R THUGC BAN THEO PON

TO HUONG DAN SU DUNG THUOC
Vién nén
PERUZI-12,5

Thudc ban theo don
Pé xa tAm tay tré em
Poc ki huong din sir dung truwée khi ding
Théng bao ngay cho bac s§ nhing tic dung khong mong mudn khi sir dung thudc

1. THANH PHAN:
MBbi vién nén chira:
Carvedilol ........cccovviiiiiiiiiiiie 12,5 mg
Ta dugc: Calci phosphat dibasic khan, lactose monohydrat, cellulose vi tinh thé M112,
povidon (kollidon 30), croscarmellose natri, mau quinolin yellow lake, mau black PN, mau
allura red, silicon dioxyd, magnesi stearat, natri lauryl sulfat.

2. MO TA SAN PHAM: Vién nén tron, mau hdng nau, mot mit 6 dap logo +7, mit kia c6
dap gach ngang.

3. QUY CACH PONG GOI: Hop 3 vi x 10 vién/ Hop 10 vi x 10 vién.

4. PAC TINH DUQC LUC HQC:
Nhém duge 1y: Thude e ché khdng chon loc thu thé beta-adrenergic, chdng ting huyét ap,
chbng dau thit ngyuc va suy tim sung huyét.
Ma ATC: CO7AGO02.
Carvedilol 12 mot hdn hop racemic c6 tic dung gidn mach do chen khong chon loc thy thé
beta-adrenergic, chen chon loc alphaj-adrenergic va ¢ liéu cao con c6 tac dung chen kénh
calci. Carvedilol khong c6 tic dung ndi tai giong giao cam nhung c6 tac dung viing bén
mang té bao yéu. Ngoai ra, carvedilol con c6 tic dung chéng oxy héa.
Nghién ctru 1am sang da chimg minh khi ding két hop thudc chen thy thé alpha; va beta
lam tan s6 tim hoi giam hodc khong thay doi khi nghi ngoi, duy tri phan sb tong mau va luu
lwong méu ¢ than va ngoai bién.

5. PAC TINH DUQC PONG HOQC:
Hip thu
Carvedilol hap thu khong hoan toan & dudng tiéu héa va bi chuyén héa manh lan dau qua
gan nén kha dyng sinh hoc tuyét dbi dao dong trong khoang 20 - 25%. Nong do dinh trong
huyét tuong dat dugc sau khi udng khoang 1 - 2 gio. Nong d6 trong huyét trong ting tuyén
tinh véi liéu, trong khoang liéu khuyen céo.
Thire 3n gy kéo dai thoi gian dat ndong do dinh trong huyét thanh nhung khong anh hudng
dén sinh kha dung va ndng d6 dinh trong huyét thanh cua carvedilol.
Phén b
Carvedilol c6 tinh than du cao. Trong mdu thudc gin vao protein huyét twong khoang 98 -
99%. Thé tich phan b6 khoang 2 L/ kg, ting & bénh nhan xo gan.
Chuyén héa
Nghién clru & ngudi va mot s6 loai dong vat cho théy, carvedilol duoc chuyén héa manh &
gan thanh cdc chat chuyén héa khic nhau, cdc chit nay sau d6 duoc bai tiét vao mat. Tac
dung chuyén héa 1an dau qua gan sau khi uéng 1 khoang 60 - 75%. Pa thdy c¢6 chu trinh
gan rudt cla chit me & dong vat.
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Carvedilol dugc chuyén héa manh & gan, lién hop glucuronid 1a mot trong nhitng phan g
chinh. Demethyl héa va hydroxyl héa tai vong phenol tao ra 3 chat chuyén héa c6 hoat tinh
chen thu thé beta.

Dua trén cac nghién cuu tlén lam sang, hoat tinh chen thu thé beta cta chat chuyén héa 4-
hydroxyphenol cao hon xap xi 13 1an carvedilol. 3 chat chuyén héa c6 hoat tinh c6 tic dung
gian mach yeu hon so vdi carvedilol. O nguoi, nong do cta nhimng chat nay thap hon
khoang 10 lan so vdi chit me. 2 trong sd céc chat chuyén héa carbazol-hydroxy la nhiing
chat chdng oxy héa manh, gip 30 - 80 lan carvedilol.

Thdi trir

Thoi gian ban thai cua carvedilol 1a 6 - 10 gio sau khi uéng. Do thanh thai huyét ‘tuong
khoang 500 - 700 mL/ phiit. Thubc dugc bai tiét chu yéu vao mat va thai trir chii yéu qua
phan.

Chi khoang 15% liéu udng duoc thai trir qua than. Do vy, khong can chinh lidu carvedilol
& nguoi suy than.

Dugc dpng hoc trén cdc doi twong diic biét

Bénh nhan suy thdn

Mot s6 bénh nhén ting huyét 4p bi suy than vira dén ning (Cle: < 30 mL/ phit), ndng do
carvedilol huyét twong ting khoang 40 - 50% so voi bénh nhan c6é chirc ning than binh
thudng. Nong d6 dinh trong huyét twong & bénh nhin bi suy giam chtc ning than ciing
tang khoang 10 - 20%. Tuy nhién, két qua nay thay ddi nhidu. Do carvedilol duoc thai trir
cht yéu qua phén, khong c6 sy tich lily thudc dang ké & bénh nhén suy than.

Khong can chinh liéu ¢ bénh nhén suy than vira dén ning.

Bénh nhan suy gan

O bénh nhan xo gan, kha dung toan thin cta carvedilol ting 80% do giam chuyén héa lan
dau qua gan. Do d6, chdng chi dinh ding carvedilol cho bénh nhan suy gan c6 biéu hién
trén 1am sang.

Nguoi cao tuéi

Do tudi co tac dong co y nghia thong ké trén cic thong sé duge dong hoc cua carvedilol ¢
bénh nhan ting huyét 4p. Nghién ctru trén bénh nhan tang huyét ap la nguoi cao tudi cho
thay khong c6 khéc biét vé tac dung khong mong muon & nhém tudi ndy so véi bénh nhin
tre tudi. Mot nghién ctru khac bao géom nguoi cao tudi bi bénh dong mach vanh cho thay
khéng c6 khdc biét vé tdc dung khéng mong mudn dugc bdo cdo so v6i ngudi tré tudi.

Tré em

Théng tin vé duoc dong hoc & nhém tudi nay con han ché.

Bénh nhdn dai thdao dwong

O bénh nhan ting huyét 4p kém déi thao duong typ 2, khong thiy tic dung cua carvedilol
trén glucose huyét (ldc no hodc luc do6i) va glycosylat hemoglobin Aj, khong can thay d6i
lidu céc thude diéu tri dai thao duong.

O bénh nhan dai thdo dudng typ 2, carvedilol khéng c6 anh hudng c6 ¥ nghia thdng ké ddi
v6i xét nghiém do dung nap glucose. O bénh nhan ting huyét 4p khong bi dai thao dudng
c6 d6 nhay insulin thay doi (hoi ching X), carvedilol 1am ting nhay cam insulin. Két qua
tuong tu di dugc bdo cdo ¢ bénh nhan ting huyét 4p bi dai thdo dudng typ 2.

Bénh nhan suy tim

Trong mot nghién ctru trén 24 bénh nhan suy tim, d6 thanh thai cua R- va S-carvedilol thap
hon déng ké so v6i & ngudi tinh nguyén khoe manh. Két qua nay cho thdy dugc dong hoc
clia R- va S-carvedilol thay d6i dang ké ¢ bénh nhan suy tim.

CHI PINH:

Carvedilol dugc chi dinh trong cac trude hop sau:

- Tang huyét ap.

- Diéu tri dau that nguc 6n dinh man tinh.

- HO tro trong diéu tri suy tim man on dinh muc do trung binh t&1 néng.
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7. LIEU DUNG - CACH DUNG:
Cach dung:
Thudc dung duong ubng.
Pé han ché nguy co giam huyet ap thé dimg, carvedilol dugc khuyén céo udng cung voi
thire an. Ngoai ra, biéu hién gidn mach & ngudi bénh dung dong thoi thude trc ché enzym
chuyén c6 thé giam bang cach dung carvedilol 2 gior trude khi ding thude e ché enzym
chuyén.
Thudc chi ¢6 ham lwong 12,5 mg, do d6 khong thich hop ding cho cic chi dinh liéu
3,125 mg va 6,25 mg, khuyén cdo chon dang bao ché khac phit hop hon.
Liéu dung:
Tang huyét dp: Carvedilol c6 thé dugc dung don tri trong diéu tri tang huyet ap hoac phdi
hop véi cac thudc diéu tri tang huyet ap khac, dac biét 1a cac thubc loi tiéu. Khuyén cao
ubng 1 1an/ ngay, tuy nhién, khuyén cdo lidu t6i da 1 lan udng 1a 25 mg va lidu hang ngay
t6i da 1a 50 mg.
Nguoi lon: Liéu khoi dau khuyen céo 1a 12,5 mg x 1 1an/ ngay; Sau 2 ngay tang 1én 25 mg
x 1 1an/ ngay. Neu can ¢6 thé ting dan liéu véi khoang cach it nhit 2 tuan.
Nguoi cao tuoi: Lleu khoi ddu khuyén cdo 13 12,5 mg x 1 1an/ ngay va ciing c¢6 thé cho hiéu
qua day du khi tiép tuc diéu tri.
Tuy nhién, néu dap tmg diéu tri khong diy du, co thé ting dan lidu véi khoang cach it nhit
2 tudn.
DPau thit nguc én dinh man tinh: Khuyén c4o chia liéu uéng 2 lén/ ngay.
Nguoi Ion: Liéu khoi dau khuyén cdo 1a 12,5 mgx 2 lan/ ngay, uong trong 2 ngay; Sau do
tlep tuc diéu tri voi lidu 25 mg x 2 lan/ ngay. Néu can, heu c6 thé ting thém dan dan sau
mdi khoang cich nhau it nhat 2 tudn dén lidu khuyén cao t6i da 100 mg/ ngay, chia 2 lan/
ngay.
Nguoi cao tudi: Liéu khoi dau khuyén cdo 1a 12,5 mg x 2 1an/ ngay. Sau do, tiép tuc diéu
tri v6i lidu hang ngay ti da khuyén cao 13 25 mg x 2 1an/ ngay.
Suy tim
Carvedilol dugc dung diéu tri hd tro cho liéu phap diéu tri co ban thong thuong véi thube
loi tiéu, thude e ché ACE, digitalis, va/ hodc cac thude gidn mach. Bénh nhan cin duoc 6n
dinh vé mit 1am sang (khong thay d6i nhom NYHA, khong phai nhdp vién do suy tim) va
liéu phdp co ban phai duoc on dinh it nhat 4 tuan trudc khi diéu tri. Ngoai ra, bénh nhan
can c6 su giam phan sudt tong mau that trai va nhip tim > 50 nhip/ phut va huyét 4p tam
thu > 85 mmHg.
L1eu khai dau khuyén cao 1a 3,125 mg x 2 lan/ ngay trong 2 tuan Sau d0, liéu co thé tang,
néu dung nap duoc, t01 6,25 mg x 2 lan/ ngay. Liéu c6 thé ting néu c6 thé dung nap thudc,
cach nhau it nhat 2 tuan téi liéu tdi da duoc khuyén céo 25 mg x 2 1an/ ngay, dbi voi nguoi
bénh can ning dudi 85 kg hodc 50 mg x 2 1an/ ngay, ddi voi ngudi can ning trén 85 kg
hodc suy tim nhe¢ hoac trung binh.
Vi¢c tang lidu 1én 50 mg x 2 lan/ ngay nén dugc thuc hién mdt cach than trong dudi sy
giam sat cua bac sy chuyén khoa.
Céc triéu chig suy tim niang thém thoang qua c6 thé xay ra khi bat dau diéu tri hodc khi
tang liéu dic biét 1a & bénh nhan suy tim ning va/ hoic dang dung loi tiéu lidu cao, thuong
khong can ngung diéu tri nhung khong nén tang lidu. Bénh nhan nén dugc theo doi trong
vong 2 gio sau khi bét dau diéu tri hodc tang liéu. Truéc mdi lan ting lidu, nén tién hanh
kiém tra nguy co cac triéu chimg suy tim ning thém hodc cac triéu chimg giin mach qua
muc (nhu chic nang than, thé trong, nhip tim). Suy tim nang thém hoac u dich duoc diéu
tri bang cach tang liéu loi tiéu, va khong nén ting liéu carvedilol cho dén khi bénh nhan 6n
dinh. Néu xdy ra cham nhip tim hodc kéo dai dan truyén nhi - that, trude tién can theo ddi
ndng d6 digoxin. Poi khi co thé can giam liéu carvedilol hodc tam thoi ngung diéu tri.
Ngay ca trong nhitng truong hop nay, viéc chinh liéu carvedilol thuong c6 thé duoc tiép tuc
thanh cong.
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Chirc nang than, tiéu cau va glucose (trong truong hop bénh nhan déi thio duong phu thudce
insulin v&/ hodc khong phu thudc insulin) nén dugc theo ddi thuong xuyén khi chinh liéu.
Tuy nhién, sau khi chinh lidu, tan suat theo ddi co thé giam.

Néu da ngung carvedilol trong hon 2 tuan, nén tién hanh khoi dau diéu tri lai véi lidu 3,125
mg x 2 lan/ ngay va tang dan liéu nhu da khuyén cdo o trén.

Liéu diing cho cdc doi twong diic bigt

Suy giam chirc nang than: Nén xac dinh lidu ding tiry theo ting bénh nhéan, nhung duya trén
cac thong sé duoc dong hoc, khong co bang chung cho thdy chinh liéu carvedilol cho bénh
nhan suy giam chtrc nang than la khong can thlet

Réi loan chikc nang gan trung binh: Khong can chinh liéu.

Tré em (< 18 tuéi): Khong khuyén céo dung carvedilol cho tré em duéi 18 tudi do thong
tin vé an toan va hiéu qua cua carvedilol trén nhém bénh nhan nay chua day du.

Ngwoi cao tuoi: - Nguoi cao tudi c6 thé nhay cam hon véi tic dung cua carvedilol va nén
duoc theo dbi can than.

Nhu céc thudc chen beta khac, dic biét & bénh nhan bénh dong mach vanh, viéc ngung
carvedilol nén duoc thuc hién tr tur.

8. CHONG CHI PINH:
Man cam véi carvedilol hodc bat ky thanh phan nao cta thudc.
Suy tim mét bu/ khong 6n dinh.
Bénh phoi tic nghén man tinh kém tic nghén phé quan.
Block nhi - that do IT hodc d6 111 (trtr khi c6 dat may tao nhip vinh vién).
Cham nhip tim ndng (< 50 nhip/ phut).
Hoi ching nut xoang bénh 1y (bao gdm ca block xoang - nhi).
Séc do tim.
Bénh gan c6 tri¢u chung, suy gidm chirc nang gan.
Hen phé quén.
Ha huyét 4p nang (huyét 4p tAm thu dudi 85 mmHg).

9. CANH BAO VA THAN TRONG KHI DUNG THUOC:
Suy tim sung huyét man tinh:
Carvedilol chu yéu dugc dung dé diéu tri hd trg cho lidu phap st dung loi tiéu, thube tc
ché ACE, digitalis va/ hodc thudc gidn mach. Chi nén khoi dau diéu tri khi bénh nhén da on
dinh vo6i cac liéu phap diéu tri co ban thong thuong trong it nhat 4 tuan. Phai tai bu cho
bénh nhan mat bu. Bénh nhén suy tim nang, mat mudi va nudc, ngudi cao tu01 hoac bénh
nhan huyét ap ban dau thap nén duoc theo ddi trong khoang 2 gior sau khi udng lidu dau
tién hodc sau khi ting lidu do co thé xay ra ha huyét ap.
O bénh nhén suy tim sung huyét man tinh, suy tim ning thém hodc @ dich c6 thé xay ra khi
khoi dau diéu tri hodc khi chinh liéu carvedilol. Trong truong hop ndy, nén ting lidu thudc
loi tiéu va khong nén tang lidu carvedilol cho dén khi tinh trang 1am sang cua bénh nhan on
dinh. Tuy nhién, d6i khi can giam liéu hodc, trong cac truong hop hiém gip can tam ngung
diéu tri voi carvedilol. Than trong khi phbi hop carvedilol véi digitalis vi ca hai thudc nay
déu gy kéo dai thoi gian dan truyén nhi - that.
Chirc ning than & bénh nhan suy tim sung huyét man tinh:
Suy gidm chuc nang than co hoi phuc da duogc bao cdo khi diéu tri v6i carvedilol & bénh
nhan suy tim man tinh kém huyét ap thap (huyét 4p tdm thu < 100 mmHg), bénh tim thiéu
mau cuc by va xo vira dong mach va/ hodc c6 nguy co suy giam chic nang than. Bénh
nhan suy tim c6 cac yéu td nguy co ndy nén duogc theo ddi chirc ning than trong khi chinh
lidu carvedilol. Néu chirc ning than giam di dang ké, nén giam liéu hodc ngung diéu trj véi
carvedilol.
Réi loan chirc ning that trai sau nhdi mau co tim cip:
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Trude khi khoi dau diéu tri véi carvedilol, bénh nhan phai c6 tinh trang 1am sang on dinh
va nén duoc sir dung thude trc ché ACE trude do it nhat 48 gio va lidu thude e ché ACE
nén duoc ¢ dinh trude dé it nhat 24 gio.

Block nhi - that dj I:

Do hoat tinh trc ché dan truyén than kinh, than trong khi dung carvedilol cho bénh nhan
block tim do 1.

Bénh phdi tic nghén man tinh:

Than trong khi dung carvedilol & bénh nhan bi bénh phéi tic nghén man tinh c6 khuynh
hudng co thit phé quan khong duoc diéu tri bang thudc udng hodc dang hit, chi dugc chi
dinh dung carvedilol khi loi ich diéu tri vuot troi so v6i nguy co c6 thé xay ra. Bénh nhan
can duogc theo ddi chat ché trong giai doan dau va khi chinh lidu carvedilol, giam lidu
carvedilol trong trudng hop co co thit phé quan xay ra.

Dai thao duong:

Than trong khi dung carverdilol & bénh nhan dai thdo duong do carvedilol co thé che lép
hodc 1am giam cac ddu hiéu va tridu ching sém cia ha glucose huyét cip. Giam muc do
kiém soat glucose huyét do carvedilol c6 thé xay ra ¢ bénh nhan suy tim man kém dai thao
duong. Do do, can phai theo ddi chit ché ¢ bénh nhéan dai théo duong st dung carvedilol
bang cach do glucose huyet thuong xuyén, dac biét la khi chinh lidu va chinh liéu cac thudc
diéu tri dai thao dudng néu can thiét.

Bénh ly mach mau ngoai vi:

Than trong khi dung carvedilol cho bénh nhan c6 bénh 1y mach mau ngoai vi vi céac thude
chen beta c6 thé 1am ning thém céc tridu ching thiéu ning dong mach.

Hoi chirng Raynaud:

Than trong khi ding carvedilol cho bénh nhéan bi rdi loan tudn hoan ngoai vi (nhu: Hoi
ching Raynaud), vi thudc co thé gy bung phat hodc lam ning thém cac triéu ching cua
bénh nay.

Nhiém ddc giap:

Carvedilol ¢6 thé che 14p cac ddu hiéu va triéu ching nhiém doc giap.

Gay mé va phiu thuit:

Than trong & bénh nhin dang phau thuat, do tac dung hiép dong trc ché co bop co tim cua
carvedilol va cac thudc gy mé.

Cham nhip tim:

Carvedilol c¢6 thé gdy cham nhip tim. Néu c6 su giam nhip tim xudng dudi 55 nhip/ phut,
va cac triéu chung lién quan dén chdm nhip tim xay ra, nén giam liéu carvedilol.

Qua mén:

Than trong khi dung carvedilol cho bénh nhan c6 tién st quiz man nghiém trong va & bénh
nhan dang diéu tri giai man cam vi cac thudc chen beta c6 thé lam tang ca d6 nhay cam voi
cac tac nhan gay di ng va muc d6 nghiém trong cia cac phan ting phan vé.

Phan dng trén da nang:

RAt hiém gap phan tng trén da ning, nhu hoai tir thuong bi nhiém doc (TEN) va hoi chimg
Stevens-Johnson (SJS) dd duogc béo cdo khi diéu trj v6i carvedilol.

Vay nén:

Than trong khi dung carvedilol cho bénh nhan vay nén vi cac phan tng trén da c6 thé trAm
trong hon. Bénh nhén c6 tién sir vay nén co lién quan cac thudc chen beta chi nén dung
carvedilol khi d3 can nhic k¥ loi ich diéu tri so véi nguy co.

Dung dong thoi cac thudc chen beta va cac thudc chong loan nhip khac:

Phai theo ddi dién tAm dd va huyét 4p can than ¢ bénh nhan dung carvedilol déng thoi voi
cac thudc chen kénh calci nhu verapamil va diltiazem hodc cac thube chéng loan nhip khac,
dac biét 1a amiodaron. Ti€m tinh mach verapamil ¢ bénh nhan dang diéu trj voi thude chen
beta co6 thé gay tut huyét 4p ning va block nhi - thét.

U tiy thuwgng than:
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O bénh nhan u tuy thuong than, nén khoi déau diéu tri v6i cac thude chen alpha trude khi str
dung bat ky céac thude chen beta nao. Mic du carvedilol ¢6 ca tac dung chen alpha va chen
beta, chua c6 kinh nghiém dy du vé viéc ding thudc trén nhitng bénh nhan nay. Do do,
can than trong khi dung carvedilol cho bénh nhan nghi ngd bi u tuy thugng than.

Pau thit ngue bién thai Prinzmetal:

Cac thude chen beta khong chon loc ¢6 thé giy dau nguc & bénh nhan dau thit nguc bién
thai Prinzmetal. Chua c6 kinh nghiém 1am sang str dung carvedilol & nhitng bénh nhén nay,
mic du hoat tinh chen alpha ciia carvedilol ¢6 thé ngin ngira nhiing triéu chimg nhu vay.
Tuy nhién, can than trong khi ding carvedilol cho bénh nhan nghi ngo bi dau thit nguc
bién thai Prinzmetal.

Nhiém toan chuyén héa:

Than trong khi dung carvediol cho bénh nhan nhiém toan chuyén hoa.

Str dung kinh ap trong:

Khuyén cao bénh nhan dang deo kinh ap trong v& nguy co giam tiét nudc mat.

Hdi chirng cai thude:

Nhu céc thude chen beta khac, khong nén ngung st dung carvedilol dot ngot, nhét la o
bénh nhan bénh tim thiéu mau cuc bo. Phai ngung tir tir carvedilol trong vong 2 tudn, vi du:
Bing cach giam liéu hang ngay xudng con mot nua sau mdi 3 ngay. Néu can, nén bit dau
lidu phap thay thé dong thoi dé ngan ngira cac dot cap cta con dau thit ngyc.

Bénh nhin chuyén héa debrisoquin kém:

Theo ddi chit ché khi khéi dau diéu tri ¢ bénh nhan chuyén héa debrisoquin kém.

Cac canh bao va than trong khac:

Do kinh nghiém 1am sang con han ché, khong nén dung carvedilol cho bénh nhéan ting
huyét ap khong 6n dinh hodc thir phat, ha huyét ap tu thé, bénh viém tim cap tinh, van hoic
dong chay & tim tic nghén anh huong huyét dong, bénh dong mach ngoai vi giai doan cudi,
diéu tri dong thoi vai cac thude dbi khang alpha; hodc cha van alphas.

Canh bao lién quan ta dugc

Thudc ¢6 chia lactose, bénh nhan bi bénh di truyén hiém gip kém dung nap galactose,
thiéu hut Lapp lactase hodc rdi loan hip thu glucose-galactose khong nén sir dung.

Thudc c¢6 chira mau quinolin yellow lake, mau black PN, mau allura red cé thé giy di tmg.
Pé xa tam tay tré em.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU

Phu nir mang thai:

Chua c6 thong tin ddy du vé viéc ding carvedilol & phu nit mang thai. Nghién ctru trén
dong vat cho thdy ddc tinh sinh san. Nguy co trén ngudi chua rd.

Ciéc thudc chen beta lam giam tudi mdu nhau thai, cé thé din dén thai chét luu, phat trién
khong ddy du va sinh non. Ngoai ra, cdc tic dung khong mong mudn (dic biét 1a ha
glucose huyét, ha huyét 4p, cham nhip tim, suy hd hap va ha than nhiét) c6 thé xay ra & thai
nhi va tré so sinh. C6 sy gia ting nguy co bién ching trén tim va phdi & tré so sinh trong
thoi ky hau san. Khong nén ding carvedilol trong thai ky trir khi that su can thiét (loi ich
diéu tri cho me vuot trdi so véi nguy co co thé xay ra cho thai nhi/ tré so sinh). Viéc diéu
tri nén duoc ngung 2 - 3 ngay trudc ngay sinh du kién. Néu khong, phai theo ddi tré so sinh
trong 2 - 3 ngay dau sau sinh.

Phu nit cho con bi:

Carvedilol 12 mét chat than dau va dya trén két qua tr nhitng nghién ctru & dong vat dang
cho con b, carvedilol va cdc chat chuyén héa cua n6d duoc bai tiét vao sita. Do do, khong
cho tré bu khi dang dung thudc.

TAC PONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC
Chua c6 nghién ctru nao dugc thuc hi¢n vé anh hudng cua carvedilol trén kha nang lai xe
hodc van hanh may moc.
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Do céc phan tmg khac nhau giita cic cd thé (nhu chong mat, mét moi), kha nang 1ai xe, van
hanh médy méc, hodc 1am viéc can tdp trung cao c6 thé bi suy giam. Nhitng tic dung nay
thuong gap phai khi bt dau diéu tri, sau khi ting liéu, khi thay doi ché pham va khi ding
d6ng thoi alcohol.

TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:

Twong tac duwgc dong hoc:

Carvedilol 14 co chat va ciing 1a chat (rc ché P-glycoprotein. Do d6, sinh kha dung ciia céc
thubc duoc van chuyén boi P-glycoprotein c¢6 thé tang 1én khi ding dong thoi carvedilol.
Ngoai ra, sinh kha dung ctia carvedilol ¢6 thé bi anh hudng boi cdc chat e ché hodc cam
img P-glycoprotein.

Céc thudc tc Che hodc cam tng CYP2D6 va CYP2C9 c6 thé lam thay doi su chuyen hoa
trude va trong tuan hoan cua carvedilol chon loc 1ap thé, dan dén ting hodc giam ndng do
huyét tuong R va S-carvedilol. Bénh nhan ding cic thuéc cam tng (nhu rifampicin,
carbamazepin va barbiturat) hodc tc ché (nhu paroxetin, fluoxetin, quinidin, cinacalcet,
bupropion, amiodaron va fluconazol) nhitng enzym CYP nay phai dugc theo doi chat ché
khi diéu tri ddng thoi véi carvedilol. Mot sb truong hop di dwoc ghi nhin & bénh nhin
hodc nguoi khée manh:

Dlgoxln

Nong d6 digoxin tang khoang 15% khi dung dong thot carvedilol. Ca digoxin va carvedilol
déu gdy kéo dai thoi gian dan truyen nhi - that. Tang cudng theo dbi nong do digoxin khi
khéi dau diéu tri, chinh liéu va khi két thiic diéu trj v6i carvedilol.

Rifampicin va cimetidin:

Trong mét nghién ctru, rifampicin 1am giam nong do huyet tuong carvedilol khoang 70%,
rt ¢6 thé 1a do sy cam Gmg P-glycoprotein lam giam hap thu carvedilol ¢ rudt. Cimetidin
tang AUC khoang 30% nhung khong 1am thay d0i Cmax. Can than trong & nhitng bénh nhan
dang dung cac thudc cam tng cic enzym ~oxydase churc nang hon hop nhu rifampicin, vi
noéng do huyét thanh cua carvedilol c6 thé giam xudng, hodc céc chat tic ché cic enzym
oxydase chirc ning hdn hop nhu cimetidin, vi ndng do huyét thanh ciia carvedilol c6 thé
taing 1én. Tuy nhién, dya trén tic dong twong ddi nho cua cimetidin d6i véi ndng do
carvedilol, kha nang tuong tac c6 y nghia 1am sang nho.

Cyclosporin:

Pi c6 béo cao ting ndng dd cyclosporin sau khi khoi dau diéu trj véi carvedilol & bénh
nhan ghép than va tim. Khoang 30% bénh nhén phai giam liéu cyclosporin dé duy tri nong
do cyclosporin trong pham vi diéu tri, nhém bénh nhan con lai khdng can giam lidu. Trung
binh, lidu cyclosporin giam khoang 20% ¢ nhirng bénh nhén nay. Do viéc diéu chinh liéu
can thiét thay d6i nhiéu giira cdc c4 thé, khuyen c4o theo ddi chat ché néng do cyclosporin
sau khi khoi dau diéu tri voi carvedilol va diéu chinh liéu cyclosporin cho phit hop.
Amiodaron:

O bénh nhan suy tim, amiodaron 1am giam thanh thai S-carvedilol, c6 thé 1a do tc ché
CYP2C9. Nong do huyet trong R-carvedilol trung binh khong thay dbi. Do do, co thé ¢
nguy co ting phong bé beta do ting ndng do S-carvedilol huyét tuong.

Fluoxetin va paroxetin:

Trong mét nghién ctru chéo ngau nhién & 10 bénh nhan suy tim, ding dong thoi fluoxetin,
mot thude e ché manh CYP2D6, gay trc ché chon loc 1ap thé trong chuyén héa carvedilol,
lam tang 77% AUC trung binh cua dong phan R(+). Tuy nhién, khong c6 su khéc biét vé
tac dung khong mong muon, huyét 4p hodc nhip tim dugc ghi nhén gitra cac nhom diéu tri.
Anh huong cua lidu 1ap lai paroxetin, mot thudc trc ché manh CYP2D6, 1én dugc dong hoc
cua lidu don carvedilol d3 duoc nghién ciru trén 12 nguoi tinh nguyén khoe manh. Nong do
R-carvedilol ting 1én khoang 150% va S-carvedilol khoang 90% sau khi dung ddng thoi
paroxetin.
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Twong tac duwgc luc hoc:

Digoxin:

Phéi hop céc thude chen beta va digoxin c6 thé gy hiép dong kéo dai thoi gian dan truyén
nhi - thét.

Clonidin:

Dung dong thoi clonidin véi cdc thude c6 hoat tinh chen beta cé thé lam ting tic dung ha
huyét 4p va giam nhip tim. Trong trudng hop ngung diéu tri dong thoi céc thudc cé hoat
tinh chen beta va clonidin, céc thudc chen beta nén dugc ngung vai ngay trude khi ngung
dan dan clonidin.

Thuéc chdng logn nhip va chen kénh calci:

Dung phéi hop carvedilol vai cac thude nay co thé 1am tang nguy co rdi loan din truyén
nhi - that. DA c6 béo céo rdi loan dan truyén (hiém khi dnh huéng huyét dong) khi udng
carvedilol dong thoi verapamil/ diltiazem va/ hodc amiodaron. Nhu cac thudc chen beta
khic, nén theo doi chit ché dién tdm dd va huyét 4p ciia bénh nhan khi dung ddng thoi
carvedilol voi cdc thudc chen kénh calci loai verapamil hodc diltiazem do nguy co rdi loan
dan truyén nhi - that hoac suy tim (tac dyng hiép d6ng). Tiém tinh mach verapamil & bénh
nhan dang diéu tri véi cdc thude chen beta c6 thé giy tut huyét dp ning va block nhi - thit.
Theo doi chit ch& khi diung phdi hop carvedilol va amiodaron dudng udng hoic céc thude
chéng loan nhip nhém I. Cham nhip tim, ngimg tim va rung that da dugc bdo cdo ngay sau
khi khéi dau diéu tri v6i cdc thude chen beta & bénh nhan dang ding amiodaron.

Thubc diéu tri tang huyét dp:

Nhu céc thudc c6 hoat tinh chen beta khéc, carvedilol c6 thé lam ting tac dung cua cic
thudc diéu tri ting huyét ap khac dung dong thoi (vi du: Céc thude chen alphai) hodc céc
thudc cling c¢6 tac dung ha huyét ap nhu barbiturat, phenothiazin, thudc chéng tram cam ba
vong, thudc gidn mach va alcohol.

Thuéc gay mé:

Than trong khi gdy mé do tic dung hiép ddng, tic ché co boép co tim va ha huyét dp cua
carvedilol va mot s6 thudc gay mé.

Insulin hodc cdc thude diéu tri dai thio dwong dwong uong:

Cic thubc c¢6 hoat tinh chen beta c¢6 thé ting cudng tic dung ha glucose huyét ctia insulin
va cdc thube diéu tri di thdo duong duong udng. Cic diu hiéu ha glucose huyét c6 thé bi
che lap hodc giam bét. Thuong xuyén theo doi mire glucose huyét & bénh nhan dai thao
duong 12 can thiét.

Cdc thudc lam giam catecholamin:

Bénh nhan uéng déng thoi cdc céde thude 6 hoat tinh chen beta va mot thude c6 thé 1am
giam catecholamin (nhu reserpin va cdc thudc e ché monoamin oxydase) nén dugc theo
doi chit ché cdc ddu hiéu ha huyét dp va/ hodc cham nhip tim nang.

Thudc gian phé quan dong vin beta:

Cic thudc chen beta khong chon loc trén tim dbi khang tic dung gidn phé quan cua cic
thudc gidn phé quan dong van beta. Khuyén cdo theo ddi bénh nhan chit ché.

Ciac twong tac chung ciia nhém thudc chen beta:

Epinephrin:

C6 10 bao cao tut huyét ap nang va cham nhip tim ¢ bénh nhan duogc diéu tri véi cdc thude
chen beta khong chon loc (bao gém pindolol va propranolol) ciing epinephrin (adrenalin).
Nhiing bao c4o lam sang nay da duoc khéng dinh trong cac nghién ctru ¢ nguoi khoe manh.
Epinephrin dugc cho 1a nhu mot chit hd trg cho gy té tai chd c6 thé giy ra nhitng phan
Gng nay khi tiém tinh mach. Nguy co nay nén duoc giam thiéu bang cach sir dung cic
thude chen beta chon loc trén tim.

Phenylpropanolamin:

Phenylpropanolamin (norephedrin) liéu don 50 mg c6 thé lam tang huyét ap tam truong
dén mirc bénh 1y & ngudi khoe manh. Propranolol thuong uc ché tic dung ting huyét 4p
gdy ra boi phenylpropanolamin. Tuy nhién, céc thudc chen beta c6 thé gy ra nhitng phan
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ing tang huyét 4p nghich 1y & bénh nhan dang ding liéu cao phenylpropanolamin. Trong
mot sO truong hop, con tang huyét 4p da duoc bdo cdo khi chi ding phenylpropanolamin.
Cdc thuéc NSAIDs:

Céc thudc chong dong nhom NSAIDs tic ché tic dung ha huyét 4p ctia cic thude chen beta.
Chu yéu nghién ciu voi indomethacin. Twong tac nay duong nhu khong xay ra véi
sulindac. Khong c6 twong tac tuong tu dwoc thiét 1ap trong mot nghién ctru lién quan
diclofenac. Chua c6 kinh nghiém 1am sang vé viéc ding phdi hop carvedilol véi NSAIDs.
Ché pham ciia acid barbituric: Tranh dung phbi hop véi céc ché pham acid barbituric.
Nitrat:

Tang tac dung ha huyét 4p.

Ergotamin:

Tang co mach.

Cdc thuéc chen than kinh - co:

Tang block than kinh - co.

TAC DUNG KHONG MONG MUON:

Phan 16n tic dung khong mong mudn c6 tinh chat tam thoi va hét sau mot thoi gian. Da sb
tac dung nay xay ra khi bat dau diéu tri. Tac dung khéng mong mudn lién quan chii yéu véi
co ché tac dung dugc 1y va vé6i lidu. Thudng gip nhat 1a chong mit (khoang 10%) va nhirc
dau (khoang 5%).

Tan suit cla cac tic dung khong mong mudn khong phu thudce liéu, ngoai trir chong mat,
thi luc bat thuong va cham nhip tim.

Rat thwong gap: ADR > 1/10

Than kinh: Chéng mat, nhirc dau.

Tim: Suy tim.

Mach: Ha huyét ap.

Toan than: Suy nhugc (mét moi).

Thwong gap: (= 1/100 va < 1/10)

Nhiém tring va ky sinh trung: Viém phé quan, viém phdi, nhiém tring dudng ho hap trén,
nhiém tring duong tiéu.

Mau va hé bach huyét: Thiéu mau.

Chuyén hoa va dinh dudng: Téang céan, tang cholesterol huyét giam kiém soat glucose
huyét (tang glucose huyét, ha glucose huyét) & bénh nhan tién dai thao dudng.

Tam than: TrAm cam, tim trang chan nan.

Mit: Suy giam thi Iyc, giam tiét nuéc mat (khd mat), kich tng mit.

Tim: Cham nhip tim, phu mach, tang the tich, o dich.

Mach: Ha huyét 4p tu thé, rdi loan tudn hoan ngoai vi (lanh dau chi, bénh mach mau ngoai
vi, dot cap cua chimg dau cach hoi va hién tugng Raynaud.

Hb hép, 1ong nguc va trung that: Kho tho, phu phdi, hen phé quan ¢ bénh nhan co sin yéu
tb nguy co.

Tiéu hoa: Budn nén, tiéu chay, non, kho tiéu, dau bung.

Co - xuong va mé lién két: Pau dau chi, dau co.

Than - tiét niéu: Suy than va r6i loan chirc nang than & bénh nhan bénh mach mau lan téa
va/ hodc c6 nguy co suy giam chirc nang than, rdi loan tiéu tién.

Toan than: Dau.

It gap: (= 1/1.000 va < 1/100)

Tam than: Rbi loan gidc ngu, i lan.

Than kinh: X4y xdm nhu mudn xiu, ngat xiu, di cam.

Tim: Block nhi - thit, dau that nguc.

Da va mo duéi da: Cac phan tng trén da (nhu phat ban do di ng, viém da, may day, ngtra,
vay nén, lichen phing giéng ton thuong da va tang tiét md hoi), rung toc.

Sinh san va tuyén vi: RSi loan chtrc ning cwong duong.
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Hiém gap: (> 1/10.000 va < 1/1.000)

Mau va hé bach huyét: Giam tiéu cau.

H6 hap, 16ng nguc va trung that: Nghet mii.

Tiéu hoa: Khd miéng.

Rat hiém gap (< 1/10.000)

Mau va hé bach huyét: Giam bach cau.

Mién dich: Qua man (phén tmg di tmg).

Gan - mat: Tang alanin aminotransferase (ALT), aspartat aminotransferase (AST va
gammaglutamyltransferase (GGT).

Da va mo dudi da: Cic phan g khong mong mudn nghiém trong trén da (nhu hong ban
da dang, hoi chung Stevens-Johnson va hoai tir biéu bi nhiém doc).

Than - tiét ni¢u: Tiéu khong ty chi & phu nir.

Mb td mét s6 tdc dung khong mong muon.:

Céc tic dung chéng mit, ngét xiu, dau dau va mét moi thuong nhe va hay xay ra hon khi
bat dau diéu tri.

O bénh nhan suy tim sung huyét, di c6 bao cdo ning thém tinh trang suy tim va/ hodc @
dich khi chinh liéu carvedilol.

Suy tim 12 mot tdc dung khéng mong mudn duge bao céo thudng gip ¢ ca nhém bénh nhén
duoc diéu tri voi carvedilol va gia duoc (lan luot 12 15,4% va 14,5%, & bénh nhan rdi loan
chirc nang that trai sau nhdi mau co tim cap).

Suy giam kha ning phuc hdi chirc ning than di dugc bdo cdo khi didu tri v6i carvedilol &
bénh nhan suy tim man tinh kém ha huyét dp, bénh tim thiéu méau cuc bo va bénh mach
mau lan tda va/ hodc c6 nguy co suy giam chirc nang than.

Cic thudc chen beta c6 thé gy biéu hién bénh déi thao dudng tiém an, ning thém bénh dai
thao dudng, va tc ché viéc kiém soét glucose huyét.

Carvedilol c6 thé gy tiéu khong tu chil & phu nit, thuong hét khi ngung thudc.

Poi tuwong dac biét:

Nghién ctru trén ngudi cao tudi bi ting huyét 4p hodc dau that nguc cho thdy khong ¢
khac biét vé tic dung khdng mong mudn so véi bénh nhan tré tudi hon. Mot nghién ciru
khéc bao gém nguoi cao tudi bi bénh mach vanh cho thdy khong c6 khéc biét vé tic dung
khong mong mudn duoc bdo céo so véi bénh nhan tré tudi hon.

Huwéng din xir tri ADR

C6 thé giam thiéu nguy co cham nhip tim va cédc tac dung khong mong mudn khic bang
céch bat dau dleu tri voi heu thap, roi ting dan lidu, theo ddi can than sé do huyét 4p tim
truong va tan sb tim, va uong carvedilol cung thir an.

Can giam liéu néu tan s6 mach giam xudng dudi 55 nhip/ phat. Tranh ngung thudc dot
ngot.

Nguoi bénh phai tranh dimg 1€n dot ngot hoac dung yén trong thoi gian dai, can nam nghi
néu thay chong mat hodc 1a di va khuyén céo bénh nhan hoi y kién bdc sy vé giam liéu.
Thubc cé thé gdy ra cdc tac dung khéng mong mudn khdc. Can theo déi chit ché va khuyén
cdo bénh nhan thong bdo cho bdc sy nhitng tac dung khéng mong muon gdp phdi khi sir
dung thuéc.

QUA LIEU VA XU TRi:

Triéu ching va diu hiéu:

Trong truong hop qua lidu, c6 thé bi ha huyet ap nang, cham nh1p tim, suy tim, soc do tim
va ngung tim. Ciing c6 thé xay ra cic van dé vé ho hap, co thit phé quan, non, réi loan y
thirc va cac con dong kinh toan thé.

Piéu tri:

Bén canh diéu tri hd tro chung, phai theo ddi va didu chinh cic théng s6 quan trong, néu
can, trong diéu kién cham soc dic biét.
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Atropin c6 thé dugc str dung khi nhip tim qud cham, trong khi do, dé hd tro chirc ning tAm
that, khuyén céo dung glucagon tiém tinh mach hodc céc thude glong giao cam (dobutamin,
isoprenalin). Néu can tic dung kich thich co mach, nén can nhic dung cac thudc trc ché
phosphodiesterase (PDE). Néu tic dung gidin mach ngoai vi chiém uu thé, nén ding
norfenephrin hodc noradrenalin cung voi theo doi tudn hoan lién tyc. Trong trudng hop
cham nhip tim khong dap tmg véi thude, viée str dung mdy tao nhip nén dugc bat dau.

Déi voi truong hop xay ra co thit phé quan, nén ding cic thudc beta giao cam (dang khi
dung hodc tiém tinh mach), hodc aminophyllin tiém tinh mach cham hodc tiém truyén.
Trong truong hop ¢6 co giat, khuyén céo tiém tinh mach cham diazepam hodac clonazepam.

Carvedilol gan protein huyét twong manh. Do d6, thudc khong thé duoc loai bo bang cich
thdm tich mau.

Trong truong hop qué lidu ning véi céc tridu chimg sbc, phai tiép tuc diéu tri hd tro trong
thoi gian dai, vi du: Cho dén khi tinh trang bénh nhén 6n dinh, vi ¢6 thé ¢6 su kéo dai thoi
gian bén thai va tai phan b cua carvedilol tir cac khoang sau hon.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong dung qué liéu chi dinh.
Piéu kién bao quan: Noi kho réo, tranh anh sang, nhiét 4 khong qua 30°C.
Han diing ciia thude: 36 thang ké tir ngdy san xuét.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xudat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phudc 1, Phuong Théi Hoa, Thi xi Bén Cit,
Tinh Binh Duong, Viét Nam.

Tel: 0274.3567.687 Fax: 0274.3567.688
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