?']-'-’: bénh nhﬁ.n nhc:lm ivabradin
g0 v 12,2% bénh nhén nhém gid drge trong st qui trinh chinh ligw 2-8 tudin {1y sib chénh: E =
17,24, 95%CI15.91:50.30])
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Lidu trung binh coa ivabradm cho phép mie [!Li!rn 11!1;1:! tim 20% i 0.1320.0dme'ke the lH,'ITﬂ__ 2
lan mdi ngay, 0,10:0.04mg/kg the wong 2 lan moi ngay va 4,1£2.2mg'kg the wong 2 lin mdi
T lLr-_‘rng u-n;__ vidi cde nhdm ol 6-12 thang, 1-3 woi va 3-18 tudi oo cin ning duai 40kg, va 3-
1§ tudi 6 cén njng trén 40kg.

Phian sudt thng mdu thar trii ting trung binh o 31.8% [én 45.3% tai thang thir 12 & nhom
ivabradin so vl 35,4% 1én 42,3% & nhdm gia duge. Co s cdi thign Vi phin do NYHA o 37, %
k¢nh nhién trong nham ivabradin 50 viai 25% bénh nhdn & nhom gia duge, Whing s i thidn
nitv khang cd ¥ nghia thong ké.

HE so vé d@ an toan, qua | ndm, cho thiy twrane wr vai nhime didu di dwoe md i & bénh nhin
suy tim magn tinh ngud lon.

Higu qua lau dai cua ivabradin trén sir tng treomg, diy thi va phat trién chung efing ahu hiéw qui
liu ddi cia vige didu trj véi ivabradin lic nho rong vide lam piam ty 1¢ bénh vt va 1y I ur vong
do tim mach hién chua dwee nghién oo,

Co quan quin Iy duge phim Chiu Au (EMA) d3 mién vigc ndp ket qua nghien clru vin
Procoralan tir tit ca cic nghién cir trén doi twgme tré em trang digu trj dau thit newe.

Co quan guén 1y duge phim Chiu Au d3 midn wifc nop ket guit ngchign cifu vini Procoralan trén
dAbi turpmng tré em L -6 thang L Irong vice dici tri suy tim man tinh

PAC TINH DUGC BONG HOOC
Trong digu kién sinh 1. ivabradin duge ph[’rm_ thich nhanh khoi vifn nén va tan manh trong

HLFGC 1_3|LI'|11L,|'m|:| Ivabradin 14 dnnb phin disi hinh & khong co chuw_-n dang =inh h-:;u. qua chimg
minh i vive. ILI1‘11 chuveén hod N - khir methyl cda ivabradin duoc xie dinh 1 chdi chuven haa |,

¢y hoat tinh chil véu trén nguwi. A ,f';',_j

anrhu vib sinh kKha dung =l
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Ivabradin |1ﬂ[!- thi nhanh va hiu nhir hodan 1odn sau Kha uc:lnb VT nc:nq dd dinh trong hLL‘. et turong
dat seu kheding 1 g1, néu uunj_.. thusic khi doi. Sinh kha dyng tuyvé dbi cia vién nén bao phim 1a
khoang 0%, do vong chuyén hisa diu tién 1l rudt ¥4 gan.

Thire dn lim chim I1n.|1 thu thude khodng | git, 1am tang ndng dé thude trong huyé tuong 1én 20
- 1[3% Khuyén cio uong thude trong bira &n nhim gitp lam giam sir thay déi trong timg cd the
Vit ncung do thuée.

Phiin bi

hahmdln gin khoang 70% vao protein huyét lm‘rlu; vil thé tich phin bé trang trang thai én dinh
E"'H'I 100 1it & bénh nhin, Néng 43 dinh trong huyét trong sau khi uong liu dai libu khuwvén cao
{mdi lan Smyg, ngay 2 lin) Ia 22 panogam/ml {CV = 29%), Wong ¢ trung bink trong huyé
tromg B 10 nanogam/mL & tegng tha Hn dinh {CV = 38%).

Choyen dang sinh hoe

Ivabradin duge chuvén hod manh qua gan v rudt, bing cich oxy héa qua duy nhit evtochrome
P450 3A4 H:"'l P1A4). Chat Ehuxén hda chinh I,'.'l;:l hoat tinh 1a r_lﬂu sl N - Khir Methyl (S
THYE2) van nr'-ng dp  khoang 4[:.% cia hogt chit ivabradin ban dau s I..hu".-'{'rl hoa cia cha
chuvén haa ed hagt tink may cting qua CYP3IA4. Ivabradin oo & lyc veu vai CYP 344, khing (¢
che hofe gay cam img roorgt CYPIAL, vi viy it co khd niing 1 ivabradin 33 ldm thay dii sur
chuyen hoa hofe cic uune df trong |'H.I_'|-b|: wiong clia che oo chill efia CYP3AL Mpre gl cac
L|'|1'1.|. trc ché manh CYPIA4 v cde chit gdy cam ing manh CYP3A4 lai cd thé tic Llnnu_ ra ret
nimg d coa ivabradin trong huyét nong.
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lvabradin dﬁn thai véi thivi gian ban thai chinh la 2 giér (70 - 73% cua dign tich dwdi diromg cong)
trong huyét tuong, con thai gian ban thai cd hidu lue 1a 1] gir, DS thanh loc ‘lfu‘l,!:| quedt b khodng
400m L-'pl1u1 v di thanh loe qua thin khodng TOml/phit. Bao thai cia cac chat chuyén hoa qua
phan va nuroc tieu vir gy ey duomg nhau. Khoang 4% lidu umw duge thii nguyén ven qua

RLIGYE Tiéu. , o
F o

Tuyén tinh/ khing tuvén tinh . LELY
Bng hoe clia ivabradin 1 tuvén tinh véi lide udng 0,5 - 24mg, if”ff
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Nhirng dii trgmg dc bigt

- V&i ngudsi cao woi: Khong ed khic bigt 1.E duge ding hoe (dign tich dirdi dirimg cong va “””b
do dinh) khi so sdanh gitta bénh nhin cao tudd (= 65 tudi) hode rdt cao Liaihi (= T3 twbi) vai din =6
chung.

- Eu_fth&n: anh hudmy coa suy thiin (dd thanh thai creatinin L 13 - 60 ml/phit) td ddng hoc cha
wvabradin 14 16 thidu, phit hgp vii vige 4 thanh loe & cau thin tham gia it (khoang 2096) 13i sy
dao thai todan the cta ca ivabradin va chiit chu}'én hiba chinh 5 18082,

- Suy gan: vdi bénh nhin suy gan nhe (46 Child - Pugh t&i 7} dign tich dudi dwimg cong coa
ivabradin va ciia chit chuyén hoa chinh oo hoat tinh cao hon khodng 20% so voi ngudi co chire
néng gan binh thudmg. Dir ligw khing di manh dé két ludn cho bénh nhin suy gan vira Khong ¢6
dir liéu teén bénh nhan suy gan nang.

- Bénh nhi: Dir liéu duoc ding hoo cia ivabr adin trén bénh nhi ¢co suy tim man tinh tir 6 than
wdi dén dudi 18 wioi treng wiTi durge ding hoe duge md thirén ngudi [om lunfll khi dp dyng ché
do chinh liéu dia trén wai va cén niing.

Lién quoan giita duge ding ho' duge hre hoe (PRPD)

Phan tich vé sur lién quan duge ding hoe! dwee lue hoc cho thix tAn s tim g:.un ga.n nhur &
1u:,cn tinh khi ting ciéc nong d§ ivabradin va SIRYRD trong huwét trong cho o lidy 15 - 'J"[II'H}
mai ngay 2 lan. "l.-'m ligu cao hem thi s gidm tin sb tim & k|1-:|"|g con ty 18 thudn vo nnng di
ivabradin trong huvét trong va cd khuvnh hlmnb dat hinh nguyén. Ning dd cao cia ivabradin co
thé pip khi ph{"u herp ivabradin visi nhitng chit de ché manh CYP3A4 ¢6 the kéo theo gidm tin 50
timy qud mir, trong khi nguy oo do s€ giam di khi phii hep i chit (e ché vira phai CYPIA4,
Mbi quan hé duge dong hoe/duoe lye hoe eda ivabradin trén bénh nhi ¢ suy tim man tinh tir &
thing tudi dén dudi 18 wdi wong tu mbi quan hé duoe ddng hoo! duge Iye hoe di duge méd ta &
newi B,

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

PIEU KIEN BAO QUAN
Ban quan dudi 30°C

HAN DUNG

3 nam ket ngdy sin xudt

TIEU CHUAN CHAT LUQNG
Tiéu chufin co si
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CHU SO HUU GIAY PHEP
Les Laboratoires Servier r-"“f
S0k Bue Camol

QA28 Suresnes Cedex

France! Phap RES
Fuan tf, 4 : TSl
NHA SAN XUAT F{ |- ;‘E .J.‘.n-ﬁ'inrqnx",&ﬂ';"?.
Les | aboratormes Servier Indusinies > e [
9035, Route de Saran T"UC’T_T%H_D’H "Nk T::i _,f,lf.él “|=.~ '|
45520 Gidy B o g g Tohe e e -?*"cf‘if"j
France/Phap = -;_._*___-_J-'-;"J

TUQ.CUC TRLDNG
PTRUONG PHONG

Phiam Thi Van Hand
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