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COSYREL
5mg/5mg

film-coated tablets

bisoprolol fumarate/

perindopril arginine

One film-coated tablet contains 5 mg
bisoprolol fumarate (equivalent to

4.24 mg bisoprolol} and 5 mg perindopril
arginine (equivalent to 3.395 mg
perindopril).

Read the package leaflet before use.

Oral use. Keep out of the sight and
reach of children.
Starage conditions: below 30°C.

Medicinal product subject to medical
prescription.
Please respect the prescribed dose.

o

COSYREL® Ax Th:&;)bén theo dan °U°
5mg/5mg COSYREL®

vién nén bao phim 5m g/ amg

bisoprolol fumarate/

perindopril arginine )

M’: MR- hisoprolol fumarate/
0i vign nén bao phim chifa 5 mg

bisoprolol fumarale (udng dudng 4,24 mg perindopril arginine

bisoprolol) va 5 mg perindopril arginine

(ludng dudng 3,395 mg perindopril)

Chi dinh, chong chi dinh, céch diing va

céc thdng tin khéc: xin doc trong td hudng

SBK: VN-
DNNK:

Les Laboratoires Servier — France

* dan st dung kém theo
‘—= e DQng dgnory vién nén bao phim
Nha SX/ Manufacturer: Bao quan du6i 30°C 3 0 ! P!
Les Laboratair8s Sefviét Ipdustrie D& xa 14m tay clia tré em film-coated tablets
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COSYREL’
5mg/5mg

hisoprolol fumarate/
perindopril arginine

30 vién nén bao phim
film-coated tablets

Ding duting udng

Bdo quén dudi 30°C

Boc ky hudng dan s dyng trude khi
diing

D& xa tAm tay ctia tré em

Oral route

Read the package leaflel before use
Storage condition: below 30°C
Please respect the prescribed dose
Nha SX/ Manufacturer:
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THONG TIN KE TOA: DANH CHO BENH NHAN

Thubc ké don

Doc k§ huéng dan st dung trude khi dung /Z (((/
D¢ xa tam tay tré em S
Théng bio ngay cho bac si hodc duge sT nhitng tic dung khong mong mudn gip phai khi sit dung
thude

TEN THUOC

COSYREL 5 mg/5 mg

THANH PHAN, HAM LUQNG CUA THUOC

COSYREL chira thanh phén gi

Hoat chét cua thubc 13 bisoprolol fumarat va perindopril arginin. Mbdi vién nén COSYREL
chtra 5 mg bisoprolol fumarat twong ting v&i 4,24 mg bisoprolol va 5 mg perindopril arginine
twong tng véi 3,395 mg perindopril.

Céc thanh phin khéc bao gdm cellulose vi tinh thé PH 102 (E460), calci carbonat (E170), tinh
bot ngd tién gelatin hoa, tinh bt natri glycolat loai A (E468), silica dang keo khan (E551),
magnesi stearate (Liga E572), natri croscarmellose (E468), glycerol (E422), Hypromellose
(E464), Macrogol 6000, titan dioxid (E171), sit oxid vang (E172), sit oxid do (E172) va
nude tinh khiét.

MO TA SAN PHAM VA QUI CACH PONG GOI

COSYREL c¢ dang vién nén bao phim hai 16p mau be hdng, thudn dai, c6 khia cb khic ky hiéu
< $570 5 mot mit va 5/5° trén mat con lai. Vién nén c6 the dugce chia thanh hai nira bang nhau.

Céc vién nén c6 san trong hdp 30vién nén bao phim

THUOC DUNG CHO BENH Gi

COSYREL chira hai hoat chét, bisoprolol fumarat va perindopril arginin trong mdt vién nén:

Bisoprolol fumarat thuc nhom thudc chen beta. Cac thudc chen beta lam giam nhip tim va
lam tim hoat ddng hidu qua hon trong viéc bom mau di khép co thé.

Perindopril arginin 13 thudc te ché men chuyén angiotensin. Thudc lam gisn mach mau, 1am
cho dong mau di qua dugc dé dang hon.

COSYREL duoc ding dé diéu trj ting huyét ap va/hodc suy tim man tinh 6n dinh (tinh trang tim
khong bom di mau cho nhu cau cia co thé dan den kho thd va phu) va/hodc gidam nguy co cac
bién cb trén tim nhu dau tim, bénh nhén c¢6 bénh mach vanh 6n dinh (tinh trang lugng mau cung
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cép cho tim bj giam hodc bi tic ngh&n), bénh nhén timg bi con dau tim va/hodc dd trai qua phau
thudt dé cai thién lwong méu dén tim bang cach mé rong mach mau cung cAp mau dén tim.

Thay vi dung vién nén bisoprolol fumarat va permdopnl arginin riéng l¢é, ban chi dung mdt vién
COSYREL chira ca hai thanh phan hoat chét véi ciing ham lugng.

NEN DUNG THUOC NAY NHU THE NAO VA LIEU LUQNG

Luén dung thudc theo ding huéng dan ctia béc st hogic duoc si. Hay hoi lai bac st hodc dugc st
ctia ban néu ban khéng chic chin.

Liéu dugce khuyén cdo la 1 vién, 1 lan/ngay. Udng thude véi mot coc nuée vao budi sang trude
bita an.

Trong mét sb trudng hop, bac si c6 thé ké don nita vien COSYREL 1 lan/ngay vao budi sdng
trude bita dn.

Bénh nhdn cé bénh thdn

Béc sf c6 thé ké don nira vién COSYREL neu ban bi bénh thén & mire do trung binh.
Khéng khuyén co st dung COSYREL néu ban bi bénh thdn ning,.

Sit dung cho tré em va tré vi thanh nién

Khéng khuyén cdo str dung cho tré em va tré vi thanh nién.

Néu ban udng qui lidu COSYREL

Néu ban ding qua 1 vién so véi lidu duge ké don, hdy lién hé ngay véi bac si hodc duge si cua
ban. Céc tac dung thuong gap nhét trong trudng hop qua lidu 12 ha huyét 4p lam ban cam thay
chéng mit hoidc ngt xiu (néu didu ndy xay ra, ndm xubng vaéi hai chan gio 1én cao c6 thé gitup
fch cho ban), kh6 thé nghiém trong, run (do giam dudng huyét) va cham nhip tim.

/7

Néu ban quén ding COSYREL ==

Piédu quan trong la uong thude hang ngay do diéu trj thuong xuyen s& cho két qua tét hon. Tuy
nhién, néu ban quén uong mdt liéu COSYREL, hdy dung liéu tiép theo vao thoi gian binh
thuomg. Khong ding gip doi lidu dé ba lai lidu da quén.

Néu ban ngirng ding COSYREL

Khong ngimg dung dot ngot COSYREL hoic thay doi liéu ma khong hoi ¥ kién bac si cia ban
do viéc nay c6 thé lam xAu di nhiéu tinh trang tim cua ban. Khong nén dimg diéu tri dot ngot,

dédc biét & bénh nhén bi bénh mach vanh.
Neu ban ¢6 thém bat ¢t cdu hoi ndo, hdy hoi béc i, duoc s hoic y ta clia ban.
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KHI NAO KHONG NEN DUNG THUOC NAY

Khong dung COSYREL néu ban:

bi di Umg voi bisoprolol hodc bét cir thube chen beta nao, véi permdoprﬂ hodc bat ctr thude
trc ché men chuyen nao hay bat cu thanh phan nao khéc cta thude nay, / ( ( (
suy tlm dot ngdt xau di va/hodc cAn nhap vién dé diéu tri,

bi sbc tim (bénh tim nghiém trong do huyet ap rat thép),

bi bénh tim v&i nhip tim chdm hodc khong du (block nhi that dd hai hoic ba, block xoang
nhi, hoi ching nit xoang),

c6 nhip tim cham,

c6 huyét 4 ap rat thip,

c6 hen phe quén ndng hogc bénh phdi man tinh nghiém trong,

c6 van d& nghiém trong v& luu thong méau & chin va tay (nhu hoi chimg Raynaud), lam ngoén
tay hozic ngén chan rAm ran hodc tré nén nhot nhat, xanh,

¢6 u t& bao wa crém chua duge didu tri, 1a khdi u hiém gdp cta tuyén thuong than,

nhiém toan chuyén héa, tinh trang mau ban chira qua nhiéu acid,

dd c6 céc triéu chimg nhu thé kho khe, sung mat, ludi hodc hong, phat ban ndng hodc ban do
nghiém trong trén da khi didu tri bang thubc e ché men chuyén truéc day hodc néu ban hay
mot thanh vién trong gia dinh ban di gip cdc triéu ching nay trong bét ¢t truomg hop ndo
(tinh trang nay dugc goi 1a phu mach),

cd thai ngoai 3 thang (t6t hon nén tranh ding COSYREL trong giai doan sém cua thai ky -
xem muc phuy nf¥ c6 thai),

bi dai thdo duong hodc suy giam chirc ning than va ban da dugc didu tri bang cac thuéc ha
huyét 4p c6 chua aliskiren.

TAC DUNG KHONG MONG MUON

Tuong tu céc thude khac, thubc nay cé thé gay tac dung phu, mac di khong phai tAt ca moi ngudi
déu gép phai.

Ngung dung thudc va gip ngay bac si néu ban gip bt cit tdc dung phu nao dwdi diy:

Chéng mit nhidu hoac ngit xiu do ha huyét ap (thudng gip — c6 thé gap 1/10 bénh nhan)
Tinh trang suy tim xAu di do kho thd ting 1én va/hodc gilt nudce (thudng gip — co thé gap
1/10 bénh nhén),

Sung mit, mdi, miéng, udi hodc hong, khé the (phu mach) (it gdp — co thé gap 1/100 bénh
nhan),

Dot ngdt the kho khe, dau nguc hodc kho thd (co thit phé quan) (it gip — co thé gap 1/100
bénh nhén),

Tim dap nhanh bét thudong hodc khéng déu, dau nguc (dau thit nguc) hogc con dau tim (rét
hlem gip — c6 thé gip 1/10000 bénh nhan)

yéu tay hodc chan hodc néi kho co thé 1 diu hidu cua dot quy (rit hiém gip — c6 thé gap
1/10000 bénh nhan)

viém tuy c6 thé gdy ra dau bung dit ddi va dau lung kem theo cam gidc rAt khé chiu (rat hiém
gip —co thé gap 1/10000 bénh nhan),
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e vang da hodic vang mét ¢ thé 1a ddu hidu viem gan (rat hiém gip — c6 thé gap 1/10000 bénh
nhéan),

e phat ban trén da thuong bit diu bing cc ban ngira d6 trén miit, tay hodc chan (hdng ban da
dang) (rét hiém giip — c6 thé gédp 1/10000 bénh nhén),

COSYREL thuong duge dung nap t6t, nhung cling nhu bat ctr thudc nao, bénh nhan c6 thé gip
céc tac dung phu khac nhau, dic biét khi mdi bit dau didu tri.

Néu ban gip bt ci tac dung phu nao dwge li¢t ké hodc khong dwge liét ké dwéi day, hay
thong bao ngay véi bac si hodc dwge si ctia ban:

Rét phd bién (c6 thé gip >1/10 bénh nhén):

e nhip tim chim.

Thudmg gip (c6 thé gip 1/10 bénh nhén):

dau dau,

chong mit,

choéang vang,

rbi loan vi gide,

cam gidc kim chim,

ngira ran hodc té tay chén,

161 loan thi gidc,

U tai (cAm gidc c6 tiéng On trong tai),
cam gidc lanh & tay va chan,

ho,

kho thé,

rbi loan tiéu héa nhu budn ndn, non, dau byung, kho tiéu, tiéu chay, tio bén,
phan g di img nhu phat ban, ngira
chudt rat,

cam giac mét moi,

mét moi.

it gdp (c6 thé gap 1/100 bénh nhén):

tam trang lang lang,

rbi loan gidc ngu,

trdm cam,

kho miéng,

ngira nhiéu hodc phét ban néng trén da,

xudt hién cdc d4m sin trén da,

ting nhay cdm ctia da v6i 4nh sang mat trdi (phan tmg man cam v6i 4nh séng),
sung,

céc van dé vé than,
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bat luc,

ting qua murc bach cdu wa eosin (mot loai t& bio mau trang),
budn ngt,

ngét xiu,

danh trdng ngye,

nhip tim nhanh, /

nhip tim khong déu (i loan dan truyén nhi that, viém mach mauw), ‘ /
chong mit khi dung 1én,

yéu co,

dau khop,

dau co,

dau nguc,

kho chiu,

sung tai chd (phu ngoai bién),

s,

ngd,

thay d6i cac chi sb xét nghiém: ndng d6 kali mau cao c6 thé hdi phuc sau khi ngimg diéu tri,
nong do natri thdp, ndng @ duong méu rét thip (ha duong huyét) & bénh nhén dai thao
duodng, ting ure méu, ting creatinin mau.

Hiém gip (c6 thé gip 1/1000 bénh nhén):

ac mong, ao giac,

giam nudc mét (kh6 mét),

vén dé vé& thinh luc,

cAc van d& vé& cuong duong,

viém gan c6 thé gdy vang da hodc vang mat,

chay nude miii do dj tmg, hét hoi,

phan tng di img nhu ngra, néng bung, phat ban,

thay ddi céc chi s6 xét nghiém: tdng men gan, noéng dd cao bilirubin trong huyét thanh, thay
@i ham luong chit béo so véi binh thuong.

Rét hiém gip (c6 thé gap 1/10000 bénh nhan):

14n 16n,

kich tmg va d6 mét (viém két mac),

viém phéi bach cu wa eosin (mdt loai viém phéi hiém gap),

viém tuy (gdy dau ning ving bung va lung),

rung toc,

ban trén da c6 vay (vay nén) xuét hién hodc x4u di, ban dé tuong ty vay nén,

suy than cép,

thay dbi céc chi sél cia té bao méu nhu giam s6 luong bach cdu va hdng ciu, giam
haemoglobin, giam s6 lugng ti€u cau.
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Bao cdo cac tic dung phu

Néu ban gip bat ctr tac dyng phu nao, hdy ndi véi bac si, duge si hodc y t4 cta ban. Téac dung
phu nay bao gém bt ¢ tac dung phu nao c6 the xay ra ma chua dugc liét ké trong to huéng dan
st dung nay. Ban ciing c6 thé béo cdo truc tlep cac tac dung phu vé hé théng bdo cdo quoc gia,
Bang cach bao cdo cac tac dung phy, ban cé thé gitp cung cp thém théng tin v& d6 an toan cia
thubc nay.

NEN TRANH DUNG NHUNG THUOC HOAC THUC PHAM Gi KHI PANG SU DUNG
THUOC NAY

Héy néi véi bac st hodc duge s clia ban néu ban dang duing, gin ddy c6 ding hoic c6 thé dung
bt cir thude nao.

Mbt sb thude co thé 1am thay dbi tac dung coa COSYREL hodc tic dung cua cac thude nay cé
thé bi thay déi béi COSYREL. Kiéu tuong tc ndy co6 thé lam giam hiéu qua ctiia mot hodc ca hai
thude. Ngoai ra, nd ¢ thé lam tang nguy co hodc mirc d) nghiém trong cua cac tac dung phu.

Hay chic chin dé néi véi bac sf clia ban néu ban dang dung bat ¢ thudc nao dudi day:

e thudc ding d& kiém soat huyét 4p hodc cac vén d& v& tim (nhu amiodaron, amlodipin,
clonidin, digitalis glycosid, diltiazem, disopyramid, felodipin, flecainid, lidocain,
methyldopa moxonidin, procalnamld propafenon, qulmdm rllmemdm verapamll)

o cac thudc khic dugc s dung dé didu tri ting huyét 4p, bao gdm céc thudc chen thu thé
angiotensin II, aliskiren (ciing xem théng tin trong muc “Khéng dung COSYREL” va “Canh
béo va thén trong”) hoic céc thudc loi tiéu (thude lam tang lwong nuée tiéu tao thanh & than),

e cac thubc giit kali (nhu triamteren, amilorid), cac thubc bd sung kali hodic cdc mubi cb chia
kali,

e céc thubc gift kali duoc dung dé diéu tri suy tim: eplerenon va spironolacton trong khoang
lidu tir 12,5 mg dén 50 mg/ngay,

o cac thudc gidng giao cam dé didu tri sbc lam sang (adrenalin, noradrenalin, dobutamin,
isoprenalin, ephedrin), "

e estramustin duge dung trong diéu tri ung thu, ( &

o lithium dugc ding dé diéu trj hung cam hogc tram cam, b

e mdt sb thudc duge dung dé diéu tri trim cam nhu i imipramin, amitriptylin, c4c thubc 1rc che

monoamm oxidase (MAO) (ngoal trir céc thude tre ché MAO- B)

mdt so thude duge ding dé diéu tri tim than phan liét (thudc chéng loan thin),

mot sb thube didu trj ddng kinh (phenytoin, cdc barbiturat nhu phenobarbital),

thude gay mé duge dung trong phiu thuat,

céc thudc dan mach bao g0m céc nitrat (cac thudc 1am déin mach mau),

trimethoprim duge stt dung dé diéu trj nhidm tring,

o heparin dugce dl‘mg chéng doéng mau,

e chc thudc wre ché mi&n dich (céc thube lam giam co ché dé khang ctia co thd) nhu ciclosporin,
tacrolimus duoc dung dé didu trj céc r6i loan ty mién hodc sau phiu thuit ghép tang,

o allopurmol de diéu tri gut,

o cédc thubc gibng phé giao cam duoc ding d¢é diéu tri trong céc truong hgp nhu bénh
Alzheimer hodc glaucom,
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cac thude bbi chen beta duge dung dé didu tri glaucom (ting 4p luc trong mét), [ (
mefloquin dugc dung dé du phong hodc didu trj st rét, /K ( o
baclofen duoc dung dé diéu tri cimg co trong cac bénh nhu da xo cung,

mudi vang, dic biét khi ding duong tinh mach (dugc ding dé didu tri triéu ching viém da
khép dang thap),

cac thude didu trj dai thao dudng nhu insulin, metformin, linagliptin, saxagliptin, sitagliptin,
v1ldag11pt1n

céc thude khang viém phi steroid nhu 1bup10fen hoic diclofenac hodc aspirin lidu cao dugc
ding dé diéu tri viém khép, dau dau, dau hodc viém.

COSYREL véi thire fin, 6 udng va rugu

Tét nhit ding COSYREL trude bita an.

CAN BAO QUAN THUOC NAY NHU THE NAO

Gitt thudc xa tam tay va tam nhin cia tré em.

Diéu kién bao quan:

Vién thuée can duge bao quan dudi 30°C

NHUNG PIEU CAN THAN TRONG KHI DUNG THUOC NAY

Canh bao va thian trong

Hiy néi véi bac st hodc dugc s§ cla ban truée khi dung Cosyrel, néu ban:

bi da1 thdo duong,

co van dé ve than (bao gdm ci ghép thén) hodc néu ban dang phai loc mau,

6 vén d& vé gan,

c¢6 hep dong mach chu va van hai 14 (hep mach mau chinh dan tir tim) hodc bénh co tim phi
dai (bénh co tim) hodc hep dong mach thén (hep dong mach cung cap mau cho théan),

bi suy tim hodc bit cir vAn d& nao khac v& tim nhu cc rdi loan nhd vé nhip tim hodc dau
ngue nghiém trong lic nghi (dau thit nguc Prlnzmetal)

bi bénh mach méau collagen (benh & md lién két) nhu lupus ban do hé thong hodc xo cung bi,
dang c6 ché @ &n han ché mudi hogc sir dung cac ché pham thay thé mudi c6 chia kali (quéa
nhleu kali trong mau cé thé 1am thay ddi nh1p tim),

gin day bi tidu chay hodc nén, hodc bi mit nudc (Cosyrel cb thé gy tut huyét ap),

dang thyc hién tién trinh gan tich lipoprotein ty trong thdp (loai bo cholesterol khéi mau
bing may),

hién dang diéu tri chong di (mg hodc dang didu tri giai min cam dé 1am giam anh hudng di
ung v6i ong hodc do ong dbt,

dang theo ché d6 an kiéng hodc nhin dn nghiém ngit,
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e bi gy mé va/hodc dai phau,

o 6 bat ctr vin dé gi vé tudn hoan & tay va chan,

e bihen phé quan hodc bénh phdi man tinh,

e bj (ho#ic di timg bi) bénh vay nén,

o c6khdiu & tuyén thuong than,

e cb roi loan tuyén gidp (Cosyrel ¢ thd che du tricu chimg ctia tuyén gidp hoat dong qué
mtic),

° bi pht mach (phan Gng di (mg nghiém trong c6 sung mit, moi, ludi hodc hong gy khoé
khén khi nuét hodc thd). Hién tuong nay c6 thé xuét hién bit cr lic nao trong qué trinh diéu
tri. Néu ban c6 cac triéu chirng nhu vay, ban nén ngirmg dung Cosyrel va gip bac si ngay lap
ture.

° ban 1a ngudi da den do ban c6 thé ¢6 nguy co phu mach cao hon va thude nay c6 thé co

hiéu qua ha huyét 4 ap kém hon so véi cac bénh nhan khong pha1 nguoi da den,

dang sir dung bt ctt thube nao dudi day dé didu trj ting huyét 4 ap:

- mdt thudc “chen thu thé receptor angiotensin II” (cling duge blet dén nhu céc sartan, vi
du valsartan, telmisartan, irbesartan), dic biét néu ban c6 cac vin dé vé than lién quan
dén dai thao duong.

- aliskiren.

Béc si c6 thé kiém tra thudng xuyén chire ning than ctia ban, huyét 4p va cac chit dién giai
(nhu kali) trong mau. Xem thém thdng tin trong muc “Khéng dung Cosyrel”.

Khong ngimg dung Cosyrel dot ngdt do co thé lam trdm trong hon tinh trang tim ctia ban. Khong
nén ngimg diéu tri dot ngdt, dic biét & bénh nhan bi bénh mach vanh.

Ban can néi véi bac si néu ban nghi ban c6 thai (hodc c6 kha nang co thai). Khong khuyén cdo
st dung Cosyrel trong giai doan sém cua thai ky va khong duoc dung thudc nay néu ban c6 thai

ngodi 3 thang do thudc ¢ thé giy hai cho con ban néu six dung trong giai doan nay (xem muc
phu nit ¢6 thai).

Tré em va tré vi thanh nién é

Khéng khuyén céo sir dung Cosyrel cho tré em va tré vi thanh nién dudi 18 tubi.

Phu nir ¢6 thai va cho con bua

Hay héi bac st hodic duge si ctia ban dé duge tu van trude khi ding thubc nay néu ban cé thai
hoiic cho con bi, ban nghi ban ¢6 thé cé thai hodc du dinh cé con.

Phu nit c6 thai

Ban phéi néi véi bac si ciia ban néu ban nghi ban c6 thai (hodc ¢6 thé ¢6 thai). Thong thuong bac
st s€ khuyén ban ngimg ding COSYREL tru6c khi ban c6 thai hodc sém nhét néu ban biét ban
c6 thai va s& tur véan cho ban ding thudc khac d8 thay thé COSYREL. Khéng khuyén cdo st dung
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COSYREL trong giai doan sém cua thai ky va khong dugc ding thude nay khi cé thai ngoai 3
thang do thude co thé giy hai cho con ban néu st dung sau 3 thang dau cta thai ky. / K[(

Phu nit cho con bu

Hay ndi voi béac st néu ban dang cho con bt hoic bit dau cho con bu. Khong khuyén c4o sir dung
COSYREL cho ba me dang cho con bt va bac si cia ban ¢6 thé chon cho ban cach diéu tri khac
néu ban mudn cho con bu, dic biét néu con ban méi sinh hodc bi sinh non.

Lai xe va sir dung mdy méc

COSYREL thuong khong anh huong dén sy tinh téo nhung chéng mat hogc mét moi do ha huyét
ap c6 thé xuat hién & mdt s6 bénh nhén, dic biét lic bit dau diéu tri hodc khi thay ddi thube ciing
nhu khi dung cung ruou. Néu ban bi anh hudng nhu vay, kha ning l4i xe hodc sir dung may méc
c6 thé bi suy giam.

Néu ban c6 thém c4u hdi ndo, hdy lién hé bac si hodc duoe si.
HAN DUNG

30 thang
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THONG TIN SAN PHAM: DANH CHO CAN BQ Y TE
TEN THUOC /[ (( (
COSYREL 5 mg/5 mg [

THANH PHAN VA CAU TAO CUA THUOC

Mdt vién nén bao phim chita 5 mg bisoprolol fumarat (tuong duong véi 4,24 mg bisoprolol) va 5
mg perindopril arginin (twong dwong v6i 3,395 mg perindopril).

Danh sach ta dugc:

Loi:

Cellulose vi tinh thé PH 102 (E460)
Calci carbonat (E170)

Tinh bt ngd tién gelatin hoa

Tinh b6t natri glycolat loai A (E468)
Keo silica khan (E551)

Magnesi stearate (E572)

Natri croscarmellose (E468)

Bao phim: /
Glycerol (E422) '
Hypromellose (E464) (C
Macrogol 6000
Magnesi stearate (E572)
Titan dioxid (E171) R
Vang sit dioxid (E172)

D6 sét dioxid (E172)

DANG BAO CHE

Vién nén bao phim

Vién thudn dai, mau hdng be, vién nén bao phim 2 16p cé vach phén chia, dai 8,3 mm va rdng
< P8 A a " N Py u N §

4.5 mm, khic * %=’ trén mdt mat va ‘5/5' trén mdt con lai.

Vién nén c6 vach phan chia COSYREL 5 mg/5 mg co thé duge phan chia thanh céc lidu twong
duong.

PAC TINH DUQC LUC HQC

Nhoém duge diéu tri: Phéi hop véi bisoprolol
Mi ATC: C09BX02

Co ché tac dung
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Bisoprolol

Bisoprolol la mgt thudc phong bé thu thé beta-1 adrenergic ¢6 tinh chon loc cao, khong c6 hoat
tinh 6n dinh mang déng ké va khong c6 hoat tinh kich thich giao cam ndi tai. Thube nay chi thé
hién 4i lyc thap v6i thu thé beta 2 trén co tron phé quan va mach mau ciing nhu thu thé beta 2
lién quan dén didu hoa chuyén hoa. Do dé, nhin chung bisoprolol duge dy doan 1a khéng anh
huémg dén stc can duong thd va khong anh huéng dén chuyén hoa thong qua thy thé beta 2
Tinh chon loc trén beta 1 ctia thude thé hién trong toan bd khoang liéu diéu tri cua thudc.

Perindopril

Perindopril la mot thude tic ché enzym chuyén angiotensin thanh angiotensin II (ACE). Enzym
chuyén, con goi 1a kinase, 13 mot exopeptidase xuc tac cho phan ting chuyén angiotensin I thanh
angiotensin 1I c6 hoat tinh co mach, déng thdi xuc tac cho phan tmg giang hoa bradykinin co
hoat tinh gidin mach thanh mot heptapeptid khong c6 hoat tinh. Ut ché enzym chuyén din dén
giam angiotensin 11 trong huyét twong, ting hoat tinh renin huyét thanh (thong qua trc ché
feedback am tinh qua trinh giai phong renin) va giam bai tiét aldosteron. Do enzym chuyen bat
hoat bradykinin, trc ché enzym nay cling dAn dén ting hoat tinh cia hé kallikrein-kinin tai chd va
trong tudn hoan (do do6 cling hoat hoa hé prostaglandin). Co ché nay c6 thé dong gdp vao tac
dung ha huyét ap ctia thude e ché enzym chuyén va chju trdch nhiém mot phan cho mét sb tac
dung bt loi (nhu ho).

Perindopril téc dung thong qua chit chuyén hoa c6 hoat tinh ctia n6 14 perindoprilat. Céc chét
chuyén hoa khac khong thé hién hoat tinh trc ché enzym chuyén in vitro.

Téc dung duoc 1v

Bisoprolol

Bisoprolol khong thé hién tac dung lam gidm sire co bop cla tim 13 rét.

Bisoprolol dat dugc tic dung t6i da sau 3-4 gitr ké tir khi str dung thude. Do thoi gian ban thai
ctia thubc khoéang 10-12 gid, bisoprolol duy tri tac dung trong 24 gio. ;
T4c dung ha huyét 4p t6i da cta bisoprolol thuémg dat dwoc sau 2 tuin. /{Q/

Khi st dung cap trén céc bénh nhin mic bénh tim mach vanh khong kém suy tim man,
bisoprolol 1am gidm nhip tim va thé tich nhat bop, do d6 lam giam cung luong tim va tiéu thy
oxy cua tim. Khi sir dung dai han, stc can ngoai vi ban dau cao s€ duge giam xudng sau do.
Giam hoat tinh renin huyét twong 12 mdt co ché da duge d& xut cho tac dung didu trj ting huyét
ap clia cac thude chen beta.

Bisoprolol lam giam dap ung cudng giao cam bing céch phong bé cac thy thé beta—adrenerg1c
trén tim. Pidu nay dén dén giam nhip tim va stc co bép cia co tim, lam giam murc ti€u thy oxy

clia co tim - tdc dyng mong mudn trong didu tri dau thit nguc lién quan dén tién sir bénh tim
mach vanh.

Perindopril
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Tang huyét dp:

Perindopril thé hién hiéu qua didu tri d6i v6i moi mirc do ting huyét ap: nhe, trung binh, ning;
thudc lam giam huyét 4p tAm thu va huyét ap tAm truwong & ca tu thé nim ngira va tu thé ding.
Perindopril 1am gidm strc can mach ngoai vi dan dén giam huyét éap. Két qua 13 Ivu luong méu
ngoai vi ting 1én va khong anh hudng dén nhip tim.

4 W/
Luu luong méau qua thén tang trong khi muc loc cau than (GFR) thudng khong thay déi. ‘//

Suy tim:
Perindopril 1am giam ganh ndng cho tim bing cach giam tién ganh va hau ganh.

P an toan va hiéu qua lam sang

Bisoprolol

Trong tdng s6 2647 bénh nhén tham gia vao thir nghiém CIBIS II, 83% (n = 2202) bénh nhén
duoc phan loai NYHA d6 III va 17% duge phén loai NYHA dd IV. Cac bénh nhan nay da duoc
chén doan suy tim tAm thu triéu chimg dn dinh (phan suit tong mau < 35% theo két qua dién tim
dd). Ty 1& tix vong tdng cong giam tir 17,3% xuong 11,8% (méc giam tuong dbi 34%). Giam dot
tir (3,6% s0 Vi 6,3%, 3 1& giam tuong ddi 44%) va giam s6 dot bung phét suy tim c4n phai nhap
vién (12% so v6i 17,6%, ty 1€ gidm tuong déi 36%) d3 dugc ghi nhin. Ngoai ra, cling ghi nhin
su cai thién tinh trang chitc ning theo NYHA. Trong giai doan khdi du didu tri va hidu chuén
lidu bisoprolol, nhdp vién do nhip tim chdm (0,53%), tut huyét 4p (0,23%) va dot mét b cp
(4,97%) da dugc ghi nhén, tuy nhién, tan sudt gip cac bién cb nay khong cao hon so véi nhém
placebo (0%, 0,3% va 6,47%). Sé ca dot quy gay tir vong hodc dé lai di ching trong toan b
nghién ctru 1a 20 d8i v6i nhém bisoprolol va 15 d6i véi nhom placebo.

Thir nghiém CIBIS TIT duge tién hanh trén 1010 bénh nhan >65 tudi méc suy tim man tinh mitc
d6 nhe dén trung binh (suy tim man tinh d¢ I hogc I1I theo phan loai NYHA) vé&i phan sut tng
méu <35% va chua duge didu tri truée d6 bing thube e ché enzym chuyén, thube chen beta
hodc thudc chen thyu thé angiotensin. C4c bénh nhén tham gia nghién ciu duge didu trj bang phéac
d phéi hop bisoprolol va enalapril trong 6 dén 24 thing sau khi da duoc diéu tri ban ddu bing
bisoprolol ho#ic enalapril don doc trong 6 thang.

TAn suit xuAt hién bién cb suy tim man tinh tién trién ning hon c6 xu hudng ting khi sir dung
bisoprolol don doc trong 6 thing d4u tién. Phén tich theo protocol chwa chimg minh dugc sy
khéng thua kém gifta phac dd diéu tri ban dAu bing bisoprolol va enalapril mdc di hai phac o
diéu tri ban dAu suy tim man tinh nay da thé hién két qua duong nhau vé tiéu chi két hop chinh 14
t§ 16 chét tir vong va nhdp vién tai thoi diém két thic nghién ctru (32,4% trong nhém didu tri ban
dau bang bisoprolol so véi 33,1% trong nhém didu tri ban ddu bing enalapril, quin thé bénh
nhén theo protocol). Nghién ctru nay cho thdy bisoprolol ciing c6 thé duoc stir dung trén cac bénh
nhan cao tudi mic suy tim man tinh mic d§ nhe dén trung binh.

Perindopril

Tang huyét dp:
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Perindopril thé hién hiéu qua diéu tri déi v6i moi mic do tang huyet ap: nhe, trung binh, ning;
thude lam giam huyét 4 &p tAm thu va huyét 4 ap tam truong & ca tu thé ndm ngura va tu thé dimng.
Permdopnl lam gidm strc can mach ngoai vi dan dén giam huyét ap. Két qué 13 luu lugng mau
ngoai vi ting 1én va khéng anh huéng dén nhip tim.

Luu lugng mau qua thin tang trong khi murc lgc céu than (GFR) thuong khong thay di.

Téc dung diéu tri téng huyét 4p t6i wu dat duge trong khoang tir 4 dén 6 gi¢ sau khi dimg liéu
don va duy tri t6i thiéu 24 glo tac dung day bing khoang 87 - 100% tdc dung dinh.

Tac dung ha huyét 4p xudt hién nhanh. Trén cac bénh nhén c6 dap ung, sy binh thudong hoa
huyét ap dat duogc trong vong mot thang, khdng kém phan xa ting nhip tim.

Viée nglmg diéu tri khong gy hiéu ung bat lai.

Perindopril 1am giam phi dai tam that tréi.

Trén nguoi, perindopril dd duge chimg minh dic tinh gdy giin mach. Thude nay cé téc dyng cai
thién tinh dan hdi cia cic dong mach 16n va gidm ty 1¢ thanh mach/long mach cla cic dong
mach nhé.

Phac db bb trg bang thude loi tiéu thiazid tao ra tac dung hlep ddng cong. Phdi hop mot thude te
che enzym chuyén va mét thiazid cling c6 tac dung lam giam nguy co ha kali mau do thudc lgi
tiéu.

Suy tim:
Cac nghién ctru trén bénh nhén suy tim d& ching minh tac dung:
- giam 4p luc 1am déy that phai,
- gidm stic can mach ngoai vi toan thén,
- tdng cung lugng tim va cai thién chi sb cua tim.
Trong c4c nghién ctru so sanh, diéu tri khéi ddu véi 2.5 mg peridopril arginin trén cac bénh nhan
suy tim mirc d nhe dén trung binh khong gy ha huyét ap dang ké so véi placebo.

Bénh nhdn méc bénh déng mach vanh én dinh:

Nghién ctru EUROPA 12 mdt thtr nghiém 1am sang da trung tdm, nglu nhién, mu ddi, c6 %
ching placebo, kéo dai 4 nam. (,{
12218 bénh nhén trén 18 tudi duoc lya chon ngdu nhién vio nhém didu tri bang perindopftil tert-
butylamin liéu 8 mg (twong duong 10 mg perindopril arginin) (n = 6110) hodc placebo (n =
6108). Cac bénh nhin tham gia vao thu ngh1em nay c6 biéu hién bénh dong mach vanh khong
kém céc tri€u ching lam sang cia suy tim. Téng cong 90% bénh nhan cé tidn st nhdi mau co
tim va/hodc tdi théng mach vanh. Phén 16n cac bénh nhan duoc didu tri theo phac dd thuong
dimg bao gdm thudc trc ché tleu cu, thude ha lipid va thudc chen beta.

Tiéu chi hiéu qua chinh bao gbm ty 18 tir vong li€n quan dén bién ¢b tim mach, nhdi méu co tim
khong gdy tir vong vd/hodic ngimg tim duge cip ciru thanh cong. Su dung 8 mg permdoprll tert-
butylamin (twong dwong 10 'mg perindopril arginin) mét 1An mdi ngay cai thién dang ké tiéu chi
chinh véi ty 18 giam tuyét dbi 1a 1 ,9% (giam nguy co tuong d6i 20%, do tin cdy 95% [9,4; 28,6) -
p<0,001). Trén c4c bénh nhan cé tién sir nhdi méu co tim va/hoic tai thong mach mau, di ghi
nhén su giam tiéu chi chinh véi ty 1€ gidm tuyét dbi 2,2%, tuong ung véi muc giam nguy co
tuong dbi 22,4% (dd tin cay 95% [12,0; 31,6] — p<0,001) so véi placebo.

Trong phén tich hdu kiém trén mdt phén nhom céc bénh nhan tir nghién ctru EUROPA dugc diéu
tri bang thudc chen beta, viée bd sung thém perindopril vao phac dd thudc chen beta f=37839)
thé hién téc dung lam giam dang ké tiéu chi két hop bao gdm ty 18 tit vong lién quan dén bién cb
tim mach, nhdi méu co tim khong gay tr vong va/hodc nglmg tim dugce cip ciru thanh cong véi
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ty 1¢ giam tuyét ddi 2,2% (gidm nguy co tuong dbi 24%, do tin cay 95% [9,5; 36,4]) so v6i phéc
dd thudc chen beta khdng kém perindopril. ( [(

Dit liéu thir nghiém ldm sang lién quan dén irc che kép hé renin-angiotensin-aldosteron (RAAS)
Hai thtr nghiém lam sang lén duge thiét ké ngdu nhién, cé dbi chimg (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpomt Trial) va VA NEPHRON-
D (The Veterans Affairs Nephropathy in Diabetes) dé danh gia phac db phéi hop mot thubc e
ché enzym chuén véi mot thudc chen thy thé angiotensin II.

Nghién ctru ONTARGET duogc tién hanh trén cdc bénh nhén co tién sir bénh tim mach, bénh
mach mau no hogc déi thao dudng tuyp 2 kém bang chimg tén thuong co quan dich. Nghién
ctru VA NEPHRON-D duoc tién hanh trén cdc bénh nhén dai thdo dudng tuyp 2 va bénh thén do
dai thao dudng.

Hai nghién ctu nay khong cho thdy bt ki tac dung c6 lgi ndo dbi voi cac két cude tim mach
va/hogc thén cling nhu ty 1€ tir vong, mat khéc, phéc do phéi hop ké trén lam téng nguy co tang
kali méu, tdn thuong than cAp va/hodc tut huyet ap so voi phac dd don thanh phin. Do dic tinh
dugc lyc hoc twong tw nhau gifra cac thudc cling nhém, céc két qua nay cling c6 thé ngoai suy
cho céc thude trc ché enzym chuyen va thube chen thu thé angiotensin II khac.

Do d6, khong nén sir dung ddng thoi cac thubc e ché enzym chuyén va thube chen thy thé
angmtensm 1T trén cac bénh nhan méc bénh than do dai thao dudng.

Nghién ctru ALTITUDE (Ahskuen Trial in Type 2 Diabetes Using Cardiovascular and Renal
Disease Endpoints) duoc thiét ké dé danh gid loi ich cta viée thém aliskiren vao phéc dd chuin
voi mot thude trc ché enzym chuyén hodc méot thudc chen thu thé angiotensin II trén cac bénh
nhin méc bénh déi thio dudng tuyp II va bénh than man, bénh tim mach hodc méc dong thoi cac
bénh nay. Nghién ctru da duge ket thic sém do tang nguy co gap céc két cude bt loi. Dot quy, va
tir vong do bién cd tim mach xudt hién v&i tan sudt cao hon & nhém aliskiren so voi placebo,
dong thoi cac b1en cb bt loi va tac dung khong mong mudn nghiém trong (ting kali mau, tut
huyét ap va rdi loan chirc ning than) ciing thuong gip hon ¢ nhom aliskiren so v6i nhom
placebo.

Déi tugng bénh nhi:
Chua c6 dit liéu vé st dung COSYREL trén tré em.
PAC TINH DUGC PONG HQC

Tbc @6 va mirc do hap thu blsoprolol va permdoprll tir COSYREL khong c6 su khac biét dang ké
so véi mirc d6 va the @ hép thu mdi hoat chét nay khi dung don déc.

Bisoprolol

Hép thu
Bisoprolol dugc hap thu gin nhu hoan toan (>90%) tir dudng tiéu hoa va do chi c6 mét ty 1€ nho

thude duge chuyén hoa budc mot qua gan (khoang 10%), sinh kha dung cua thudc nay xap xi
90% sau khi ding dudng udng.

Phén b
Thé tich phén bd 12 3,5 Vkg. Ty 1€ lién két v6i protein huyét twong ctia bisoprolol khéng 30%.
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Chuyén hoa va thai triy

Bisoprolol dugc bai tiét ra ngoai co thé theo hai con dudng. 50% thube duoc chuyén héa qua gan
thanh c4c chét chuyen héa khéng c6 hoat tinh, sau dé cac chit chuyén hoa nay dugc dao thai qua
than. 50% luong thudc con lai duge bai tiét qua thén thanh dang chua chuyén hoéa. Do thanh thai
toan phan khoang 15 1/gio. Nira doi trong huyet tuong 10-12 gid cho phép thube duy tri tic dung
trong 24 gid sau khi ding liéu mét 1an mdi ngay.

Céc dbi tuong ddc biét

Bisoprolol ¢6 ddng hoc tuyén tinh va khong phu thudc vao tudi.

Do qua trinh thai trir xdy ra tai thin va gan v6i muc d6 tuong duong, khong cén hiéu cinh lidu
cho cdc bénh nhén suy giam chirc ndng thén hodc suy gidm chitc ning gan. Dugce dong hoc trén
cac bénh nhéin suy tim man kém suy gidm chic nidng gan ho#c suy giam chtrc ning thén chua
duge nghién ctru, Trén cdc bénh nhén suy tim man (NYHA giai doan IID), ndng do cua bisoprolol
trong huyét tuong cao hon va thoi gian ban thai kéo dai hon so voi d6i tugng ngudi tinh nguyén
khoe manh. Nong d6 tdi da trong huyét twong & trang thai 6n dinh 14 64+21 ng/ml véi muice lidu
hang ngay 10 mg va thoi gian ban thai 14 17+5 gio.

Perindopril

Hép thu
Sau khi ding dudng ubng, perindopril dugce hip thu nhanh va dat ndng d6 dinh trong 1 gid. Thaot
gian ban thai cia perindopril trong huyét tvong 1a 1 gio.

Phén b

Thé tich phan b khoang 0,2 Vkg dbi vai perindoprilat dang khong lién két. Ty 18 lién két coa
perindoprilat v&i protein huyét tuong 1a 20%, chu yéu lién két v6i enzym chuyén angiotensin,
tuy nhién, ty 1€ nay phu thudc nong do.

Chuyén hoa
Perindopril 1a mot tién thube. 27% liéu perindopril dugc sir dung c6 kha nang vao mau dudi

dang cht chuyen hoa c6 hoat tinh perindoprilat. Ngoai perindoprilat ¢6 hoat tinh, perindopril tao
ra 5 chét chuyen héa khéng c6 hoat tinh.Nong d& dinh trong huyét twong cia perindoprilat dat
duge trong 3 dén 4 gio.

Do thirc &n lam gidm phan tmg chuyen héa tao thanh perindoprilat ddn dén giam sinh kha dung,

cin udng perindopril mot 1in mi ngay vao budi sang trude khi an. ((
/_)é/“

Thai trir
Perindoprilat duge thai trir qua nuéce tidu va thoi gian béan thai cta phan khong lién két khoang
17 gi®, do d6, trang thai 6n dinh ctia thube dat dugce trong 4 ngay.

Tinh tuyén tinh ‘ ’
M0i quan hé€ tuyen tinh gitta liu perindopril va mic ¢ phoi nhiém thudc trong huyét tuong da
duge chirng minh.
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Déi twong ddc biét:

Téc @6 thai trir perindoprilat gidm trén ngudi cao tudi va cac bénh nhén suy tim hodc suy thén.
CAn hiéu chinh lidu trén bénh nhén suy than tiy theo mirc dg suy giam chirc nang thén (d6 thanh
thai creatinin). , K(’ ( .
D6 thanh thai khi tham tach cta perdeopril 13 70 ml/phut. , /
Pong hoc ctia perindopril bi thay doi trén cac bénh nhén xo gan: do thanh thai gan cta chat me
giam con mot nira. Tuy nhién, lugng perindoprilat tao thanh khong bi anh huong, do do, khong
cin hiéu chinh liéu.

QUI CACH PONG GOI

Lo chira 30 vién nén bao phim: lo polypropylen mau tring voi cd hep bang polyethylen ty trong
thap va mdt nap mau tang duc chira gel hut am.

CHi PINH

COSYREL duge chi dinh nhur mt liéu phap thay thef: trong diéu tri ting huyét 4p vi/hoidc bénh
mach vanh 6n dinh (trén cdc bénh nhan ¢6 tién str nhoi mau co tim va/hodc tai thong mach mau)
va/hodc suy tim man tinh 6n dinh kém gidm chirc néng tdm thu that trai trén cac bénh nhéin

truong thanh da duogc kiém soét thich hop bang cach str dung d6ng thoi bisoprolol va perindopril
voi muec liéu tuong duong.

LIEU LUQNG VA CACH DUNG
Liéu luong

Liéu thuong dung 1a mot vién mdt 1an moi ngay.

Bénh nhan cén duge didu tri 6n dinh bang bisoprolol va perindopril véi cting mdt mirc lidu trong

r

it nhét 4 tudn. St dung dang thuc phéi hop lidu ¢é dinh khong phtt hop véi diu tri khoi dau.

Trén céc bénh nhén dugc diél{ tri &n dinh bang bisoprolol 2,5 mg va perindopril 2,5 mg: mot nira
vien 5 mg/5 mg mdt lan moi ngay.

Néu cén thay dbi liéu dung, viéc hiéu chinh lidu cln dugce thue hién riéng cho tirng thanh phén.

Pbi twong dic biét

Suy thdn
Trén cac bénh nhén suy than, liéu khuyén cdo cia COSYREL 5 mg/5 mg can dya trén d9 thanh
thai creatinin nhu bang 1 dudi day:
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Bang 1: hiéu chinh liéu trén bénh nhan suy than

Do thanh thai creatinin (mL/phut) Liéu hang ngay khuyén co

Clcr > 60 Mot vién nén COSYREL 5 mg/5 mg

30 <Clcr <60 Mot nira vién nén COSYREL 5 mg/5 mg

Cler <30 Khong ap dung. Khuyén cdo hiéu chinh liéu
riéng cho ting thanh phan

Suy gan _ ‘
Khong can higu chinh liéu trén c4c bénh nhan suy gan.

Nguoi cao tug:i
COSYREL can dugc st dung dya trén chirc ning than.

Bénh nhi
D0 an toan va hiéu qua cia COSYREL trén tré em va thiéu nién chua duoc thiét 1ap. Chua c6 dit
liéu. Do @6, khong khuyén cdo sir dung thudc trén tré em va thiéu nién.

Céch st dung thudc

Vién nén COSYREL nén dugce udong mét liéu mot 1an moi ngdy vao budi sang trudce khi dn.

CHONG CHi PINH

Di tmg véi dugc chit hogc bét ki thanh phén ta duge nao hoic dj g v6i bét ki thudc tc

ché enzym chuyen angiotensin (ACE) nao khac.

Suy tim cép hodc hodc dot tién trién cua suy tim mit b cdn tiém truyén tinh mach céc

thube ¢6 anh hudng trén st co bép ctia tim.

Séc tim

Bléc nhi thit db hai hodc ba (khong ding may tao nhip)

Hoi ching nit xoang bénh 1y

Bléc nhi thit

Nhip tim chdm c6 triéu chiing

Tut huyét ap co triéu chiing __

Hen phe quéan ndng hodc bénh ph01 tic ngh&n man tinh ning / ( Q '
Bénh tic dong mach ngoai vi thé ning hodc hoi chimg Raynaud thé ning / s
U tuy thuong than chua dugc diéu tri

Nhiém acid chuyén héa

Tién st phi mach lién quan dén st dung thube trc ché enzym chuyén

Phut mach nguyen phat hodc di truyén

Ba thang gitta va ba thang cudi cua thai k¥

Str dung dong thoi COSYREL véi céc ché phAm chra aliskiren trén cdc bénh nhan d4i thao
duodng hodc suy than (GFR < 60 ml/phit/1,73m?).
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CAC TRUONG HQP THAN TRQONG KHI DUNG THUOC

Tét ca cic thin trong va canh bdo khi sit dung tirng thanh phin ciia thude déu dwoc dp dung
vdi COSYREL.

i
Tut huyét ap: 1 , ' ) Bt
Céc thube e ché enzym chuyén c6 the gly tyt huyét ap. Tut huyet ap co tricu chirng da dugce ghi
nhén hiém gip trén cdc bénh nhén ting huyét ap chua c6 bién chimg va thuong gap hon trén céc
bénh nhén giam thé tich tun hoan, vi du dang dimg thudc loi tidu, ché do an han ché mudi, thim
tach, tiéu chay hodc non, hodc tang huyét 4p phu thudc renin ning. Trén cdc beénh nhan suy tim
6 triéu chimg kém hodc khong kém suy thén, tut huyét ap c6 tridu chung dd duge ghi nhén.
Bién cb nay thuong gip nhit trén cac bénh nhin cé mic do suy tim ning, thé hién thong qua
viéc phai sir dung thude loi tiéu quai lidu cao, ha natri méu hogc suy giam chirc nang than. Trén
cac bénh nhin cdé nguy co cao xut hién tut huyét 4p c6 triéu chimg, can giam st chit ché trong
giai doan dAu diéu trj va khi hiéu chinh liéu. Nhitng luu ¥ trén cfing p dung vdi cdc bénh nhan
mic bénh tim thiéu méau cuc bd hodc bénh mach mau néo do hién tugng ha huyét 4p qua mic
trén c4c bénh nhin nay cé thé din dén nhdi mau co tim hoic tai bién mach vanh. Néu tut huyét
ap xuét hién, cin dit bénh nhén & tu thé nim ngtra va néu cin, truyén tinh mach dung dich natri
clorid 9 mg/ml (0,9%). Phan tng tut huyét ap thoang qua khong phai 1a mdt chéng chi dinh dbi
v6i viée tiép tuc sit dung thudc. Thude nay c6 thé tiép tuc st dung binh thuong néu huyét ap ting
trdy lai sau khi bu dich.
Trén mdt sb bénh nhan suy tim sung huyét c6 huyét 4p binh thuong hodc thép, perindopril ¢6 thé
lam giam thém huyét 4p toan thdn. Phan mg nay d& dugc dy bao va thuong khong phai 1a
nguyén nhan dan dén phai ngimg str dung thude. Néu tut huyét ap xuét hién kém triéu ching, c6
thé cin giam liéu hodc tirng budc nglmg didu tri, str dung timg thanh phén riéng r&.

Di rng/phti mach:

Phit mach ving mit, cdc chi, moi, niém mac, ludi, thanh mén va/hodc thanh quan dd dugc ghi

nhén hiém gip trén cdc bénh nhan sir dung céc thude e che enzym chuyén bao gom perindopril. A

Diéu nay c6 thé xut hién tai bat ki thoi diém nao trong qua trinh diéu tri. Trong trudng hop nay, )lg
;’/

can ngimg COSYREL ngay 1p tirc. Viéc didu tri bing thudc chen beta can phai duge duy tri.
Cén 4p dung bién phap giam sat thich hop cho dén khi cac triéu chimg thoai lui hoan toan. Trong
cac truong hop ma d4u hiéu sung chi giéi han & ving mét va moi, cac triéu chimg thuong tu
thodi lui khong cén diéu tri, mic du céc thudc khang histamin cling hitu ich dé giam cac triéu
ching nay.

Phi mach lién quan dn phi thanh quan c6 thé dn dén tir vong. Khi pht mach lién quan dén
ludi, thanh mon hodc thanh quan, cin tién hanh didu tri cAp ctu ngay do céc bién ching nay c6
thé gy tic nghén dudng tho. Didu tri cp ctru co thé bao goém str dung adrenalin va/hodc duy tri
thong khi. Bénh nhéin can duge giam sat y khoa chat ché cho dén khi cac triéu chimg thodi lui
hon toan va 6n dinh.

Céc bénh nhén c6 tién st phi mach khong lién quan dén thudc trc ché enzym chuyén c6 thé co
nguy co gip chitng phit mach cao hon khi dung thuéc trc ché enzym chuyén.

Phu mach rudt d3 duoc ghi nhan hiém gip trén cic bénh nhén duoc diéu tri bang thudc trc ché
enzym chuyén. Céac bénh nhan c6 triéu ching dau bung (kém hogc khong kém budn nén hodc
non); trong mot s6 truomg hop, khong thay xuét hién phu mach mit truéc va ndéng d6 C-1
esterase trong gii han binh thuong. Phu mach ¢6 thé dwoc chin dodn bang siéu am hozic CT &
bung hoic thong qua phau thudt va cic trigu chimg thoai lui sau khi ngimg thube trc ché enzym
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chuyén. Can chén doan phan biét phu mach rudt trén cac bénh nhén co biéu hién dau bung khi
dang sir dung thudc e ché enzym chuyén.

Suy gan:

Trong nhing truong hop hiém giap, céc thuoc Gic ché enzym chuyén lién quan dén mot hoi chimg
v6i biéu hién ban dau la vang da, sau d6 tién trién thanh hoai tr gan kich phat va doi khi gy tir
vong. Co ché cua hoi chimg nay chua duoc xéac dinh. Cac bénh nhan cd triéu chung vang da va
ting enzym gan déng ké khi dang six dung thubc trc ché enzym chuyén can ngimg st dung thubc
nay va ap dung bién phap theo ddi y khoa thich hop.

Chung toe:

Ty 1& phu mach do thudc e ché enzym chuyén trén nhom bénh nhén da den cao hon so véi cac
nhém bénh nhén khéc. Tuong tu cic thude e ché enzym chuyén khéc, tac dung ha huyét ap cua
perindopril trén nhém bénh nhan da den c6 thé kém hon so véi cdc nhém bénh nhan khéc, c6 thé
do nhém bénh nhan nay c6 ty 1¢ ting huyét 4p kém hoat tinh renin thp cao hon.

Ho:

Ho da dugc ghi nhén khi stt dung céc thudc trc ché enzym chuyén. Pic trung cua ho trong
treong hop nay 1a khéng c6 dom, dai dang va tu thoai lui sau khi ngimg diéu tri. Ho do thude trc
ché enzym chuyén cin duoc luu ¥ khi chan doan phén biét ho.

Téang kali mau
P4 ghi nhin tang kali huyét thanh trén mot s6 'bénh nhén duge diéu tri bing céc thuoc tic ché

enzym chuyen bao gom perindopril. Cac yeu t6 nguy co thuc day ting kali mau bao gom suy
than, cac yéu tb lam xau di chirc ning thén, tudi (trén 70 tudi), d4i thao dudng, cac bién cb xay ra
dong thoi bao gom mét nude, suy tim mét bu cip, nhiém acid chuyén héa va sir dung dong thoi
v6i thube loi tiéu gitr kali (vi du, spironolacton, eplerenon, triamteren hogc amilorid), ché phim
b sung kali hogc thé pham mudi chira kali; hodc st dung c4c thude khac lién quan dén tang kali
huyét thanh (nhu heparin).

St dung céc ché pham bo sung kali, thubc loi tidu giit kali hodc thé pham mudi chira kali ¢6 thé
din dén ting dang ké nong d6 kali huyét thanh, dic biét trén bénh nhan suy giam chirc nang
than. Tang kali méu c6 thé gay loan Ilhlp tim nghiém trong, dbi khi c6 thé dan dén tur vong. Néu
viéc str dung ddng thoi cac thude néi trén dugc xem 1a can thiét, cAn sir dung cac thudc nay mot
cach thén trong va thuong xuyén gidm sat ndng d6 kali huyét thanh.

Phéi hop véi lithi: ) ) -
Nhin chung, khéng khuyén céo str dung phoi hgp lithi va perindopril . [ @

Phéi hop véi cac thude gdy gift kali, ché Dhém bd sung kali hodc thé phdm mubi chira kab—
Nhin chung, khéng khuyen cao st dyung dong thoi perindopril va cac thubc giy giir kali, ché
phim bd sung kali va thé phdm mudi chira kali.

Phong bé kép hé renin-angiotensin-aldosteron (RAAS)

D4 c¢6 bang ching cho thiy st dung ddng thoi cac thube te ché enzym chuyén, thudc chen thu
thé angiotensin II hodc aliskiren lam tang nguy co tut huyét 4p, ha kali méu va suy giam chirc
ning than (bao gdm suy than cip). Do do, khéng khuyén cdo phong bé kép hé renin-angiotensin-
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aldosteron bang cach st dung phdi hop cac thudc e ché enzym chuyén, thude chen thu thé
angiotensin IT hodc aliskiren.

Néu phac dd phong bé kép dugc xem 1a dic biét can thiét, phac dd nay phai dugc sit dung dudi
sur giam sat chat ché, cin dinh ki gidm sat chiic ning than, dién giai va huyét 4p. Khong nén st
dung dong thoi céc thubc trc ché enzym chuyén va chen thu thé angiotensin trén cdc bénh nhin
méc bénh than do d4i thdo dudng. / _(/((/ .
Phéi’ hop véi céc thubc chen kénh calci, thubce chéng loan nhip nhéom I va thude didu tri ting n
huyét ap tac dung trén trung wong:

Nhin chung, khong khuyén cdo st dung phdi hop bisoprolol véi céc thudc chen kénh calci kiéu
verapamil hodc diltiazem, thudc chdng loan nhip nhém I va thube diéu tri ting huyét 4p tdc dung
trén trung wong.

Ngimg didu tri:
CAn tranh ngimg d6t ngdt cac thude chen beta, déc bi€t trén cac bénh nhin mac bénh tim thiéu
mau cuc bd do diéu nay c6 thé lam xau di tinh trang bénh tim. Can giam liéu tir tr, st dung timg

thanh phan riéng 1€, tét nhét 1a trong thoi gian hai tuan. Tai thoi diém do, c6 thé bit dau st dung
phac do thay thé n€u can.

Nhip tim chim: i )
Néu trong qua trinh diéu tri, nhip tim luc nghi gidm xudng duéi 50-55 nhip moi phat va bénh

nhén gip céac }riéu chimg lién quan dén nhip tim chdm, can giam lidu cia COSYREL, sir dung
tirng thanh phan riéng 1& véi liéu luong thich hop cua bisoprolol. ;

Bléc nhi that d6 L: ‘ ‘ ’
Do téc dung tic ché dan truyén xung dng trong tim, can than trong khi st dung cac thudc chen
beta trén cac bénh nhin bloc nhi that do 1.

Hep van hai 14 va van ddng mach chti / bénh phi dai co tim:

Tuong tu cac thudc e ché enzym chuyén khéc, can than trong khi sit dung perindoril trén cdc
bénh nhan hep van hai 14 va tic ngh&n dong mdu ra cua thét trai nhu hep dong mach chi hogc
phi dai co tim

Pau thit nguc Prinzmetal:

Céc thubc chen beta c6 thé 1am tang s luong va do dai cac con dau thit nguc trén bénh nhan dau
thit nguc Prinzmetal. Co thé str dung cdc thudc phong bé chon loc receptor beta-1 adrenergic
trong nhitng truomg hop nhe va phai phéi hop véi cac thudc gisn mach.

Suy thén:

Trén bénh nhén suy thén, cin hiéu chinh lidu hang ngay cia COSYREL theo d§ thanh thai
creatinin. CAn dinh ki gidam sat ndng d kali va creatinin huyét thanh trén d6i twong bénh nhéan
nay.

Trén cdc bénh nhin suy tim c¢ tri¢u ching, tut huyét 4p sau khi bét dAu phac dd didu tri bing
thube e ché enzym chuyén c6 thé c¢6 thé giy suy gidm thém chirc ning than. Suy thén clp,
thuong ¢ kha ndng hdi phuc, da dugc ghi nhén trong trudng hop nay.
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Trén céc bénh nhéan hep dong mach thén hai bén hodc hep dong mach thin mét bén duge didu trj
bang thudc e ché enzym chuyén, da ghi nhén tang uré mau va creatinin huyét thanh, thuong c6
kha ndng phuc hdi sau khi ngimg thudc. Bat thudng nay dic biét hay gip trén bénh nhan suy
than. Néu bénh nhén cling gép tinh trang ting ap luc mach than, nguy co tut huyét 4p ning va
suy thén s€ téng lén. Pbi voi cac bénh nhén nay, cin bit dau didu tri dudi su gidm sat y khoa
chat ché, khoi dau bang heu thip, sau d6 hiéu chinh lidu mdt cach thén trong. Do str dung thuoc
loi tidu ciing 12 mot yéu 6 thac day cac bién cb k& trén, cin ngung st dung thube loi tiéu va
giam sét chit ché chic nang thén trong tudn dau tién sir dung thude.

Mot s bénh nhan téng huyét ap khong c6 tién sir bénh mach than & rang da xuét hién ting uré
mau va creatinin huyét thanh, thuong ¢ mue do nhe va thoang qua, ddc bi¢t khi perindopril dugc
sir dyng ddng thoi véi mot thuoc loi tidu. Bién cb nay thuong xudt hién nhleu hon trén bénh nhéan
¢6 tién st suy than. C6 thé cin phai giam lidu va/hodc ngimg thude loi tiéu va/hoic perindopril.

Ghép than ]
Chua co dit liéu lién quan dén viéc st dung perindopril arginin trén cac bénh nhén dugce ghép
than trudc do.

Bénh nhén thdm tach
Cac phan tmg dang phan v¢ da dugc ghi nhén trén cdc bénh nhan sir dung thubc tre ché enzym
chuyen khi dang dugc tham tach bang méang loc hiéu ndng cao. Trén cac bénh nhén nay, can cin

nhéc str dung mot mang thdm tach khac hodc st dung mét nhém thude didu tri ting huyét ap
khéc.

Phén {mg dang phén vé trong khi téch loai lipoprotein ty trong thdp (LDL apheresis)

Hiém gap phén ung dang phan vé de doa tinh mang trén cdc bénh nhan st dung thudc @c ché
enzym chuyen trong khi dang tach loai lipoprotein ty trong thdp (LDL apheresis) bang dextran
sulphat. C6 thé tranh cac phan Ung nay bang cach tam thoi nging str dung thudc trc ché enzym
chuyén trude khi tién hanh tach loai.

Phén tmg dang phén vé trong khi dang diéu tri chéng mén cam

Céc bénh nhan st dung thudc trc ché enzym chuyén trong khi dang didu tri chéng mén cam (vi
dy, noc dgc cua con trung canh mang) da gdp cac phan ing dang phan vé. Trong mét sb truomg
hop twong tu, ¢6 thé tranh cdc phan tng nay bing cach tam ngimg thude trc ché enzym chuyén,
tuy nhién, cac phan tmg nay tai xuét hién khi v6 y 1ap lai tinh hubng trén.

Tuwong ty céc thudc chen beta khéc, bisoprolol ¢6 thé lam ting tinh min cam véi céc di nguyén
cling nhu mirc d§ nghiém trong ctia cac phan ting phan vé. Str dung adrenalin khéng mang lai
hiéu qua diéu trj trong moi truomg hop.

Gidm bach céu trung tinh/mét bach céu hat/giam tiéu céu/thléu méu A&/

Giam bach cdu trung tinh/mét bach ciu hat, giam tiéu cau va thleu mau da duge ghi nhén trén
cac bénh nhén st dung thudc tic ché enzym chuyén. Giam bach ciu trung tinh hiém khi xuét hién
trén cac bénh nhén c6 chirc ning than binh thudng va khong c6 cac yéu t6 nguy co kém theo.
Cén dac biét than trong khi st dung per1ndopr11 trén cdc bénh nhin mdc bénh 1y mach mau
collagen, dang str dung phac ) e che micn dich, dang st dung allopurinol hodc procainamid,
hodc c6 ddng thoi hai hay nhiéu yeu tb nguy co ké trén, ddc biét khi bénh nhan c6 tién sir suy
giam chirc nang than. Nhlem khuén nang, doi khi khéng dap ung véi phéc d6 khang sinh tich
cuc, da xuét hién trén mot s6 bénh nhan. Néu perindopril duge st dung trén cdc bénh nhén nay,
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can dinh ki giam sat cong thire bach cAu va huéng din bénh nhén phat hién bat ki déu hiéu nhiém

tring ndo (nhu dau hong, sbt). / [ ( (

Co thit phé quan (hen phe quan, bénh tic nghén dudng dén khi)

Trén céc bénh nhan méc hen phe quéan hodc cac bénh ph01 tdc ngh&n man tinh khac, can didu trj
dong thoi bang thube gidn phé quan daé ngin ngua su xuét hién cia céc tridu chimg. Trong mat
s trudng hop, hién tuong ting khang thudc cta dudng dan khi c6 thé xudt hién khi céc thudc
chen beta dugc sit dung trén cac bénh nhén hen phé quan, do d6, ¢ thé phai ting liéu ctia thudc
chu vén beta-2.

Bénh nhéan déi thdo dudng
Cén thin trong khi st dung COSYREL trén cac bgnh nhén dai thao duong co tri s6 nong do
glucose huyét dao dong manh. Thubc chen beta c6 thé che ddu cac triéu ching tut dudng huyét.

Bénh nhén #n kiéng hoan toan:
CAn théan trong khi sir dung thudc trén cac bénh nhén &n kiéng hoan toan.

Bénh tic nghén dong mach ngoai v1
Cac thudc chen beta c6 thé 1am trdm trong thém cac triéu ching ctia bénh tdc nghén dong mach
ngoai vi, ddc biét trong giai doan dAu st dung thude.

Gay mé:

Trén cac bénh nhin duoc gdy mé toan thén, thude chen beta 1am giam ty 1€ loan nhip tim va
thiéu mau co tim cyc bd trong giai doan cam tmg mé, dat ndi khi quan va hau phau. Huéng dan
hién tai khuyen cdo duy tri cac thudc chen beta trude, trong va sau khi phéu thuét. Béc si gy mé
cén c6 k1en thire ddy du vé thubc chen beta do thude niy c6 kha ning tuong tac voi nhiéu thube
khac dan dén loan nhip chdm, giam phan xa nhip tim nhanh va giam kha nang phan tmg bu trlr
khi mAt mau. Néu nhan thdy cin phai ngimg thudc chen beta trude khi phiu thuét, can tién hanh
ngimg thudc tir tir, sau d6 ngimg hoan toan tai thoi diém khoang 48 gi&y truge khi gay mé.

Trén céc bénh nhin dang trai qua phau thuét 16n hodc dang duge gdy mé bang thuoc gay meé co
tdc dung ha huyet ap, permdoprﬂ c6 thé e ché su hinh thanh angiotensin II thi cAp sau phan xa
bu trlr lam tang giai phong renin. CAn ngimg st dung thudc nay truge khi phéu thuét mot ngay.
Néu xudt hién tut huyét 4p va phan Gmg nay dugc xem 1a do co ché néi trén, c6 thé xir tri bang
cach bdi phu thé tich.

Bénh véy nén:
Chi nén chi dinh thube chen beta cho cdc bénh nhén méc bénh vay nén hoic c6 tién str méc bénh

vay nén sau khi ¢4 danh gia k¥ loi ich va nguy co.

U tay thuong thén:
Trén cac bénh nhan da dugc chén doén hogc nghi ngd mic khdi u tuy thuong thén, bisoprolol
cAn duge sit dung phdi hop véi mot thudc chen thu thé alpha.

Nhiém déc tuven gidp:
Bisoprolol ¢6 thé che ddy céc triéu chimg nhiém ddc tuyén giap.

Thoi ki mang thai:
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Trur trudomg hop can phai tiép tuc sir dung thubc Gre ché enzym chuyén, céc bénh nhén dang c6 ké
hodc mang thai can sir dung mot phéc db didu tri ting huyét ap khéc da duge thiét lap ve dit ligu
- d6 an toan dé sir dung trong thai ki. Khi bénh nhan dugc xé4c dinh dang mang thai, can ngimg st
dung thude trc ché enzym chuyén ngay va néu c6 thé, bit dau sir dung mét phéc dd thay thé.

Suy tim

Chua co6 du‘ liéu 14m sang v& viée st dung bisoprolol trong diéu tri suy tim trén céc bénh nhan
méc céc bénh sau:

° dai thao dudng phu thudc insulin,

° suy giam chirc nang than nghiém trong,

. suy giam chirc ndng gan nghiém trong,

e Dbénh co tim han ché,

° bénh tim sung huyét,

. bénh van tim hitu co 18 rét vé mat huyét dong,

. nhdi méu co tim trong vong 3 thang trudce do.

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

Khong ghi nhén tuong tac thubc giita bisoprolol va perindopril trong mot nghién ctru twong tac
duoc tién hanh trén ngudi khoe manh. Phén duéi day chi cung cap céc thong tin lién quan dén
tuong tac ca timg dugc chét riéng ré véi cac thude khac.

Cac a‘huoc gdy tang kali mdu:

Mbt sb thude hodc nhém tri liéu c6 thé thie day tang kali méu: aliskiren, mudi kali, thuéc loi tiéu
gitt kali, thuoc ttc ché enzym chuyén, thudc chen thu thé angiotensin II, NSAID, heparin, thubc
tric ché mién dich nhu ciclosporin hodc tacrolimus, trimethoprim. St dung phéi hop céc thube
nay lam tang nguy co ting kali mAu.

Phéi hop chong chi dinh

Aliskiren:

Chéng chi dinh phéi hop COSYREL v6i aliskiren trén cdc bénh nhan d4i thdo dudng hodc suy
thén do nguy co ting kali mau, 1am x4u di chiic ning thin va ting ty 1& méc va ty 18 tir vong lién
quan dén bénh tim mach.

Phéi hop khéng dwoe khuyén cio

Lién quan dén bisoprolol //(/@

Thube diéu tri tiing huyét dp tdc dung trén trung wong nhu clonidin va cde thude khdc (vi du,
merhyldopa moxonidin, rzlmemdm)

Str dung ddng thoi véi cac thube didu tri tang huyét ap tac dung trén trung wong c6 thé 1am trim
trong thém bénh suy tim do lam giam truong luc giao cam trung wong (gidm nhip tim va cung
lugng tim, gidn mach). Nging thude dot ngdt, ddc biét khi chua hiéu chinh giam liéu thudc chen
beta, c6 thé lam ting nguy co gip hién tuong ting huyét 4p bat lai.
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Cdc thube chéng loan nhip nhém I (nhw quinidin, disopyramid, lidocain, phenytoin, flecainid,

propafenon). . ) ]
Anh huong trén thdi gian dan truyén nhi that c6 thé duge ting cuong va tang tac dung lam giam

stic co bop co tim. . { ;
" -

Thude chen kénh calci logi verapamil va loai diltiazem (mikc d¢ twong tdc it nghiém trong hon
logi verapamil):
Lam giam strc co bop co tim va giam dan truyén nhi that. St dung verapamil duong tinh mach
trén cac bénh nhin dang dugc diéu tri bang thudc chen beta c6 thé gay tut huyét 4p nghiém trong
va blée nhi thét.

Lién quan dén perindopril

Aliskiren:

Ngoai trudng hop ding thubc trén bénh nhan d4i thdo duong va suy thén, sir dung phdi hop nay
trén céc doi twgng bénh nhén khic cling lam tang nguy co tang kali mau, lam xau di chic nang
than, tang ti 1¢ mac va ti 1é tir vong lién quan den bénh tim mach.

Phdc do phoi hop thudc ke ché enzym chuyén va thudc chen thu thé angiotensin:

Dir lidu tir cac thir nghiém l1dm sang cho thdy trc ché kép hé renin-angiotensin-aldosteron
(RAAS) bing cach st dung phéi hop céc thude e ché enzym chuyén, thubc chen thu thé
angiotensin II hodc aliskiren lién quan dén tang ty 18 céc bién cb bt loi nhu tut huyét 4p, ting
kali mau va suy giam chuic néng than (bao gdm suy thén cdp) so v6i khi stt dung mdt tac nhan
duy nhét tic dong trén hé RAAS. i -
Pi co dir liéu tir y vin cho the“'ly trén cac bénh nhan méc bénh suy tim, xo vita ddng mach da
duge chin dodn x4c dinh hodc dai thio dudmg kém ton thuong co quan dich, sir dung phéi hop
thudc trc ché enzym chuyén va thudc chen thu thé angiotensin lién quan dén tang tin sudt xuat
hién tyt huyét ap, ngét, tang kali mau va lam xAu di chirc nang thin (bao gdm suy than cép) so
v6i khi sir dung mot tac nhan duy nhét tic dong trén hé RAA. Ut ché kép (vi dy, bing cach két
hop mot thube trc ché enzym chuyén voi mot thubc chen thu thé angiotensin) chi nén dugc st
dung trong nhitng trudmg hop cé biét va can gidm sat chit ch& chitc ning than, nbéng do kali va
huyét ap.

Estramustin: ) .
Nguy co ting céc tdc dung bat 1oi nhur pht mach than kinh (phtt mach).

Thudc loi tiéu giit kali (vi du, triamteren, amilorid...), mudi kali

Tang kali mau (cé thé din dén tir vong), dic biét trén bénh nhan kém suy thén (hiép ddng ting
kali mau).

Khong khuyén cédo st dung dong thdi perindopril vai cc thude k& trén. Tuy nhién, néu
perindopril van dugc chi dinh st dung ddng thoi véi cac thudc nay, can than trong khi st dung
thudc va dinh ki giam sét kali huyét thanh. Pé biét chi tiét vé st dung spironoloacton trong suy
tim, xem phan dudi day.

Lithi
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Téang ndng @ trong huyét thanh va doc tinh cé hdi phuc cta lithi d& duoc ghi nhén khi sir dung
dong thoi lithi véi cac thude e che enzym chuyen Khéng khuyen cao sir dung dong thoi
perindopril va lithi, tuy nhién néu can phai str dung phbi hop hai thude ndy, cAn gidm sat chit chd
nong do lithi huyét thanh.

Phoi hop can dic biét lvu Py

Lién quan dén bisoprolol va perindopril

Cdc thude diéu tri ddi thdo duong (insulin, thubc chong ddi thdo duong dang uong)

Céc nghién ctru dich té cho thiy st dung ddng thoi thube trc ché enzym chuyen v6i cac thube
diéu tri dai thdo duong (insulin, thubc chdng dai théo duong dang ubng) c6 thé lam tdng tac dung
ha duong huyet dan dén ting nguy co tut duong huyét. Hién tuong nay thuong gap hon trong
nhitng tudn dau tién st dung phéc dd phéi hop va trén bénh nhan suy thén.

Str dung ddng thoi bisoprolol véi insulin hodc thu6c ha dudmg huyet dang ubng c6 thé lam ting
tac dung ha duong huyét. Phong bé receptor beta-adrenergic c6 thé che dy cac triéu ching tut
dudng huyét.

Thuéc chong viém khong steroid WSA[D) bao gom aspirin voi liéu > 3 g/ngay

Khi str dung dong thoi COSYREL véi céc thudc chdng viém khéng steroid (acid acetylsahcyhc
v6i ché d6 liéu chéng viém, thudc trc ché COX-2 va cac NSAID khéng chon loc), tc dung diéu
tri ting huyét 4p cta bisoprolol va perindopril c6 thé giam.

Ngoai ra, st dung dong thai céc thuoc trc ché enzym chuyén va NSAID c6 thé dén dén tdng nguy
co 1am x4u di chirc néng thén, bao gdm suy than _cdp va tang kali huyet thanh, d4c biét trén cac
bénh nhéan c6 tién sir suy giam chirc néng thén. Cén than trong khi ph01 hop hai nhém thube nay,
déc biét trén nguoi cao tu01 Céc bénh nhan cin duge didu chinh thé tich dich phu hop va chie
nang thén cuia bénh nhan can duge gidm sat sau khi bt ddu didu tri bing phéc dd phéi hop ciing
nhu dinh ki sau do.

Thuée diéu tri ting huyer dp va cdc thudc gidn mach:

Str dung phéi hop véi cac thude didu tri ting huyét ap, thube gian mach (nhu mtroglycerm cac
nitrat khac hodc cdc thuoc giin mach khéc) hodc véi cac thude co tac dung lam giam huyét ap
khac (nhu thudc chdng trAm cam ba vOng, barbiturat, phenothiazin) c6 thé lam ting nguy co gy
tut huyét 4p cua perindopril va bisoprolol.

Thudc chong trdm cam ba vong/Thuoc chong loan than/Thudc gay mé

St dung dong thoi cac thuoc tic ché enzym chuyen vé6i cac thude chdng trdm cam ba vong, thube
chdng loan thin va mét sé thude gy mé c6 thé 1am ting tac dung ha huyét 4p (xem muc 4.4).

Str dung ddng thoi bisoprolol véi céc thudc gy mé co thé gly giam phan xa nhip tim nhanh va

ting nguy co tut huyét ap. &

Thuéc cuong giao cdam: / gt
Céc thude cudng beta-adrenergic (nhu isoprenalin, dobutamin): sir dung phédi hop véi bisoprolol
c6 thé 1am giam tac dung cia ca hai thudc.

Céc thudc cuong giao cam ¢ tac dung hoat héa ca receptor aalpha- va beta-adrenergic (nhu
noradrenalin, adrenalin): st dung phéi hop véi bisoprolol c6 thé che ddy tac dung gdy co mach
qua trung gian receptor alpha-adrenergic ctia cdc thude nay, dén dén ting huyét 4 ap va lam trdm
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trong thém ching chan dau cach hdi. Tuong tac nay duoc xem la thudmg gip hon véi cac thude
chen beta khong chon loc.

Céc thube cudng giao cam co thé lam giam tic dung diéu tri ting huyét 4p cia thubc e ché
enzyme chuyén.

Lién quan dén bisoprolol /Y(K/ '

Thudc chen kénh calci nhém dihydropyridin nhu Jelodipin va amlodipin:

St dung ddng thoi co thé 1am tang nguy co tyt huyét ap va khong loai trir kha nang phéi hop nay
¢6 thé lam tang nguy co gay suy giam thém chirc ning téng méau cta tAm that trén cac bénh nhan
suy tim.

Thuoc chéng loan nhip nhom I (nhu amiodaron):

C6 thé 1am ting tac dung trén thoi gian din truyén nhi thét.

Thube cuong pho giao cam:
St dung dong thoi ¢6 thé 1am ting thoi gian dén truyén nhi that va ting nguy co nhip tim chim.

Thudc phong bé beta dimg tai ché (nhu thudc nhé mdt dé tri glaucom):
St dung dong thdi c6 thé lam ting tdc dung toan thén cla bisoprolol.

Glycosid tim:
Giam nhip tim, ting thoi gian dan truyén nhi thét.

Lién quan dén perindopril

Baclofen
Tang tac dung ha huyét 4p. Gidm sat huyét 4p va hidu chinh lidu thubc diéu tri ting huyét 4p néu
can.

Thudc loi tiéu khong giit kali

Céc bénh nhan dang ding thube loi tleu dac biét 1a nhimg bénh nhén bi suy giam thé tich tudn
hoan va/hodc mudi, ¢ thé gap bién ¢b ha huyét ap qua mirc sau khi bt ddu didu tri bang thude
e ché enzym chuyen C6 thé 1am giam nguy co xuat hién bién cb tut huyet 4p bang cach ngimg
thudc loi tiéu, boi phu thé tich hodc ting luong mudi trude khi bit dau st dung perindopril véi
lidu thép va ting dan.

Trong truong hop ting huyét 4p dong mach, viéc sir dung thude loi tiéu trude d6 co thé gy giam
mudi/thé tich, do d6, phai ngimng st dung thude loi t1eu trude khi bit ddu sir dung thube e ché
enzym chuyén (trong trudng hop nay, mot thubc loi tiéu khong gift kali ¢6 thé duogc tai sir dung
sau d6) hoiic phai bt dau st dung thude trc ché enzym chuyen v6i lidu thap va tang dan.

Trong trudmg hop suy tim sung huyet dang duoc diéu tri bang thudc 1oi tiéu, cin bt dau stt dung
thudc e ché enzym chuyén véi lidu rét thip sau khi cén nhic giam liéu ctia thudc lgi tiéu khong
gitt kali.

Trong moi trudmg hop, phai gidm sat chtc niing than (ndéng do creatinin) trong nhing tudn diu
tién sir dung thudc e ché enzym chuyén.

Thuée lgi tiéu giit kali (eplerenon, spironolacton)
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Eplerenon hoc spironolacton véi lidu tir 12,5 mg dén 50 mg mdi ngay va thudc e ché enzym
chuyén lidu thép:

Trén bénh nhén suy tim 4o II-IV (NYHA) vi phén suat tdng mau < 40% va trude do da duoc
didu tri bang thudc te ché enzym chuyén va thude loi tiéu quai, nguy co xuét hién téng kali mau
¢6 thé din dén tir vong tang lén, ddc biét trong truomg hop khéng tudn thi cac khuyén cdo ké don
cho dang ph01 hop nay.

Trude khi bit dau sir dung phdi hop hai thude trén, cin xé4c dinh chic chén ring bénh nhan
khong bi tang kali mau va suy than.

Khuyen cdo giam sat chit ché kali mau va creatinin huyét thanh trong thang diéu tri dau tién véi
tAn suat mot 14n mdi tudn, sau d6 giam st dinh ky hang thang.

Phéi hop cin leu §

Lién quan dén bisoprolol

Mefloquin: )
Téang nguy co xuat hién nhip tim chém.

Thudc trc ché monoamin oxidase (trir cde thudc ikc ché MAO-B):
Tang tac dung ha huyét ap cua thudc chen beta, dong thdi cling lam ting nguy co xuat hién con
tdng huyét ap.

Lién quan dén perindopril

Gliptin (linagliptin, saxagliptin, sitagliptin, vildagliptin)
Téng nguy co phu mach trén cdc bénh nhan duge didu tri ddng thoi bang thudc trc ché enzym
chuyén, do gliptin lam giam hoat tinh ctia dipeptidyl peptidase IV (DPP-IV).

Vang

Phan tmg kiéu nitrit (c4c tridu chimg bao gdm dé bimg mit, budn ndn, ndn va tut huyet ap) da
duoc ghi nhin hiém gip trén cac bénh nhan duoc diéu tri dong thoi bang phéc dd chira mudi
vang dudng tiém (natri aurothiomalat) va thudc trc ché enzym chuyén bao gdm perindopril.

TAC DUNG KHONG MONG MUON {@

Tom tét dit liéu d6 an toan:

Phan tmg ¢6 hai thuong gap nhit dbi véi bisoprolol bao gdm dau dau, chéng mit, 1am trim trong
thém bénh suy tim, tut huyét 4p, lanh cac chi, buén ndn, ndn, dau bung, tiéu chdy, tdo bon, suy
nhuge va mét moi.

Céc phan tng c6 hai thudng gap nhét dugc ghi nhén trong céc thr nghiém lam sang va dugc ghi
nhan déi véi penndopnl bao gdm dau déu, chéng mit, di cam, rdi loan thi gidc, 1 tai, tut huyét
ap, ho, kho tha, budn nén, ndn, dau bung, tiéu chay, tdo bon, rdi loan vi gic, kho tiéu, phat ban,
ngtra, chudt rit va suy nhuoc.
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Bang tém tét cic phan Umg c6 hai:

Céc tac dung bét loi sau day dd dugc ghi nhan trong céc thit nghiém 1am sang va/hodc trong giai
doan hiu mai khi bisoprolol hodc per1nd0pr11 duoc su dung riéng 1€ va dugce sip xép theo phan

loai MedDRA dua trén hé co quan voi tan sudt duoc quy wéce nhu sau:

RAt phd bién (> 1/10); thuomg gép (= 1/100 va < 1/10); it gap (= 1/1000 va < 1/100); hiém gip (>
1/10000 va < 1/1000); rat hiém gip (< 1/10000); chua x4c dinh (khong thé woc lugng tir 7&5 dir

liéu hién co).
Phén loai h¢ co i . P Tan suat
' Tac dung khong mong muon
quan MedDRA Bisoprolol Perindopril
Nhiém khuin va
nhiém ki sinh Viém miii Hiém gdp Rat hiém gap
trung
Tang bach ciu ua eosin - ft gap*
Mét bach cAu hat - Rét hiém gip
Giam toan b huyét ciu - Rét hiém gip
Réi loan huyét hoc | Giam bach céu - Rét hiém gip
va h¢ bach huyet | bach céu trung tinh - Rét hiém gip
Giam tidu cAu - R4t hiém giip
Thiéu méu tan méu trén cac bénh nhén thiéu ] Rt hibm o
hut men G-6PDH bim sinh -
" : & . [t gap*
Réiloan dinh |12 duone suped X gdp
dwing va chuyén | Tang kali mau, phuc hoi sau khi ngimg thude - It gép*
i Ha natri mau - ft gap*
Thay dbi khi sAc - it gap
Réi loan gidc ngt it gap It gap
Réiloan tAm thin | Trim cam ft gap -
Ac mong, 4o gide Hiém gip -
L 14n - R4t hiém gip
Dau dau** Thuong gap | Thuong gip
Chong mat** Thuéng gip Thuong gép
’ Lao dao - Thuong gdp
Roi loan hé théin A — . 5
: ’ R6i loan vi giac - Thuong gip
kinh
Di cam - Thudmg gip
Ngi ga - It gap*
Ngét Hiém gip ft gap*
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Suy giam thi giac - Thudmg gip
Réi loan mit g}lﬁz I;[fj;l ;u.ré'c mét (ltru ¥ néu bénh nhén sit Hiém gap i
Viém két mac RAt hiém gap -
Réi loan taiva tai | U tai - Thutng gip
trong R&i loan thinh giac Hiém giip -
Dénh tréng nguc - ft gap*
Nhip tim nhanh - ft gap*
Nhip tim cham Thudmg gip -
LAm trdm trong thém bénh suy tim Thudng gap -
Réi logn tim R&i loan din truyén nhi thit It gap -
Loan nhip tim - Rét hiém gap
Pau thit ngue - Rét hiém gip
1’\Ih(‘3i r'néu’ co tﬁim, f:() t}}é thir ?hét’sau tut huyét _ Rét hiém g3p
ap qua mirc trén cac bénh nhan ¢6 nguy co cao
Ellli; éfiug;t ap va cac phan ting lién quan dén tut Thuong gip Thuong gip
Cam giac 6n lanh va t€ cdng céc chi Thudng gap -
Réi loan mach Ha huyét &p tu thé ft gép -
Viém mach - ft gap*
D i matdi et | g
Ho - Thudmg gip
Réi loanihﬁ h:‘i;), Khé thd - Thudng gip
trung that va long P— p .
nguc Co thét phé quan It gap It gép
Viém phoi ting bach ciu wa eosin - Rt hiém giﬁf
Dau bung Thudmg gép Thuong gap
Téo bon Thudng gép Thuong gap
Tiéu chay Thudng gip Thudmg gip
Budn ndn Thudng gap Thuong gip
Réi logn tidu héa [ ngp Thuong gip | Thuomg gip
Khé tiéu - Thutng gip
Khd migng - It gdp
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Viém tuy - R4t hiém gip
R6i loan gan mat | Viém gan tdn thuong té bao hodc tic mat Hiém gip RAt hiém gip
Phat ban - Thuong gip
Ngua - Thuong gap
Phu ma_tcﬂh ma?t, Cfi.c chi, mdi, “niém mac, ludi, ) ; (Qf/ it gp
thanh mén va/hodc thanh quan =
May day b it gap
; Phan tmg ting nhay cam voi anh sdang - ft gap*
Eﬁ;‘:ﬁl i Y Bénh pemphigus - it gap*
Tang tiét md hoi - ft gap
Phan Gng ditmg (ngira, d6 bimg, phét ban) Hiém gip =
Hbng ban da dang - R4t hiém gip
Hoi R4t hiém gap -
Tl}‘u(”’)c E:h@n l?eta ::() thcia 'Ehl’lC, day hoic lé.r?n né?g Rt hibm gip )
thém bénh vay nén hodc phat ban kicu vay nén
Chudt rat ft gap Thuong gip
Réi loan co xwong véu co ft gap .
khép va mo lién 3
két Dau khop - It gap*
Dau co - ft gap*
Réi loan than - tiét | Suy thin - ft gip
ni¢u Suy thén cip - R4t hiém gip
Réi loan vt va hé R6i loan cuong duong - ft gap
sinh sin Réi loan tinh duc Hiém gip .
Suy nhuogc Thuong gap Thueong gip
Mét moi Thuong gép -
Roi loan toan thin | pay noye , ft gap*
va tai vi tri dung -
thuse Céam giac kho chiu - It gép*
Phu ngoai vi - It gap*
Sét : ft gap*
Tang ure mau - ft gap*
Tang creatinin mau - ft gap*
Cic thong sb Tang enzym gan Hiém gip Hiém gip
Hiém gip

Tang bilirubin mau
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H- A -
Téng triglycerid i R -

Gidm hemoglobin va giam hematocrit - Rét hiém gap

Cic bién chimg
lién quan dén chén Nod ft ofp*
thwong, ng¢ doc va & ) =8

cach sir dung

* Tdn sudt dwoc tinh todn tir cac thie nghiém Ildm sang cho cdc bién cé bat loi duoc phdt hién ti
bdo cdo tw nguyén

**Cdc triéu chu'ng déc biét hay xudt hién khi bat dau sir dung thuéc. Cdc triéu chitng nay
thuong nhe va thuong tw thodi lui sau 1 dén 2 tudn.

Béo céo céc phan tmg ¢6 hai nghi ngd

Béo cdo cdc phan tmg c6 hai ngh1 ngd sau khi phé duyet san pham 12 mét cdng viéc quan trong.
Diéu nay cho phép tlep tuc gidm st sy cAn bang gifta loi ich/nguy co clia ché pham thubc. Dé
nghi cédc chuyén gia y t& bao cdo bét ki phan ting c6 hai nghi ngd nao théng qua hé théng béo cao
quoc gia

QUA LIEU VA CACH XU TRi
Chua c6 théng tin lién quan dén qua lidu COSYREL trén nguoi.
Bisoprolol

Triéu chirng:
Nhin chung, céc diu hiéu thuong gdp nhat khi qua liéu mot thube chen beta gom nhip tim cham,

tut huyét ap, co thét phé quan, suy tim cép va ha dudng huyét. Cho dén thoi didm hién tai, dd ghi
nhin mot s6 trudng hop qua lidu (to1 da 2000 mg) bisoprolol trén cac bénh nhan mac ting huyét
ap va/hodc bénh mach vanh véi bidu hién nhip tim chim va/hodc tut huyét ap; tit ca cac bénh
nhén déu phuc hdi sau d6. Cé sy khac biét lén gifra cac cd thé vé& mic d6 nhay cam véi mot lidu
cao bisoprolol va cac bénh nhin suy tim c6 thé 13 dbi tugng dic biét nhay cam. @

Xu tri:

Néu qué liéu xuét hién, cdn  ngimg st dung bisoprolol va dp dung c4c bién phap diéu tri ho trg va
diéu trj tridu chimg. Mot s dif liéu han ché cho thay bisoprolol khé bi tham tach. Dua trén cac
tac dung dugc 1y da biét va cac khuyén cdo dbi v6i thude chen beta, cin can nhic cac bién phap
chung sau day khi c6 chi dinh |dm sang.

Nhip tim chdm: St dung atropin dudng tinh mach. Néu bénh nhén khong dap tmg ddy du, c6 thé
sir dung mdt cach thén trong isoprenalin hodc céc thudc ¢6 tac dung lam tdng nhip tim khéc.
Trong mdt sb trudng hop, c6 thé can chén thiét bi tao nhip qua dudng tinh mach.

Tut huyét dp: Can st dyng céc thude gy co mach va truyén dich tinh mach. Truyén tinh mach
glucagon c6 thé dem lai loi ich diéu tri.

Bléc nhi thét (4 hai hodic ba): Cac bénh nhén cin duge gidm sat chit ch& va diéu tri bing truyen
isoprenalin hodc chén thiét bi tao nhip qua dudng tinh mach.
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Lam tram trong thém bénh suy tim cdp: St dung dudng tinh mach céc thube 1oi tidu, cic thude
anh hudng dén sttc co bop co tim, céc thudc gisin mach.

Co thit phé quan: St dung phac dd gifin phé quan nhu isoprenalin, thubc cuong beta 2
adrenargic va/hodc aminophylin.

Tut duwong huyét: St dung glucose duong tinh mach.

Perindopril / ({ (
=

Triéu chig:

Dit liéu vé& qué liéu trén ngudi con han ché. Cac triéu chimg lién quan dén qua liu thube trc ché
enzym chuyén co thé bao gém tut huyét ap, soc tuAn hoan, 1di loan dién giai, suy thén, ting
thong khi, nhip tim nhanh, d4nh tréng ngyc, nhip tim chdm, chéng mit, lo &u va ho.

X tri:

Khuyén cdo diéu tri qud liéu bao gdbm truyén tinh mach dung dich natri clorid 9 mg/ml (0,9%).
Néu xuit hién tut huyét 4p, bénh nhén cén duge xir tri nhu trong truong hop sbc. Néu co thé, can
nhic truyén angiotensin II va/hodc truyén tinh mach catecholamin. Perindopril ¢6 thé b loai bod
bing thim tach. St dung may tao nhip c6 thé dugc chi dinh cho trudmg hop nhip tim chdm khang
tri. Céc thong sé quan trong, bao gdm ndng do dién giai va creatinin huyét thanh cin duge gidm

e = R

sat thuong xuyén. P //\//C;\{ga_
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Thoi ki mang thai: O

Dua trén cac dit liéu dd duoc cong bd dbi voi timg thanh phén, khong khuyén cdo sir dung.\r\\\‘}:",(

COSYREL trong ba thang du cia thai ki va chéng chi dinh COSYREL trong ba thing gifta va T
ba thang cudi cua thai ki.

Bisoprolol

Bisoprolol c6 tac dung dugc ly co thé gy phan tng c6 hai dbi véi thai ki va/hodc bao thai/tré so
sinh (gidm tu¢i mau nhau thai lién quan dén chadm phat trién, thai chét trong tir cung, sdy thai,
sinh non vi céc tac dung bat loi khac (nhu tut dudng huyét va nhip tim chdm) ¢6 thé xuat hién
trén bao thai va tré so sinh). Néu cin st dung thudc chen beta-adrenergic, nén uu tién sir dung
mdt thudc phong bé chon loc thu thé beta 1.

Khéng nén sit dung bisoprolol trong thai ki trir truong hop thuc su cin thiét. Néu viée didu tri
bing bisoprolol duge xem la cAn thiét, cin gidm sat luu lugng mau tir cung - nhau thai va sy tang
trudng cta bao thai. Néu céc tac dung c6 hai trén thai ki hodc bao thai xuét hién, can can nhéc
thay thé bang mot phac dd diéu tri khéc. Tré so sinh phai dugc gidm sat chdt ché.

Céc triéu chimg tut dudng huyét va nhip tim chm thuong xuét hién trong 3 ngay dau tién.
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Perindopril

Béng chimg dich t& lién quan dén nguy co gy di tat thai nhi sau khi phoi nhiém véi cac thube tie
ché enzym chuyén trong ba thing dau cia thai ki chua duge chua duge xac nhan; tuy nhién,
khong thé loai trir trudmg hop thude 1am ting nhe nguy co nay. Trir khi viéc tiép tuc st dung
thubc e ché enzym chuyén dugc xem la ddc biét quan trong, cac bénh nhén c6 du dinh mang
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thai can duoc chuyen sang dung phac db diéu tri téng huyét ap khéc voi dir ligu d6 an toan da
duoc thiét 14p dé su dung trong thai ki. Khi duge chan doan mang thai, cén ngimg ngay thudc trc
ché enzym chuyen va néu co thé, bit déu sir dung phac dd thay thé.

Phoi nhiém véi thube e ché enzym chuyen trong ba thang giita va ba thang cu01 cta thai ki da
duoc xdc dinh la 6 thé gy doc ddi v6i bao thai (gidm chirc néng thén, thiéu 6i, 1am cham qua
trinh ¢t hoa hép s0) va tré so sinh (suy than, tut huyét ap, tang kali mau). Néu bénh nhén bi phoi
nhi&m véi thubc tic ché enzym chuyén tir thang thir hai cta thai ki, khuyen c4o tién hanh siéu 4m
danh gia chirc nang than va hop so. Cén giam sat chit ché bién cb tut huyét 4p trén cac tré so
sinh c6 me st dung thude e ché enzym chuyén.

Thoi ki cho con bu:

Khong khuyen cao st dung COSYREL trong thoi ki cho con b,

Chua thé xac dinh bisoprolol c6 dwgce bai tiét vao sita me hay khong. Do do, khong khuyén céo
cho con bu khi dang str dung bisoprolol.

Do chua c6 thong tin lién quan dén sir dung perindopril trong thoi ki cho con bu, khéng khuyen
céo sir dung thudc nay va wu tién lua chon mét thude khac véi dit lidu dd an toan da duoge thiét
1ap dé sir dung trong thdi ky cho con bu, dic biét 1a khi dang cho bu tré so sinh va tré sinh non.

Kha néng sinh séan:
Chua c6 dit lidu 14m sang v& anh hudng ctia COSYREL dén kha nang sinh san.

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

COSYREL khéng anh huéng truc tlep dén kha nang lai xe va vén hanh mdy méc, tuy nhién, cic
phan tng lién quan dén huyet ap thap c6 thé xuét hién trén mot sb bénh nhan, dic biét trong giai
doan dau didu tri, khi thay ddi thubc hodc khi sir dung clng véi rugu. i

Do d6, thudc ¢6 thé 1am giam kha nédng l4i xe va vén hanh mdy mac. /K@
HAN DUNG

Lo polypropylen chita 30 vién nén bao phim: 30 thang.

PIEU KIEN BAO QUAN

Bao quan dudi 30°C

CHU SO HU'U GIAY PHEP
Les Laboratoires Servier
50, Rue Carnot

92284 Suresnes Cedex
France/ Phap
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NHA SAN XUAT ([
Les Laboratoires Servier Industries /LK//
905, Route de Saran

45520 Gidy

France/Phap

NGAY XEM XET SUA POI, CAP NHAT LAI NQI DUNG TO HUONG DAN SU DUNG
THUOC

VAN PHONG
DAI DIE }}l

\TAHPdAfwor A -
PNBS. Nyt 'u{ i Qe ’i«'i.’;‘:"ﬂé-

TL.CYC fRUONG .
KT. TRUUNG PHONG DANG K THUOC
PHO TRUONG PHONG

Pham Ghi Van Homk
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