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| Rx
FILDILOL 3.125/ FILDILOL 6.25/ FILDILOL 12.5
(Vién nén Carvedilol)

Dé xa tim tay tré em
Poc ky hu’(mg din sir dung truwde khi dung
Thube nay chi diung theo dom thude

THANH PHAN CONG THU'C THUOC

FILDILOL 3.125: M&i vién nén chira:

Thénh phan hoat chdt: Carvedilol ..........c.c...... 3,125 mg

Thanh phan ta dwge: Colloidal anhydrous silica, lactose, crospovidone, sucrose, povidone,
magnesium stearate.
FILDILOL 6.25: Mdi vién nén chra:

Thanh phan hoat chat: Carvedilol .................... 6,25 mg

Thanh phdn ta duwge: Colloidal anhydrous silica, lactose, crospovidone, sucrose, povidone,
magnesium stearate.
FILDILOL 12.5: Mdi vién nén chira:

Thanh phdn hoat chdt: ~ Carvedilol .................... 12,5 mg

Thénh phan ta dwege: Colloidal anhydrous silica, lactose, crospovidone, ferric oxide yellow,
sucrose, povidone, magnesium stearate.

DANG BAO CHE
FILDILOL 3.125:
Vién nén
Mo ta san phdm :Vién nén khong bao hinh tron, mau tring, c6 vach ngang trén mot mit cua
vién thude. '
FILDILOL 6.25:
Vién nén
Mb ti san pham: Vién nén khong bao hinh tron, mau tring, c6 vach ngang trén mot mat cua
vién thude.
FILDILOL 12.5:
Vién nén
Mo ta san phdm: Vién nén khong bao hinh tron, mau vang nhat, ¢ vach ngang trén mot mdt
ctia vién thude.

CHI PINH

- Piéu tri tang huyet ap vo can.

- Pidu tri dau thit nguc 6n dinh man tinh.

- H3 tro diéu tri suy tim ¢6 triéu chimg mic do trung binh dén nang.

LIEU DUNG VA CACH DUNG
LLMEQ

Ting huyét ap vé ciin

Carvedilol ¢6 thé dugc sir dung dé diéu trj ting huyet ap don thudn hodc két hop vdi cac thuoc
chéng tang huyét ap khéc, dac biét la thudc loi tleu thiazide. Khuygn céo dung thudc mot 1an mdi
ngdy, tuy nhién liéu don tdi da dugc khuyén cdo la 25 mgfv\/ t6i da dugc khuyén dung hang
ngay la 50 mg.

Nguwoi lon: Liéu khoi dau duge khuyén cdo la 12,5 mg mdt ldn mot ngdy trong
d6, tiép tuc diéu tri véi lidu 25 mg /ngay. Néu cin thiét, cach khoang it nhat 13/
thé tang liéu ding.

——
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Nguwoi gia: Liéu khoi ddu duge khuyén cdo & bénh nhan ting huyét 4p 1a 12,5 mg mot lan moi
ngay va tiep tuc duy tri lifu nay trong qua trinh diéu tri.

Tuy nhién, néu khong c6 déap ang thich hop & lidu nay, co thé tang liéu dung sau khoang thoi gian
diéu tri it nhit la 2 tudn.

Pau thit ngye on dinh man tinh

Khuyén cdo nén ding thude 2 l1an mdi ngay.

Nguwoi lon: Liéu khoi dau duge khuyén céo la 12, 5 mg hai ian m01 ngdy trong hai ngay dau tién.

Sau do, tlep tuc diéu tri voi lidu 25 mg hai Ian mdi ngay. Néu cin thiét, sau khoang thoi gian it
nhét 1a 2 tudn, ¢ the tang liu 1én dén lidu téi da duoc khuyén dung la 100 mg mdi ngay chia
thanh 2 liéu ( 2 ldn mdi ngay).

Ngwm gia: Liéu khoi dau dugce khuyen cdo 1a 12,5 mg hai l4n mdi ngay trong 2 ngay dau. Sau do,

tiép tuc diéu tri v6i lidu 25 mg 2 1dn mdi ngay- -liéu téi da dugc khuyén diing hang ngay.

Suy tim

Carvedilol duge sir dung hd trg trong dleu tri suy tim muc dg trung binh dén nang, ding phdi hop
voi liéu phap chuén dang thuoc lgi tiéu, thude e ché ACE, dtgltalls, va /hodc thude gidn mach.

Bénh nhan cin dugc 6n dinh vé miat 1am sang (khong thay db6i vé mirc do suy tim theo phén loai
cia NYHA, khong phai nh@p vién vi suy tim) va diéu trj vai liéu phap chuén phai duge on dinh it
nhét 4 tudn trude khi didu tri voi carvedilol. Ngoai ra bénh nhan cdn c6 giam phan sudt tong mau
that trai va nhip tim > 50 nhip/ phut va huyét ap tim thu > 85 mm Hg.

Liéu khoi dau l1a 3,125 mg hai 1an mot ngay, trong hai tudn dau. Néu lidu nay dugc dung nap tot
thi ¢6 thé tang lidu tir tir den 6,25 mg hai lan méi ngay, sau d6 1a 12,5 mg hai 1an mdi ngay cho
dén 25 mg mg hai lin mdi ngay voi khoang cach cua mdi lan tang liéu khong dudi hai tuan. Liéu
dung phai ting dén mirc cao nhit ma bénh nhan co thé dung nap dugc.

Liéu téi da dugc khuyén céo 1a 25 mg hai lan mdi ngay cho nhiing bénh nhéan bj suy tim man tinh
ning va nhimg bénh nhan duy tim man tinh nhe dén trung binh ¢6 cin ning dudi 85 kg. béi voi
nhimg bénh nhan suy tim man tinh nhe hay trung binh c¢é can ning hon 85 kg thi liéu t6i da trong
ngay duge khuyén cdo la 50 mg hai ldn mot ngay.

Céc triéu chimg suy tim tr& nang khi bit dau diéu tri hoéc do tang liéu, dic biét & nhing bénh
nhén suy tim ndng va/hodc diéu tri bang thude loi tiéu liéu cao. Piéu nay thucmg khong doi hoi
phai ngung diéu tri, nhung khong nén tang liéu carvedilol. Bénh nhan phan dugc g;am sit boi bac
si / béac si tim mach trong hai gi¢ sau khi bat dau diéu tri hofic tang liéu. Trude mdi lan ting licu,

cén tién hanh kiém tra céc tri¢u chung tiém 4n caa suy tim trd nén ning thém hodc triéu chimg
gidn mach qud mic & bénh nhan (vi dy nhu chirc ndng than, trong lugng co thé, huyét ap, nhip
tim). Trigu chimg suy tim tro nén nang hon hay wr dich co thé xudt hién mot cach thoang qua,

trong nhing trudng hop nay nén ting Ileu thuoc lgi tidu va khong nén ting lidu carvedilol cho dén
khi tinh trang bé¢nh nhén 6n dinh lai. Néu xudt hi¢n tinh trang nhip tim cham hogc trong truong
hgp kéo dai thoi gian din truyén nhi thét, trude hét phai theo ddi ndng dé digoxin. Co thé giam
liéu carvedilol hodc tam thoi ngung dung carvedilol. Ngay ca trong nhimg trudng hgp nay, viée
chuén liéu carvedilol thudng van duoc tiép tuc.

Chtc ning thin, tiéu cau va mic dudng huyét (trong truong hop NIDDM va /hodc IDDM) nén
duoc theo ddi thudong xuyén trong qua trinh chuén liéu. Tuy nhién sau khi chuén liéu, tan suét
theo ddi c6 thé giam.

Néu da ngung dung carvedilol trong thoi gian hon 2 tudin, khi diéu tri lai nén bit déu dung liéu
3,125 mg hai lin mdi ngay va ting dan cho phi hgp véi liéu duge khuyén ding & trén.

Liéu diing cho bénh nhén suy thin /

Liéu ding phai dugc xédc dinh cho timg bénh nhén, nhung cac thng s& duge dong hoc cho thay
diéu chinh liéu carvedilol & benh nhan suy thén la khong
Liéu ding cho bénh nhin ron loan chire ning gan mire d
C6 thé can phai diéu chinh liéu

Liéu dung cho tré em (dudi 18 tu01)

qua va dg an toan ctia carvedilol trén dbi tucrng nay.
Liéu diing cho ngudi gia
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Bénh nhén cao tudi c¢6 thé nhay cam hon vai nhiing tic dong cua carvedilol va cin dugc theo doi
can than hon.

Ciing nhu céc thubc chen beta khac va dic biét & nhitng bénh nhan bi bénh mach vanh, viéc
ngung sir dung carvedilol nén dugc thuc hién dan dan (xem muc Canh béo va than trong khi ding
thuéc).

Cich dung

Ubng vién thudc voi nhiéu nude. Khuyén céo bénh nhén suy tim nén ding thude cting véi thire an
dé thubc duoc hip thu tir tir va giam nguy co ha huyét ap thé dimg.

CHONG CHI PINH
Chéng chi dinh dung thude trong cic trudng hop:

e Qua min véi carvedilol hogc v6i bt ky thanh phan nao cua thude.

e Suy tim mét b giai doan IV theo phén loai cua hiép hoi tim mach New York NYHA vai tinh
trang bi it dich hogc tinh trang qua tai cAn diéu trj theo dudng tinh mach bang cac thude tang
luc co co.

o Bénh phdi tic ngh&n man tinh c6 co thét phé quan

e Réi loan chirc nang gan c6 biéu hién 1am sang

e Hen phé quan

e Bléc nhi thit do 2 va 3 (trir khi da dugc dat may tao nhip tim)

e Nhip tim qua cham (< 50 nhip /phut)

« Hoi chimg xoang bénh (bao gdm cé bléc xoang-nhi)

¢ Sdc tim

o Huyét ép thap niing (huyét 4p tam thu < 85mmHg)

e Dau thit nguc Prinzmetal

o U té bao ua crom khong duge diéu tri

 Nhi&m toan chuyén héa.

e C4c r6i loan tudn hoan dong mach ngoai vi ning.

o Str dung ddng thoi tiém tinh mach verapamil hodc diltiazem (xem muc Tuong tac, tuong ky
cua thuode).

CANH BAO VA THAN TRONG KHI DUNG THUOC
Cic cinh bdo diic biét cin duge xem xét & bé¢nh nhin suy tim
O nhimg bénh nhén suy tim man tinh, nén ding phéi hop carvedilol véi thude loi tiéu, thude e
ché ACE, digitalis va/hodc thudc gian mach. Viéc bét dau diéu trj & nhitng bénh nhan nay cdn
duoc tién hanh dudi sy giam sét clia bac si. Viée tién hanh trj liu chi duge bat dAu néu bénh nhan
da 6n dinh sau khi diéu tri v6i liéu phap chuén trong 4 tuan. Bénh nhan suy tim ning, c6 su suy
giam mudi va thé tich, ngudi cao tudi hodc bénh nhan huyét dp thdp nén dugc theo ddi trong
khoang 2 gio sau khi ding lidu diu tien hodc sau khi tang liéu vi ha huyét ap c6 thé xay ra. Ha
huyét 4p do gidn mach qua mic dugec didu tri bang céch giam lidu thuée loi tiéu. Néu céc triéu
chimg van con ton tai, c6 thé giam lidu cua bét ky chét tic ché ACE. Khi bat ddu diéu tri hodc
trong khi tang lidu carvedilol c6 thé xay ra trudng hgp tinh trang suy tim tré nén nang hon hodc r
dich. Trong nhimg trudng hop nay, nén tang liéu thude loi tiéu. Tuy nhién, doi khi c6 thé giam
lidu hodic tam thoi ngung diéu tr voi carvedilol. Khong nén ting licu carvedilol trude khi cdc
triéu ching do tinh trang suy tim tro ning hodc ha huyét ap do gian mach nhanh chua dugc kiém
soat.
Nguy co giam chitc nang than c6 hdi phuc da duge quan sét thiy ki diéu trj carvedilol & bénh
nhéin suy tim v&i huyét ap thip (huyét ap tam thu < 100 mmHg)kénh tim thiéu mau cuc bd va xo
vita dong mach tdng quat v&/ hodc suy than tiém an. O n nhén suy tim co cic yéu tb
nguy co ndy, can theo ddi chirc nang than trong sudt qué trinh lidu carvedilol. Néu xay ra
suy giam chirc niang thén dang ké, nén giam liéu carvedilol hodc ngung ding thude.
O nhirng bénh nhan suy tim man tinh diu tri voi digitalis, nén than trong khi sir dungeasedilol,
ca digitalis va carvedilol déu kéo dai thoi gian dan truyén nhi thit (xem muyc Ty ‘
ctia thube). j,;)/ “coNG Ty N
= (TRACH NHIEM HUU HAN
DUGC PHAM
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Cic canh béo khic lién quan dén carvedilol va chit chen beta néi chung
Céc thudc chen beta khong chon loc ¢6 thé gdy con dau nguc & bénh nhan bi dau thit nguc
Prinzmetal. Mic dit hoat tinh chen alpha ciia carvedilol ¢6 thé ngin nglra tdc dung nay, nhu’ng,
khong c6 kinh nghiém trén 1am sang cua viéc dung carvedilol trong chimg dau thit nguc
Prinzmeta. Can than trong khi sir dung carvedilol do thudc c6 thé kich thich dau nguc & bénh
nhén nghi ngd dang bi dau ngure.

Bénh nhén bi tic nghén phdi man tinh ¢6 khuynh hudng bi co thﬁt phé quan ma khéng duge diéu
tri thudc bing dudng udng hay hit chi nén diéu tri voi carvedilol néu 1gi ich mang lai 1a 16n hon so
vGi cdc nguy co ¢b thé xay ra. Bénh nhén nén dugc theo doi chat ché khi méi bét dau diéu tri va
trong sudt thoi gian chudn liéu carvedilol, va néu thay bit ky biéu hién nao cua co thit phé quan
xay ra trong qua trinh diéu tri thi phai glam liéu carvedilol.

Carvedilol ¢6 thé che lap cac ddu hiéu va triéu chimg ha dudng huyét cap tinh. O bénh nhén bi dai
thdo dudng kem theo suy tim man, carvedilol doi khi ¢6 thé gay kho kiém soat dudng huyét hon.
Do dé, can theo ddi chat ché bénh nhan dai thao dudng dugc diéu trj voi carvedilol bi:ing céc test
do dudng huyet thudng xuyén, dic biét 1a khi chuin liéu va diéu chinh thudc diéu tri tieu dudng
khi cdn thiét (xem muyc Tuong téc, twong ky cua thudc). Nong do dudng trong mau ciing cin duge
theo ddi chit ché sau mét thoi gian doi kéo dai.

Carvedilol c6 thé che Iap cac dic diém (dau hiéu va tri¢u chung) ctia chimg nhiém doc tuyen giap.
Carvedilol c6 thé giy ra nhip tim cham. Néu nhip tim giam xubng dudi 55 nhip/ phit, va xay ra
céc triéu chimg lién quan dén cham nhip tim, nén giam liéu carvedilol.

Cén theo doi dién tdm dd va huyét ap ctia bénh nhan khi sir dung dong thoi carvedilol véi céc
thudc chen kénh calci nhu verapamil va diltiazem hodc véi cac thu6e chéng loan nhip khéc, dic
biét 1a amiodarone. Cén tranh phdi hop véi cac thude nay khi diing dudng tinh mach (xem muyc
Tuong tac, tuong ky cua thuoc)

Cén than trong khi sir dung dong thoi cimetidine voi carvedilol vi né ¢6 thé lam tang tic dung cua
carvedilol (xem muc Tuong tac, tuong ky, cua thuoc)

Ngudi deo kinh ép trong phai dugce canh bdo vé kha néng lam giam su tiét nudc mat clia thude.
Nén thin trong khi dung carvedilol cho nhitng bénh nhan ¢h tién sir b phan (mg qua man ndng va
nhitng benh nhén dang trong giai doan tri liéu giai man cam, boi vi cac thude chen beta c6 thé lam
tang tinh man cam dbi voi cac di g nguyén cling nhu tdng mic do nang cta cdc phan tmg phan
vé. Cin thén trong khi ké toa cac thudc chen beta cho bénh nhan viy nén vi céc phan (ng trén da
¢6 thé trim trong hon.

Carvedilol nén dugc sir dung can than ¢ nhitng bénh nhan méc cac bénh mach mau ngoai vi va
hdi chimg Raynaud vi thude chen beta c6 thé 1am tram trong thém triéu chimg ctia bénh.

Nén theo d&i chit ch& nhirng bénh nhan chuyén héa kém debrisoquine khi bét diu diéu tri v&i
carvedilol (xem myc ddc tinh dugce dong hoc).

Vi kinh nghi¢ém 1am sang con han ché, khong nén ding carvedilol & bénh nhan tang huyét ap
khong 6n dinh hogc thir phat, ha huyét ap tu thé ding, bénh viém tim cap tinh, nghén dong mach
¢6 lién quan dén tic ngh&n van tim hodc dudng ra, bénh dong mach ngoai bién, diéu tri dong thoi
véi thube dbi khang thy thé ai hoge chu van thu thé a2

0 nhiing bénh nhan méc u té bao wa crom, cin bit diu diéu tri véi thude chen alpha trude khi
dung bit ky chit chen beta nao. Chua c6 kinh nghlem trong viéc sir dung carvedilol, thude c6 ca
hai dic tinh chen alpha va chen beta rong bénh u té bao ua crom, do d6 cin than trong khi dung
thude & nhirng bénh nhan nay.
Do hoat dong dén truyén than kinh am tinh, carvedilol nén dugc sir dung thj
bénh nhén bi bloc nhi that do 1

Thudc chen beta lam giam nguy co rdi loan nhip tim khi gdy mé\u
nguy co ha huyét dp. Vi vdy can than trong khi sir dung loai thude
nhimg nghién ctru méi day cho thdy lgi ich cua thude Grc ché beta trong ngan ngira méc bénh tim
khi tién hanh phau thuét va giam ty 1& bién chimg tim mach.

Ciing nhu cac thuoc chen beta khac khong nén ngung su dung carvedllol dot ngdi

trong cho nhiing

iéfi n6 c6 thé lam ting

Dl,fu, PHAM *
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cén phai bit dau céc ligu phap thay thé cuing lic dé ngan ngira sy trdm trong thém ciia cdc con dau
thit nguec.

Carvedilol chira lactose va sucrose. Khong nén sir dung thudc nay cho nhimg bénh nhan c6 cac
vén dé vé di truyén hiép gdp khong dung nap galactose, fructose, thiéu hut Lapp lactose , kém hép
thu glucose-galactose, thiéu sucrase-isomaltase.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Sir dung thude cho phu nir ¢6 thai

Khéng co dir liéu day di vé viéc sir dung carvedilol cho phy nir mang thai. Cac nghién clru trén
dong vat da cho thdy ddc tinh sinh san. Nguy co tiém 4n doi vdi con ngudi 1a chua duge xac dinh.

Céc thude chen beta 1am giam nuéi dudng qua nhau thai vi thé c6 thé gy chét luu, say thai va
sinh non. Ngoai ra, cdc tac dung khdng mong mudn (dac biét 1a ha dudng huyét, ha huyét ap, nhip
tim cham, trc ché hd hép va ha thin nhiét) c6 thé xay ra & thai nhi va tré so sinh. Tang nguy co
cdc bién chimg tim mach va phdi & tré so sinh trong giai dean sau sinh. Khong nén ding
carvedilol trong thai ky trir khi 19i ich cua viée diéu trj 1a rd rang (nghia 1a loi ich mang lai 16n
hon so v&i nguy co tiém tang cho thai nhi/tré so sinh). Vige diéu tri nén dugc dung lai 2-3 ngay
trude khi sinh. Néu viée ngung thude khong dugce thue hién, phai theo doi tré so sinh trong 2-3
ngay ddu sau khi sinh.

Sir dung thude cho phu nir cho con ba

Carvedilol 1a chit ua chét béo va theo két qua tir cée nghién ciru trén dong vat tiét sira cho thdy,
carvedilol va cac chit chuyén héa cia n6 duge bai tiét trong sira me, do d6 khong nén dung
carvedilol cho phu nir cho con bu.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Thube c6 anh huéng nho dén kha ‘nang li xe van hanh may mée. Myt vai bénh nhén cé thé giam
su tinh tao va dac biét la khi bt ddu sir dung va sau khi diéu chinh liéu thude.

TUONG TAC, TUONG KY CUA THUOC
Twong tac thude:

Thubc clwng logn nhip

Dﬁ ¢6 bao cao céc trudong horp bi ri loan dén truyén (hiém khi kém theo roi loan huyét dong) khi
ubng dong thoi carvedilol voi diltiazem verapamll va/ hoic amiodarone. Ciing nhu cac thude chen
beta khéc, cin theo ddi chiit ché dién tim dd va huyét dp khi dung dong thoi carvedilol véi cdc
chét chen kénh calci nhu verapamil va diltiazem do nguy co r6i loan dan truyén nhi thit hodc
nguy co suy tim (tdc dong hiép luc). Can theo doi chat che trong cdc truong hop str dung dong
thoi carvedilol véi amiodarone (dudng udng) hodc cic thude chong loan nhip loai 1. Chimg nhip
tim cham, ngimg tim, rung tam thit da dugc bdo cdo ngay sau khi vt ddu diéu tri thude chen beta
0 bénh nhan dang sir dung aminodarone. Nguy co suy tim c6 thé xay ra trong truong hop tiém
truyen ph0| hop carvedilol v&i céc thudc chdng loan nhip nhoém la hodc lc.

Diéu tri dong thoi v6i reserpine, guanethldlne methyldopa, guanfacine va chét tic che monoamine
oxidase (trir chat trc ché MAO-B) c6 thé dan dén lam cham thém nhip tim va ha huyét ap. Khuyén
céo nén theo ddi cac thong sb sinh ton trong qua trinh diéu tri.

Dihydropyridin

Viéc sir dung dihydropyridin va carvedilol nén dugc thyc hién du6i sy giam sat chat che do da ¢o
béo cdo cac truong hgp nhur la suy tim va ha huyét ap nang khi phdi hop st dung hai thube nay.
Nitrat

Tang tac dung ha huyét ap.

G.’ycos:d tro tim

Su gia ting nong, do dlgoxm o trang thai on dmh khoang 16% va d

hoang 13% ¢ bénh da
oY digoxin va carvedllol

carvedllql
Cic thudc chéng tang huyét dp khic
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Carvedilol c6 thé ting cudng tac dung cla céc chong tang huyét ap khac khi sir dung dong thoi
(vi du thubc dbi khang thu the @) va cac thudc c6 phan ung bét lgi lam ha huyét 4p nhu
barbiturates, phenothiazines, thudc chdng trdim cam ba vong, thudc gian mach va ruou.
Cyclosporin

Su gia ting nhe ndng do ti thiéu trung binh cia cyclosporin dé dugc bao céo ¢ 21 bénh nhan
ghép than bi_ thai ghép mach man tinh khi bt dau diéu tri bang carvedilol. Trong khoang 30% 50
bénh nhan can giam liéu cyclosporin dé duy tri nong dd cyclosporin trong khoang diéu tri, trong
khi khong cin diéu chinh liéu cyclosporin & sé bénh nhan con lai. Tinh trung binh, liéu
cyclosporin dugc diéu chinh giam khoang 20%. Do ¢6 su bién thién 16n gira cdc ca thé trong diéu
chinh liéu nén can thiét phai theo dai chit ché ndng do cyclosporin khi diéu tri bang carvedilol va
diéu chinh liéu cyclosporin cho thich hop.

Thubc diéu tri tiéu dwong bao gom insulin -

Carvedilol ¢o thé lam tang tac dung ha dudong huyét cia insulin va céc thude ueu dudmg.
Carvedilol ¢6 thé che lap cdc tri¢u chimg cua ha duong huyét. O nhitng bénh nhan tiéu duong,
can theo doi dinh ky nong do dudng huyét.

Clonidine

Trong truorng két thic diéu tri két hop carvedilol va clonidine, nén dan din ngung diéu tri
carvedilol vai ngay trude khi glam liéu va ngung ding clonidine.

Thudc gay mé qua dwiong ho hip '

Cén than trong trong thuong hop gay mé do c6 thé xuét hién giam lyc co co va ha huyét ap do tac
dong hi¢p dong giira carvedilol va thudc gdy mé.

Thubc chong viém khong steroid (NSA IDs), estrogen va corticosteroid

Téc dung ha huyét 4p ca carvedilol giam do gitr nudc va natri.

Thubc gdy cam irng hodc irc ché men cytochrome P450

Bénh nhan dang str dung thudc giy cam tmg (vi du rifampicin va barbiturates) hogc ché (vi du
cimetidine, ketoconazole, fluoxetine, haloperidol, verapamil, erythromycine) enzyme cytochrome
P450 phai dugc giam sat chat che nong do carvedilol huyet thanh trong thoi gian diéu tri cung vOi
carvedilol do nong do carvedilol huyét thanh c6 thé giam hodc tang 1én boi cac chat tc ché
enzyme.

Rifampicin lam giam ndng do carvedilol trong huyét tuong khoang 70%. Cimetidin lam tang dién
tich dudi dudng cong 16n cia carvedilol khoang 30% nhung khong gdy anh hudng dén gid tri
Cmax. Can thén trong khi st dung carvedilol & nhitng bénh nhan nhin dugc diéu tri boi cdc thude
gay cam tng cytochrome P450 vi du: rifampicin, vi ndng d¢ carvedilol trong huyét thanh c6 thé
giam xuong, hodic céc chét tic ché cytochrome P450 vi du: cimetidine, vi nong d¢ carvedilol huyet
thanh ¢6 thé ting 1én. Tuy nhién, anh hudng cua cimetidine 1én ndng do carvedilol 1a twong dbi
yeu do dé it co kha nang gdy anh hudng trén lam sang.

Chiit kich thich than kinh giao cim véi anh hwéng ciia alphamimetic va beta mimetic

Nguy co tang huyét ap va nhip tim chdm qua mirc.

Ergotamine

Tang sur co mach.

Thube ngin chin sw din truyén thin kinh co

Ting bloc than kinh-co.

Twong ky:

Do khong c6 cac nghién ciru vé tinh tuong ky ctia thudc, khong tron 1an thude nay véi céc thude
khéc

TAC DUNG KHONG MONG MUON CUA THUOC
a) Tom tit hd so an toan

Tén sb clia céc téc dung khéng mong mudn khang phu thude vao liéu lugng, ngoai trir trudng hop
chéng mit, thi luc bt thudng va nhip tim cham.

b) Liét ké cic phin dng bét loi

Nguy co cia hau hét cic phan img bat loi lién quan dén carvedilol ciing tuong,t
chi dinh. >
Céc truong hop ddc biét duge mo ta trong tiéu myc (c) /
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Céc loai tin s6 duge quy dinh nhu sau:
Rat thudng gép > 1/10

Thuong gép > 1/100 va <1/10

it gap>1/1.000 va <1/100

Hiém gap > 1/10.000 va <1 / 1.000
Rét hiém gap <1/ 10.000

Nhiém tring va nhiém  ky sinh trung
Thudng giip: viém phé quan, viém phdi, nhiém khuén dudng ho hap trén, nhiém khuan dudng tiét
niéu.

Réi loan mdu va hé bach huyét

Thuong gép: thlcu mau

Hiém gap: giam tiéu ciu

Rét hiém gap: giam bach ciu

Roéi loan hé mién d;ch

Rét hiém gip: man cam (phan tng di ing)

Roi loan chuyén héa va dinh duwomg

Thudng gép: tang cén, ting cholesterol trong méu, kho kiém soat lugng dudng trong mau (ting
dudng huyet, ha dudng huyét) & nhimg bénh nhan méc déi thao dudng tir trudc.

Réi loan tam than

Rat thucmg gap: Tram cam, cam giadc mét moi

it gap: roi loan glac ng, It 1an

Réi loan hé than kinh

Rét thudmg gip: Chéng mat, nhire diu

it gap: Presyncope, ngat, di cam

Roi logn mat

Thuong gap: thi luc bit thuong, giam tiét nude mét (kho mat), kich thich mét

Roz loan tim

Rét thuong gip: Suy tim

Thudng gap: nhip tim cham, phu tang thi lyc, ting thé tich mau

Khéng phd bién: bloc nhi - thét, dau thit nguc

RO! loan mach

Rét thuomg gip: ha huyet ap

Thuong gip: ha huyét dp thé dimg, giam tudn hoan ngoai bién (chén tay lanh, bénh mach ngoai
bién, lam nang thém hoi chimg Raynaud)

Roi loan ho hap, ngue va trung thit

Thudng gip: kho tho, phu phdi, con hen & bénh nhén ¢6 co dia hen

Hiém gip: nghet mii

Roéi loan tiéu héa

Thudng gap: budn ndn, ndn, tiéu chay, kho tiéu, dau bung

Hiém gap: khé miéng

Roi loan gan - mdt

R4t hiém gdip: tang ndng do alanin-aminotransferase (ALT), aspartate- aminotransferase (AST) va
gamma-glutamll -transpherase (GGT) '

Réi loan da va mé dudi da

it gﬁp phan tmg trén da (vi du nhu ban di tmg, viém da, ndi may day, ngld, vay nén va phan (g
glong liken phing, ting tiét md hoi), rung toc

Rét hiém gap: phan Gng bat lgi trén da nghiém trong (vi dg\' an da dang, hdi chimg
Stevens-]ohnson hoai tir thugng bi nhiém doc) :

Réi logn co xwong va mo lién két

Thuong gip: dau & dau cac chi

Roi loan thdn va dwong Irét niéu

Thudng gap: suy than cip va bt thuong chirc néng than & bénh nhan cé bénh ,,_:—--.,

va hoge/ suy giam chire nang than, roi loan tiéu tién.
RAt hiém giip: tiéu tién khong tu chu & nir gidi
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Hé thong sinh san va nguc

Khong pho bién: R&i loan cuong dwong

Réi loan tong qudt va diéu kién trang trai diéu tri

Rét thudng gip: suy nhuge (mét moi)

Thuong gép: Dau

¢) M6 ti ciac phan ing bét lgi duge lya chon

Chéng mit, ngét, dau ddu va suy nhuogc thudng nhe c6 kha nang thuong xay ra hon vao lic bit
diu diéu tri.

O nhitng bénh nhén suy tim sung huyét, suy tim tr& nang va @ dich ¢6 thé xay ra khi ting chuan
lidu carvedilol (xem muc Canh béo va than trong khi diing thudc)

Suy tim 1a mgt phan ung bt lgi thuomg duge bdo cdo & ca hai nhém diéu tri bing gia dugc hay
carvedilol (twong tmg la 14,5% va 15,4% & bénh nhan rbi loan chirc nang thit trdi sau nhdi mau
co tim cap)

Su suy giam chirc ndng thén co hbi phuc da dugc quan sat thay trong diéu tri v6i carvedilol &
bénh nhén suy tim man tinh c¢6 kéem huyet ap thip, bénh tim thiéu méu cuc b, xwo vira ddoognj
mach tdng quat va / hodic suy than tiém 4n. (xem muc Canh béo va thén trong khi ding thuoc)
Nhu mét nhom, chit chen thy thé beta-adrenergic c6 lhe lam bénh tiéu duong tiém an biéu hién rd
rang hon, triéu chimg cua bénh tiéu dudng s& trd nén tram trong hon, va gdy khé khan trong viée
kiém sodt lugng dudng trong mau.

Carvedilol ¢6 thé gay ra tiéu tién khong ty chu & nir gidi va tac dung khéng mong mudn nay c6
thé duoc loai bo sau khi ngung dung thube.

QUA LIEU VA CACH XU TRI
Qui liéu

Ding qua lidu co thé dan dén ha huyet ap nang, nhip tim cham, suy tim, s6¢ tim, ngimg tim. Ciing
c6 thé gép céc vén d& vé& ho hép, co thit phé quan, non mira, mat tri gidc, co git.

Cich xir tri

Ngoai vigc ap dung cac bién phap tng quat, cén theo doi va diéu chinh céc thong sb sinh tdn, néu
cin thiét ap dyng cdc bién phdp trong diéu ki¢n cham soc tich cuc.

Atropine c6 thé dugc sur dung trong diéu tri nhip tim chim qua mirc, trong khi c6 thé hd trg chirc
ndng tam thit bing tiém tinh mach glucagon, hodc dung céc chét kich thich than kinh giao cam
(dobutamine, isoprenaline). Néu cén tac dung ting lyc co co thi nén xem xét dung cac chat trc ché
phosphodiesterase (PDE). Néu gidn mach ngoai bién la uu, the can ding norfenephrine hodc
noradrenaline cling vai viéc theo doi lién tuc cdc cac thong s6 tudn hoan. Trong trudng hop nhip
tim chdm khong ddp mg voi diéu tri ndi khoa, can dat may diéu hoa nhip tim.

Trong trudmg hop co that phé quan, co thé sir dung thuoc cha vén thu thé p (dudi dang khi dung
hogc tiém tinh mach) hodc ¢6 thé tiém cham hoic truyén tinh mach aminophylline. Trong truong
hop co giat, khuyen c4o nén tiém tinh mach chdm diazepam hodc clonazepam.

Carvedilol lién két nhiu v6i protein huyét tuong. Do d6, carvedilol khong
tach mau.

Trong truong hop qua lidu ma c6 sbéc nang thi phai ap dung cac
khoang thoi gian du dai cho dén khi tinh trang ctia bénh nhén 6n
thoi gian ban hay va tai phdn bd carvedilol tir cic ngdn & siu.

i thai trir bing thim

ién Hhap hd trg trong mdt
¥ lai, vi co thé xay ra ting

PAC TINH pDUQC LUC HQC

Nhém dugc 1y: Thude chen alpha va beta
Mi ATC: CO7AG02

Carvedilol 12 mot chat gian mach, chen khong chon loc beta, lam giam siic can mach méu ngoai
vi bing céch chen chon loc thu thé alpha va tc ché hé renin-angiotensin thong qua tic dong chen
beta khéng chon lgc. Hoat tinh renin trong huyét tuong glém va doi khi gay « dich.
Carvedilol khong c6 hoat tinh giao cam ndi tai (ISA). Gidng nhu propanolol caryed
dic tinh 1am 6n dinh mang. :

l'
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Carvedilol 1a mdt hon hop racemic cua hai dong phén lap thé. Ca hai dang dong phan dugc tim
thdy déu c6 hoat tinh chen alpha -adrenergic trong mo hinh dong vat. Carvedilol e ché khong
chon loc thu thé i va P2 chu yéu la do tac dyng cua dong phéan S(-).

Céc dic tinh chéng oxy hoa cia carvedilol va chit chuyén hoa cua n6 da dugc chung, minh trong
céc nghién clru in vitro va in vivo trén dong vt va trén mot 56 loai té bao & ngudi.

& bénh nhén ting huyét ap, tac dung ha huyét ap ctia carvedilol khong lién quan dén su ting tong
strc can mach ngoai bién cia cac thudc chen beta don thuan. Nhip tim giam nhe khi ding thude.
Thé tich nhat bop khong thay dbi. Dong mau qua than, chirc nﬁng thén va luu lugng méu ngoai vi
khong bi thay dbi, do do, rat hiém gap triéu ching céc chi cudi lanh — téc dung khong mong mudn
thudong thiy & nhiing thudc chen beta. O bénh nhan ting huyét ap, carvedilol lam ting nong do
norepinephrine huyét tuong.

Trong diéu tri dai han & bénh nhan dau thét ngue, carvedilol da cho thdy la c6 tic dung chéng
thiéu méu cuc bg va giam dau thit ngye. Cac nghién ciru huyét dong hoc cho thay carvedilol 1am
glém tién tai va hdu tai cua tdm that. O bénh nhén rdi loan chirc nang thét trai hogic suy tim sung
huyét, carvedilol c6 tac dong tich cuc dén huyét dong hoc, phan s6 téng mau va thé tich that trai.
Carvedilol khong tac dong tiéu cuc den lipid huyet thanh va chit dién giai. Ty 1€ lipoprotein mét
dd cao HDL va lipoprotein mét do thip LDL van binh thudng.

PAC TINH DUQC DONG HOC
Hép thu: Sau khi uong, carvedilol dugc hdp thu nhanh chong. Trén cac ddi tugng khoe manh,
nong d¢ dinh trong huyét tuong dat dugc khoang 1 gid sau khi udng. Sinh kha dung tuyét ddi cua
carvedilol & ngudi khoang 25%.

C6 moi quan hé tuyén tinh gitra liéu ding va ndng do carvedilol trong huyét tuong. Dung thude
cung vai thirc an khong lam anh hudng dén sinh kha dung hay nong do dinh trong huyét tuong,
mac du thoi gian can thiét dé dat dén nong do t6i da trong huyét tuong bj kéo dai.

Phén bd: Carvedilol 1a mot hop chét ua chéit béo cao. Carvedilol lién két vai protein huyét tuong
khoang 98 dén 99%. Thé tich phan bd khoang 2 L/kg va tang & nhirng bénh nhan xo gan.

Chuyen héa: O ngudi va dong vét duge nghién ciru, carvedilol duoc chuyen hoa rong rdi thanh
céc chét chuyén héa khéc nhau ma phén lén duge dao thai & mét. Hiéu suét ctia bude chuyén hoa
dau tién sau khi udng 1a 60-75%. O dong vat, da thay hién tuong tudn hoan gan rudt cta hoat chét
gbc.

Carvedilol dugc chuyén hoa chi yéu & gan, mdt trong nhiing con duomg chuyén héa chi yéu la
lién hop glucuronid. Phan (ng khir methy va hydroxy héa tai vong phenol tao ra ba chit chuyén
héa c6 hoat tinh chen thu thé beta-adrenegic.

Theo cic nghién ciru tlen lam sang, chat chuyén hoa 4-hydroxyphenol c6 hoat dong chen thy thé
beta manh hon gép 13 lan Ba chat chuyen hoa ¢ hoat tinh ¢6 tic dung gian mach yéu hon so voi
carvedilol. (6} nguoi, ndng do cia ba chét chuyén héa c6 hoat tinh thdp hon ndng do cua hoat chat
gbc khoang 10 lan Hai chét chuyen hoa hydroxy-carbazole cia carvedilol ¢é tac dung chbng oxy
héa rit manh, gap 30 - 80 lan so v&i carvedilol.

Thai trir: Thoi gian ban thai cua carvedilol khoang 6 gio. Do thanh thai huyét tuong: khoang 500
700 ml. Carvedilol duge bai tiét chu yeu qua mét va thai trir chu yéu qua phan. Mot phan nho
dugce thai trir qua than dudi dang céc chét chuyén héa khac nhau.
Puge dong hoc trén cic dbi twgng dic biét:

Bénh nhan suy thin: ‘
O mot sb bénh nhén ting huyét ap c6 kem suy than vira dén ning (do thaph thi creatinine <30
ml/phat), ndng do carvedilol huyét tuong tang khoang 40- 50% so v&i benR nffan c6 chirc nang
than binh thuong. Nong d¢ dinh trong huyet tuorng, & bénh nhén suy thén ctn
20%. Tuy nhién, c6 mdt sy dao dong lén giira céc ca thé. Vi carvedilol chu yéu duge thai trir qua
phén, su tich lily dang ké carvedilol & bénh nhan suy thén la kho xay ra.

O nhitng bénh nhén suy than mic do trung binh dén ning, khong cgnZphat°dicu ehinh liéu
carvedilol =~
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O nhitng bénh nhén xo gan, sinh kha dung toan than cua carvedilol ting lén 80% do giam sy
chuyén héa ban dau Do d6, chéng chi dinh diing carvedilol cho nhimg bénh nhan ¢6 céc biéu
hién 1am sang cua réi loan chirc nang gan.

Ngwoi gia

Tudi téc co tac dong dang ké 1én cac thong sé duge dong hoc cua carvedilol ¢ nhitng bénh nhan
tang huyét 4p. Mot nghien ctru ¢ nhitng ngudi gia ting huyét ap cho thdy khong c6 su khdc biét
ve cdc phan g bt lgi gitra hai nhém ngudi gia va tré. Mot nghién ctru khac lién quan dén bénh
nhén cao tudi bi bénh dong mach vanh cho thdy khong cé su khac biét vé céac phan (ng bt loi
duoc bdo c4o so voi nhitng phan tmg bat loi dugc bdo cdo & nhém bénh nhan tré tudi.

Tré em

Cac thong tin hién ¢6 vé duge dong hoc & tré em dudi 18 tudi con han ché.

Bénh nhin ddi thio dwo’ng

O bénh nhin tang huyét dp c6 kem dai théo dudng tuyp 2, khong thdy c6 anh hudng cua
carvedilol Ién nbng do dudng huyet (khi déi-va sau khi @n) va hemoglobin glycosylated Al,

khong cén phai thay ddi liéu thuée ha dudng huyét trén cac dbi tuong nay.

O bénh nhén dai thao dudng tuyp 2, carvedilol khéng c6 anh hudng déng ké dén kha néng dung
nap glucose. O nhitng bénh nhén ting huyét ap khong bi dai thio dudng co thay ddi do nhay
insulin (h¢i chirng X), carvedllol lam ting do nhay cta insulin. Két qua tuong tu ciing duge quan
sat thay & bénh nhan ting huyét ap kém dai thdo dudng tuyp 2.

Suy tim

Trong mdt nghién cru & 24 bénh nhin suy tim, d§ thanh thai cia R- va S- carvedilol thap hon
dang ké so véi ¢ nhiing ngudi tinh nguyén khoe manh. Cac két qua nay cho thdy dugc dong hoc
ctia R- va S- carvedilol thay déi dang ké do suy tim.

QUY CACH PONG GOI
FILDILOL 3.125: Hop chira 10 vi x 10 vién nén.
FILDILOL 6.25: Hop chira 3 vi x 10 vién nén.
FILDILOL 12.5: Hop chira 3 vi x 10 vién nén.

PIEU KIEN BAO QUAN
Bao quan & nhiét do dudi 30°C, noi kho rédo, tranh dnh séng.

HAN DUNG
24 thang ké tir ngay san xudt

TIEU CHUAN CHAT LUQNG
Tiéu chuan USP

TEN, PIA CHI CUA CO SO SAN XUAT THYOC
FOURRTS (INDIA) LABORATORIES PVT. ED
Vandalur Road, Kelambakkam-603 103, An Do
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