TO HUONG DAN SU DUNG THUOC

TEN THUOC
RXCOVERSYL PLUS ARGININE 5mg/1.25mg

Thudc nay chi ding theo don thudc
Poc ky huéng dan sir dung trudce khi dung
Dé xa tam tay tré em

THANH PHAN CONG THUC THUOC
M&i vién nén bao phim chira:
e Thanh phan hoat chat: 5mg perindopril arginine (twong duwong 3,395 mg perindopril) va 1,25
mg indapamide.
e Thanh phan ta duoc:
Céc thanh phan khéc trong 16i vién thuéc gdom: lactose monohydrate, magnesi stearate (E
470B), maltodextrin, silic keo khan (E 551), sodium starch glycolate (loai A)
Céac thanh phan trong bao phim gom: glycerol (E 422), hypromellose (E 464), macrogol
6000, magnesi stearate (E 470B), titan dioxid (E 171).

DANG BAO CHE
Vién nén bao phim Coversyl Plus Arginine 5mg/1,25mg mau trang, bao phim, dang que (tru).

CHI PINH

Trong diéu tri ting huyét 4p nguyén phéat & nguoi Ion, Coversyl Plus Arginine 5mg/1.25mg vién
nén bao phim duoc chi dinh cho nhitng bénh nhan ma huyét ap khong kiém soét duoc véi don tri
licu bang perindopril.

LIEU LUQNG VA CACH DUNG

Liéu luong

Dung mét vién Coversyl Plus Arginine 5mg/1.25mg mdi ngay, nén ung vao budi sang va trugc
an.

Néu c6 thé, nén diéu chinh liéu thudc ddi voi ting thanh phan riéng biét. Nén dung Coversyl
Plus Arginine 5mg/1.25mg khi huyét 4p cua bénh nhan khdng thé kiém soat bang Preterax
Arginine 2.5mg/0.625mg (néu c6 thé). Néu co thé ap dung trén 1am sang, cé thé can nhic viéc
chuyén tryc tiép liéu phap diéu tri don 1é& thanh diéu tri bang Coversyl Plus Arginine
5mg/1.25mg.

Cac dbi tuong dac biét
Nguoi gia
Bénh nhén cao tudi c6 thé duoc diéu trj sau khi xem xét dap (ng véi huyét 4p va chiic ning than

Bénh nhéan suy than
O bénh nhan suy than ning (d6 thanh thai creatinin dugi 30ml/phut), chdng chi dinh dung thudc.



O bénh nhan suy than vira (d6 thanh thai creatinin tir 30 — 60ml/pht), khuyén céo khoi tri véi
lidu phu hop & dang phdi hop roi.

O bénh nhan c6 d6 thanh thai creatinin Ién hon hodc bing 60ml/phat, khdng can hiéu chinh liéu.
Viéc kham bénh dinh ky phai bao gém ca giam sat thuong xuyén creatinin va kali.

Bénh nhan suy gan
Chéng chi dinh dung thudc véi bénh nhan suy gan nang.
O bénh nhan suy gan vira, khdng can hiéu chinh liéu.

Bénh nhan nhi

Do an toan va hiéu qua cua perindopril arginine/indapamide trén tré em van chua dugc thiét lap.
Hién khong co dit liu co san. Khéng nén dung Coversyl Plus Arginine 5mg/1.25mg trén tré em
va tré vi thanh nién

Céch dung
Dung dudng udng

CHONG CHI PINH
Lién quan téi perindopril:
- Qué man véi perindopril hay bat ky thubc &c ché enzym chuyén nao khac
- CO tién str pht mach (pht Quincke) khi dung thudc @c ché enzym chuyén trude d6
- Phl mach do di truyén/ty phét
- Cé thai trén 3 thang
- Sir dung ddng thoi Coversyl Plus Arginine 5mg/1.25mg véi cac san pham chia aliskiren
trén bénh nhan dai thao duong hoac suy than (d6 loc cau than < 60ml/phit/1,73m?)
- Sirdung dong thoi véi sacubitril/valsartan ‘
- Cac diéu tri ngoai co thé dan dén viéc mau tiep xic vai cac 7bé mat tich dién am
- Hep d6ng mach than hai bén hoac hep dong mach dang ké dan dén con chirc nang than
mot IQén
Lién quan dén indapamide:
- Qué man véi indapamide hoac bat ci sulfonamide nao khac
- Suy than nang (d6 thanh thai creatinin dudi 30ml/phut)
- Bénhnéo gan
- Suy gan nang
- Giam kali huyét
- Theo nguyén tic chung, khdng khuyén céo sir dung dong thoi véi cac thude chdng loan
nhip c6 thé gay ra xoan dinh
- DPang cho con bu

Lién quan téi Coversyl Plus Arginine 5mg/1.25mg:

- Qué man véi bat ctr thanh phan nao caa thube
Do con thiéu kinh nghiém diéu tri, Coversyl Plus Arginine 5mg/1.25mg khdng nén dung trén cac
dbi twong sau:

- Bénh nhan tham tich mau



- Bénh nhan suy tim mat bu chua duogc diéu tri

CANH BAO VA THAN TRONG KHI SU DUNG

Thdn trong dac biét

Thdn trong chung déi véi perindopril va indapamide:

Lithi:

Khoéng khuyén cao st dung két hop giira lithi véi phdi hop perindopril va indapamide.

Lién quan téi perindopril:

Phong toa kép hé renin-angiotensin-aldosterone (RAAS):

C6 bang chiing cho thy viéc sir dung ddng thoi thudc e ché enzym chuyén, thube chen thy thé
angiotensin 11 hoic aliskiren 1am ting nguy co ha huyét ap, ting kali mau va suy giam chirc nang
than (bao gém suy than cap). Phong toa kép hé RAAS bing cach sir dung phéi hop thude tc ché
enzym chuyén, thudc chen thu thé angiotensin 11 hozc aliskiren do d6 khong duoc khuyén céo.
Néu liéu phéap phong toa kép chic chan duoc coi 1a can thiét, viéc st dung nay chi dugc thyc
hién dudi sy giam sét cia chuyén gia va can duoc theo ddi chat ché thuong xuyén chic ning
than, dién giai va huyét ap.

Céc thudc tc ché enzym chuyén va cac thudc chen thu thé angiotensin II khong nén duogc sir
dung dong thoi & cac bénh nhan c6 bénh than do dai thao duong.

Thudc giir kali, ché phdam bé sung kali hogc mudi thay thé c6 chira kali:
Thong thuong khdng khuyén céo sir dung két hop perindopril va thubc giir kali, ché pham bo
sung kali hozc mubi thay thé c6 chira Kali.

Giam bach cau trung tinh/Giagm bach cau hat/Giam tiéu cau/Thiéu mau:

Pi c6 bao cao vé tinh trang giam bach cau trung tinh/giam bach cau hat, giam tiéu cau va thiéu
méu khi bénh nhéan diéu tri bang thuéc ic ché enzym chuyén. O bénh nhan véi chiic nang than
binh thuong va khdng kém yéu té bénh Iy nao khéc, sy giam bach cau trung tinh hiém khi xay ra.
Can than trong khi st dung perindopril trén bénh nhan mic bénh ly mach mau collagen, dang
diéu tri bang thudc &c ché mién dich, allopurinol hoic procainamide, hoic két hop nhitng yéu tb
nay, dic biét néu truéc d6 bénh nhan di co chirc nang than bi suy giam. Mot s6 bénh nhan nay
da c6 tién trién thanh nhiém khuan ning ma trong mot vai truong hop khong dap ung véi ligu
phap khang sinh manh. Néu dung perindopril ¢ nhiing bénh nhan nay, can kiém soat dinh ky
cong thirc bach cau va bénh nhan can duoc hudng dan béo cdo bat ctr diu hiéu nao cua tinh trang
nhiém khuan (vi du dau hong, sot).

Tang huyét dp déng mach thdn

C6 kha ning ting nguy co ha huyét &4p va suy than khi bénh nhan bi hep dong mach than hai bén
hoac hep dong mach than dan dén con chirc nang than mot bén duoc diéu tri voi tc ché enzyme
chuyén. Biéu tri bang cac thudc loi tiéu cd thé 1a yéu té dong gop. Suy chirc nang than tham chi
c6 thé xuat hién chi véi thay doi nhe creatinine huyét thanh trén bénh nhan hep dong mach than
mot bén.

Man cam/phl mach



Pha mat, cac chi, méi, ludi, thanh mén va/hoic thanh quan di dwoc bao cdo hiém gip & bénh
nhan duoc diéu tri bang thudc e ché enzym chuyén, trong d6 ¢ perindopril. Hién tugng nay cé
thé xay ra & bat cir thoi diém nao trong qua trinh diéu tri. Trong truong hop do, can ngung sir
dung perindopril ngay va thiét 1ap giai phap toan dién cho triéu ching nay trude khi ching duoc
loai trir hoan toan ra khoi bénh nhan. Néu hién tuong sung tay chi gigi han trén ving mat va mai,
tinh trang nay noéi chung dugc giai quyét ma khdng can diéu tri, mac do thudc khang histamine
rat hiéu qua trong viéc diéu tri triéu chung.

Hién tugng phi mach kém pha thanh quan c6 thé dan tai tir vong. Truong hop phu ludi, thanh
mon hodc thanh quan c6 thé s& gay ra tic nghén duong thd, khi d6 can tién hanh tiém dudi da
dung dich epinephrin 1:1000 (0,3 ml t&i 0,5 ml) va/hoic xir 1y dé dam bao giai phong duong the
cua bénh nhan.

Bénh nhan da den dung thudc tc ché enzym chuyén da duoc béo céo c6 ti 1& phi mach cao hon
s0 v6i nhom bénh nhan khéc.

Bénh nhan ¢ tién sir phi mach khdng lién quan téi thudc e ché enzym chuyén cé thé gia ting
nguy co pht mach khi str dung cac thudc nhom nay.

Hién tuong phl mach hé tiéu hoa di duoc béo céo hiém gap ¢ bénh nhan diéu tri bang thubc wc
ché enzym chuyén. Nhitng bénh nhan nay cé biéu hién dau bung (cé hoac khéng kém budn nén
hoac ndn); trong mot sé truong hop khdng c6 biéu hién phi mat bao trudc va nong do C-1
enterase & mirc binh thuong. Phll mach duoc chan doan bang quy trinh bao gom chup CT bung,
hoac siéu am hozc khi phau thuat va céc triéu chiung dugc cai thién sau khi ngirng ding thuéc tc
ché enzym chuyén. Phil mach tiéu héa nén duoc sir dung lam dau hiéu dé chan doan phan biét
bénh nhan str dung thudc e ché enzym chuyén cé biéu hién dau bung.

Phéi hop perindopril véi sacubitril/valsartan dugc chong chi dinh do 1am ting nguy co phu
mach. Sacubitril/valsartan chi duoc bat dau dung 36 gio sau khi két thic liéu cudi cung cua
perindopril. Néu diéu tri bang sacubitril/valsartan dung, liéu phap perindopril chi duoc bat dau
36 gio sau lidu cudi cing cua sacubitril/valsartan. Sir dung dong thoi cta cac uc ché NEP (nhu
racecadotril) va wc ché enzyme chuyén ciing c6 thé lam ting nguy co pht mach. Do d6, can danh
gia lgi ich- nguy co mot cach can than truéc khi bat dau diéu tri véi cac e ché NEP (nhu
racecadotril) trén bénh nhan dang dung perindopril.

Str dung dong thoi véi cac chat irc ché mTOR (nhu sirolimus, everolimus, temsirolimus):

Nhitng bénh nhan diéu tri dong thoi véi cac chat ac ché mTOR (nhu sirolimus, everolimus,
temsirolimus) c6 thé tang nguy co bi phii mach (nhu sung dwong tha hodc 1udi, kém theo hodc
khdng kém theo suy hé hap)

Soc phdn vé trong qué trinh gigi man cam

Mot s6 bao céo don 1é vé bénh nhan bi sbc phan vé duy tri, de doa tinh mang khi dung thuéc tc
ché enzym chuyén trong qué trinh giai man cam noc cua cac loai canh mang (ong, con tring).
Céc thubc wc ché enzym chuyén nén dugc ding than trong & bénh nhan bi di tmg duoc giai man
cam, va tranh ding véi bénh nhan dang str dung mién dich tri liéu noc. Tuy nhién, nhiing phan
ng nay c6 thé duoc phong tranh bang cach tam thai nging st dung thude e ché enzym chuyén
trong vong it nhit 24 gio trude khi diéu tri trén bénh nhan can két hop ca thudc tc ché enzym
chuyén va giai man cam.



Sac phan vé trong qué trinh loc logi lipoprotein ti trong thap (LDL)

Hiém gap truong hop bénh nhan dung thudc e ché enzym chuyén trong qué trinh tach chiét
lipoprotein ti trong thap (LDL) bang dextran sulphat bi séc phan vé de doa tinh mang. Phan @ng
nay c6 thé dugc phong tranh bang cach tam thoi ngung sir dung thudc e ché enzym chuyén
trudc mdi lan loc loai.

Bénh nhan tham tach mau

D3 ¢ bao cao vé hién tuong séc phan vé & bénh nhan thim tach mau véi mang loc tbe do cao (vi
du, AN69®) va dang duoc diéu tri dong thoi thude e ché enzym chuyén. Trong truong hop nay
nén xem xét st dung cc loai mang thim tach khac hodc cic nhém thudc chdng ting huyét ap
khéc

Tang aldosterone tién phat

Bénh nhan bi tang aldosterone tién phat nhin chung khong dap tng véi cac thudc chéng ting
huyét ap hoat dong théng qua viéc wc ché hé renin-angiotensin. Do d6 viéc sir dung thubc nay
khong dugc khuyén céo.

Phu niz cé thai

Khong nén ding thudc e ché enzym chuyén trong qué trinh mang thai. Trir khi viéc tiép tuc st
dung thudc &c ché enzym chuyén la can thiét, phu nit c6 ké hoach mang thai nén thay doi liéu
phap diéu tri ting huyét &p véi thude da dugc chitng minh an toan khi st dung trén phu nit mang
thai. Khi da xac dinh 1a c6 thai, viéc diéu tri bang thudc e ché enzym chuyén nén ngirng ngay
lap tarc, va, néu co thé, nén bat dau liéu phap diéu tri thay thé.

Lién quan tgi indapamide:

Bénh ndo gan

Khi chiic ning gan bi suy giam, cac thudc loi tiéu nhom thiazide va cac thudc loi tiéu lién quan
tgi nhom thiazide c6 thé gay ra bénh ndo do gan. Can ngung ngay viéc st dung thude loi tiéu néu
tinh trang nay xay ra.

Nhay cam anh sang

Céc truong hop bénh nhan nhay cam véi anh sang di duoc béo céo véi thude loi tiéu nhém
thiazide va cac thudc loi tiéu co lién quan téi nhom thiazide. Néu tinh trang nhay cam anh sang
Xay ra trong qua trinh diéu tri, bénh nhan dugc khuyén céo nging ding thubc. Néu viéc tai sir
dung thudc loi tiéu 1a can thiét, khuyén cao bénh nhan bao vé cac ving da tiép xdc véi anh sang
mat troi hoac vai tia UVA nhan tao.

Luu ¥ khi sir dung

Cdc chii ¥ chung déi véi perindopril va indapamide:

Suy than:

Trong trudng hop suy than ning (46 thanh thai creatinin <30ml/phut), chéng chi dinh dung thubc
nay.




Mot sb bénh nhan ting huyét 4p khong cd biéu hién ton thuong than trude d6 nhung két qua xét
nghiém méau cho thiy chirc nang than bi anh hudng, can ngung viée diéu tri va ciing c6 thé khoi
tri lai véi liéu thap hay véi mot trong hai thanh phan.

O nhitng bénh nhan ndy, can thudng xuyén tai khdm bao gdm kiém tra kali va creatinin, sau 2
tun diéu tri va sau d6 cach hai thang mot 1an trong sudt giai doan diéu tri 6n dinh. DA c6 bao céo
vé suy than cha yéu & nhitng bénh nhan suy tim niang hoic suy than kém hep dong mach than.
Thuong khodng khuyén cdo dung thude trong trudng hop hep dong mach than hai bén hoic chi
con mot bén than hoat dong.

Huyét ap thap va mdt nuéc va cac chat dién gidi

Bénh nhan c6 nguy co ha huyét ap dot ngot néu trude d6 di cé tinh trang mat natri (dic biét voi
bénh nhan hep d6ng mach than). Do d6, can kiém tra tong thé cac du hiéu 1am sang vé su mat
nude va dién giai, didu ndy co thé xay ra kém sy tai dién cua triéu ching tiéu chay va non. Do
véi nhitng bénh nhan nay can tién hanh kiém tra thudng xuyén cac chat dién giai trong huyét
tuong.

Truong hop ha huyét ap dang ké can tién hanh truyén tinh mach nudc mudi dang truong.

Ha huyét &p thoang qua khong phai 1a chéng chi dinh cho viéc tiép tuc diéu tri. Sau khi tai lap
duogc thé tich mau va huyét ap binh thudng, viéc diéu tri ¢ thé duoc bat dau lai voi liéu giam
hodc voi mot thanh phan don 1¢é.

Murc kali:

Su két hop cua perindopril va indapamide khong ngian dugc su khoi phat cua tinh trang ha kali
mau, dic biét & bénh nhan dai thao duong hoic suy than. Gidng nhu d6i véi bat ky thudc ha
huyét &p nao cd chira thanh phan loi tiéu, can tién hanh kiém soat nong do kali huyét twong.

Ta duoc:

Khong nén dung Coversyl Plus Arginine 5mg/1.25mg d6i véi bénh nhan cé réi loan di truyén
hiém gdp nhu khong dung nap galactose, thiéu hut toan bo lactase hoac kém dung nap glucose —
galactose

Ham lugng natri:

Coversyl Plus Arginine 5mg/1.25mg chua it hon 1 mmol natri (23mg) trong mot vién, nghia la
Vé co ban khong chura natri

Lién quan tdi perindopril:

Ho:

Ho khan da duoc ghi nhan khi sir dung cac thudc tc ché enzym chuyén. Ho thuong dic trung dai
dang va chdm dut sau khi ngimg diéu tri. Néu triéu chimg nay xay ra, can xem xét nguyén nhan
do viéc diéu tri. Néu viéc ké don cac thudc e ché enzym chuyén van duoc lya chon, viéc tiép
tuc diéu tri c6 thé dugc can nhic.

Bénh nhan nhi:
Hiéu qua va kha nang dung nap cua perindopril ¢ tré em va tré vi thanh nién, ¢ dang don 1¢é hay
két hop hai thanh phan, chwa duoc thiét 1ap



Nguy co ha huyét dp d@éng mach va/hodc suy giam chite ndng thin (trong truong hop suy tim,
Mdt nwdc Va cac chdt dién gidi, ...)

Viéc kich thich manh hé théng renin-angiotensin-aldosterone di dugc quan sat thiy, dic biét
trong trudng hgp mit nude va cac chat dién giai dang ké (do ché @6 an kiéng khit khe khdng c6
mudi hoic do diéu tri loi tiéu kéo dai), & bénh nhan c6 huyét &p lc khai tri thap, hep dong mach
than, suy tim xung huyét hodc bénh xo gan kém phu va c6 truéng.

Viéc e ché hé théng nay bang cach ding thudc e ché enzym chuyén c6 thé gy ra su giam dot
ngot huyét 4p va’hoic su tiang creatinin huyét twong, dic biét ¢ thoi diém khai tri va trong 2 tuan
dau tién, dan dén su suy giam chirc ning than. Doi khi hién twong ndy xay ra cip tinh vao thoi
diém khoi tri, mac du hiém khi xay ra, va ciing & nhitng thoi diém khéac nhau. Trong nhiing
truong hop do, viée diéu tri can dwoc bat dau vai liéu thap va ting dan lidu.

Nguoi gia:

Can kiém tra chtrc ning than va nong do kali mau trude khi khai tri. Sau d6 diéu chinh liéu khoi
dau theo muc huyét &p cia bénh nhan, dic biét trong trudng hop mat nudc va dién giai, nham
tranh ha huyét ap dot ngot.

Xo vita dong mach:

Nguy co ha huyét ap c6 thé xay ra trén tat ca bénh nhan, nhung can dac biét than trong véi bénh
nhan mac bénh thiéu mau co tim hoic tudn hoan ndo khong dap tmg du, can bat dau diéu tri voi
licu thap & nhitng bénh nhan nay.

Tang huyét &p do hep déng mach than:

Diéu tri ting huyét 4p do hep dong mach than bang cach nong mach. Tuy nhién, cac chat uc ché
enzym chuyén c6 thé hiéu qua d6i véi bénh nhan cé biéu hién ting huyét &p do hep dong mach
than dang chd phau thuat hodc trong truong hop khong thé phau thuat.

Truong hop Coversyl Plus Arginine 5mg/1.25mg dugc ké cho bénh nhéan c6 tién sir hoic nghi
ngo hep dong mach than, viéc diéu tri can duoc bat dau ¢ bénh vién véi lidu thap va can kiém
soat chtrc nang than va ndng do kali, do mot s6 bénh nhan ¢4 tién trién suy than c6 phuc hoi khi
ngumg diéu tri.

Suy tim/suy tim nang:

O bénh nhan suy tim nang (do 1V), can khoi dau diéu tri dudi sy giam sat chat ché va giam liéu.
Khong nén dung viéc diéu tri bang thudc e ché beta & bénh nhan ting huyét 4p kém thiéu nang
dong mach vanh: cac chat Gc ché enzym chuyén nén duoc bo sung vao liéu trinh diéu tri bang
thudc chen beta.

Bénh nhdn dai thdao dwong:
Trén nhitng bénh nhan dai thao duong phu thudc insulin (khuynh hudng ting ty phat mac kali
mau), nén khai dau diéu tri dudi sy gidm sét chat ché cia nhan vién y té va liéu thap.



Nén theo ddi chat ché mtc dudng mau & nhitng bénh nhan dai thao duong da diéu tri bang thubc
diéu tri dai thio duong dudng udng hodc insulin trude d6, cu thé 1a trong thang dau tién diéu tri
véi thude e ché enzym chuyén.

Chuing toc:

Twong tu cac thudc tc ché enzym chuyén khac, tac dung ha huyét &p cua perindopril ¢é thé kém
hiéu qua hon trén bénh nhan da den, c6 thé 1a do ty Ié hoat tinh renin huyét trong thap ¢ quan thé
bénh nhan da den ting huyét ap cao hon.

Phau thugt/gay mé:

Céc thudc we ché enzym chuyén c6 thé gy ha huyét ap trong truong hop phai gay mé, dic biét
khi gay mé bang cac thudc co thé gay ha huyét ap.

Do d6 nén ngirng dung thudc mot ngay trudc phau thuat néu diéu tri bang thube e ché enzym
chuyén tac dung kéo dai nhu perindopril.

Hep dong mach cha va van hai la/ bénh co tim phi dai
Can than trong khi sir dung céc thudc &c ché enzym chuyén cho cac bénh nhan tic nghén dong
mau di ra tir that tréi.

Suy gan

Hiém gdp céc truong hop céc thube e ché enzym chuyén lién quan dén hoi chiing bat dau bang
vang da & mat va tién trién thanh hoai tir gan lan toa va (d6i khi) tir vong. Co ché cua hoi ching
nay chua dugc biét rd. Bénh nhan ding cac thudc uc ché enzym chuyén c6 vang da tién trién
hoic ting enzym gan nén ngirng dung thude va dugc theo di y té phi hop.

Tang kali huyét thanh:

Tang Kali huyét thanh da duoc ghi nhan trén mot sé bénh nhan dung céc thudc tc ché enzym
chuyén, bao gom perindopril. Cac yéu té nguy co lam tiang kali mau bao gém suy than, giam
chtic nang than, tudi (>70 tudi), dai thdo dudng, bénh nhan c6 cac bién cb di kém, dac biét 1a mat
nudc, mat bu tim cap, nhiém toan chuyén hoa va sir dung dong thoi voi cac thudc loi tiéu giir
kali (nhu spironolactone, eplerenone, triamterene, amiloride...), ché pham bo sung Kkali va cac
mudbi thay thé c6 chira kali; hodc bénh nhan ding cac thude khac 1am ting kali huyét thanh (vi du
heparin, co-trimoxazole dwoc biét dén la trimethoprim/sulfamethoxazole ,cac thudc e ché
enzym chuyén khéc, cac thudc d6i khang thu thé angiotensin II, acid acetylsalicylic >3g/ngay,
cac thubc tc ché COX-2 va cac NSAID khong chon loc, cac thudc tc ché mién dich nhu
ciclosporin hozc tacrolimus, trimethoprim). Viéc sir dung b sung kali, cac thudc loi tiéu giir kali
hodc cac mudi thay thé co chira kali dac biét trén bénh nhan suy than c6 thé 1am ting c6 ¥ nghia
nong do kali huyét thanh. Tang kali mau c6 thé nghiém trong, d6i khi c6 thé gay loan nhip dan
dén tir vong. Néu viéc dung dong thoi cac thude noi trén dugc coi 1a can thiét thi can sir dung
than trong va thuong xuyén theo déi kali huyét thanh.

Lién quan tdi indapamide:
Can bang miede va dién gidi:




Nong do natri:

Can kiém tra c4c thdng s nay trudc khi bat dau diéu tri, sau d6 tién hanh kiém tra dinh ky. Giam
nong d6 natri c6 thé khai dau khong cd triéu chimg va do dé viéc kiém tra thuong xuyén thdng
s6 nay la dic biét quan trong. Kiém tra can tién hanh thuong xuyén hon & ngudi gia va bénh
nhan xo gan. Bit ky viéc diéu tri bang thudc loi tiéu nao ciing c6 thé gay ha natri mau, d6i khi co
hau qua rat nghiém trong. Ha natri mau voi giam thé tich mau c6 thé dan dén mit nudc va ha
huyét p thé dung. Mat dong thoi cac ion chloride c6 thé dn dén nhiém kiém chuyén héa bu thir
cap: ty 1& méac va muc do cua tac dung nay 1a nhe.

Nong do kalli:

Ha kali mau 1a nguy co chinh khi dung thudc loi tiéu nhém thiazide va cac thude loi tiéu c6 lién
quan téi nhém thiazide. Can ngin ngira nguy co khai phat giam ndéng do kali mau (<3,4 mmol/l)
& mot s6 nhdm bénh nhan c6 nguy co cao nhu ngudi gid va/hoic bénh nhan suy dinh dudng, du
c6 hay khong viéc ho dang udng nhiéu thubc cung ldc, bénh nhan xo gan ¢é phu va ¢ trudng,
bénh nhan bi bénh mach vanh va bénh nhan suy tim. Trong nhiing trudng hop d6, nong do kali
mau giam s€ lam gia tang doc tinh trén tim mach cua glycosid tim va nguy co loan nhip tim.
Bénh nhan c6 khoang QT dai ciing c6 nguy co, mac du nguyén nhan Ia bam sinh hay do qué
trinh diéu tri.

Ha kali mau kém nhip tim cham s& lam gia tang nguy co khai phat loan nhip tim nghiém trong,
dic biét 1a nguy co xodn dinh, ¢ thé dan dén tir vong.

Trong tat ca cac truong hop, can tién hanh kiém tra thuong xuyén nong do kali méau. Lan do kali
mau dau tién nén tién hanh trong tuan dau diéu tri. Néu nong d6 kali méau thap can hiéu chinh.

Nong do calci:

Céc thudc loi tiéu nhom thiazide va lién quan téi nhom thiazide c6 thé lam giam bai tiét calci qua
duong niéu, gay ra su ting nhe va thoang qua nong do calci mau. Sy ting dang ké nong do calci
c6 thé lién quan toi ching ting ning tuyén can giap chua duoc chan doan. Trong truong hop do,
can ngung viéc dung thude trudc khi kiém tra chirc nang tuyén can giap.

Glucose mau:
Kiém soat ndng do glucose méau la quan trong ¢ bénh nhan dai thao duong, dic biét khi nong do
kali thap.

Acid uric:
Bénh nhan ¢ ndng d6 acid uric trong méau cao sé co khuynh huéng d& mac bénh gut.

Chike néing than va thuéc loi tiéu:

Cac thudc loi tiéu nhom thiazide va lién quan dén nhom thiazide chi phat huy toan bo hiéu qua
khi chizc niang than binh thuong hoic chi suy than nhe (ndong do creatinin thap hon khoang
25mg/1, nghia 1a 220 pmol/l & ngudi 16n). O nguoi gia, gia tri creatinin huyét twong can dugc
hiéu chinh theo d6 tudi, can ning va gidi tinh cua bénh nhan, theo cong thirc Cockroft:

cler = (140 — tudi) x can nang / 0,814 x ndng do creatinin huyét twong

Trong do: Tubi (nam)



Can nang (kg)

Nong d6 creatinin huyét twong (micromol/l)
Cong thuc nay phi hop véi bénh nhan nam cao tudi, & bénh nhan nit can nhan két qua véi 0,85.
Mat nude va natri do dung thude loi tiéu khi bat dau diéu tri co thé gay ra giam thé tich tuan
hoan, dan dén giam thé tich loc cu than. Piéu ndy gy ting ure mau va ting creatinin mau. Su
anh huong tam thoi ndy trén chic ning than khdng gay bién ching & bénh nhan c6 chirc ning
than binh thuong, tuy nhién ¢ thé gay tram trong thém & bénh nhan trudc do6 bi suy than.

Vdn dong vién:
Céc van dong vién can luu y rang san pham ndy chira thanh phan c6 thé gay két qua duong tinh
Vi xét nghiém doping.

Can thj cdp va glaucoma géc dong thir cap:

Sulfonamide, hozc dan chat sulfonamide c6 thé gay ra mot phan ang dic tng dan dén can thi
thoang qua va glaucoma goc dong cap. Néu khong diéu tri glaucoma goc dong cap cd thé dan
dén mat thi lyc vinh vién. Diéu tri chinh Ia ding udng thudc cang nhanh cang tét. C6 thé can can
nhic diéu trj y t& hoac phau thuat nhanh néu 4p luyc ndi nhan van khong kiém soat dugc. Cac yéu
t6 nguy co lam tién trién bénh glaucoma goc dong cip c6 thé bao gom tién sur di ung Véi
sulfonamide hoac penicillin.

KHA NANG SINH SAN, PHU NU' CO THAI VA CHO CON BU

Véi cac tac dong da dugc chirng minh cua ting thanh phan trong phdi hop nay trén phu nir c¢é
thai va cho con bd, khdng khuyén céo sir dung Coversyl Plus Arginine 5mg/1.25mg trong ba
thang dau mang thai. Chéng chi dinh ding Coversyl Plus Arginine 5mg/1.25mg tir thang thir tu
tré di cua giai doan mang thai.

Chéng chi dinh dung Coversyl Plus Arginine 5mg/1.25mg khi cho con bu. Trén co s& xem Xét
tam quan trong cua liéu phap diéu tri nay trén ngudi me, can quyét dinh nging cho con bl hoic
nging dung thubc Coversyl Plus Arginine 5mg/1.25mg.

Phu niz cd thai

Lién quan toi perindopril:

Khong khuyén céo sir dung thudc ac ché enzym chuyén trong ba thang dau mang thai. Viéc st
dung thudc tc ché enzym chuyén 1a chdng chi dinh tir thang thir tu ctia qué trinh mang thai.

Bang chiing dich t& hoc vé nguy co giy quai thai khi dung thudc tc ché enzym chuyén trong ba
thang dau mang thai van chua duoc xac dinh; tuy nhién khong thé loai trir kha nang co su ting
nhe nguy co nay. Trir khi viéc dung thudc Gc ché enzym chuyén 1a rat quan trong, bénh nhan ni
c6 ké hoach mang thai can chuyén sang liéu phap thay thé da c6 bang chtng vé tinh an toan dé
diéu trj ting huyét 4p & phu nit mang thai. Khi da c6 thai, viéc diéu tri bang thudc @c ché enzym
chuyén can duoc ngirng ngay lap tac, va, néu co thé, nén bat dau liéu phap diéu tri thay thé.

Viéc dung thudc e ché enzym chuyén tir sau thang thr ba ciia qué trinh mang thai dugc cho 1a
gy doc tinh trén thai nhi (giam chtc nang than, it dich 6i, cham phat trién khung xuong so) va
doc tinh trén tré so sinh (suy than, ting huyét ap, ting kali mau).
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Truong hop phu nit mang thai tir thang tha tu tré di co sir dung thubc tc ché enzym chuyén,
khuyén c&o bénh nhan siéu am kiém tra chirc nang than va kiém tra hop so.

Tré so sinh c6 me st dung thudc we ché enzym chuyén nén duoc theo ddi chit ché dé tranh tinh
trang ha huyét p.

Lién quan téi indapamide:

Khoéng c6 hoic ¢6 han ché di lidu (két qua véi <300 phuy nix ¢6 thai) vé viéc sir dung indapamide
& phu nix 6 thai. Viéc sir dung kéo dai thudc loi tiéu nhom thiazide trén phu nit mang thai tir
thang thir bay cua thai ky cd thé 1am giam thé tich huyét twong ciia ngudi me ciing nhu cung Gng
méu tir cung-nhau thai, diéu ndy c6 thé gay ra ching thiéu mau cuc bo tir cung — nhau thai va
lam cham sy phét trién cua thai nhi.

Cac nghién ctru trén dong vat khdng cho thiy cac tac dung cd hai tryuc tiép hodc gian tiép co lién
quan tai doc tinh sinh san.

Nhu mét bién phap phong ngira, tot nhat nén tranh sir dung indapamide trong thoi gian c6 thai.

Phu né cho con bu
Coversyl Plus Arginine 5mg/1.25mg la chéng chi dinh trong giai doan cho con bu.

Lién quan toi perindopril

Do khong c6 thong tin vé viéc sir dung perindopril trong giai doan cho con bd, perindopril khéng
dugc khuyén co st dung va nén ding lidu phéap thay thé ¢ bang chiing vé tinh an toan trén phu
nix cho con by, dic biét dbi véi tré méi sinh hoac tré sinh non.

Lién quan téi indapamide

Con thiéu dix lidu vé viéc bai tiét cua indapamide/cac chat chuyén hoa qua sita me. Quéa man voi
c4c thudc 1a dan chat cua sulfonamide va ha kali mau c6 thé xay ra. Nguy co d6i véi tré moi
sinh/so sinh chura duoc loai trir.

Indapamide lién quan chat ché t6i thudc lgi tiéu nhém thiazide, nhdm thudc nay c6 kha nang lam
giam hoac tham chi ngung viéc tiét sira néu dung trong giai doan cho con ba.

Chdng chi dinh dung indapamide trong thoi gian cho con ba.

Khd nang sinh san

Lién quan chung toi perindopril va indapamide

Cac nghién ciru doc tinh sinh san da cho thay khong c6 anh huong téi kha ning sinh san cua
chuot cong cai va duc. Thude duoc du doan 1a khong c6 anh huong téi kha ning sinh san cua

nguoi.

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

Lién quan dén perindopril, indapamide va Coversyl Plus Arginine 5mg/1.25mg:

Ca hai hoat chit va Coversyl Plus Arginine 5mg/1.25mg déu khdng anh huong dén sy tinh téo,
nhung c¢6 mot s6 phan wng phu lién quan dén hién twong giam huyét ap co thé xay ra & mot s6
bénh nhan. Trong truong hop nay, kha nang 1ai xe va van hanh may maéc s€ bi anh huong.

11



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

Chung vgi perindopril va indapamide:

Sir dung dong thoi khéng duwoc khuyén céo:

Lithi: Tang c6 hdi phuc ndng do lithi huyét thanh va doc tinh da dugc bao céo khi sir dung dong
thoi lithi vai thude e ché enzym chuyén. Str dung perindopril két hop véi indapamide va lithi
khong dugc khuyén cao, nhung néu viéc phéi hop nay 1a can thiét, can theo ddi can trong nong
do lithi huyét thanh.

Sir dung déng thoi yéu cau sw thdn trong dac biét:

- Baclofen: Tang tac dung chéng ting huyét 4p. Can kiém soat huyét ap va hiéu chinh liéu
cua thudc chong tang huyét 4p néu can thiét.

- Thuéc khang viém khong steroid (bao gom aspirin >3g/ngay): khi sir dung dong thoi
thuéc e ché enzym chuyén véi thuéc khang viém khong steroid (vi du: acid
acetylsalicylic & liéu khang viém, thuéc ¢c ché COX-2 va thuéc khang viém khong
steroid khéng chon loc), su suy giam tac dung chéng ting huyét ap c6 thé xay ra. St
dung dong thoi thudc e ché enzym chuyén va thudc khang viém khéng steroid c6 thé
lam ting nguy co suy giam chirc ning than, bao gdm kha ning suy than cap, va ting nong
d6 kali huyét thanh, dic biét & cac bénh nhan trude d6 da cé chirc nang than kém. Phéi
hop nay can duoc str dung than trong, dic biét & ngudi cao tudi. Bénh nhan can duoc bu
nude day da va nén theo ddi chirc ning than sau khi khai tri va dinh ky sau do.

Sir dung dong thoi yéu cau thdn trong:
- Cé&c thudc chéng tram cam giéng imipramine (thudc chéng tram cam ba vong),
thudc an than kinh: Tang hiéu qua chdng ting huyét 4p va ting nguy co ha huyét ap tu

thé dung (tac dung cong thém).

Lién quan dén perindopril:

Céc dir liéu nghién ctru 1am sang da cho thdy phong bé kép hé renin-angiotensin-aldosterone
(RAAS) bang cach sir dung két hop thudc tc ché enzym chuyén, thudc tc ché thy thé
angiotensin Il hozc aliskiren c6 lién quan t6i tan suat cao hon cua cac bién cb bat lgi nhu ha
huyét ap, tang kali mau va suy giam chtic ning than (bao gom suy than cap) khi so sanh véi viéc
st dung don tri liéu thudc tac dong 1&n hé RAAS.

Cé4c thudc 1am tiing kali mau: Mot s6 thudc hozc ligu phap c6 thé 1am tang kha ning ting kali
mau: aliskiren, cac mudi kali, cac thudc loi tiéu giir kali, cac thudc e ché enzym chuyén, céc
thudc d6i khang thu thé angiotensin I, NSAID, heparin, cac thuéc Gc ché mién dich nhu
ciclosporin hoac tacrolimus, trimethoprim. Viéc két hop cac thudc nay lam ting nguy co ting
kali mau.

Chang chi dinh khi si dung dong thoi:
Aliskiren: O nhiing bénh nhan dai thao duong hoic suy than, ting nguy co ting kali mau, 1am
nang thém bénh than va bénh tim mach va tir vong tang.
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Piéu tri ngoai co thé: Piéu tri ngoai co thé ddn dén mau tiép xuc véi cac bé mat mang dién tich
am nhu thdm tach hoic loc méau bang mot s mang loc tbc d6 cao nhit dinh (nhu mang
polyacrylonitril) va loai bo lipoprotein ty trong thap bing dextran sulphate do lam ting nguy co
phan ng man cam. Néu viéc diéu tri nay duoc yéu cau, can can nhic sir dung loai mang loc
khéc hoac mot thude chdng tang huyét ap khac.

Sacubitril/valsartan:Viéc sir dung ddng thoi perindopril véi sacubitril/valsartan dugc chdng chi
dinh do viéc phdi hop caa wc ché neprilysin (NEP) va thudc tc ché enzyme chuyén c6 thé lam
ting nguy co phi mach. Sacubitril/valsartan chi duoc bat dau st dung 36 gio sau lidu cudi cing
cua perindopril. Liéu phap perindopril chi dwoc bit diu 36 gio sau lidu cudi cung caa
sacubitril/valsartan.

Sir dung dong thoi khéng duwoc khuyén céo:

- Aliskiren: O nhitng bénh nhan khéng bi d4i thao dwong hoic suy than, nguy co ting kali
mau, suy giam churc nang than va bénh tim mach va tir vong tang.

- Piéu tri dong thoi véi thuéc tc ché enzym chuyén va thuéc chen thu thé
angiotensin: da c6 bao cdo trong y van vé nhirng bénh nhan bi bénh xo vira d6ng mach,
suy tim, hodc dai thao dudng cd ton thuong co quan dich, diéu tri dong thoi mot thudc we
ché enzym chuyén va mot thudc chen thy thé angiotensin cé lién quan téi viéc tan suat
cao hon cua ha huyét &p, bét tinh, ting kali mau, va suy giam chic nang than (bao gom
suy than cap) khi so véi sir dung don doc thude tac dong trén hé thong renin-angiotensin-
aldosterone. Phong toa kép (vi du bang cach két hop mot thudc tc ché enzym chuyén véi
mot thude ddi khang thu thé angiotensin 11) nén han ché véi cac truong hop cu thé két
hop véi giam sét chat ché chirc ning than, nong do kali, va huyét ap.

- Estramustine: nguy co ting cac tic dung khdng mong mudn nhu phui mach.

- Co-trimoxazole (trimethoprim/sulfamethoxazole): Bénh nhan st dung dong thoi co-
trimoxazole (trimethoprim/sulfamethoxazole) cd thé 1am ting nguy co ting kali mau.

- Thudc lgi tiéu giir kali (vi du triamterene, amiloride...), kali (dang mudi): ting nong do
kali mau (c6 kha niang dan t&i tir vong), dic biét vai bénh nhan bi suy than (tac dung hiép
ddng tang kali mau). St dung dong thoi perindopril véi cac thube dé cap ¢ trén la khong
dugc khuyén céo. Néu duoc chi dinh st dung dong thoi, can than trong va thudng xuyén
kiém tra nong do kali huyét thanh. D6i véi str dung sprironolactone dé diéu tri suy tim,
xem phan “Si dung dong thoi yéu cdu sw than trong dac biet”.

Sir dung dong thoi yéu cau thdn trong ddc biét:

- Cé&c thude diéu tri dai thao dwong (insulin, cac thudc ha dwong huyét dang udng):
Cac nghién cau dich t& da cho thay st dung ddng thoi cac thude e ché enzym chuyén va
c4c thude diéu tri dai thao dwong (insulin, cac thudc ha duong huyét dang uéng) co thé
lam ting tac dung ha glucose mau cua thudc dan dén nguy co bi ha duong huyét. Hién
tugng ha duong huyét ndy cé nhiéu kha nang xay ra trong nhitng tuan dau diéu tri két hop
va ¢ nhitng bénh nhéan bi suy than.

- Céc thudc lei tiéu khong giir kali: O nhitng bénh nhan dang dung thudc loi tiéu, va nhat
1 & nhitng bénh nhan c6 giam thé tich va/hoic mubi, cd thé bi giam huyét 4p qua muc
sau khi bat dau diéu tri bang thudc tc ché enzym chuyén. Cac tac dung ha huyét ap co
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kha niang bi giam khi dirng diéu tri bang thudc lgi tiéu, tang thé tich hoic luong mudi dua
Va0, can bat dau diéu tri vai liéu thap perindopril va tang lidu tir tur.

Véi tang huyét dp dong mach, didu tri bang thudc loi tiéu trudc do co thé gay ra giam
mudbi/thé tich, hoidc la phai ding thudc loi tiéu trudc khi bit dau diéu tri bang thube uc
ché enzym chuyén, véi truong hop nay, mét thude loi tiéu khong gitr kali c6 thé duogc sir
dung lai sau d6, hoic 1a thubc e ché enzym chuyén phai dugc bit du véi liéu thap va
tang lidu tir tur.

Véi suy tim sung huyét diéu tri bang thuac lei tiéu, thude tc ché enzym chuyén nén duoc
bit dau diéu tri vé6i lidu rat thip, sau d6 c6 thé giam lidu caa thudc loi tiéu khong gitr kali
dung cung.

Vi tat ca cac trudng hop, chirc ning than (ndng do creatinin) phai dwoc theo déi trong
vai tuan dau tién diéu tri bang thudc ic ché enzym chuyén.

Céc thudéc lgi tiéu giir kali (eplerenone, spironolactone): eplerenone hoic
spironolactone vai liéu tir 12,5mg dén 50mg mdi ngay va thudc &c ché enzym chuyén voi
licu thap:

Trong diéu tri suy tim do -V (NYHA) véi phan xuét tong mau <40%, va da diéu tri
bang cac thudc e ché enzym chuyén va loi tiéu quai truée d6, nguy co tang kali mau co
thé gay tur vong, dac biét 1a trong truong hop khong tuan tha cac khuyén cao khi ké don
vé sy két hop nay.

Trudc khi bat dau diéu tri két hop, kiém tra sy ¢6 xuat hién ting kali mau va suy than.
Khuyén céo nén theo di chat ché kali méau va creatinin mau 1 lan mdi tuan trong thang
dau diéu tri va sau d6 1a mdi thang.

Racecadotril: Cac thudc e ché enzym chuyén (nhu perindopril) dugc biét l1a gay phi
mach. Nguy co nay c6 thé ting khi sir dung dong thoi véi racecadotril (mét thude ding
diéu tri tiéu chay cap).

Thudc e ché mTOR (nhu sirolimus, everolimus, temsirolimus): nhiing bénh nhan diéu
tri d6ng thoi véi cac chat te ché mTOR c6 thé ting nguy co bi phi mach.

Sir dung dong thoi yéu cau thdn trong:

Cé4c thudc ha huyét ap va thudc gidn mach: sir dung dong thoi vai cac thude nay cé thé
ting tac dung ha huyét ap cua perindopril. St dung ddng thoi véi nitroglycerin va cac
nitrat khéc, hoac cac thudc gian mach khac, c6 thé 1am giam huyét ap hon nia.
Allopurinol, thudc kim ham té bao hogc thuéc wc ché mién dich, corticosteroid tac
dung toan than hoic procainamide: St dung dong thoi véi thude ac ché enzym chuyén
c6 thé 1am ting nguy co giam bach cau.

Céc thudc gay mé: Thudc uc ché enzym chuyén cé thé 1am gia ting tac dung ha huyét ap
cua cac thude gay mé.

Cac gliptin (linagliptin, saxagliptin, sitagliptin, vildagliptin): tang nguy co bi phu
mach, do dipeptidyl peptidase IV (DPP-IV) bi giam hoat tinh do gliptin & nhitng bénh
nhan diéu tri dong thoi vai mot thude ac ché enzym chuyén.

Céc thudc kich thich giao cam: cac thudc kich thich giao cam c6 thé lam giam cac tac
dung ha huyét ap caa cac thudc uc ché enzym chuyén.
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- Vang: Phan @ng nitrioid (cac triéu ching bao gém do bing mat, budn nén, nén va ha
huyét ap) dugc bao cao hiém gap ¢ nhitng bénh nhan dang duogc diéu tri ddng thoi vang
dang tiém (natri aurothiomalate) va thuéc e ché enzym chuyén bao gom perindopril.

Lién quan dén indapamide:

Sir dung dong thoi yéu cau thdn trong dac biét:

- Céc thudc gay xoidn dinh: Do nguy co giam kali mau, indapamide nén dugc st dung than
trong khi két hop voi cac thudc gy xodn dinh nhu cac thudc chdng loan nhip loai IA
(quinidine, hydroquinidine, disopyramide); cac thudc chéng loan nhip loai 11l (amiodarone,
dofetilide, ibutilide, bretylium, sotalol); mot vai thubc an than kinh (chlorpromazine,
cyamemazine, levomepromazine, thioridazine, trifluoperazine), benzamides (amisulpride,
sulpiride, sultopride, tiapride), butyrophenones (droperidol, haloperidol), céc thuéc an than kinh
khac (pimozide); nhiing chat khac nhu bepridil, cisapride, diphemanil, erythromycin tiém tinh
mach, halofantrine, mizolastine, moxifloxacin, pentamidine, sparfloxacin, vincamine ti€ém tinh
mach, methadone, astemizole, terfenadine. Can dé phong ha kali va diéu chinh néu can thiét:
theo doi khoang QT.

- Cac thudéc lam ha Kkali: amphotericin B (dudong tinh mach), glucocorticoid va

mineralocorticoid (dudng toan than), tetracosactide, thudc nhuén trang c6 tac dung kich thich:
Tang nguy co ha kali mau (tac dong cong hop). Theo ddi nong do kali, va diéu chinh néu can
thiét, ddc biét can can nhic ¢ cac truong hop diéu trj voi digitalis. Thudc nhuan trang cé tac
dung kich thich khong nén dugc st dung.

- Cac ché pham digitalis: Nong do kali thap lam ting doc tinh cta digitalis. Nong do kali va
dién tam d6 can duoc theo ddi va xem xét lai viée diéu tri néu can thiét.

- Allopurinol: st dung dong thoi véi indapamid c6 thé 1am ting phan Gng man cam voi
allopurinol

Sir dung dong thoi yéu cdu thdn trong:

- Céc thubc lei tiéu giir kali (amiloride, spironolactone, triamterene): trong khi phéi
hop nay Ia hitu ich véi mét sé bénh nhan, tinh trang ha kali mau hoic tang kali mau van
c6 thé xay ra (dac biét & nhitng bénh nhan suy than hoic dai thdo duong). Can kiém soét
kali huyét trong va dién tim do, néu can thiét, xem xét lai viéc diéu tri.

- Metformin: gay nhiém acid lactic do metformin gay ra boi suy than co lién quan dén cac
thudc loi tiéu va dac biét 1a thude loi tiéu quai. Khong st dung metformin khi nong do
creatinin huyét thanh vuot qua 15 mg/l (135 micromol/l) & nam gisi va 12 mg/l (110
micromol/l) & phu ntr.

- Thudc can quang chira iod: Trong truong hop mat nudc do loi tiéu, ting nguy co suy
than cép tinh, dac biét khi dung lidu cao thudc can quang chira iod. Bu nuéc nén dugc
tién hanh trude khi sir dung thude can quang chira iod.

- Calci (dang mudi): Nguy co ting ndng d6 calci do sy suy giam dao thai calci qua nuéc
tiéu.

- Ciclosporin, tacrolimus: Nguy co ting ndong do creatinin khong cé su thay doi nong do
ciclosporin Iuu théng, ngay ca khi khéng c6 su suy giam mudi va nudc.
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- Céc corticosteroid, tetracosactide (dang uéng tac dung toan than): giam tac dung ha
huyét ap (& mudi va nude do cac corticosteroid).

TAC DUNG KHONG MONG MUON

a. Ho so chung vé d$ an toan

Viéc dung perindopril s& &c ché truc renin-angiotensin-aldosterone va din dén giam luong kali
mét di do indapamide. Bén phan trim sé bénh nhan diéu tri véi Coversyl Plus Arginine
5mg/1.25mg bi ha kali mau (nong d6 kali <3,4 mmol/l)

Cac phan tng khong mong muén thudng duoc bao céo nhit la:

- voi perindopril: choang vang, dau dau, di cam, rdi loan vi gi4c, giam thi luc, chong mit, U tai,
ha huyét ap, ho, kho thé, dau bung, tdo bon, khd tiéu, tiéu chay, budn nén, non, ngira, phét ban,
chudt rat va suy nhuoc.

- v6i indapamide: cac phan Gng qua man, chu yéu 1a ¢ da, trén cac cé thé c6 xu hudéng bi céc
phan g di ang va hen va phét ban dat san tir trudc.

b. Bang danh muc cac phan wng khong mong muén

Nhitng tac dung bét loi di dugc quan sat trong cac thir nghiém 1am sang va/hoic sir dung sau khi
c6 sb dang ky va duoc xép loai theo tan suat sau day:

Rat thuong gap (21/10); thudng gap (>1/100 dén <1/10); it gap (>1/1,000 dén <1/100); hiém gap
(>1/10,000 dén <1/1,000); rat hiém gap (<1/10,000); chua r& (khong thé wéc tinh tir dix lidu hién
co).

Phan loai co quan | C4c tc dung khdng mong mudn Tan suat
theo he  thong Perindopril Indapamide
MedDRA
Nhiém khuan va | Viém mii Rat hiém gap | -
nhiém Ky sinh triing
R6i loan hé théng | Tang bach cau i toan It gap* -
méu va bach huyét | Mat bach cau hat Rat hiém gap | Rat hiém gap
Thiéu méau bat san - Rat hiém gap
Giam huyét cau Rat hiém gap | -
Giam bach cau Rat hiém gap | Rat hiém gap
Giam bach cau trung tinh Rat hiém gap | -
Thiéu méu tan huyét Rat hiém gap | Rat hiém gap
Giam tiéu cau Rat hiém gap | Rat hiém gap
R4i loan hé mién | Qua man (cac phan ung, chu yéu l1a & da, trén | - Thuong gap
dich cac ca thé c6 xu hudng bi cac phan éng di ung
va hen tir trude)
R&i loan chuyén hda | Ha duong huyét it gap* -
va dinh dudng Tang kali mau, hoi phuc khi dimg diéu tri it gap* -
Ha natri méau it gap* Chua 1
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Tang calci mau

Rat hiém gap

Mat kali v6i ha kali mau, dac biét nguy hiém ¢ | - Chua 1
nhitng ngudi c6 nguy co cao
R4i loan tam than Thay d6i tam trang it gap -
Réi loan giac ngu it gap -
La 13n Rat hiém gap | -
R4i loan hé than | Choang vang Thuong gap | -
kinh Pau dau Thuong gap | Hiém gap
Di cam Thuong gap | Hiém gap
Réi loan vi giac Thuong gap | -
Mo mang it gap* -
Bat tinh it gap* Chua 1
Dot qui c6 thé thir phat do ha huyét ap qué | Rat hiém gap | -
muc ¢ nhirng bénh nhan ¢6 nguy co cao
CoO kha nang khoi phat bénh ndo gan trong | - Chua ro
treong hop suy gan
R4i loan mit Suy giam thj giac Thuong gap | Chuard
Can thi - Chua ro
Nhin mo - Chua ro
R4i loan tai va mé | Chong mit Thuong gap | Hiém gap
cung U tai Thuong gap | -
R4i loan tim Dénh trong nguc It gap* -
Nhip tim nhanh it gap* -

Pau that nguc

Rat hiém gap

Loan nhip tim (bao gom nhip tim cham, nhip
nhanh trén that, rung nhi)

Rat hiém gap

Rat hiém gap

Nhoi mau co tim c6 thé thir phat do ha huyét
ap qua muc ¢ nhitng bénh nhan c6 nguy co cao

Rat hiém gap

Xoan dinh (c6 kha ning gay tir vong)

Chua ro

R&i loan mach Ha huyét ap (va céc tac dung lién quan téi ha | Thuong gip | Rat hiém gap
huyét ap)
Viém mach mau it gap* -
Hoi chung Raynaud Chua 1o
R4i loan hé ho hap, | Ho Thuong gap | -
nguc va trung that Khé tho Thuong gip | -
Co that phé quan it gap -
Viém phéi tang bach cau ua eosin Rat hiém gap | -
R&i loan tiéu hoa Pau bung Thuong gap | -
Téo bon Thuong gap | Hiém gap
Tiéu chay Thuong gap | -
Kho tiéu Thuong gap | -
Buon ndn Thuong gap | Hiém gap
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No6n Thuong gap | It gap
Kho miéng it gap Hiém gap
Viém tuy Rat hiém gap | Rat hiém gap
R4i loan gan Viém gan Rat hiém gap | Chua rd
Chtc ning gan bat thudng - Rat hiém gap
R4i loan vé da va md | Ngta Thuong gap | -
dudi da Phat ban Thuong gap |-
Phét ban dang dat san - Thuong gap
Mé day It gap Rat hiém gap
Ph mach it gap Rat hiém gap
Ban xuat huyét - It gap
Chay mo hoi It gap -
Phan &ng véi anh sang it gap* Chua 1
Bong nudc ty mién it gap* -
Niang thém bénh vay nén Hiém gap* | -

Hong ban da dang

Rat hiém gap

Hoai tr nhiém doc biéu bi

Rat hiém gap

Hoi chirng Stevens Johnson

Rat hiém gap

Rdi loan co xwong Chudt rat Thuong gap | -

khop va mé lién két | Cé thé xAu di bénh Lupus ban do lan toa cap | - Chua ro
trude do
Pau khép it gap* -
bau co it gap* -

R&i loan than va tiét | Suy than it gap -

niéu

Suy than cap

Rat hiém gap

Rat hiém gap

Réi loan nguc va hé

thdng sinh san

R4i loan chirc ning cuong duong

it gap

R6i loan chung va | Suy nhuoc Thuong gap | -
tai chd Tuc nguc it gap* -
Kho chiu it gap* -
Phu ngoai vi it gap* -
Sot it gap* -
Mét moi - Hiém gap
Xeét nghiém Tang ure mau it gap* -
Tang creatinin mau it gap* -
Tang bilirubin mau Hiém gip
Tang enzym gan Hiém gap Chua 1o
Giam hong cau va giam huyét cau Rat hiém gap | -
Tang glucose huyét - Chua ro
Tang acid uric mau - Chua ro
Kéo dai khoang QT trén dién tim do - Chua ro

Chan thuong, ngd

Ngéa

it gap*
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doc va bién ching | |

* Tan suat duoc tinh toan tir cac thir nghiém 1am sang ddi voi cac tac dung khéng mong muédn
duoc phat hién tir bao cao tu phat.

Cac ca SIADH (hoi chung bai tiét hormone chéng loi tiéu khong phu hop) di duoc béo céo Vi
cac tc ché enzyme chuyén khac. SIADH c6 thé coi la rat hiém nhung bién ching c6 thé lién
quan dén tc ché enzyme chuyén bao gdom perindopril.

Béo céo cac phdn #ng c6 hei nghi ngo:

Béo céo céac phan tng c6 hai nghi ngd sau khi dugc phép luu hanh rat quan trong. Diéu ndy cho
phép tiép tuc danh gia can bang loi ich/nguy co cta thudc. Yéu cau cac chuyén gia y té bao cao
bat ky phan @ng c6 hai nghi ngo ndo vé hé théng béo céo quéc gia.

QUA LIEU VA CACH XU TRI

Triéu ching

Téc dung khdng mong muébn hay gap nhat trong truong hop qué lidu 1a ha huyét ap, doi khi kém
theo budn nén, nén, chudt rat, chong mat, budn ngu, rdi loan tam than, tiéu it cd thé tién trién
thanh vé niéu (do giam thé tich tuan hoan). Réi loan mudi va nuéc (ndng d6 mudi thap, nong do
kali thap) co thé xay ra.

Céch xir tri

Bién phap dau tién bao gom nhanh chéng thai trir thudc khoi co thé qua duong tiéu hda bang rira
rudt vaZhodc udng than hoat tinh, sau d6 bu dich va can bang dién giai tai trung tam chuyén khoa
cho dén khi céc chi sé nay tro vé binh thuong.

Néu ha huyét ap dang ké, bénh nhan can duogc diéu tri bang cach dat bénh nhan ¢ tu thé nam
ngtra v6i dau ha thap. Néu can tién hanh truyén tinh mach nudc mubi dang truong, hoic co thé
sir dung céc bién phap tang thé tich tuan hoan.

Perindorilat 12 dang hoat dong caa perindopril c6 thé dugc tham tach.

TINH CHAT DUQC LUC HQC

Nhém duoc 1y diéu tri: perindopril va cac thudc loi tiéu. Ma ATC: CO9BA04

Coversyl Plus Arginine 5mg/1.25mg la sy phdi hop mudi arginine cua perindopril (Ia thudc c
ché enzym chuyén) véi indapamide (1a thudc loi tiéu nhdm chlorosulphamoyl).

Nhitng tinh chat duoc ly cua thude 1a tinh chat dugc ly caa mdi thanh phan xét riéng, thém vao
do 1a tac dung hiép dong cua hai thanh phan mang lai.

Co ché tac dung dwoc ly

Lién quan toi Coversyl Plus Arginine 5mg/1.25mg

Coversyl Plus Arginine 5mg/1.25mg tao tac dung hiép dong chéng ting huyét ap cua hai thanh
phan trén.

Lién quan toi perindopril
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Perindopril &c ché enzym chuyén, enzym chuyén hda angiotensin | thanh angiotensin 11 (1a chat
co mach); ngoai ra, enzym nay kich thich tiét ra aldosterone tir vé thugng than va con kich thich
su giang hoé brandykinin (la chat 1am gian mach) thanh cac heptapeptid mat hoat tinh.

Diéu d6 dan dén:

« giam tiét aldosterone.

« ting hoat tinh cua renin huyét twong, vi aldosterone khong con tac dung diéu hoa nguoc.

« giam strc can cua toan bd mach méau ngoai vi, wu tién tac dung trén hé mach nén & co va & than,
khong kém theo gitr mudi va nuée hoic phan xa nhip tim nhanh khi dung dai ngay.

Téc dung chéng ting huyét 4p cua perindopril ciing thdy xuit hién ¢ nhitng bénh nhan c6 ndng
d6 renin thap hoic binh thudng.

Perindopril thé hién tac dung thong qua chat chuyén hoé c6 hoat tinh caa né la perindoprilat. Cac
chat chuyén hoé khac khéng con hoat tinh.

Perindopril Iam giam c6ng tim do:

« Lam gian tinh mach, c¢d thé do 1am thay d6i chuyén hoé cua cac prostaglandin: 1am giam tién
ganh.

 Lam giam strc can cua hé mach mau ngoai vi: giam hau ganh.

Nhiing nghién ciru tién hanh trén bénh nhan suy tim cho thay:

« C6 giam ap luc d6 day cua thm that phai va tréi;

« Giam strc can cua toan b hé mach mau ngoai vi;

« Lam tang cung luong tim va cai thién chi sé tim;

* Tang luu lugng mau trong co.

Cac két qua trong céc thir nghiém van dong ciing dugc cai thién.

Lién quan téi indapamide:

Indapamide la dan xuat sulfonamide c6 mot nhan indole, ¢6 lién quan vé duoc Iy véi nhém thube
loi tiéu thiazide. Indapamide ¢ ché sy tai hip thu natri qua doan pha lodng cua vo than. Thubc
nay 1am ting su bai tiét natri va chloride qua nudc tiéu va ciing lam ting bai tiét mot phan kali va
magnesi, qua d6 1am ting lwong nudc tiéu bai tiét va cé tac dung 1am ha huyét ap.

Cac tac dung duoc ly

Lién quan té1 COVERSYL PLUS Arginine 5mg/1.25mg

O bénh nhan tiang huyét 4p & moi lira tudi, Coversyl Plus Arginine 5mg/1.25mg c6 tac dung
chéng tang huyét 4p phu thudc lidu trén huyét ap dong mach tim thu va tdm truong ca khi nam
ngtra hoic khi déing. Téc dung chéng ting huyét ap nay kéo dai toi 24 gio. Su giam huyét ap dat
duogc trong vong chua day mot thang ma khong xay ra quen thudc nhanh; dimg diéu tri khdng
gay tac dung hoi tng. Trong céc thir nghiém 1am sang, phéi hop perindopril véi indapamide s&
tao tac dung hiép dong vé chéng tang huyét ap co lién quan toi hiéu lyc caa ting thude khi dung
riéng re.

PICXEL, mét nghién ciru da trung tdm, ngiu nhién, mu dbi, c6 ddi chiing so sénh véi enalapril,
dua trén siéu &m tim, 1a nghién ciru dé dénh gia hiéu qua caa phéi hop perindopril/indapamide
trong viéc lam giam phi dai that trai (LVH).

Trong nghién ciru PICXEL, cac bénh nhan ting huyét ap kém phi dai that trai (LVH) (duoc danh
gia bai chi sé khdi co that trai (LVMI) > 120 g/m? & bénh nhan nam va > 100 g/m? & bénh nhan
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nir), dugc chon ngau nhién vao 2 nhom diéu tri trong vong 1 nam: hodc dung phdi hop
perindopril tert-butylamine 2 mg (twong dwong vai 2,5 mg perindopril arginine)/indapamide
0,625 mg hozc dung enalapril 10mg, véi 1 1an dung trong ngdy. Dua trén mic huyét ap cua bénh
nhan, liéu ding cé thé duoc diéu chinh toi liéu perindopril tert-butylamine 8mg (twong duong
vé6i 10mg perindopril arginine) va indapamide 2,5 mg hozc enalapril 40 mg mét lan dung trong
ngay. Chi c6 34 % céc bénh nhan duy tri lidu diéu tri perindopril tert-butylamine 2 mg (twong
duong véi 2,5 mg perindopril arginine)/indapamide 0,625 mg (so vai 20 % bénh nhan duy tri
lidu diéu tri enalapril 10 mg).

Vao cubi giai doan diéu tri, chi s6 khéi co that trai (LVMI) giam nhiéu hon dang ké & nhém
dung perindopril/indapamide (-10,1 g/m?) so véi (-1,1 g/m?) & nhém dung enalapril trén tong sb
bénh nhan duoc phan ngiu nhién hod. Su khéc biét vé chi sb khdi co that trai gitta 2 nhom la -8,3
g/m? (C1 95% (-11,5; -5,0), p<0,0001).

Hiéu qua giam khdi co tht trai duoc cai thién tét hon véi lidu perindopril/indapamide cao hon
licu ciia phdi hop 2 hoat chat nay trong PRETERAX Arginine va Coversyl Plus Arginine
5mg/1.25mg.

Danh gia vé huyét &p, su khac biét gitra hai nhom dugc phan ngau nhién, 1a -5,8 mmHg (CI 95%
(-7,9; -3,7), p<0,0001) véi huyét ap tam thu va -2,3mmHg (CI 95% (-3,6; -0,9), p=0,0004) voi
huyét ap tdm truong, trong d6 nhom dung perindopril/indapamide duoc Kiém soét t6t hon.

Lién quan toi perindopril

Perindopril ¢6 tac dung trén tat ca cac muac do cua ting huyét &p, tir nhe dén vira va nang. Su
giam huyét ap dong mach tam thu va tdm truong dat duoc ¢ ca tu thé nam ciing nhu tu thé dang.
Téc dung chdng ting huyét ap sau khi dung mét liéu duy nhat s& dat t6i da trong vong 4 dén 6
gio va kéo dai trong 24 gio.

Téc dung phong bé enzym chuyén ton tai sau 24 gid van dat & muac cao, con khoang 80%.

Véi nhitng bénh nhéan c6 dap ung véi thube, huyét ap s& dugc binh thuong sau khoang 1 thang va
duy tri dugc ma khdng cé hién tuong quen thudc nhanh.

Viéc ngung thude khong gay tac dung hdi tng trén huyét ap.

Perindopril c6 tinh chat 1am gi&n mach va phuc héi lai tinh dan hoi ciia cac mach mau chinh, sia
chira nhimg thay d6i vé hinh thai mé hoc trong cac dong mach tao lyc can va Iam giam sy phi
dai ctia tam that trai.

Khi can thiét, dung thém thudc loi tiéu thiazide s& cho tac dung hiép dong cong.

Phéi hop mot thude e ché enzym chuyén véi thudce loi tiéu thiazide s& 1am giam nguy co ha Kali
maéu do thudc loi tiéu tao ra khi ding riéng.

Lién quan toi indapamide

Dung theo don trj liéu, indapamide c6 tac dung chéng ting huyét &p kéo dai trong 24 gio. Tac
dung nay dat duoc ngay véi céc lidu ma tac dung loi tiéu 1a thap nhat.

Téc dung chéng ting huyét 4p cua indapamide ty 1 thuan véi mac do cai thién chic nang cua
dong mach va muac do giam surc can caa toan b hé mach mau ngoai vi.

Indapamide lam giam phi dai tam thét tréi.
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Khi dung qua liéu thudc loi tiéu thiazide va thudc loi tiéu c6 lién quan dén thiazide, thi tac dung
chéng ting huyét ap duy tri & mac binh nguyén trong khi cac tac dung cd hai lai ting. Vay néu
diéu tri khdng co hiéu qua, thi khong nén tang liéu.

Hon nita, & cac bénh nhan ting huyét &p dung thudc ngin ngay, trung binh va dai ngay, thay
indapamide:

« Khong anh huéng téi chuyén ho lipid (triglyceride, LDL-cholesterol va HDL-cholesterol)

« Khong c6 anh huong téi chuyén hoa hydrat carbon, ngay ca & bénh nhan ting huyét ap kém dai
thao duong.

Diz liéu vé thir nghiém 1am sang phong bé kép hé renin-angiotensin-aldosterone (RAAS):

Hai nghién cau I6n ngau nhién, c6 kiém chimg ONTARGET (So sanh Telmisartan don tri liéu
va phdi hop véi Ramipril trén cac két cuc tim mach) va VA NEPRON-D (Nghién cau cua
Veteran trén bénh ly than & bénh nhan dai thao duong) da kiém chang viéc sir dung phdi hop
thudc e ché enzym chuyén vai we ché thu thé angiotensin 11,

ONTARGET dugc thuc hién trén bénh nhan cé tién sir bénh tim mach hoic bénh mach mau nio,
hoac bénh dai thao dudng tuyp 2 di c6 bang ching ton thuong co quan dich. VA NEPRON-D la
nghién cau thuc hién trén bénh nhan dai thao duong tuyp 2 va bénh nhan cé bénh than do dai
thao duong.

Céc nghién ctru nay da chi rd rang khdng thay hiéu qua rd rét nao trén than va/hosc tim mach va
ty 18 tir vong, trong khi nguy co ting kali huyét thanh, ton thuong than cip va/hoac ha huyét ap
tang 1én so vai diéu tri don 1¢ mot loai thudc.

Do ¢6 dic tinh duoc dong hoc twong tu nhau, cac két qua nay ciing lién quan dén viéc sir dung
thudc e ché enzym chuyén khac va cac thudc e ché thu thé angiotensin 1.

Do d6 khong nén sir dung dong thoi cac thude e ché enzym chuyén véi cac thude tc ché thy thé
angiotensin Il trén nhitng bénh nhan cé bénh than do dai thao duong.

ALTITUDE (Nghién ctu vai trd Aliskiren trén bién cé tim mach va bénh than ¢ bénh nhan dai
thao duong Tuyp 2) 1a mot nghién ciru dugc thiét ké nham danh gia hiéu qua caa viéc cong thém
aliskiren vao nén diéu tri chuan dang dung tc ché enzym chuyén hoic tc ché thy thé angiotensin
Il trén bénh nhan dai thao duong tuyp 2 va suy than man tinh, bénh ly tim mach, hoac ca hai.
Nghién ctru da phai dirng sém do viéc tang nguy co ciia cac bién cb bat loi. Tt vong tim mach va
dot quy dugc quan sat voi tan suat nhiéu hon & nhém ding thém aliskiren so vai nhém placebo,
cac bién cd bat loi thong thuong va nghiém trong (ting kali, ha huyét &p, suy than) ciing duoc
bao c&o vai tan suat nhiéu hon & nhoém dung aliskiren so vai placebo.

Bénh nhan nhi
Hién chua c6 dit liéu vé viéc st dung Coversyl Plus Arginine & tré em.

TINH CHAT DUQC PONG HOQC
Lién quan toi Coversyl Plus Arginine 5mg/1.25mg:
Phéi hop perindopril véi indapamide khong lam thay d6i tinh chat duoc dong hoc cua ca hai

thudc so vai khi sir dung riéng ré.

Lién quan toi perindopril:
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Hép thu va sinh kha dung:

Sau khi ding theo dudng udng, su hip thu perindopril xay ra nhanh, nong d6 cuc dai dat duoc
trong vong 1 gio. Thoi gian béan thai cua perindopril trong huyét trong 13 1 gio.

Viéc an thirc an lam giam sy chuyén hda thanh perindoprilat. Vi vay, dé ting sinh kha dung,
perindopril arginine nén duoc ding theo duong udng maot lan mot ngay vao budi sang truée bira

an.

Phén b

Thé tich phan bé 1a vao khoang 0,2 I/kg véi perindoprilat khong lién két. Ty Ié perindoprilat lién
két vé6i protein cua huyét tuong bang 20 %, chu yéu véi enzym chuyén dbi angiotensin, nhung
lai phu thudc vao ndng do perindoprilat.

Chuyén héa

Perindopril 1a mét thudc dang tién chat. Hai muoi bay phan tram cua lwong perindopril udng vao
chuyén vao mau dudi dang chat chuyén hda cd hoat tinh 1a perindoprilat. Ngoai chat
perindoprilat c6 hoat tinh, perindopril con tao ra 5 chat chuyén héa khac déu khdng c6 hoat tinh.
Nong do cuc dai cua perindoprilat xuat hién trong vong 3 dén 4 gio.

Thai tru:

Perindoprilat dugc dao thai qua nudc tiéu, va thoi gian ban thai con lai (terminal half-life) cua
phan khong lién két véi protein 1a vao khoang 17 gio, tao ra trang thai 6n dinh kéo dai trong
vong 4 ngay.

Tuyén tinh/khéng tuyén tinh:

Pi chirng minh 1a c6 quan hé tuyén tinh giira liéu dung perindopril va ndong d6 chat nay trong
huyét tuong.

Céc dbi twong dic biét:

Nguoi gia:

Sy dao thai perindoprilat giam & ngudi ¢ tudi, va ca & nhitng bénh nhan suy tim hay suy than.
Suy than:

Viéc hiéu chinh liéu ding trong truong hop suy than Ia can thiét, va mac hiéu chinh phy thudc
vao murc do suy than (do thanh thai creatinine).

Trong truong hgp chay than:

Do thanh thai perindoprilat qua tham tach 1a 70ml/pht.

Xo gan:

DPong hoc cua perindoprilat bi thay doi ¢ nhitng bénh nhan xo gan. P9 thanh thai qua gan caa
chat nay giam xudng con mét nira. Tuy nhién, lugng perindoprilat hinh thanh khdng bi giam, va
do d6 khong can phai hiéu chinh liéu.

Lién quan toi indapamide

Hap thu

Indapamide hap thu nhanh va hoan toan qua ong tiéu hoa.

Nong do dinh trong huyét twong ¢ nguoi dat duoc vao khoang mét gio sau khi ubng thude.
Phan bd

Gan 79% vao protein huyét tuong.

Chuyén hda va thai trir
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Thaoi gian ban thai trong khoang 14 va 24 gio (trung binh 18 gi¢). Dung lién tuc khdng gay tich
luy thubc. Pao thai chi yéu qua nudc tiéu (70% cua lidu dung) va qua phan (22% cua liéu dung)
dudi dang cac chat chuyén hda mat hoat tinh.

Céc dbi tuong dic biét

Suy than: Dugc dong hoc cua indapamide khong thay d6i ¢ bénh nhan suy than.

QUY CACH PONG GOI
Hop 1 lo gom 30 vién nén bao phim

PIEU KIEN BAO QUAN
Dong kin lo thude dé tranh am. Bao quan & nhiét 6 dudi 30°C.

HAN DUNG CUA THUOC
3 nam ké tir ngay san Xuat.

TIEU CHUAN CHAT LUQNG CUA THUOC
Tiéu chuan co s&

CHU SO HUU GIAY PHEP
Les Laboratoires Servier — France /Phap

NHA SAN XUAT

Les Laboratoires Servier Industrie
905, route de Saran

45520 GIDY - FRANCE / Phap

Website address: www.servier.vn
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