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STALNEB[ ,‘II “‘ VAN PHONG

{ DAIDIEN

(Vién nén khoéng bao nebivolol hydroclorid) l. Z(TAITHANH PHA | '

Ciac dau hiéu luu y va khuyén cio: NN H/&

Doc k huéng dan ste dung trudc khi dimg.
Dé xa tim tay tré em.

Théng bdo ngay cho bdc sy hodc dwpe sp nhitng tae dung khong mong muon gdp phai khi sie

dung thuoc.
Thude nay chi dimg theo don thuée

1. Thanh phan cong thire thuoc

Mbi vién nén khong bao chira:

STALNEBI-2.5

Thanh phén hoat chét: Nebivolol (dudi dang Nebivolol hydroclorid) 2,5 mg.

Thanh phin t4 dwoe: Microcrystalline cellulose (PH 101), pregelatinised starch, mannitol,
sunset yellow FCF, hypromellose, Sodium lauryl sulfate, microcrystalline cellulose (PH 102),
polysorbate 80, croscarmellose sodium, colloidal silicon dioxide, magnesi stearate.
STALNEBI-5

Thanh phin hoat chét: Nebivolol (dudi dang Nebivolol hydroclorid) 5 mg.

Thanh phén ta dwgc: Microcrystalline cellulose (PH 101), pregelatinised starch, mannitol,
sunset yellow FCF, hypromellose, Sodium lauryl sulfate, microcrystalline cellulose (PH 102),
polysorbate 80, croscarmellose sodium, colloidal silicon dioxide, magnesi stearate.

2. Dang bao ché: Vién nén khong bao.

Mo ta dac diém thudc: Vién nén khong bao, hinh tron, mau cam, vat canh, hai mat phz:ing va
nhan.

3. Chidinh

Ting huyét ap

Diéu tri ting huyét ap vo cing.

Suy tim man tinh (CHF)

Piéu tri suy tim man tinh on dinh nhe dén vira bén canh cac diéu tri tiéu chuén ¢ nhirng bénh
nhan cao tudi > 70 tudi.

4. Liéu ding — Céch ding

Liéu ding

Ting huyét dp

Nguweoi trieong thanh

Liéu la 5 mg (1 vién 5 mg hoic 2 vién 2,5 mg) mdi ngay, nén udng cing mot thoi diém moi
ngay.

Hiéu qua giam huyét ap thé hién sau 1 — 2 tuin diéu tri. D6i khi, hiéu qua t6i wu chi dat duoc
sau 4 tuan.

Két hop voi cdc tac nhdn chong ting huyét dp khac

Cac thude chen beta c6 thé dwoc sir dung don doc hodc dong thoi vi cac tac nhan chong ting
huyét ap khac. Pén nay, hiéu qua chéng ting huyét dp bd sung chi dwoc ghi nhan khi
nebivolol dugc sir dung két hop véi hydroclorothiazid 12,5 — 25 mg.

Bénh nhan suy than

O nhing bénh nhan suy than, liéu khéi dau duoc khuyén cdo 1 2.5 mg/ngay. Néu céan, ¢o thé
tang liéu hing ngay 1én 5 mg.
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Dir liéu & nhirg bénh nhan suy gan hoic chirc ning gan bi ton hai 1a han ché. Do do, chong
chi dinh sir dung nebivolol ¢ nhitng bénh nhan nay.

Nguoi cao tudi

O nhimg bénh nhan 16n hon 65 tudi, liéu khoi dau dwgc khuyén cao 1a 2,5 mg/ngay. Néu can,
liéu mdi ngay ¢ thé duoc ting 1én 5 mg. Tuy nhién, véi kinh nghiém con han ché ¢ nhimg
bénh nhin trén 75 tudi, nén than trong va theo doi chit ché & nhimg bénh nhan nay nén dugc.
Tre em

Khong ¢6 dir liéu ¢ san. Do @6 khong nén sir dung nebivolol ¢ tré em va thanh thiéu nién.
Suy tim man tinh (CHF)

Diéu tri suy tim man tinh én dinh phai bit dau véi lidu duge ting dan cho dén khi dat duge
lieu duy tri toi wu & moi bénh nhan.

Bénh nhan nén 1a suy tim man tinh 6n dinh ma khéng c6 suy tim cap tinh trong 6 tuan trudc
d6. Khuyén cdo béac sy diéu tri nén ¢ kinh nghiém trong viéc diéu tri suy tim man tinh.

D6i v6i nhiing bénh nhan su dung cac thude diéu tri tim mach bao gé)m céac thude loi tiéu
va’hoac digoxin va/hodc thude ttc ché ACE va‘hodc thude doi khang angiotensin II, liéu cua
cac thudc nay nén duoc on dinh trong 2 tuan trude khi bat dau diéu tri véi nebivolol.

Tang lieu nén duge thue hién theo timg budc sau trong thoi gian 1 - 2 tuan dua vao kha ning
dung nap cua bénh nhan:

1,25 mg nebivolol ting dén 2,5 mg nebivolol 1 lan/ngay sau d6 5 mg 1 lan/ngay va sau dé 10
mg | lan/ngay.

Liéu tdi da dugc khuyén cdo 1a 10 mg nebivolol | lan/ngay

Nén bét dau diéu tri va tang liéu dudi sw giam sat ciia bac sy chuyén khoa trong khoang thoi
gian it nhat 2 gid dé dam béo rang tinh trang 1am sang (dédc biét 1a huyét ap, nhip tim, céc rdi
loan dan truyén, cac dau hiéu xau di cua suy tim) duy tri on dinh.

Sur xuat hién clia céc tac dung khong mong muon co thé ngan cac bénh nhan diéu tri véi lidu
t6i da duoc khuyén cdo. Néu can, lidu da dat duoc ciing ¢ thé duwoc giam timg bude va sir
dung lai khi thich hop.

Trong giai doan danh gia liéu, trudmg hop suy tim nghiém trong hon hodic khéng dung nap,
khuyén cao dau tién la giam lidu nebivolol hodc ngirng thude ngay néu can (trong trrong hop
ha huyét 4p nghiém trong, suy tim nghiém trong hon v&i phu phéi cap tinh, shock tim, nhip
tim cham co triéu chiung hodc block nhi thét).

Piéu tri suy tim man tinh 6n dinh vai nebivolol thuong la diéu tri kéo dai.

Piéu tri vdi nebivolol duoc khuyén cdo khong ngirng dot ngodt do ¢6 thé dan dén tinh trang
suy tim nghiém trong hon tam thai. Néu can ngirng diéu tri, nén giam dan nira liéu mdi tuan.
Bénh nhan suy than

Khéng can diéu chinh liéu ¢ nhirng bénh nhan suy than nhe dén trung binh do tang dén liéu
t6i da dung nap dugc duge thue hién trén tirng bénh nhan. Khong ¢é kinh nghiém ¢ nhirng
bénh nhan suy than nghiém trong (ndng dd huyét thanh > 250 pmol/L). Do do, khong khuyén
cao su dung nebivolol ¢ nhirng bénh nhan nay.

Bénh nhan suy gan

Dt liéu ¢ nhirng bénh nhén suy gan la han ché. Do do, chéng chi dinh str dung nebivolol o
nhimg bénh nhan nay.

Ngwoi cao oi

Khéng can diéu chinh liéu do ting dén liéu t6i da dung nap duoc duge thue hién ¢ mdi bénh
nhan.
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Khéng c6 nghién ciru duge thye hién ¢ tré em va thanh thiéu nién. Do dé, khéng khuyén céo
st dyng ¢ tré em va thanh thiéu nién.

Cich dung

Nén sir dung v6i nhiéu nude. Co thé udng ciing véi bita an. Sir dung dudng udng.

&

Chéng chi dinh
Qué man vdi hoat chat hodc bt ky ta duoe nao
Suy gan hodc ton hai chirc ning gan
Suy tim c:?ip tinh, shock tim hodc giai doan suy tim mat bu can diéu 11 thudc van mach

duong tinh mach.
Ngoai ra, ciing nhur cac tac nhan chen beta khac, nebivolol chong chi dinh &:

Hoi chitng nit xoang, bao gdm block nut xoang nhi

Block tim d¢ 2 hodc 3 (khong c6 may tao nhip)

Tién sir co that phé quan va hen phé quan

U tay thwong than khong dwoc diéu tri

Toan chuyén hoa

Nhip tim cham (nhip tim < 60 nhip/phut trude khi bat dau diéu tri) RIE:
Ha huyét ap (huyét 4p tim thu < 90 mmHg)

R&i loan tuan hoan ngoai bién nghiém trong. I PHC

U DIt

6. Canh bso va thian trong khi dung thudc ' o ANH
Cac canh bao va than trong sau ap dung chung cho tat ca cac thudc doi van beta-adrenergic. Hi M
Gay mé

Str dung céc thude chen beta lam giam nguy co roi loan nhip tim trong khi chuan bi gy mé X

va dat ni khi quan. Néu phai ngimg thubc chen beta dé chuan bi cho phau thuat thi phai
ngimg it nhat 24 gio.

Nén than trong doi véi mot s6 thude gay mé co thé gay suy co tim. Bénh nhan c6 thé duoc
bao vé chong lai cdc phan tng than kinh phé giao cam bang céch tiém tinh mach atropin.

Tim mach

Nhin chung, khong nén sir dung céc thudc doi van beta adrenergic ¢ nhimg bénh nhan suy
tim sung huyét (CHF) chua dwgc diéu tri, trir khi tinh trang cua ho da dugc 6n dinh.

O nhing bénh nhan bénh tim thiéu mau cuc bo, diéu tri voi thude dbi van beta adrenergic nén
ngimg tir tir vi du trong 1 — 2 tudn. Néu can, nén bat ddu diéu tri thay thé & cling thoi diém, dé
ngin ngira ting dau that nguc.

Céc thuoc dbi van beta adrenergic co thé cam ung nhip tim cham; nén giam liéu néu toc do
mach giam dudi 50 - 55 nhip/phut khi nghi ngoi va/hoac bénh nhan c6 nhitng triéu chirng cho
the“iy nhip tim cham.

Cdc thuoc doi van beta adrenergic nén dwoc sir dung than trong

O nhimg bénh nhéan r6i loan tuan hoan ngoai bién (bénh Raynaud hodc héi ching khap

khiéng cach hoi) do ting ning thém cac réi loan nay

O nhitng bénh nhan block tim d6 1, do anh hudng dm tinh cua cac thude chen beta dén

thoi gian dan truyén

O nhitng bénh nhan dau thit nguc Prinzmetal do khong ddi khang thy thé alpha gian tiép

gy co dong mach vanh: thuéc d6i véan beta adrenergic c¢6 thé lam ting s6 luong va thoi gian
cac con dau thit nguc.
Khong khuyén cao két hop nebivolol véi cac thudc doi van kénh calci nhom verapamil hoic
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tac dong trung vong.
Chuyén héa/ni tiét
Nebivolol khong anh huéng dén nong do glucose ¢ nhitng bénh nhan dai thao dwong. Tuy
nhién, nén than trong ¢ nhimng bénh nhan dai thio duong. do nebivolol co thé che lép cac
triéu chung ting dudong huyét nhat dinh (nhip tim nhanh, danh tréng nguc).
Céc thude chen beta adrenergic ¢6 thé che lap céc triéu chimg nhip tim nhanh & bénh cudng
giap. Ngimg dot ngot co thé lam tram trong thém cac triéu chimg.
Hb hap
0 nhirng bénh nhén roi loan phé'i tac nghén man tinh, nén sir dung thén trong céac thude doi
khang beta adrenergic vi c6 thé lam tang thém su co thit duong tho.
Khic
Bénh nhan ¢ tién sit bénh vay nén nén sur dung cac thude ddi van beta adrenergic chi sau khi
xem xét than trong.
Céc thudc doi van beta adrenergic c6 thé giy tang nhay cam véi cac di nguyén va lam tram
trong thém cac phan (mg qua man.
Can phai kiém soat déu din khi khdi dau diéu tri suy tim man tinh véi nebivolol. Khong dwoc =
ngimg thude dot ngot trir khi ¢6 chi dinh 16 rang. ;

Thuoc nay cé chira lactose. Khong nén dung thudc nay cho nhirng bénh nhén ¢é cac van dé di oo

truyén hiem gip khong dung nap galactose, thiéu hut Lapp lactase hodc kém hap thu glucose- ‘N

galactose. PHC
7.  Si dung thubc cho phu nir 6 thai va cho con bi e
Sir dung thude cho phu nir ¢é thai u

Nebivolol ¢6 céc tac dung dugce 1y ¢6 thé giy hai @i vdi thai ky va/hodc thai nhi/tré so sinh.
Nhin chung, cic thudc e ché beta adrenergic lam gidzm lwu lugng tuan hoan qua nhau thai,
lam bao thai kém phat trién, thai chét luu, say thai hoac chuyén da sém. Céc tac dung khdong
mong mudn khéc (nhu ha glucose méau va nhip tim cham) c6 thé xay ra déi véi thai nhi va tré
so sinh. Néu viéc diéu tri bang cac thudc irc ché beta adrenergic 1a can thiét thi nén ding cac
thude tre ché chon loc trén thu thé beta 1.

Khéng nén sir dung nebivolol khi mang thai trir khi that su can thiét. Néu viéc diéu tri véi
nebivolol 1a can thiét thi phai theo dai sat lwu hrong mau dén tr cung - nhau thai va su phat
trién ciia bao thai. Trong truong hop cé cac anh hudng ¢é hai cho thai ky hodc thai nhi, nén
can nhic diéu tri thay thé. Tré so sinh phai duoc theo ddi chat ché. Cac tridu chimg cua ha
glucose mau va nhip tim cham thudng xay ra trong 3 ngay dau tién.

Sir dung thudc cho phu nir cho con bi

Cac nghién ciru trén dong vat cho théy nebivolol bai tiét duoc vao sita. Chua biét lidu thudce
c6 duoc tiét vao sira & ngudi hay khong. Hau hét cac thube tre ché beta, dic biét 1a cac ché
pham tan trong m& nhu nebivolol va chét chuyén héa cé hoat tinh cua thude bai tiét vao sita
me¢ mac du voi nhitng mirc dé khac nhau. Do do, khuyén cao khong cho tre bu me khi dang
sir dung nebivolol.

8. Anh hudng cia thude 1én khi ning lai xe, vin hanh may méc

Chura c6 nghién ciru vé anh hudng cua thude trén kha nang 1ai xe va van hanh may moc. Céac
nghién ctru duoc luc hoc cho théy nebivolol khong anh huong dén chie nang tam than van
dong. Khi lai xe va van hanh may méc, nén chi y rang hoa mat va mét moi doi khi cé thé xay
ra.

9. Tuong tac, twong ky ciia thudc
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Ciac twong tdc dwpc liee hoc

Cac tuong tac sau la chung cho cac thube ddi van beta adrenergic.

Cdc phéi hop khéng duge khuyén cdo

Cac thudc chéng loan nhip nhom I (quinidin, hydroquinidin, cibenzolin, flecainid,
disopyramid, lidocain, mexiletin, propafenon): tac dung lam cham thoi gian dan truyén nhi -
that va giam sirc co bop cua co tim.

Cac thude chen kénh calci loai verapamil/diltiazem: lam giam strc co bép co tim va tc ché sy
dan truyén nhi - that. Tiém tinh mach verapamil cho nhirng bénh nhan dang diéu tri bing cac
thudc trc ché beta c6 thé dan dén ha huyét 4p qua mirc va block nhi - that.

Céc thude ha huyét 4p tac dung 1én trung tdm (clonidin, guanfacin, moxonidin, methyldopa,
rilmenidin): sir dung dong thoi véi cac thude ha huyét ap tac dung 1én trung tdm c6 thé lam
tram trong hon tinh trang suy tim do lam giam truong luc cua than kinh giao cam trung tim
(giam nhip tim va cung luong tim, gidn mach mau). Ngimg thudc dét ngét, dic biét néu trudc
d6 da ngimg sir dung cac thuoc wic ché beta, c6 thé gay ting nguy co tang huyét ap doi nguoc.
Cdc phoi hop phdi than trong

Thudc chong loan nhip nhém IIT (amiodaron): ¢ thé anh hwdng dén thoi gian din truyén nhi
- that.

Thudc gy mé nhém halogen héa d& bay hoi: st dung dong thoi cac thuéc doi van beta
adrenergic va cac thubc gy mé co thé lam giam tim nhanh phan xa va ting nguy co ha huyét
ap. Nhur khuyén céo chung, tranh ngirmg dot ngét cac thude e ché beta. Nén théng bao cho
bac s¥ giy mé biét bénh nhan dang sir dung nebivolol.

Insulin va cac thudc diéu tri dai thao duong dudng udng: mic du nebivolol khéng anh hudng
dén ndng d6 dudmg huyét, nhung viéc sir dung dong thdi ¢ thé che gidu cac triéu chimg ha
duong huyét (danh trong nguc, nhip tim nhanh).

Baclofen (thudc chong co thit), amifostin (hd tro diéu tri ung thu): ding dong thoi véi cac
thudc chdng ting huyét ap c6 thé lam tang tac dung ha huyét ap, do d6 lidu cua thude chdng
tang huyét ap can dwoc diéu chinh phu hop.

Cdc phéi hop nén can nhdc

Céc glycosid tim: dung dong thoi c6 thé lam ting thoi gian dan truyén nhi - that. Cac nghién
ciru 1am sang véi nebivolol khong thiy bét cir twong tac thudc nao. Nebivolol khéng anh
huong dén duoc dong hoc cua digoxin.

Thudc e ché kénh calci nhom dihydropyridin (amlodipin, felodipin, lacidipin, nifedipin,
nicardipin, nimodipin, nitrendipin): viéc str dung ddng thai cé thé lam ting nguy co ha huyét
ap, va khéng thé loai trir ting nguy co suy giam chirc ning bom cua tdm that & nhimg bénh
nhan suy tim.

Thubc diéu tri bénh tam than, cac thube chéng tram cam (loai ba vong, loai barbiturat va loai
phenothiazin): ding déng thoi cé thé lam ting tic dung ha huyét ap cua cac thude tre ché beta
(tac dung hiép dong).

Thudc chéng viém khong steroid (NSAID): khéng anh hudng dén tac dung ha huyét ap cua
nebivolol.

Céc thude cuong giao cam: sir dung dong thoi cé thé lam mat tac dung cua cac thube ddi van
beta. Cac thudc beta adrenergic ¢é thé kich thich tac dung alpha adrenergic cua cac thudc
cuong giao cam voi ca hé alpha va beta-adrenergic (nguy co ting huyét ap, nhip tim cham va
block tim).

Cac twong tac dwpc dong hoc
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thoi vai cac thude e ché enzym nay, dac biét 1a paroxetin, fluoxetin, thioridazin va quinidin
co thé lam ting ndng do nebivolol trong huyét tuong, lam ting nguy co chim nhip tim qué
mirc va cac tac dung khong mong muodn khac.

Dung dong thoi nebivolol véi cimetidin 1am ting ndng do nebivolol trong huyét twong nhung
khong lam thay d6i hiéu qua trén lam sang. Dung dong thoi véi ranitidin khong anh huong
dén duge dong hoc cua nebivolol. Mién la dung nebivolol trong bira @n, va ding thuoc khang
acid gifra cac bira an, hai loai thudc nay c6 thé ding cing nhau.

Phoi hop nebivolol véi nicardipin lam tang nhe nong d6 cua ca hai thudc trong huyét tuong
nhung khong lam thay d6i hiéu qua 1am sang. Dung thudc cing véi ruou, furosemid hodc
hydroclorothiazid khéng lam anh hudng dén duge dong hoc cia nebivolol. Nebivolol khéng
anh huong dén duoc dong hoc va dugc luc hoc cua warfarin.

Twong ky,

Do khéng cé cac nghién ciu vé tinh tuong ky cia thudc, khong tron 1an thude nay véi cac
thube khac.

10. Téc dung khang mong mudn ciia thube

Céc tac dung khong mong muén diroc liét ké riéng biét cho ting huyét ap va suy tim man tinh
do sur khac biét vé cac bénh ly nén.

Ting huyét ap

Céc tac dung khong mong mudn duoc bdo céo, trong hau hét cac truong hop cé mire d6 tir
nhe dén vira, durge liét ké bén dudi, phan loai theo hé co quan va theo tan suét.

Thuon 03 It a Lo vk
H¢ co quan = If’IOOgd%np < | (=l lﬂgopdén < A Chura biét
(< 1/10.000)
1/10) 1/100)
Réi loan hé ' ' - ' Phu mach than
mién dich kinh, qua man
Roi loan tim Ac mong, tram
than cam
Roi loan hé than | Pau dau, chong Ngit
kinh mat, di cam
Roi loan mit Suy giam thi
giac

Rdi loan tim Nhip tim cham,

suy tim, cham
nhi  that/block
nhi that

R6i loan mach Ha huyét ap,

mau (tang) chimg
khap khién cach
hoi

Roi loan hd hap. | Khé tha Co thit phé quan

I6ng nguc va
trung that

Réi loan da day | Tao bon, buon | Kho tiéu, day
rugt non, tiéu chay hot, budn nén
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mo dudi da nghiém  trong
hon

RGi loan h¢ sinh Bat luc

san va vua

RoOi loan toan | Mét moi, phu
than va tai chd
Cac tac dung khong mong mubn sau ciing da dugc bao cdo véi mat sb thude doi van beta
adrenergic: a0 gidc, roi loan tdm than, hoang mang, lanh/tim tai dau chi, hién twong Raynaud,
khé mét va ddc tinh trén niém mac mat thude loai practolol.

Suy tim

Dit liéu cac tac dung khong mong mudn & nhimg bénh nhan CHF 1a cé sin tir 1 thi nghiém
lam sang co kiém soét gia dugc tir 1067 bénh nhan sir dung nebivolol va 1061 bénh nhan sir
dung gia duoc. Trong nghién ciru nay, tong cong 449 bénh nhan sir dung nebivolol (42,1%)
da bdo cdo it nhat cac tac dung khong mong mudn cé thé lién quan dén nguyén nhén so véi
334 bénh nhén str dung gia dwoc (31,5%). Cac tac dung khong mong mudn duoc béo céo pho
bién nhét & nhitng bénh nhan str dung nebivolol 1a nhip tim chdm va chéng mit, déu xay ra &
khoang 11% bénh nhan. Téan suat twong tng trong nhitng bénh nhan sir dung gia dwoc 1a 2%
va 7%.

Cac ty 18 sau da duoc bao cao cho nhiing tac dung khéng mong mudn (it nhat la c6 thé lién
quan dén thube) duoc xem la dic biét lién quan dén diéu tri suy tim man tinh:

— Suy tim tién trién nang hon xay ra ¢ 5,8% bénh nhan dung nebivolol so voi 5,2% bénh
nhan dung gia duoc.

— Ha hu_yét ap thé dung dugc bao cao ¢ 2,1% bénh nhan dung nebivolol so voi 1,0% bénh
nhan dung gia dugc.

— Khéng dung nap thude dugc bédo cdo & 1,6% bénh nhan ding nebivolol so véi 0,8%
bénh nhan dung gia duoc.

— Block nhi that 6 1 duogc bdo cio & 1.4% bénh nhan ding nebivolol so véi 0,9% bénh IRIES
nhan dung gia dugc. o—

— Phu chi du6i duge bdo cdo ¢ 1,0% bénh nhan ding nebivolol so voi 0,2% bénh nhan \I DI
dung gia dugc. ANH
11. Qua liéu va cach xir tri ‘HIM
Khong co dir liéu qua liéu ¢6 san ddi vai nebivolol. ;

Tri¢u ching —_—
Céc trigu chung qua lieu véi cac thude chen beta 1a: nhip tim cham, ha huyét ap, co that phé
quan va suy tim cap tinh.

Diéu tri

Trong trudng hop qua liéu hodc qua man, bénh nhan phai dwoc theo dai chat ché va duoc
diéu tri tai khoa cham soc tich cyc. Nén kiém tra nong do dwong huyét. Su hap thu phan
thudc con lai trong da day c6 thé dugc ngin chin bang cach rira da day va udng than hoat
hodc thudc nhudn trang. H6 hép nhan tao ddi khi ¢6 thé cdn thiét. Nhip tim cham hoic phan
g pho giao cam qua mirc ¢6 thé duge diéu tri bang cach ding atropin hoac methylatropin.
Ha huyét ap va soc c6 thé xir tri bang cach truyén huyét twong/hodc cac dung dich thay thé
huyét tuong va néu can thiét, co thé dung cac catecholamin. Tac dung clia cic thude trc ché
beta c6 thé duoc dbi khang bang cach truyén tinh mach cham isoprenalin hydroclorid, bat dau
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dat dugce tac dung yéu cau. Trong mdt s6 truomg hop isoprenalin c6 thé duge sit dung cling
v6i dopamin. Néu van chua dat dugc tac dung yéu cdu, co thé dung phdi hop isoprenalin véi
dopamin. Néu van chua dat dugc hiéu qua mong muén thi c6 thé cin nhic tiém tinh mach
glucagon véi lidu 50-100 pg/kg. Néu can, tiém nhéc lai trong vong 1 gid, sau d6, néu can co
thé truyén tinh mach glucagon 70 pg/kg/gid. Trong mot s6 hiém cac truong hop nhip tim
cham khang tri, ¢6 thé dit may tao nhip tim.
12. Dic tinh dwge luc hoc
Nhom dwoe ly: Thudc chen beta, chon loc.
Ma ATC: CO7ABI2
Co ché tac dong
Nebivolol 1a hon hop cua hai loai déng phan quang hoc, SRRR-nebivolol (hodc d-nebivolol)
va RSSS-nebivolol (hodc 1-nebivolol). Thude két hop 2 tac dung duoe 1y:

e La mot thude dbi van thu thé beta canh tranh va chon loc: Tac dung nay la do déng
phan SRRR (dong phén d)

e (o dac tinh gidn mach nhe do tuong tac véi con duong L-arginin/nitric oxid.
Céc liéu don va Iap lai cua nebivolol 1am giam nhip tim va huyét ap lic nghi va trong khi van
dong & ca nhitng doi tuong binh thuong va bénh nhan ting huyét ap. Tac dung chong ting
huyét 4p dwge duy tri trong khi diédu tri man tinh.
O nhirng liéu diéu tri, nebivolol khong cé sur d6i khang alpha adrenergic.
Trong khi diéu tri cap tinh va man tinh véi nebivolol & nhirng bénh nhan tang huyét ap ddi
khang mach mau toan than giam. Méc du nhip tim giam, giam cung luong tim trong khi nghi
va trong khi van dong co thé bi han ché do ting thé tich nhat bép. Chura thiét 1ap dwoc hoan
chinh sy lién quan trén lam sang cua nhitng khéc biét vé huyét dong nay duoc so sanh véi cac
thudc dbi van beta 1 khac.
O nhitng bénh nhén ting huyét ap, nebivolol lam ting dap (mg mach méu qua trung gian NO
voi acetylcholin (Ach) va giam ¢ nhirng bénh nhan roi loan ndi mé.
Trong mdt thir nghiém co kiém soat gia dugc vé ty 1é tr vong - ty 1é bénh tat duoc thue hién
& 2128 bénh nhan > 70 tudi (trung binh 75,2 ruéi) suy tim man tinh on dinh ¢6 hodc khong co
suy giam phan suat tong mau that trai (LVEF trung binh: 36 = 12,3%, véi sy phan bd sau:
LVEF it hon 35% & 56% bénh nhan, LVEF tir 35% dén 45% & 25% bénh nhan va LVEF 16n
hon 45% ¢ 19% bénh nhan) trong thoi gian trung binh 20 thang, nebivolol, lya chon diéu tri
dau tay tiéu chuan, da kéo dai dang ké thoi gian tir vong va nhap vién ddi voi cac nguyén
nhan tim mach (diém cudi chinh cho hiéu qua) voi sy giam nguy co twong déi 14% (giam
tuyét dbi: 4,2%). Sw giam nguy co nay phat trién sau 6 thang diéu tri va duoc duy tri trong
khi diéu trj (thoi gian trung binh: 18 thang). Hiéu qua cua nebivolol 1a khong phu thudce vao
tudi téc, gioi tinh hodc phan suat tOng mau that trai cua dan s6 trong nghién ciru. Loi ich trén
tat ca cac nguyén nhan giy tir vong khong dat duogc y nghia thong ké so voi gia duge (giam
tuyét doi: 2,3%).
Giam d¢t tu da duge ghi nhian ¢ nhimg bénh nhan dugc diéu tri vi nebivolol (4,1% so voi
6,6%, giam tuong déi 38%).
Cac kinh nghiém trén dong vat in vitro va in vivo da cho thay nebivolol khéng ¢6 hoat tinh
giao cam ndi tai.
Céc kinh nghiém trén dong vat in vitro va in vivo da cho thay ¢ nhimg liéu dugc 1y cia
nebivolol khong co tac dong dén sur on dinh mang.
O nhimg tinh nguyén vién khoe manh, nebivolol khong c6 anh huong dang ké dén kha ning
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13. Dic tinh duwgc dong hoc

Hap thu

Ca hai dong phan cua nebivolol déu duge hap thu nhanh sau khi uéng. Sy hap thu cua
nebivolol khong bi anh huong boi thie dn; nebivolol co thé dugc sir dung cung hodc khong
cung thirc an.

Phén bo

Trong huyét tuong, ca hai dong phan cua nebivolol déu chu yéu gin véi albumin.

Gan két protein huyét twong la 98,1% d6i véi SRRR-nebivolol va 97,9% ddi véi RSSS-
nebivolol.

Chuyén hoa

Nebivolol duoc chuyén héa rong rdi, mot phan thanh cac chat chuyén héa hydroxy cé hoat
tinh. Nebivolol duoc chuyén hoa thong qua hydroxyl hoa vong no va vong thom, khtr alkyl
va glucuronid hda; ngoai ra, glucuronid ciia chat chuyén hoa hydroxyl ciing dwoc hinh thanh.
Su chuyén hda nebivolol qua hydroxyl héa vong thom béi CYP2D6 phu thudc vao su da hinh
oxy hoa cua gen. Sinh kha dung duong ubng cua nebivolol trung binh 1a 12% & nhiing nguoi
chuyén hoa nhanh va hau nhu hoan toan & nhiing nguoi chuyén héa cham. O giai doan 6n
dinh va & nhirng muc liéu twong tir nhau, nong d6 dinh huyét tuong cua nebivolol khong bi
chuyén hoa 1a cao hon khoang 23 lan ¢ nhimng nguoi chuyén héa chidm so véi nhirng ngudi
chuyén héa nhanh. Khi xem xét thuéc khong bi chuyén hda cing véi cac chat chuyén héa cé
hoat tinh, su khac biét vé ndng @6 dinh huyét thanh 1a 1,3 dén 1.4 1an. Do su thay doi vé ty 1é
chuyén héa, liu nebivolol phai luén dugc diéu chinh theo yéu cau cia timg bénh nhan; do d6
can phai giam liéu & nhitng ngudi chuyén héa cham.

O nhitng ngudi chuyén héa nhanh, thoi gian ban thai cia cac ddng phan nebivolol trung binh
la 10 gio. O nhitng ngudi chuyén héa cham, lau hon 3 — 5 gio. O nhimg nguoi chuyén hoa
nhanh, nong d6 huyét twong cua déng phan RSSS 1a hoi cao hon so vdi dong phan SRRR. O
nhimg ngudi chuyén héa cham, sw khac biét nay 1a 1én hon. O nhimg ngudi chuyén héa
cham, thoi gian ban thai ciia cac chat chuyén héa hydroxy ciia ca hai dong phan trung binh la
24 gitr va khoang gap d6i & nhitng ngudi chuyén hoa cham.

Nong do huyét twong & giai doan 6n dinh & da so dbi twong (nhitng ngudi chuyén héa nhanh)
dat duoc trong 24 gid d6i véi nebivolol va trong vong vai ngay ddi vdi cac chat chuyén hoa
hydroxy.

Nong do huyét twong la ty 1& vai liéu tir 1 dén 30 mg. Duoc dong hoc cua nebivolol khong bi
anh huong boi tudi téc.

Thai trir

Mot tuan sau khi sir dung, 38% liéu duoc dio thai trong nude tiéu va 48% trong phan. Su dao
thai qua nude tiéu cia nebivolol khong chuyén hoa la it hon 0,5% liéu.

14. Quy cach dong géi: Hop 3 vi x 10 vién.

15. Diéu kién bio quin, han ding, tiéu chuin chit lugng ciia thube

Bao quan: O nhiét do khong qua 30°C.

Han ding: 24 thang ké tir ngay san xut.

Tiéu chuin: TCCS.

16. Tén, dia chi co' so san xuit thudc

M/s STALLION LABORATORIES PVT. LTD.

Plot No. C1B-305, 2, 3,4 & 5, G.LLD.C., Kerala (Bavla) Dist.. Ahmedabad, Gujarat State, An
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