Rye THUGC BAN THEO DON

TO HUGNG DAN SU DUNG THUGC

NISTEN

Poc ki huéng dén sir dung truéc khi dung
Néu cén thém théng tin xin héi y ki€n thdy thudc
Chi diing thuéc nay theo su ké don cla thiy thuéc

THANH PHAN:
M&i vién nén bao phim NISTEN chtfa:
7.1 #1771+ | | [ —— 5mg

T4 dugc: Cellulose vi tinh thé, calci phosphat dibasic khan,
copovidon, natri bicarbonat, silicon dioxyd, magnesi stearat,
HPMC, PEG 6000, talc, titan dioxid, quinoline yellow lake,
carmoisin red... vira du 1 vién.

Mdi vién nén bao phim NISTEN-F cha:
Wabratin o oolfisiiisaiiniis 7,5 mg
Ta dugc: Cellulose vi tinh thé, calci phosphat dibasic khan,
copovidon, natri bicarbonat, silicon dioxyd, magnesi stearat,
HPMC, PEG 6000, talc, titan dioxid, oxid sdt vang, quinolin
yellow lake, xanh green’s... vira dd 1 vién.

Péc tinh dugc luc hoc:
Ivabradin 1a mét 1a mot chat uc ché chon loc va dac hiéu
kénh If & nit xoang. lvabradin dc ché dong ion qua kénh f (If)
ddn dén lam gidm tin sé tim don thudn ma khong anh
hudng dén tinh co thét co, tinh dan truyén, hay téi phan cuc
tam théat, khéong anh hudng dén truong luc mach ngoai
bién.

Pic tinh dugc luc chinh cta ivabradin la gidm nhip tim phu

thuéc liéu dung. Phan tich muc gidm nhip tim & liéu 20 mg x

2 1n/ ngay cho thdy xu huéng tac dung binh nguyén phi

hop véi gidam nguy ca cham nhip tim dudi 40 nhip/ phut.

& liéu thong thudng, ivabradin [am nhip tim gidam khoang

10 nhip/ phat lic nghi va gang suc. Diéu nay gidp gidm tai

cho tim va tiéu thu oxy co tim. Ivabradin khéng anh huéng

dén sy dan truyén trong tim, tinh co co tim hodc téi phén cuc
tam that:

- Trong cac nghién cltu dién sinh ly 1am sang, ivabradin
khéng c6 tac dung trén thai gian dan truyén nhi - thdt hodc
trong tam th4t hoic khodng QT dugc diéu chinh.

- &Y bénh nhan réi loan that trai (phan suét téng mau that trai
LVEF 30 - 45%), ivabradin khéng c6 bat ky anh hudng cé hai
nao dén LVEF.

Piéc tinh dugc ddng hoc:

Ivabradin h&p thu hoan toan sau khi uéng nhung sinh kha
dung chi dat khoang 40% do qua chuyén héa I&n déu. Néng
d6 dinh dat dugc sau khoang 1 gi&r khi bung d6i nhung kéo
dai thém 1 gi¢r khi no va lugng hdp thu tdng khodng 20 - 30%.
Ivabradin gén két vdi protein huyét tuong khoéng 70%.
Ivabradin chuyén héa & gan va ruét qua cytochrom P450
CYP3A4 thanh chét chuyén héa chinh N-desmethyl-ivabradin
(5-18982). Chét nay dugc chuyén hoa tiép theo bdi CYP3A4.
Ivabradin cé thdi gian ban thdi khodng 2 gi¢. Cac chat
chuyén héa dugc bai tiét qua nudc tiéu va phan. Khoang 4%
libu diing xu&t hién trong nuéc tiéu & dang nguyén ven.
Nghién ciu trén déng vat cho thdy ivabradin c6 phan bd vao
s(fa me.

CHI BINH:

Biéu tri bénh mach vanh

Piéu tri triéu ching dau that nguc 6n dinh man tinh & bénh

nhéan mach vanh vdi nhip nGt xoang binh thudng. Ivabradin

dugc dung cho:

- Bénh nhan khéng dung nap hoéc chéng chi dinh véi cac
thudc chen beta.

- Phéi hgp vai thubce chen beta & bénh nhan khéng kiém
soat dugc vdi thubc chen beta liéu t6i da va bénh nhéan cé
nhip tim trén 60 nhip/ phut.

CHONG CHI DINH:

- Quéa mén vdi ivabradin hoac bt cif thanh phén nao cuia
thuéc.

- Nhip tim ltic nghl duéi 60 nhip/ phut trudc khi diéu tri.

- Séc tim.

- Nhéi méu ca tim cdp tinh.

- Gidm huyét 4p nang (< 90/50 mmHg).

- Suy gan ndng.

- H6i chiing suy nat xoang.

- Block xoang tdm nhi.

- Suy tim cdp hodc khéng 6n dinh.

- Dung mdy tao nhip.

- Dau thit nguc khéng én dinh.

- Block nhi - thit 6 3.

- Phéi hgp vdi cac thude uc ché cytochrom P450 3A4 manh
nhu thudc khidng ndm azol (ketoconazol, itraconazol),
khang sinh nhém macrolid (clarithromycin, erythromycin
uéng, josamycin, telithromycin), thudc tc ché HIV protease
(nelfinavir, ritonavir), nefazodon.

- Phu nir mang thai va cho con bd.

LUU Y DAC BIET VA THAN TRONG KHI SU DUNG:

Loan nhjp tim

Ivabradin khong hiéu qua trong diéu tri hoac phong ngua
loan nhip tim va dudng nhu mat tac dung khi xay ra loan nhip
nhanh (nhu nhip nhanh that hodc trén that). Do d6 khéng
nén dung ivabradin & bénh nhan rung tdm nhi hoac cic loan
nhip tim khéc c6 anh hudng dén chic nang nut xoang.

Bénh nhan diéu tri véi ivabradin phai duoc theo dbi lam
sang thudng xuyén dé phat hién rung tam nhi (lién tuc hoidc
kich phat), nén theo déi dién tdm dé néu c6 diu hiéu trén
lam sang. Nguy co rung tdm nhi cao hon & bénh nhéan suy
tim man tinh diéu tri vdi ivabradin. Rung tdm nhi thuéng
gap hon & bénh & bénh nhan sir dung déng thdi amiodaron
hoac thudc chdng loan nhip nhém 1.

Theo déi chat ché bénh nhén suy tim man tinh vdi r8i loan
dan truyén ndi that (phong bé bé nhanh trai, phong bé bé
nhanh phai) va mat déng b tam that.

Bénh nhén block nhi thdt 6 2

Khong khuyén ding ivabradin & bénh nhén block nhi that
ds 2.

Bénh nhan nhjp tim chdém

Khéng stf dung ivabradin & bénh nhan ¢6 nhip tim ldc nghi
dudi 60 nhip/ phat trudce khi diéu tri.

Trong qua trinh diéu tri nén diéu chinh gidm liéu néu nhip
tim lGc nghi thudng xuyén dudi 50 nhip/ phit hodc bénh
nhén c6 triéu ching lién quan dén cham nhip tim nhu
chéng mat, mét moi, gidm huyét 4p. Nén ngiing diéu tri néu
nhip tim van duy tri dudi 50 nhip/ phit hodc nhip tim cham
kéo dai.

Phéi hop vdi cdc thubc chen kénh calci

Khéng nén phdi hgp ivabradin véi cac thudc chen kénh calci
lam gidm nhijp tim nhu verapamil hodc diltiazem. Khéng c6
dirliéu vé an toan khi phéi hgp ivabradin véi cac nitrat va cac
thuéc chen kénh calci dihydropyridin nhu amlodipin.



Suy tim man tinh

Phii 6n dinh tinh trang suy tim trudc khi diéu trj vdi
ivabaradin. St dung than trong & bénh nhan suy tim dé IV
theo NYHA do thiéu dit liéu & nhém bénh nhan nay.

S6c

Khong sir dung ivabradin ngay sau khi xdy ra séc.

Anh huding thj gidc

Ivabradin &nh huding dén chiic nang clia vong mac. Cho dén
nay van chua c6 bang chiing tac dung cé hai cda thudc trén
véng mac. Nén ngiig thudc néu bt ky tén thuong thi gidc
nao xay ra. Nén than trong & bénh nhan viém vong mac sic
t6.

Bénh nhan gidm huyét dp

Chua c6 ddy di dir liéu & bénh nhan gidm huyét 4p nhe tdi
trung binh, do d6 nén than trong & nhimg bénh nhan nay.
Chéng chi dinh ivabradin & bénh nhén gidm huyét 4p nang
(< 90/50 mmHg).

Bénh nhdn bj héi chimg QT bdm sinh hodc dang diéu tri véi
thudc ¢6 khd ndng kéo dai QT

Khéng nén sif dung ivabradin & bénh nhan bi hoi chiing QT
bam sinh hodc dang diéu tri véi thudc c6 kha nang kéo dai
QT. Néu can thiét phai phéi hop, phéi theo doi tim chit ché.
DéE xa tdm tay tré em.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU:
Khéng st dung ivabradin cho phu nit ¢é thai va cho con bu.

TACDONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC:
Thuéc khéng dnh hudng dén kha nang l4i xe va van hanh
mdy méc. Tuy nhién, ivabradin c6 thé gy dom dém mit
thodng qua khi c6 sy thay d6i dét ngdt vé cudng do anh
sang, dac biét khi lai xe ban dém. Vi vy nén than trong.

TAC DUNG KHONG MONG MUON:

Rdt thuong gdp: Dom d6m mat.

Thudng gdp: Nhic dau (thudng trong thang diéu tri dau
tién), m& mat, chéng mat, cham nhip tim, block nhi that do
1, ngoai tam thu.

Khéng thuéing gdp: Tang bach cau ua eosin, tang ure huyét,
ngat, tim dap nhanh, gidam huyét ap, khé thd, budn nén, tao
bén, tiéu chay, phu mach, néi ban, chuét rit, suy nhugc, mét
moi, tdng creatinin.

Hiém gdp: Ban dd, ngua, néi may day, khé chiju.

Rdt hiém gdp: Rung tdm nhi, block nhi that d6 2, block nhi
that dé 3, hoi chiing suy nuit xoang.

LIEU DUNG - CACH DUNG:

Diéu tri bénh mach vanh:

Liéu khdi diu théng thudng: 5 mg x 2 1dn/ ngay. Sau 3 - 4
tudn c6 thé tang Ién 7,5 mg x 2 lan/ ngay tuy vao dap ung
diéu tri. Néu trong qué trinh diéu tri nhip tim lic nghi
thudng xuyén dudi 50 nhip/ phut hodc bénh nhan cé triéu
ching lién quan dén cham nhijp tim nhu chéng mat, mét
moi, gidm huyét &p, nén diéu chinh liéu khodng 2,5 mg x 2
14n/ ngay.

Nén nging diéu trj néu nhip tim van duy tri dudi 50 nhjp/
phut hodc nhip tim cham kéo dai.

Ngudi gia: & bénh nhan 2 75 tudi, nén bat déu dung liéu
thép (2,5 mg x 2 1&n/ ngay) trudc khi téng liéu néu can thiét,
Suy than: Khéng cén thiét diéu chinh liéu & bénh nhén suy
than cé d6 thanh thai creatinin trén 15 mL/ phat. Khéng c6
dir libu s dyng thubc & bénh nhan c¢é do thanh thai
creatinin dudi 15 mL/ phat, Do d6 nén than trong.

Suy gan: Khéng cén thiét diéu chinh liéu & bénh nhan suy
gan nhe. S dung than trong & bénh nhan suy gan trung
binh, Chéng chi dinh & bénh nhan suy gan nang.

TUONG TAC THUGC, CAC DANG TUONG TAC KHAC:

Chéng chi dinh phéi hgp ivabradin véi nhitng thudc ¢6 kha
ndng e ché CYP3A4 nhu thubc khang ndm azol
(ketoconazol, Itraconazol), khang sinh nhém macrolid
(clarithromycin, erythromycin uéng, josamycin, telithromycin),
thuéc (c ché HIV protease (nelfinavir, ritonavir) va
nefazodon. Ketoconazol (200 mg mét Ian/ ngay) va
josamycin (1 g x 2 14n/ ngay) lam tang néng dé huyét tuong
trung binh ctia ivabradin Ién 7 - 8 1an.
Khéng nén phéi hgp ivabradin véi nhiing thudc ¢ kha nang
kéo dai QT nhu cac thuéc tim mach (quinidin, disopyramid,
bepridil, sotalol, ibutilid, amiodaron), khéng phai thudc tim
mach (pimozid, ziprasidon, sertindol, mefloquin,
halofantrin, pentamidin, cisaprid, erythromycin tiém tinh
mach).

Than trong khi phéi hgp:

- Thuéc tc ché CYP3A4 trung binh: Khi sir dung déng thdi
ivabradin véi cac thuéc tc ché CYP3A4 trung binh (nhu
fluconazol), nén bt ddu & liéu 2,5 mg x 2 lan/ ngay néu
nhip tim lic nghi trén 60 nhip/ phit va phai theo doi chat
ché.

- Nudc ép budi: Néng dd ivabradin tang khodng 2 1an khi
dung chung véi nudc ép budi. Do d6 khéng nén dung nudc
ép budi khi diéu tri véi thudc.

- Thudéc cdm (ng CYP3A4: Thudc cdm Ung CYP3A4 (nhu
rifampicin, barbiturat, phenytoin, St. John's wort) c6 thé lam
gidm néng d6 va tac dung ivabradin. C6 thé phai diéu
chinh li€u dung ivabradin. St. John's wort lam gidm mét nita
néng do ivabradin, nén tranh phéi hgp.

QUA LIEU VA XU TRI:

Qui liéu ivabradin c6 thé gay cham nhip tim nghiém trong
va kéo dai. Trong truong hop cham nhip tim cung véi dung
nap huyét dong kém, cé thé diéu tri triéu chiing bing cich
dung thudc kich thich beta tiém tinh mach (isoprenalin). C6
thé @3t may tao nhip tam thai néu cin thiét,

PONG GOI:

NISTEN :HOp 2 vix 14 vién
:HOp 6 vix 10 vién

NISTEN-F :Hop 4 vix 7 vién.

BAO QUAN: Nai khé réo, tranh &nh sang, nhiét d6 khong
qua 30°C.

TIEU CHUAN CHAT LUONG: Tiéu chudn nha san xuit.

HAN DUNG: 36 thang ké tif ngay san xuét.

DAVIPHARM

Sdn xudt tal: CONG TY €6 PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM)

L6 M7A, Budng D17, Khu Cdng nghiép My Phudc 1, Phudng
Théi Hoa, Thi xa Bé&n Cat, Tinh Binh Dugng, Viét Nam
Tel: 0274.3567.687 Fax: 0274.3567.688

0203.12



