BANG SO SANH TO HUONG DAN SU DUNG THUOC
COVERSYL PLUS 5mg/1.25mg (VN-18353-14)

Noi dung thay dbi:
- Cap nhat thong tin to Huéng dn sir dung thubc theo SPC

TO HUONG DAN SU DUNG PUQC DUYET

TO HUGNG DAN SU DUNG DE\X&AT /4

—

TO HUONG DAN SU DUNG THUOC

TEN THUOC
,R" COVERSYL PLUS ARGININE 5mg/1.25mg
Thudc nay chi ding theo don thudc
Doc k§ hudng dén trude khi sir dung
Pé xa tam tay tré em

THANH PHAN CONG THU'C THUOC
MB®i vién nén bao phim chua:
e Thanh phén hoat chét: Smg perindopril arginine (twong duong 3,395 mg
perindopril) va 1,25 mg indapamide.
e Thanh phan ta dugc:
Céac thanh phéan khéac trong 16i vién thudc gdm: lactose monohydrate,
magnesi stearate (E 470B), maltodextrin, silic keo khan (E 551), sodium
starch glycolate (loai A)
Céc thanh phan trong bao phim gdm: 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).

TO HUONG DAN SU DUNG THUOC

TEN THUOC
Rx COVERSYL PLUS ARGININE 5mg/1.25mg
Thude nay chi ding theo don thude

Doc k¥ hudng dén trude khi st dung
Pé xa tAm tay tré em

THANH PHAN CONG THU'C THUOC
MBJi vién nén bao phim chua:
e Thanh phan hoat chat: Smg perindopril arginine (twong dwong 3,395 mg
perindopril) va 1,25 mg indapamide.
e Thanh phan ta dugc:
Céc thanh phin khéc trong 16i vién thudc gdm: lactose monohydrate,
magnesi stearate (E 470B), maltodextrin, silic keo khan (E 551), sodium
starch glycolate (loai A)
Céc thanh phan trong bao phim gdm: 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
phlm dang que (tru).

CHI PINH

Trong didu tri ting huyét 4p nguyén phat & nguoi lén, Coversyl Plus
Arginine 5mg/1.25mg vién nén bao phim dugc chi dinh cho nhitng bénh
nhan ma huyét 4p khong kiém soat dugc vai don tri liéu bang perindopril.

CHI PINH

Trong didu tri tang huyét 4p nguyén phat & ngudi l6n, Coversyl Plus
Arginine 5mg/1.25mg vién nén bao phim dugc chi dinh cho nhitng bénh
nhan ma huyét 4p khéng kiém soat dugc voi don tri ligu béng perindopril.

LIEU LUONG VA CACH DUNG
Liéu luong

LIEU LUQNG VA CACH DUNG
Li€u luong
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Ding mét vién Coversyl Plus Arginine 5mg/1.25mg mdi ngay, nén udng vao
bu01 sang va trudc an.

Néu ¢6 thé, nén didu chinh liéu thudc dbi voi timg thanh phén riéng biét. Nén
dung Coversyl Plus Arginine 5mg/1.25mg khi huyét 4p ctia bénh nhan khong
thé kiém so4t bang Preterax Arginine 2. 5mg/0.625mg (neu co the) Néu ¢c6
thé 4p dung trén 1am sang, c0 thé can nhic viéc chuyén truc tiép liéu phap
didu tri don 1& thanh didu tri bing Coversyl Plus Arginine 5mg/1.25mg.

Céc déi twong déc biét

Nguoi gia

Bénh nhan cao tudi c6 thé dugc diéu tri sau khi xem xét dap tng voi huyét
ap va churc nang thin

Bénh nhdn suy thdn

O bénh nhan suy than ning (d9 thanh thai creatinin dudi 30ml/phit), chéng
chi dinh dung thudc.

O bénh nhan suy than vira (d0 thanh thai creatinin tr 30 — 60ml/phut),
khuyen céo khai tri véi lidu phit hop & dang phéi hop roi.

O bénh nhén c6 dd thanh thai creatinin I6n hon hoéc bing 60ml/phiit, khdng
can hiéu chinh lidu.

Viéc kham bénh dinh k¥ phai bao gdm ca gidm sat thudng xuyén creatinin va
kali.

Bénh nhdn suy gan

Chéng chi dinh diing thudc véi benh nhan suy gan nang.

O bénh nhan suy gan vira, khong can hiéu chinh liéu.

Bénh nhdn nhi

D6 an toan va hiéu qua cua permdoprll argmme/mdapamlde trén tré em van
chua duoc thiét 1ap. Hién khong c6 dif liéu c6 san. Khong nén dung Coversyl
Plus Arginine 5Smg/1.25mg trén tré em va tré vi thanh nién

Céch dung
Dung dudng udng

Dung mot vién Coversyl Plus Arginine 5mg/1.25mg mdi ngay, nén ubng
vao budi sang va trudce an.

Néu c6 thé, nén didu chinh lidu thudc dbi véi timg thanh phan riéng biét.
Nén dung Coversyl Plus Arginine 5mg/1.25mg khi huyét ap ciia bénh nhan
khong thé kiém soat bang Preterax Arginine 2. Smg/O 625mg (néu cd thé).
Néu c6 thé ap dung trén ldm sang, c6 thé can nhéc viéc chuyén truc tiép liéu
phép diéu tri don 1é thanh diéu tri bing Coversyl Plus Arginine 5mg/1.25mg.

Céc dbi tuong dic biét

Nguoi gia

Bénh nhan cao tudi c6 thé duge diéu tri sau khi xem xét dép tmg v&i huyét
ap va chuc nang than

Bénh nhdn suy thdn

O bénh nhan suy than ning (d6 thanh thai creatinin dudi 30ml/phit), chéng
chi dinh dung thude.

O bénh nhan suy thin vira (d6 thanh thai creatinin tir 30 — 60ml/phut),
khuyen c40 khéi tri v6i lidu phi hop & dang phdi hop ri.

0 bénh nhan c6 dd thanh thai creatinin lén hon hodc bing 60ml/phit, khong
can hiéu chinh lidu.

Viéc kham bénh dinh ky phai bao gdm ca gidm st thudng xuyén creatinin
va kali.

Bénh nhdn suy gan
Chong chi dinh ding thubc véi bénh nhén suy gan nang.
O bénh nhan suy gan vira, khong can hiéu chinh liéu.

Bénh nhdn nhi

P§ an toan va hiéu qua ctia perindopril arginine/indapamide trén tré em van
chua duoc thiét 1ap. Hién khéng c6 dit liéu c6 san. Khong nén ding
Coversyl Plus Arginine 5mg/1.25mg trén tré em va tré vi thanh nién

Céch dung
Dung dudng udng

CHONG CHI PINH
Lién quan t5i perindopril:

CHONG CHI PINH
Lién quan tJi perindopril:

2
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- Qué man véi perindopril hay bat ky thudc trc ché enzym chuyén nao
khac

- Co tién sir phit mach (phit Quincke) khi dung thudc e ché enzym
chuyén trudc d6

- Phi mach do di truyén/tu phat

- Cé thai trén 3 thang

- Sir dung ddng thoi Coversyl Plus Arginine 5mg/1.25mg véi céc san
phim chira aliskiren trén bénh nhan dai thdo dudng hodc suy thén (do
loc cau than < 60ml/phut/1,73m?)

Lién quan dén indapamide:
- Qué mén voi indapamide hoac bt ctr sulfonamide nao khac
- Suy thén ning (d9 thanh thai creatinin dud¢i 30ml/phut)
- Bénh ndo gan
- Suy gan ning
- Giam kali huyet
- Theo nguyén tic chung, khong khuyen c4o st dung ddng thoi véi cac
thudc chdng loan nhip c6 thé gay ra xo#n dinh
- DPang cho con bu

Lién quan t6i Coversyl Plus Arginine 5Smg/1.25mg:

- Qua mén véi bat ctr thanh phén nao clia thube
Do con thiéu kinh nghiém diéu tri, Coversyl Plus Arginine 5mg/1.25mg
khong nén ding trén cac dbi tugng sau:

- Bénh nhan tham tich mau

- Bénh nhén suy tim mét bu chua dugc didu tri

X

-~ Qud man véi perindopril hay bét k¥ thude te ché enzym chuyén nao
khac

- C6 tién st phit mach (pht Quincke) khi ding thudc e ché enzym
chuyén trude d6

- Phu mach do di truyén/tu phat

- Co thai trén 3 thang

- St dung dong thoi Coversyl Plus Arginine 5mg/1.25mg véi cc san
phdm chira aliskiren trén bénh nhan dai thao dudng hodc suy thén
(d6 loc cAu than < 60ml/phat/1,73m?)

- Sir dung ddng thdi véi sacubitril/valsartan

- Cac diéu tri ngoai co thé dan dén viéc mau tiép xiic v6i cac bé mat
tich dién &m

- Hep dong mach thin hai bén hodc hep dong mach dang ké& din dén
con chic nang thdn mot bén

Lién quan dén mdapam:de
- Qué mén véi indapamide hogc bét cir sulfonamide nao khac N\,
- Suy thén ning (d6 thanh thai creatinin dudi 30ml/phit)
- Bénh ndo gan
- Suy gan ndng
- Giam kali huyet
- Theo nguyén tac chung, khong khuyén cao sur dung ddng thoi voéi

céc thube chéng loan nhip c6 thé gay ra xoan dinh

- Dbang cho con bu

Lién quan toi Coversy] Plus Arginine 5mg/1.25mg:

- Qua méan v&i bit cit thanh phan nao cia thude
Do con thiéu kinh nghiém diéu tri, Coversyl Plus Arginine 5mg/1.25mg
khong nén dung trén cac dbi tuong sau:

- Bénh nhén thim tich mau

- Bénh nhén suy tim méat bl chua dugc diéu tri

CANH BAO VA THAN TRONG KHI SU DUNG
Than trong ddc biét

CANH BAO VA THAN TRONG KHI SU DUNG
Thin trong dic biét
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Thén trong chung doi véi perindopril va indapamide:
Lithi:

Khong khuyén cdo st dung két hop gitra lithi v6i phdi hop perindopril va

indapamide.

Lién quan téi perindopril:

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

C6 bang chung cho thy viéc sir dung ddng thoi thude e ché enzym chuyen
thubc chen thy thé angiotensin II hodc aliskiren lam téng nguy co ha huyét
ap, tang kali mdu va suy giam chuc nang than (bao gom suy than cip). Phong
toa kép hé RAAS bang cach sir dung ph01 hop thude tic ché enzym chuyen
thudc chen thu thé angiotensin 11 hodc aliskiren do d6 khong dugc khuyén
céo.

Néu liéu phép phong téa kép chic chin dugc coi la can th1et viéc su dung
nay chi dugc thuc hién dudi su gidm sét cua chuyen gia va cin duoc theo ddi
chit ché thuong xuyén chirc nang than, dién giai va huyét ap.

Céc thubc e ché enzym chuyen va céac thudc chen thu thé angiotensin 11
khong nén dugce su dung ddng thdi & cac bénh nhén c6 bénh than do dai thao
dudng. R

Thudc giit kali, ché phamiuno kali hodc muéi thay thé cé chira kali:
Thong thudng khong khuyén cao s dung két hop perindopril va thude gitr
kali, ché phim bd sung kali hosic mudi thay thé c6 chua kali.

Gidam bach cdu trung tinh/Giam bach cau hat/Giam tiéu cdu/Thiéu mdu:

D ¢6 bdo céo ve tinh trang giam bach cau trung tinh/giam bach cau hat,
giam tiéu ciu va thiéu mau khi bénh nhéan didu tri bing thudc tic ché enzym
chuyén. O bénh nhan véi chic nang thén binh thudng va khong kém yéu t6
bénh ly nao khéc, su giam bach cdu trung tinh hlem khi xay ra. Can than
trong khi s dung perindopril trén bénh nhén mac bénh ly mach méu
collagen, dang diéu tri bang thudc iic che mién dich, allopurinol hoac
procainamide, ho#c két hop nhiing yeu 6 nay, dac biét n€u trude do bénh
nhén da c6 chuc néng than bi suy giam. Mot s& bénh nhén nay di co tién
trién thanh nhidm khuin ning ma trong mot vai trudng hop khong dap ung
voi liéu phdp khang sinh manh. Néu dung perindopril ¢ nhiing bénh nhan
nay, can kiém sodt dinh ky cong thite bach ciu va bénh nhén cin dugc hudng
dAn bao cdo bat cur ddu hidu nao cuia tinh trang nhi€ém khuan (vi du dau hong,

Thdn trong chung doi véi perindopril vé indapamide:
Lithi:

Khoéng khuyén cdo sir dung két hop giira lithi véi phdi hop perindopril va
indapamide.

Lién quan tdi perindopril:

Phong toa kép hé renin- angzotensm—aldosterone (RAAS):

Co bang ching cho thay viée sit dung ddng thoi thude Ge ché enzym
chuyen thudc chen thu thé anglotensm II hodc aliskiren lam tang nguy co ha
huyét 4p, tang kali mau va suy giam chirc néng than (bao g gdm suy than cép).
Phong toa kép hé RAAS bang cach str dung phéi hop thubc tic ché enzym
chuyen thudc chen thu thé angiotensin II hoic aliskiren do d6 khong duoc
khuyen céo.

Néu lidu phép phong téa kép chic chén dugc coi 12 cn thiét, viéc sur dung
nay chi dugc thuc hién dudi sy gidm sat cia chuyén gia va can dugc theo
doi chat ché thudng xuyén chirc nang thén, dién giai va huyet ap.

Céc thude tic ché enzym chuyen va céc thude chen thu thé angiotensin II
khéng nén dugc st dung ddng thoi & cac bénh nhan c6 bénh than do dai thdo
dudng.

Thuéc giit kali, ché phdm bé sung kali hodc mudi thay thé cé chira kali:
Thong thuong khong khuyén céo sir “dung két hop perindopril va thudc giir
kali, ché phim bd sung kali hodc mubi thay thé c6 chia kali.

Giam bach cdu trung tinh/Giam bach cau hat/Giam tiéu caw/'Thiéu mdu:

Da c6 bao cdo vé tinh trang giam bach céu trung tinh/giam bach cau hat,
giam tiéu cau va thiéu mau khi bénh nhan didu tri bing thudc we ché enzym
chuyén. O bénh nhan véi chirc nang than binh thuong va khong kém yéu td
bénh 1y nao khac, sy giam bach cau trung tinh hlem khi xay ra. Can thén
trong khi sir dung perindopril trén bénh nhan mac bénh ly mach mau
collagen, dang diéu tri bing thubc uc che mién dich, allopurinol hogc
procainamide, hodc két hop nhiing yéu t6 nay, déc biét néu trudc d6 bénh
nhén dé ¢ chiic 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 dép ing
v6i liéu phap khang sinh manh. Néu ding permdoprll & nhitng bénh nhén
ndy, cin kiém soat dinh ky cong thic bach cdu va bénh nhin can dugc
huéng dan béo céo bit cir dAu hiéu nao cua tinh trang nhiém khudn (vi du
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sOt).

Man cam/phiy mach

Phu mét, cdc chi, moi, ludi, thanh mén va‘hodc thanh quan da dugc bdo cdo
hiém gip ¢ bénh nhan duogc didu tri bang thudc e ché enzym chuyen trong
do c6 perindopril. Hién tugng nay ¢ thé xay ra ¢ bat cit thoi diém nao trong
qua trinh diéu tri. Trong trudng hop d6, can ngung st dung perindopril ngay

va thiét 1ap giai phap toan dién cho triéu chimg nay trude khi ching dugc

loai trir hoan toan ra khoi bénh nhan. Néu hién tuong sung tdy chi gi6i han
trén ving mét va mdi, tinh trang nay noéi chung dugc giai quyét ma khong
can diéu tri, mic du thudc khang histamine rat hiéu qua trong viéc diéu tri
triéu chimg.

Hién tuong phit mach kém phu thanh quan cé thé dan tdi tir vong. Trudng
hop phu ludi, thanh mén hodc thanh quan cé thé s& gdy ra tic nghén duong
thé, khi d6 can tién hanh tiém dudi da dung dich epinephrin 1:1000 (0,3 ml
t61 0,5 ml) va‘hodc xir Iy dé dam bao giai phong dudng thd ciia bénh nhan.

Bénh nhin da den ding ; ubc trc ché enzym chuyén da duoc bo cdo ¢ ti 1&
pht mach cao hon so v6i nhém bénh nhén khéc.

Bénh nhén c6 tién sit phit mach khéng lién quan t6i thudc tc ché enzym
chuyén c6 thé gia ting nguy co phit mach khi sir dung céc thudc nhém nay.

Hién tugng phu mach hé tiéu hoa da dugc bao cédo hiém gép & bénh nhén
diéu tri bing thudc e ché enzym chuyén. Nhiing bénh nhan nay c6 biéu hién
dau bung (c6 hodc khong kém budn nén hodic ndn); trong mdt sb trudng hop
khéng ¢6 biéu hién phi mit bao trudc va ndng do C-1 enterase & mic binh
thuong. Phit mach duoc chin doan bing quy trinh bao gdm chup CT bung,

dau hong, sbt).

Tding huyét dp dong mach thdn

C6 kha ning ting nguy co ha huyét 4p va suy than khi bénh nhan bi hep
dong mach than hai bén hoic hep dong mach than din dén con chic ning
than mot bén dugc didu tri v6i tc ché enzyme chuyén. Diéu tri bang céc
thudc lgi tiéu c6 thé 1a yéu td dong gbp. Suy chiic nang than thim chi c6 thé
xuit hién chi v6i thay ddi nhe creatinine huyét thanh trén bénh nhan hep
déng mach than mdt bén.

Man cam/phit mach

Phu mit, cdc chi, mdi, ludi, thanh mon va/hoéc thanh quan da dugc béo céo
hiém gép & bénh nhén dugc didu tri bﬁng thudc e ché enzym chuyén, trong
dé c6 perindopril. Hién tuong nay cé thé xay ra & bét ci thoi diém nao trong
qué trinh diéu tri. Trong trudng hop dé, cin ngung sir dung perindopril ngay
va thiét 13p giai phap toan dién cho triéu ching nay trude khi ching dugc
loai trlr hoan toan ra khoi bénh nhan. Néu hién tuong sung tay chi gidi han
trén ving mdt va mdi, tinh trang nay néi chung duoc giai quyét ma khong
can diéu tri, mic du thubc khang histamine rat hiéu qua trong viéc diéu tri
triéu chimg.

Hién tuong phi mach kém phu thanh quan ¢6 thé din t6i tr vong. Trudng
hop phut lu@i, thanh moén hogc thanh quan cé thé s& gay ra tic nghén dudng
thd, khi d6 can tién hanh tiém dudi da dung dich epinephrin 1:1000 (0,3 ml
t61 0,5 ml) va‘hodc xir Iy dé dam bao giai phong dudng thé clia bénh nhan.

Bénh nhan da den ding thudc e ché enzym chuyén dd duoc bdo cdo cd ti 1&
pht mach cao hon so véi nhém bénh nhén khéc.

Bénh nhan c6 tién sir phil mach khong lién quan t6i thube e ché enzym
chuyén c6 thé gia ting nguy co phil mach khi sir dung cac thuc nhém nay.

Hién tugng phlt mach hé tiéu héa da dugc bdo céo hiém gip & bénh nhan
diéu tri bang thudc Uc ché enzym chuyén. Nhitng bénh nhin nay c6 biéu
hién dau bung (cé hodc khdng kém budn nén hodc ndn); trong mot so trudng
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hodc siéu dm hodc khi phﬁu thuét va cac triéu chimg duoc cai thién sau khi
ngimg dung thudc e ché enzym chuyén. Phi mach tiéu héa nén dugc si
dung 1am ddu hiéu dé chan doén phan biét bénh nhan sir dung thubc tc ché
enzym chuyen ¢6 biéu hién dau  bung.

Sir dung ddng thdi véi cac chat e ché mTOR (nhu sirolimus, everolimus,
temsirolimus):

Nhitng bénh nhén didu tri déng thoi voi cac chit tc ché mTOR (nhu
sirolimus, everolimus, temsirolimus) c6 thé ting nguy co bi phit mach (nhu
sung duong tho hodc ludi, kém theo hodc khong kém theo suy hd hép)

—~

Séc phan Vé trong qud trinh gidi man cam

Mot sb bao cdo don 1é vé bénh nhan bi sdc phan vé duy tri, de doa tinh mang
khi ding thubc tc ché enzym chuyén trong qué trinh giai man cam noc cua
céc loai canh mang (ong, con tring). Cac thubc tic ché enzym chuyén nén
duge dung than trong & bénh nhén bi di ung duoc giai man cam, va tranh
ding v6i bénh nhén dang sir dung mién dich tri liéu noc. Tuy nhién, nhiing
phan ung nay co thé duoc phong tranh bang céch tam thoi nging st dung
thude trc che enzym chuyén trong vong it nhit 24 gio' trudce kh1 diéu tri trén
bénh nhéan cén két hop ca thudc e ché enzym chuyén va giai man cam.

Soc phan vé trong qud trinh loc logi lipoprotein ti trong thdp (LDL)

Hiém gap truong hop bénh nhén ding thudc tic ché enzym chuyén trong qua
trinh tach chiét lipoprotein ti trong thap (LDL) béng dextran sulphat bi s6c
phan vé de doa tinh mang. Phan ting nay c6 thé duoc phong tranh bang cach
tam thoi ngung str dung thuéc trc ché enzym chuyén trude moi 14n loc loai.

.

Bénh nhadn tham tdch mdu e,

]

hop khéng c¢6 biéu hién phit mat béo trudc va ndéng @ C-1 enterase ¢ mirc
binh thuong. Phit mach dugc chan dodn bing quy trinh bao gdm chup CT
bung, hoac si€u 4m hodc khi phau thuét va céc triéu chimg duoc cai thién
sau khi ngimg dung thudc Grc ché enzym chuyén. Phu mach tiéu hoa nén
dugc su dung lam dAu hiéu dé chan doan phan biét bénh nhan sir dung thude
Gic ché enzym chuyén c6 biéu hién dau bung.

Sir dung ddng thoi véi cac chit e ché mTOR (nhu sirolimus, everolimus,
temsirolimus):

Nhitng bénh nhén didu tri dong thoi véi céc chit tc ché mTOR (nhu
sirolimus, everolimus, temsirolimus) cé thé ting nguy co bi phi mach (nhu
sung duong thé hodc ludi, kém theo hodc khong kem theo suy ho hép)

Phéi hop perindopril v6i sacubitril/valsartan dugc chéng chi dinh do lam
tang nguy co phit mach. Sacubitril/valsartan chi dugc bdt dau dung 36 gid
sau khi két thuc liéu cubi cung cta perindopril. Néu diéu tri bing
sacubitril/valsartan ding, liéu phap perindopril chi dugc bat dau 36 gid sau
lidu cudi ciing cua sacubitril/valsartan. Sir dung dong thdi cua cac tc ché
NEP (nhu racecadotril) va trc ché enzyme chuyén ciing c6 thé 1am ting nguy
co phit mach. Do do, can danh gia loi ich- nguy co mdt cach cén than trudc
khi bit ddu didu tri v6i céc tc ché NEP (nhu racecadotril) trén bénh nhan

dang diuing perindopril.

Séc phan vé trong qud trinh giai man cam

Mot s6 bdo céo don lé v& bénh nhan bi séc phan vé duy tri, de doa tinh mang
khi ding thudc tc ché enzym chuyén trong qué trinh glal man cam noc clia
cac loai canh mang (ong, cdn trung). Cac thubc trc ché enzym chuyén nén
dugc dung thén trong ¢ bénh nhan bi di ing dugc giai man cam, va tranh
ding véi bénh nhén dang sir dung mién dich tri liéu noc. Tuy nhién, nhiing
phan tng ndy co thé duoc phong tranh bing cach tam thoi nglng sir dung
thudc trc che enzym chuyén trong vong it nhat 24 gio trude khi diéu tri trén
bénh nhén cén két hop ca thude trc ché enzym chuyén va giai man cam.

Soc phan vé trong qud trinh loc logi lipoprotein ti trong thdp (LDL)
Hiém gip trudng hop bénh nhan dung thudc tic ché enzym chuyén trong qué
trinh tach chiét lipoprotein ti trong thip (LDL) bing dextran sulphat bi soc
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ba c6 bao cao vé& hién tuong sbc phan vé & bénh nhan thim tich mau voi
mang loc tde dd cao (vi du, AN69®) va dang duoc diéu tri dong thoi thude
tic ché enzym chuyén. Trong trudng hop nay nén xem xét st dung cac loai
mang tham tach khac hodc cdc nhom thudc chéng ting huyét ap khac

Phuy nit ¢d thai

Khéng nén ding thudc tc ché enzym chuyen trong qua trinh mang thai. Trir
khi viéc tiép tuc st dung thubc Gic ché enzym chuyén 12 can thiét, phu nit c6
ké hoach mang thai nén thay ddi liéu phap diéu tri ting huyét ap véi thudc da
duoc ching minh an toan khi sir dung trén phu nit mang thai. Khi da xac
dinh la c6 thai, viéc diéu tri bang thudc trc ché enzym chuyen nén ngung
ngay lap tiic, va, néu c6 thé, nén bit diu liéu phéap didu tri thay thé.

Lién quan 161 indapamide: 3 "

Bénh ndo gan \

Khi chitc ndng gan bi suy giam, cac thudc loi tiéu nhém thiazide va céc
thudc loi tiéu lién quan t6i nhom thiazide c6 thé gdy ra bénh nio do gan. Can
ngiing ngay viéc sir dung thude loi tiéu néu tinh trang nay xay ra.

Nhay cam dnh sdng

Céc trudng hop bénh nhan nhay cam voi anh sang da dugc bao cao v6i thube
loi tiéu nhém thiazide va céc thuéc loi tiéu co lién quan t6i nhém thiazide.
Néu tinh trang nhay cam &nh sdng Xay ra trong qua trinh diéu tri, bénh nhan
dugc khuyen cao ngung dung thude. Néu viéc tai st dung thubc loi tiéu la
cén thiét, khuyen cdo bénh nhin bao vé cac ving da tiep xdc v6i anh sang
miit tr&i hodic véi tia UVA nhan tao.

Luwu ¥ khi si dung

Cdc chii ¥ chung doi véi perindopril va indapamide:

Suy thdn:

Trong trudng hop suy thin ning (d6 thanh thai creatinin <30ml/phut), chéng

phan vé de doa tinh mang. Phan ing nay c6 thé dugc phong tranh bang céch
tam thoi nging st dung thude e ché enzym chuyén truée mdi lan loc loai.

Bénh nhdn tham tdch mau

ba ¢6 béo cdo v& hién tuong sbc phan vé & bénh nhan thdm tich mau véi
mang loc téc d cao (vi du, AN69®) va dang dugc diéu tri ddng thoi thude
tic ché enzym chuyén. Trong trudng hop nay nén xem x¢ét su dung céc loai
mang thdm tach khac hodc cdc nhém thudc chéng tang huyét 4p khac

Téing aldosterone tién phdt

Bénh nhan bi ting aldosterone tién phat nhin chung khéng dap tng véi cac
thubc chéng ting huyét ap hoat dong théng qua viéc tc ché hé renin-
angiotensin. Do d6 viéc sur dung thudc nay khéng duge khuyén cdo.

Phuy nit c6 thai

Khéng nén dung thudc tc ché enzym chuyen trong qua trinh mang thai. Trir
khi viéc tiép tuc sir dung thudc tic ché enzym chuyen 4 cén thiét, phu nit ¢
ké hoach mang thai nén thay déi ligu phép didu tri tang huyét ap voi thude
da dugc ching minh an toan khi sit dung trén phu nit mang thai. Khi da xéc
dinh 1a c6 thai, viéc diéu tri bang thube tc ché enzym chuyén nén ngimg
ngay lap tirc, va, néu c6 thé, nén bat dau liéu phap didu tri thay thé.

Lién quan tdi indapamide:

Bénh ndo gan

Khi chic néng gan bi suy g giam, cac thudc loi tiéu nhom thiazide va céc
thudc loi tidu lién quan t6i nhém thiazide co thé gay ra bénh ndo do gan.
Cén ngiing ngay viéc sir dung thudc 1oi tiéu néu tinh trang nay xay ra.

Nhay cam danh sang

Céac trudng hop bénh nhan nhay cdm véi dnh sang da dugc bao cao voi
thudc loi tiéu nhém thiazide va céc thube loi tiéu c6 lién quan tGi nhom
thiazide. Néu tinh trang nhay cam anh sang xay ra trong qué trinh didu tri,
bénh nhén dugc khuyen céo ngimg ding thude. Néu viée téi sir dung thude
loi tiéu la cin thiét, khuyén cdo bénh nhan bao vé cac ving da tiép xtc véi
anh sang mat troi hoac vai tia UVA nhén tao.
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chi dinh ding thudc nay.

M6t s& bénh nhan ting huyét ap khong c6 biéu hién ton thuong than trudc do
nhung két qua x€t nghiém mau cho thay chirc nang than bi anh huéng, can
nging viée diéu tri va ciing ¢6 thé khai tri lai véi lidu thip hay v&i mot trong
hai thanh phan.

O nhiing bénh nhén nay, cin thuong xuyén tdi kham bao gbm kiém tra kali
va creatinin, sau 2 tudn diéu tri va sau do céch hai thang mot 14n trong sudt
giai doan didu tri 6n dinh. D3 c6 béo cdo vé suy than chu yéu & nhiing bénh
nhan suy tim ning hodc suy thén kém hep dong mach than.

Thudng khong khuyén céo ding thude trong trudng hop hep dong mach than
hai bén hodc chi con mdt bén than hoat dong.

Huyét dp thdp va mdt nude va cdc chat dién giai
Bénh nhén c6 nguy co ha huyét 4p dot ngdt néu trude do da c6 tinh trang mat
natri (d&c biét voi bénh nhan hep dong mach thén). Do d6, can kiém tra tong
thé cac d4u hiéu 1am sang vé su mét nudc va dién giai, didu nay co thé xay ra
kém sy tai dlen cla triéu ching tiéu chay va nén. Déi véi nhung bénh nhéan
nay can tién hanh kiém tra thudng xuyén cac chét dién giai trong huyét
tuong.
Truong hop ha huyét ap dang ké can tién hanh truyén tinh mach nudc mudi
déng truong.

——==
Ha huyét 4p thoang qu%hong phai 12 chéng chi dinh cho viéc tlep tuc diéu
tri. Sau khi tai 1ap dugc thé tich mau va huyet 4p binh thuong, vige didu tri
¢6 thé duogc bit diu lai voi lidu giam hodc véi mot thanh phén don I¢.

Makc kali:

Su két hop cua perindopril va indapamide khong ngan duge sy khoi phat cuia
tinh trang ha kali mau, ddc biét & bénh nhan dai thdo dudng hodc suy than.
Giong nhu déi vé6i bat ky. thudc ha huyét 4p nao co chira thanh phan loi tiéu,
cAn tién hanh kiém soat néng dd kali huyét tuong.

Ta dirgc:

Khong nén dung Coversyl Plus Arginine 5mg/1.25mg d6i voi bénh nhén cé
1di loan di truyén hiém gip nhu khong dung nap galactose, kém dung nap
glucose — galactose, hodc thiéu hut Lapp lactase.

Luu y khi sie dung

Cdc chii ¥ chung doi véi perindopril vé indapamide:
Suy than:

Trong truong hop suy than nang (d9 thanh thai creatinin <30ml/phiit), chéng
chi dinh ding thubc nay.

Mot sb bénh nhéan tang huyét 4p khong c6 biéu hién ton thuong than trudc
d6 nhung két qua xét nghiém mau cho thdy chirc nang thén bi anh huong,
can ngimg viée diéu tri va ciing c6 thé khoi tri lai véi lidu thap hay voi mot
trong hai thanh phén.

O nhitng bénh nhan nay, can thuong xuyén tai kham bao gbm kiém tra kali
va creatinin, sau 2 tudn diéu tri va sau do cach hai thang mot l4n trong sudt
giai doan didu tri &n dinh. P4 c6 bdo céo v& suy than chu yéu & nhiing bénh
nhan suy tim ning hogc suy thén kém hep dong mach than.

Thuong khong khuyén céo ding thude trong truong hop hep dong mach
than hai bén hodc chi con mét bén than hoat dong.

Huyét dp thdp va mdt meée va cde chit dién giai

Bénh nhéan c6 nguy co ha huyét ap d6t ngdt néu trude do da co tinh trang
mat natri (ddc biét véi bénh nhén hep dong mach thén). Do d6, can kiém tra
tdng thé cac déu hidu 1am sang vé sy mét nude va dién giai, didu nay c6 thé
xay ra kém su tai dién cua triéu chung tiéu chay va non. Déi voi nhitng bénh
nhan nay can tién hanh kiém tra thuong xuyén cc chét dién giai trong huyét
tuong.

Trudng hop ha huyét 4p déng ké cén tién hanh truyén tinh mach nude mudi
déng truong.

Ha huyét 4p thodng qua khéng phai la chong chi dinh cho viéc tiép tuc diéu
tri. Sau khi tai 1ap duoc thé tich mau va huyét 4p binh thuong, viée diéu tri
c6 thé dugc bit du lai voi liéu giam hogic v6i mét thanh phén don 1&.

Mike kali:

Su két hop cuia perindopril va indapamide khong ngén dugc sy khoi phat
cla tinh trang ha kali mau, dic biét & bénh nhén dai thdo duong hodc suy
thén. Glong nhu déi voi bat ky thuéc ha huyét 4p nao c6 chura thanh phan lgi
tidu, cn tién hanh kiém sot nong do kali huyét tuong.

Ta dwoc:
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Lién quan tgi perindopril:

Ho:

Ho khan d& dugc ghi nhan khi s dung céc thudc e ché enzym chuyen Ho
thuong déc trung dai ding va chidm dut sau khi ngung diéu tri. Néu tridu
ching nay xay ra, can xem xét nguyén nhan do viéc diéu tri. Neu viéc ké don
cac thube e ché enzym chuyén van dugc lua chon, viéc tiép tuc diéu tri c6
thé duoc cén nhac.

Bénh nhdn nhi:
Hiéu qua va kha ning dung nap ctia perindopril & tré em va tré vi thanh nién,
& dang don 1& hay két hop hai thanh phan, chua dugc thiét lap

Nguy co ha huyét dp dong mach va/hodc suy giam chirc nang thdn (trong
truong hop suy tim, mdt mede va cde chat dién gidi, ...)

Viéc kich thich manh hé théng renin- angiotensin-aldosterone da dugc quan
sat thay, dic biét trong trudng hop mét nudc va cac chét dién giai déng ké
(do ché dd &n kiéng khit khe khong ¢6 mu01 hoidic do diéu tri loi tiéu kéo
dai), ¢ bénh nhén cé huyét 4p lac khéi tri thap, hep dong mach thén, suy tim
xung huyet hogc bénh xo gan kém phu va c¢o truong.

Viée tic ché hé thong nay bang cach ding thudc e ché enzym chuyen c6 thé
gdy ra su giam dot ngdt huyét 4p va/hodc sy tang creatinin huyét tuong, dic
biét & thoi diém khcn tri va trong 2 tudn dau tién, dan dén su suy giam chiic
ning than. Doi khi hién twong nay xay ra cép tinh vao thoi diém khéi tri, mac
dir hiém khi xay ra, va cling ¢ nhiing thoi diém khac nhau. Trong nhing
trudng hop do, viée didu tri can duoc bit dAu voi lidu thip va tang dan lidu.

—_—

Ngu'm gia: =

Can kiém tra chirc nang thargf\a) nong d6 kali mau trudce khi khéi tri. Sau do
didu chinh lidu khéi dau theo mic huyét 4p cia bénh nhén, ddc biét trong
truong hop mét nudc va dién giai, nhim tranh ha huyét 4p dot ngot.

Xo vita dong mach:

Nguy co ha huyet ap co thé Xdy ra trén tt ca bénh nhan, nhung can déc biét
than trong v6i bénh nhan méc bénh thiéu méu co tim hodc tuén hoan ndo
khong dap img dd, can bt dAu didu tri v&i liéu thap & nhiing bénh nhan nay.

Tang huyét ap do hep déng mach thdn:

Khong nén dung Coversyl Plus Arginine 5mg/1.25mg dbi v6i bénh nhén c6
rbi loan di truyén hiém gip nhu khéng dung nap galactose, kém dung nap
glucose — galactose, hodc thiéu hut Lapp lactase.

Lién quan toi perindopril:

Ho:

Ho khan da dugc ghi nhan khi st dung cac thude tic ché enzym chuyen Ho
thuong ddc trung dai ding va chim dut sau khi ngimg didu tri. Néu triéu
chimg nay xay ra, cin xem xét nguyén nhan do viéc diu tri. Neu viéc ké
don cac thudc tic ché enzym chuyén vin duge lua chon, viée tiép tuc diéu
tri c6 thé duoc can nhic.

Bénh nhdn nhi:
Hiéu qua va kha ning dung nap cia perindopril & tré em va tré vi thanh nién,
& dang don 1é hay két hop hai thanh phan, chua dugc thiét 1ap

Nguy co ha huyét dp dong mach va’hodc suy gzam chitc ndng thdn (frong
truong hop suy tim, mdt nuée va cde chat dién gidi, ...)

Viéc kich thich manh hé théng renin- anglotensm-aldosterone dd dugc quan
sat thay, ddc biét trong truong hop mét nude va cac chét dién giai déng ké
(do ché d6 #n kiéng khat khe khong co mudi hodc do didu tri loi tiéu kéo
dai), & bénh nhén co huyét ap lic khoi tri thap, hep dong mach thén, suy tim
xXung huyet hozc bénh xo gan kém phu va ¢ trudng.

Viéc tic ché hé théng nay bang cach dung thube trc ché enzym chuyen o thé
gdy ra sy giam dot ngdt huyét ap va/hodc su tang creatinin huyét tuong, dic
biét & thoi diém khoi tri va trong 2 tudn dau tién, dan dén su suy giam chuc
nang than. P6i khi hién tuong nay xay ra cép tinh vao thoi diém khoi tri,
mac di hiém khi xay ra, va cling 0 nhiing thoi didm khéc nhau. Trong nhitng
trudng hop do, viée didu tri cAn duoc bat diu véi lidu thap va tang dan liéu.

Nguoi gia:

Cén kiém tra chiic ndng than va ndng d6 kali mau trude khi khoi tri. Sau do
didu chinh lidu khéi du theo mic huyét ap cia bénh nhan, dic biét trong
trudmg hop mét nudc va dién giai, nhim trénh ha huyét 4p dot ngdt.

Xo vira dong mach:
Neuy co ha huyét 4p cé thé xay ra trén tAt ca bénh nhén, nhung cén dic biét

9
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Diéu tri ting huyet ap do hep dong mach thin bang cich nong mach. Tuy
nhién, céc chit tc ché enzym chuyén c6 thé hiéu qua d6i véi bénh nhan c6
biéu hién tang huyét 4p do hep dong mach than dang chd phau thuat hodc
trong trudng hop khong thé phiu thuat.

Truong hop Coversyl Plus Arginine Smg/1.25mg duoc ké cho bénh nhén co
tién sir hozc nghi ngd hep dong mach than, viéc diéu tri can dugc bit dau &
bénh vién voi liéu thap va cén kiém soat chirc niing than va nong do kali, do
mét sé bénh nhéan c6 tién trién suy thin c6 phuc hdi khi nglmg diéu tri.

Suy tim/suy tim ndng:

O bénh nhan suy tim ning (4 IV), can khoi déu diéu tri dudi su giam sat
chit ch& va giam lidu. Khong nén dung viée didu tri bing thubc e ché beta &
bénh nhan ting huyét 4p kém thiéu ning dong mach vanh: cac chét tc ché
enzym chuyén nén duoc b6 sung vao lidu trinh diéu tri bang thudc chen beta.

Bénh nhdn ddi thdo dwong:

Trén nhitng bénh nhan dai thao duong phu thudc insulin (khuynh huéng ting
tu phat muc kali mau), nén khoi dau diéu tri dudi su giam sat chit ché cia
nhan vién y té va liu thép.

Nén theo doi chit ch& mirc duong mau & nhitng bénh nhén dai thao duong da
diéu tri bing thudc diéu tri ddi thao dudng dudng uong hoac insulin trudc do,
cu thé 1a trong théang dAu tién diéu tri v6i thube tc ché enzym chuyén.

Chung toc:

Tuong tu cac thudc tic ché enzym chuyén khic, tac dung ha huyet ap cua
perindopril co thé kém hiéu qua hon trén bénh nhan da den, c¢6 thé la do ty 1€
hoat tinh renin huyét tuong thip & quan thé bénh nhén da den ting huyét ap
cao hon.

Phdu thud/gdy mé:

Cac thubc te ché enzym chuyén cé thé gay ha huyet ap trong truong hop
phai gdy mé, ddc biét khi gay mé bang cac thudc c6 thé gy ha huyet ap.

Do d6 nén ngimg ding thudc mét ngay trudc phau thuat néu diéu tri bang
thudc tc ché enzym chuyen tac dung kéo dai nhu perindopril.

thén trong v6i bénh nhén méc bénh thiéu mau co tim hodc tuan hoan néo
khéng dap ting du, cin bat dau diéu tri v6i lidu thip & nhimg bénh nhén nay.

Tang huyét dp do hep dong mach than:
Piéu tri tang huyet ap do hep dong mach than bang cach nong mach. Tuy
nhién, céc chét wc ché enzym chuyén c6 thé hiéu qua dbi voi bénh nhéan ¢
biéu hién tang huyét ap do hep dong mach than dang chd phéu thuat hoac
trong trudng hop khéng thé phau thuat.

Truong hop Coversyl Plus Arginine Smg/1.25mg dugc ké cho bénh nhén cé
tién sir hodc nghi ngo hep dong mach than, viée didu tri can dugc bat dau &
bénh vién voi lidu thap va can kiém soat chirc ndng thén va nong do kali, do
mot sb bénh nhén c6 tién trién suy than c6 phuc hdi khi ngling diéu tri.

Suy tim/suy tim ngng:

O bénh nhan suy tim ning (d6 IV), can khoi dau didu tri dudi sy gidm sét
chiit ch& va giam lidu. Khoéng nén dung viéc didu tri bang thude e che beta
& bénh nhan ting huyét ap kém thiéu ning dong mach vanh: cac chét tic ché
enzym chuyén nén duoc bd sung vao liéu trinh didu tri bang thubc chen
beta.

Bénh nhdn ddi thdo dwong:

Trén nhiing bénh nhén dai thio dudng phu thue insulin (khuynh huodng
tang tu phat mic kali mau), nén khéi du didu tri dudi su gidm sat chit ché
ciia nhan vién y té va liéu thap.

Nén theo d&i chat ch& muc dudng méu & nhirng bénh nhén déi thao duong
da diéu tri bing thudc diéu tri dai thdo dudng dudng uono hoac insulin trudc
d6, cu thé 1a trong thang dau tién diéu trj v6i thude tic ché enzym chuyén.

Chung téc:

Tuong tu céac thudc e ché enzym chuyén khéc, tic dung ha huyet ap cua
perindopril ¢6 thé kém hiéu qué hon trén bénh nhan da den, c6 thé 1a do ty 1€
hoat tinh renin huyét tuong thép & quén thé bénh nhan da den ting huyét ap
cao hon.

Phdu thudt/gdy mé:

10
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Hep dong mach chu va van hai ld/ bénh co tim  phi dai
Cén thén trong khi sur dung cac thudc e ché enzym chuyén cho cic bénh
nhén téc nghén dong mau di ra tir that trai.

Suy gan

Hiém gdp cdc truong hop céc thubc trc che enzym chuyén lién quan dén hoi
ching bit diu bing vang da r mat va tién trién thanh hoai tir gan lan téa va
(d6i khi) tir vong. Co ché ctia hoi ching nay chua duoc biét r3. Bénh nhan
ding céc thudc tic ché enzym chuyén ¢c6 vang da tién trién hodc ting enzym
gan nén ngimng diing thuée va duge theo doi y té phui hop.

Téng kali huyel thanh:

Tang Kali huyet thanh da dugc ghi nhan trén mot s& bénh nhan ding céc
thube tic ché enzym chuyén, bao gom perindopril. Cac yeu t6 nguy co lam
tang kali mau bao gdm suy thén, giam chic néng thén, twdi (>70 tuo1) dai
thao dudng, bénh nhan c6 cac bién ¢ di kem, dac bigt 1a mit nudc, mét bu
tim cip, nhiém toan chuyén hoa va sir dung ddng thoi véi cac thudc loi tiéu
giit kali (nhu spironolactone, eplerenone, triamterene, amiloride...), ché
phdm bd sung kali va cac muoi thay thé c6 chira kali; hodc bénh nhén dung
céc thube khac lam ting kali huyet thanh (vi du heparin, cac thudc e ché
enzym chuyén khdc, cic thubc dbi khang thu thé angiotensin II, acid
acetylsahcyhc >3g/ngdy, cac thuoc tc ché COX-2 va cdc NSAID khong
chon loc, céc thubc tc ché mién dich nhu ciclosporin hodc tacrolimus,
trlmethoprlm) Viée sir dung bd sung kali, céc thudc loi tiéu gitt kali hodc cac
mudi thay the c6 chira kali ddc biét trén bénh nhan suy than c6 thé 1am ting
¢ y nghia nong 6 kali huyet thanh. Tang kali mau c6 thé nghiém trong, doi
khi c6 thé gay loan nhip dan dén tir vong. Néu viéc ding dong thoi cac thube
néi trén duge coi 1a cAn thiét thi can sir dung than trong va thuong xuyén

theo doi kali huyét thanh.
-\%_;‘

Lién quan 161 indapamide:

Cdin bang nude va dién gidi:

Nong do natri:

Can kiém tra c4c thong so nay trudc khi bat dau diéu tri, sau d6 tién hanh
kiém tra dinh ky. Giam ndng d6 natri ¢6 thé khoi ddu khong co triéu chimg

Cac thude trc ché enzym chuyén c6 thé gay ha huyet ap trong truong horp

phai gdy mé, déc biét khi gy mé bing cac thudc c6 thé giy ha huyet ap.
Do d6 nén ngimg dung thubc mot ngay trudc phau thuat néu diéu tri bang
thudc e ché enzym chuyén tac dung kéo dai nhu perindopril.

Hep dong mach chii va van hai ld/ bénh co tim phi dai
Can than trong khi sir dung cdc thudc tic ché enzym chuyén cho cac bénh
nhén tic nghén dong méu di ra tix thét trai.

Suy gan

Hiém gap céc truong hop céc thude tic che enzym chuyén lién quan dén hoi
ching bit dau bing vang da or mat va tién trién thanh hoai tir gan lan toa va
(d6i khi) t vong. Co ché cua hdi chimg nay chua dugc biét r5. Bénh nhan
dung céac thudc tc ché enzym chuyén c6 vang da tién trién hoic ting enzym
gan nén ngung dung thube va duoc theo doi y t€ phi hop.

Tang kali huyet thanh:

Tang Kali huyet thanh da dugc ghi nhan trén mot ) bénh nhén dung cac
thudc tic ché enzym chuyen bao gébm perindopril. Céc yeu td nguy co lam
tang kali méau bao gbém suy thén, giam chtrc nang théan, tubi =70 tu01), dai
thdo dudng, bénh nhan co cac blen cb di kem, ddc biét 1a mét nude, mét bu
tim cAp, nhiém toan chuyén hoa va sir dung dbng thoi véi cac thudc loi tleu
gitt kali (nhu splronolactone eplerenone triamterene, amiloride...), ché
phim bd sung kali va cac mudi thay thé c6 chia kali; hodc bénh nhan dung
céc thude khac lam ting kali huyét thanh (vi du heparin, co- -trimoxazole
dugc biét dén 1a trlmethoprim/sulfamethomz.ole cac thubc e ché enzym
chuyén khéc, céc thude ddi khang thy thé angiotensin II, acid acetylsalicylic
>3g/ngay, cac thuoc ic ché COX-2 va cac NSAID khéng chon loc, céc
thudc c ché mién dich nhu mclosporm hodc tacrolimus, trimethoprim).
Viée sit dung bd sung kali, cac thuée loi tidu giit kali hodc cac mudi thay thé
c6 chua kali déac biét trén bénh nhén suy than c6 thé lam ting c6 y nghia
ndng d6 kali huyet thanh. Tang kali mau c6 thé nghiém trong, doi khi co thé
gay loan nh1p dan dén tu vong. Néu viéc dung ddng thoi cac thude néi trén
dugc coi la can thiét thi can st dung thén trong va thudng xuyén theo doi
kali huyét thanh.

Lién gquan t6i indapamide.:
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va do d6 viéc kiém tra thuong xuyén thong s6 nay la dic biét quan trong.
Kiém tra cin tién hanh thudng xuyén hon & ngudi gid va bénh nhan xo gan.
Bét ky viéc diéu tri bang thudc loi tiéu nao ciing c6 thé giy ha natri méu, doi
khi c6 hau qua rét nghiém trong. Ha natri mau vdi giam thé tich mau c6 thé
dan dén mét nude va ha huyét ap thé ding. Mat ddng thoi céac ion chloride c6
thé dan dén nhidm kiém chuyén héa bu thir cdp: ty 1& méc va muc d6 cua tac
dung nay la nhe.

Néng do kali:

Ha kali mau 1a nguy co chinh khi dung thubc loi tiéu nhém thiazide va cac
thudc loi tiéu 6 lién quan t6i nhom thiazide. Can ngin nglra nguy co khoi
phat giam ndng d kali mau (<3,4 mmol/l) & mot s6 nhém bénh nhan c6
nguy co cao nhu ngudi gia va/hodc bénh nhan suy dinh dudng, du c6 hay
khong viéc ho dang ubng nhidu thudc ciing lic, bénh nhéan xo gan ¢6 phu va
¢d trudng, bénh nhan bi bénh mach vanh va bénh nhan suy tim. Trong nhiing
truomg hop d6, ndng do kali mau giam s& lam gia tang ddc tinh trén tim mach
cua glycosid tim va nguy co loan nhip tim.

Bénh nhén c6 khoang QT dai ciing ¢6 nguy co, mac di nguyén nhan la bim
sinh hay do qua trinh diéu tri.

Ha kali mau kém nhip tim chim s€ 1am gia tdng nguy co khéi phat loan nhip
tim nghiém trong, dic biét 1a nguy co xodn dmh c6 thé dan dén tir vong.

Trong tat ca cac trudng ho’p, can tién hanh kiém tra thuo*nﬁ xuyen nong dd
kah mau. Lan do kali mau dAu tién nén tién hanh trong tudn diu diéu tri. Néu
ndng d6 kali mau thap can hiéu chinh.

N&ng do calci: ij

Céc thude loi tidu nhom thiazide va lién quan t6i nhém thiazide c6 the lam

giam bai tiét calci qua dudong ni€u, gdy ra su tdng nhe va thoang qua nbng d6
calci méu. Sy tang dang ke ndng dd calci c6 thé lién quan téi ching tang

ning tuyén can gidp chua dugc chén doan. Trong trudng hop do, can ngung

viéc dung thude trude khi kiém tra chirc nang tuyén cin giap.

Glucose mdu:
Kiém soat ndng d6 glucose mau 13 quan trong ¢ bénh nhan dai théo duong,
dic biét khi nong dg kali thap.

Cdn bang mie6e va dién gidi:
Nong do natri:

Can kiém tra céc thong so nay trudc khi bit dau didu tri, sau d6 tién hanh
kiém tra dinh ky. Giam ndng d6 natri c6 thé khai d4u khong ¢6 triéu chimg
va do do viée klem tra thuong xuyén thong sb nay 1a dic biét quan trong.
Kiém tra cén tién hanh thuong xuyén hon & ngudi gia va bénh nhan xo gan.
Bét ky viée diéu tri bang thudc loi tidu nao ciing c6 thé gdy ha natri mau, doi
khi ¢6 hau qua rit nghiém trong. Ha natri méu voi giam thé tich mau c6 thé
din dén mat nudc va ha huyét ap thé dimg. Mat dong thoi cdc ion chloride
¢6 thé dan dén nhim kiém chuyén héa bi thir cdp: ty 1€ méac va mie d cia
tac dung nay la nhe.

Néng do kali:

Ha kali mau la nguy co chinh khi dung thudc loi tiéu nhém thiazide va cac
thubc lgi tleu ¢6 lién quan t6i nhom thiazide. Can ngén ngura nguy co khoi
phat giam ndéng do kali mau (<3,4 mmol/l) & mdt s6 nhoém bénh nhén c6
nguy co cao nhu ngudi gia va/hodc bénh nhén suy dinh dudng, du c6 hay
khéng viéc ho dang udng nhiéu thudc ciing lic, bénh nhan xo gan ¢6 phu va
cd truéng, bénh nhan bi bénh mach vanh va bénh nhén suy tim. Trong
nhitng trudng hop d6, ndng d5 kali mau giam s& lam gia tang doc tinh trén
tim mach cua glycosid tim va nguy co ]oan nhip tim.

Bénh nhén ¢6 khoang QT dai ciing c6 nguy co, mic di nguyén nhén la bam
sinh hay do qua trinh diéu tri.

Ha kali mau kém nhip tim chdm s& lam gia tng nguy co khoi phat loan nhip
tim nghiém trong, dic biét 12 nguy co xoan dinh, c6 thé dan dén tor vong.

Trong tit ca céc trudng hop, can tién hanh klem tra thudong xuyén ndng do
kali mau. Lén do kali mau dau tién nén tién hanh trong tudn dau didu tri.
Néu ndng d6 kali mau thép can hiéu chinh.

Nong dg calci:

Céc thude loi tiéu nhom thiazide va lién quan t&i nhom thiazide c6 the lam
giam bai tiét calci qua dudng ni€u, gay ra su tang nhe va thodng qua néng do
calci méu. Su tang dang ké ndng dd calci ¢6 thé lién quan toi chung tang
nang tuyén can gidp chua dugc chan doan. Trong trudng hop do, can ngung
viéc dung thubc trude khi kiém tra chiic nang tuyén can giap.
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Acid uric:
Bénh nhén c6 noéng do acid uric trong mau cao s& c6 khuynh huéng dé mic
bénh gut.

Chirc nédng thdn va thuéc loi tiéu:

Céc thude loi tiéu nhém thiazide va lién quan dén nhém thiazide chi phét huy
toan bd hi€u qud khi chiic ndng than binh thudng hodc chi suy thin nhe
(ndng dd creatinin thép hon khoang 25mg/l, nghia la 220 umol/l & ngudi
16m). O nguoi gia, gia tri creatinin huyét tuong can dugc hiéu chinh theo do
tudi, cin ning va giéi tinh cia bénh nhén, theo cong thirc Cockroft:

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

Tubi (ndm)

Can ndng (kg)

Nong d6 creatinin huyét twong (micromol/T)

Cong thic nay phit hop véi bénh nhin nam cao tudi, & bénh nhin nir cin
nhan két qua vdi 0,85.

Mét nudc va natri do dung thudc loi tiéu khi bit ddu diéu trj c6 thé gay ra
giam thé tich tudn hoan, din dn giam thé tich loc cau thin. Diéu nay gy
ting ure mau va tdng creatinin mau. Sy anh hudng tam thoi nay trén chic
ning than khéng giy bién ching ¢ bénh nhdn c6 chic ndng thén binh
thudng, tuy nhién c6 thé gy trdm trong thém & bénh nhén trude dé bi suy
thén.

Trong dé:

Van dong vién: ]
Céc vén dong vién can luu y\rang san pham nay chira thanh phéan co thé giy
két qua duong tinh véi xét nghiém doping.

Cdn thi cdp va glaucoma géc dong thir cdp:

Sulfonamide, hodc dan chat sulfonamide c6 thé gay ra ‘mot phan tng dac ung
dan dén can thi thodng qua va glaucoma goc dong cép. Neu khéng diéu tri
glaucoma goc dong cap co thé dan dén mat thi lyc vinh vién. Didu tri chinh
la dimg udng thudc cang nhanh cang tét. Co the cin cin nhic diéu tri y té
hodc phau thugt nhanh n€u ap luc ndi nhan vén khong klem soat dugc. Cac
yeu t6 nguy co lam tién trién bénh glaucoma géc déng clp c6 thé bao gdm
tién sit di ing véi sulfonamide hoic penicillin.

Glucose mau:
Kiém soat nong dd glucose mau la quan trong & bénh nhén dai thao dudng,
dac biét khi nong dg kali thap.

Acid uric:
Bénh nhan ¢6 ndng do acid uric trong mau cao s& cd khuynh hudéng dé mac
bénh gut.

Chirc nang thdn va thuée loi tiéu:

Céc thubc loi tidu nhém thiazide va lién quan dén nhém thiazide chi phat
huy toan bg hiéu qua khi chiic nang than binh thudng hogc chi suy thén nhe
(nbng do creatinin thip hon khoang 25mg/l, nghia 1a 220 pmol/l & ngudi
16m). O nguoi gia, gi4 tri creatinin huyét tuong can duoc hiéu chinh theo do
tudi, cAn nang va gidi tinh ciia bénh nhan, theo cong thic Cockrofi:

cler = (140 — tudi) x cén ning / 0,814 x ndng do creatinin huyét tuong

Tudi (nam)

Céan nang (kg)

Nbng d6 creatinin huyét tuong (mlcromol/l)

Cong thic nay phu hop v6i bénh nhan nam cao tudi, & bénh nhan nit can
nhan két qua vai 0,85.

M4t nuée va natri do ding thudc loi tiéu khi bat dau diéu tri c6 thé gay ra
giam thé tich tuin hoan, dan dén giam thé tich loc ciu than. Didu nay giy
ting ure méau va ting creatinin mau. Sy anh hudng tam thoi nay trén chic
ning than khong gy bién ching & bénh nhan cé chitc ning than binh
thuong, tuy nhién c6 thé gay trdm trong thém & bénh nhan trude do bi suy
than.

Trong do:

Vin dong vién:
Céc van dong vién cin luu ¥ rdng san phdm nay chira thanh phén c6 thé gay
két qua dwong tinh véi xét nghiém doping.

Cén thi cdp va glaucoma géc d@ong thir cdp:

Sulfonamide, hodc din chit sulfonamide c6 thé gy ra mot phan ung déc
ing din dén cén thi thoéng qua va glaucoma géc déng chp. Néu khdng diéu
tri glaucoma gbée dong cap c6 thé din dén mat thi luc vinh vién. Diéu tri
chinh 12 dimg ubng thudc cang nhanh cing tét. C6 thé can cén nhéc diéu tri
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y té hodc phau thuét nhanh néu ap luc ndi nhan van khéng klem soat dugc.
Cac yeu t6 nguy co lam tién trién bénh glaucoma géc déng cap c6 thé bao
gdm tién sit di ing véi sulfonamide ho#c penicillin.

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

V&i cdc tac dong di dugce chitng minh cuia timg thanh phéan trong phdi hop
nay trén phu nit ¢6 thai va cho con bu, khong khuyén céo sit dung Coversyl
Plus Arginine Smg/1.25mg trong ba thang dau mang thai. Chéng chi dinh
dung Coversyl Plus Arginine 5mg/1.25mg tur thang tha tu tro di cua giai
doan mang thai.

Chéng chi dinh dung Coversyl Plus Arginine Smg/1.25mg khi cho con bu.
Trén co s6 xem xét tAm quan trong ciia liéu phap diéu tri nay trén nguoi me,
cin quyét dinh ngimg cho con bu hodc ngimg dung thudc Coversyl Plus
Arginine 5mg/1.25mg.

Phu nit co thai

Lién quan (61 perindopril:

Khéng khuyén cdo sir dung thudc tic ché enzym chuyen trong ba thang dAu
mang thai. Viéc st dung thudc tc ché enzym chuyén la chbng chi dinh tir
thang thu tu ctia qua trinh mang thai.

Bing chiimg dich té hoc & nguy co gay quai thal khi dung thude trc ché
enzym chuyén trong ba thang diu mang thai van chua duoc xdc dinh; tuy
nhién khong thé loai trir kha ndng ¢ su tang nhe nguy co nay. Trur khi viée
ding thude tc che enzym chuyén 1a rat quan trong, bénh nhén nir ¢6 ke
hoach mang thai can chuyén sang liéu phap thay the da c6 bang chimg vé
tinh an toan dé diéu tri tang huyét 4p & phu nir mang thai. Khi d3 c¢o thai, viéc
dleu tri bang thudc trc ché enzym chuyen can duoc ngimg ngay lap tiic, va,
néu ¢6 thé, nén bét du liéu phap diéu tri thay thé.

Viéc ding thude tc ché enzym chuyén tir sau thang thir ba ctia qud trinh
mang thai dugc cho la gay ddc tinh trén thai nhi (giam chiic néng thén, it
dich &i, cham phat trién khung xuong so) va dc tinh trén tré so sinh (suy
than, tang huyét ap, ting kali mau).

Trudng hop phu nit mang thai tir thang thi tu tro di ¢6 sir dung thude wrc ché
enzym chuyén, khuyén cdo bénh nhan siéu 4m kiém tra chirc ning than va
kiém tra hop so.

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

Vi céc tac dong da duoc chlmg minh cia timg thanh phan trong phdi hop
nay trén phu ni c6 thai va cho con b, khong khuyén céo st dung Coversyl
Plus Arginine 5mg/1.25mg trong ba thing diu mang thai. Chéng chi dinh
dung Coversyl Plus Arginine 5mg/1.25mg tir thang thir tu tr& di cia giai
doan mang thai.

Chéng chi dinh ding Coversyl Plus Arginine 5mg/1.25mg khi cho con bu.
Tren co so xem xét tAm quan trong cua liéu phép diéu tri nay trén ngudi me,
can quyét dinh ngling cho con bu hoic ngu‘nCr ding thudc Coversyl Plus
Arginine 5mg/1.25mg.

Phu ni¥ cd thai

Lién quan t6i perindopril:

Khéng khuyén cdo st dung thudc e ché enzym chuyen trong ba thang dau
mang thai. Viéc su dung thudc e ché enzym chuyén 12 chéng chi dinh tir
thang thi tu cia qua trinh mang thai.

Biang chung dich t& hoc v& nguy co gy quéi thai khi ding thubc tc ché
enzym chuyén trong ba thang d4u mang thai vin chua duoc xac dinh; tuy
nhién khong thé loai trir kha néng cd su tang nhe nguy co nay. Trir khi viéc
diing thudc e che enzym chuyén la rit quan trong, bénh nhan nir c6 ke
hoach mang thai cin chuyén sang li€u phap thay thé dd co bing chimg vé
tinh an toan dé diéu tri tang huyet ap ¢ phu nit mang thai. Khi da c6 thai,
viéc dleu tri bang thubc tc ché enzym chuyen can duoc ngimg ngay lap tirc,
va, néu c6 thé, nén bat diu lidu phap didu tri thay thé.

Viée dung thudc tc ché enzym chuyén tir sau thdng thir ba cia qué trinh
mang thai dugc cho 1a gdy dgc tinh trén thai nhi (gidm chirc nang thén, it
dich 6i, cham phat trién khung xwong so) va dc tinh trén tré so sinh (suy
thén, tang huyét ap, ting kali mau).

Trudng hop phu nit mang thai tir thang thir tu tro di ¢ sir dung thube G ché
enzym chuyén, khuyén cdo bénh nhén siéu 4m kiém tra chtc ning than va
kiém tra hdp so.
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Tré so sinh c6 me sir dung thude e ché enzym chuyén nén dugc theo doi
chit ché dé tranh tinh trang ha huyét 4p.

Lién quan t61 indapamide:

Khéng c6 hodc ¢6 han ché dir liéu (két qua véi <300 phu nit ¢6 thai) vé vige
st dung indapamide & phu nit ¢6 thai. Vigc sir dung kéo dai thubc loi tiéu
nhém thiazide trén phu nit mang thai tir thang thir bay cua thai ky cé thé lam
giam thé tich huyét twong cua ngudi me cling nhu cung Ung mau tr cung-
nhau thai, diéu nay c6 the gdy ra ching thiéu méu cuc bd tir cung — nhau thal
va lam cham su pht trién cua thai nhi.

Céc nghién clru trén dong vét khong cho thdy céc tac dung co hai truc tiép
hodc gian tiép co lién quan t6i dgc tinh sinh san.

Nhu mot bién phap phong ngura, t6t nhit nén tranh sir dung indapamide trong
thoi gian c6 thai.

Phu nit cho con bu )
Coversyl Plus Arginine 5mg/1.25mg 1a chong chi dinh trong giai doan cho

con bu. ==

Lién quan toi perin%nl

Do khéng c¢6 thdng tin vé viée s dung perindopril trong giai doan cho con
ba, permdopnl khéng dugc khuyén cdo stir dung va nén dung liéu phap thay
thé co bang chimg vé tinh an toan trén phu nii cho con bu, dic biét dbi véi tré
mai sinh hodc tré sinh non.

Lién quan 101 mdapamzde

Con thiéu dir liéu vé viéc bai tiét cua indapamide/cac chét chuyén hoa qua
stra me. Qua man véi cac thudc 12 dan chét cua sulfonamide va ha kali méu
c6 thé xay ra. Nguy co dbi véi tré méi sinh/so sinh chua duoc loai trir.
Indapamide lién quan chit ché t6i thuée loi tiéu nhém thiazide, nhom thubc
nay ¢6 kha ndng lam giam hodc thdm chi ngimg viéc tiét sira néu diing trong
giai doan cho con bil.

Chdng chi dinh dung indapamide trong thdi gian cho con b.

Khd ndng sinh sin
Lién quan chung 16i perindopril va indapamide ..

Tré so sinh c6 me sir dung thude e ché enzym chuyén nén duoc theo dai
chit ché& dé tranh tinh trang ha huyét ap.

Lién quan to1 indapamide:

Khéng c¢é hodc ¢ han ché dir liéu (két qua véi <300 phu nit ¢6 thai) vé vige
st dung indapamide & phu nir cé thai. Viéc sit dung kéo dai thube loi tiéu
nhém thiazide trén phu nit mang thai tir thang tht bay ciia thai ky ¢6 thé lam
giam thé tich huyét twong clia ngudi me cling nhu cung tng mau tir cung-
nhau thai, diéu nay c6 the gdy ra ching thiéu mau cuc bd tir cung — nhau thai
va 1am cham su phat trién ciia thai nhi.

Céc nghién ctu trén dong vat khong cho thiy céc tac dung c6 hai truc tiép
hodc gian tiép co lién quan t6i doc tinh sinh san.

Nhu mot bién phap phong ngla, tbt nhét nén tranh sir dung indapamide
trong thoi gian cd thai.

Phu nit cho con bu )
Coversyl Plus Arginine 5mg/1.25mg 14 chong chi dinh trong giai doan cho
con bu.

Lién quan t6i perindopril

Do khdng ¢6 thong tin vé viéc sir dung permdoprll trong giai doan cho con
bu, perindopril khong duogc khuyén cdo st dung va nén dung liéu phap thay
thé c6 bang chung vé tinh an toan trén phu nir cho con by, dic biét d6i voi
tré ma&i sinh hodc tré sinh non.

Lién quan 161 mdapamzde

Con thiéu dir liéu vé viéc bai tiét clia indapamide/cdc chét chuyén héa qua
sita me. Qué mén véi céc thudc 14 din chét cua sulfonamide va ha kali mau
¢6 thé xay ra. Nguy co dbi vai tré méi sinh/so sinh chua dugc loai trur.
Indapamide lién quan chét ché téi thude 1oi tiéu nhém thiazide, nhém thube
nay ¢6 kha ning lam giam hoic thdm chi nging viéc tiét sira néu ding trong
giai doan cho con bu.

Chéng chi dinh dung indapamide trong thoi gian cho con bu.

Khd ndng sinh sdn
Lién quan chung 161 perindopril va indapamide
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[ Cac nghién ctru ddc tinh sinh san d3 cho thiy khong c6 anh huong t6i kha
ning sinh san cua chudt cbng cai va duc. Thude duge du doan 13 khong c6
anh hudng t6i kha nang sinh san ciia nguoi.

Cac nghién ctru dgc tinh sinh san da cho thay khong c6 anh hudng téi kha
nang sinh s&n cua chudt cong cai va duc. Thube duge dy doédn 1a khdng ¢6
anh huéng tdi kha nang sinh san cia ngudi.

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

Lién quan dén perindopril,
Smg/l.25mg:

Ca hai hoat chit va Coversyl Plus Arginine 5mg/1.25mg déu khong anh
huong dén sy tinh tao, nhung c6 mét sd phan tng phu lién quan dn hién
twong giam huyét 4p c6 thé xay ra & mot so bénh nhan. Trong trudong hop
nay, kha ning 1ai xe va van hanh may méc s&€ bi &nh hudng.

indapamide va Coversyl Plus Arginine

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

Lién quan dén perindopril,
Smg/1.25mg:

Ca hai hoat chit va Coversyl Plus Arginine 5mg/1.25mg déu khéng anh
huéng dén su tinh tdo, nhung c6 mdt sO phan Gng phu lién quan dén hién
twong giam huyét 4p c6 thé xay ra & moét s6 bénh nhan. Trong trudng hop
nay, kha ning 1ai xe va van hanh may maéc s€ bi anh hudng.

indapamide va Coversyl Plus Arginine

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

Chung vdi perindopril va indapamide:

Sir dung dong thoi khong duoc khuyén cdo:

Lithi: Tang c6 hoi _phuc ndng do lithi huyet thanh va ddc tinh da dugc bao
cdo khi su dung ddng thoi lithi véi thudc e ché enzym chuyen Str dung
perindopril két hop véi mdapamlde va lithi khéng dugc khuyen cdo, nhung
néu viéc phbi hop nay la can thiét, cin theo di cin trong nong do lithi huyét
thanh.

e

—

Sir dung dong thoi yéu caig thdn trong ddc biét:
- Baclofen: Tang tac dung chong tang huyét ap. Can klem soat huyet
ap va hiéu chinh lidu cta thuéc chdng tang huyét 4p néu can thiét.

- Thube khang viém khong steroid (bao gom aspirin >3g/ngay): khi
st dung dong thai thudc e ché enzym chuyen v6i thubc khdng viém
khéng steroid (vi du: acid acetylsahcyhc & liéu khang viém, thubc tic
ché COX-2 va thubc khéng viém khong steroid khong chon loc), su
suy giam téc dung chéng ting huyet ap c6 thé xay ra. Sur dung dong
thoi thude tc ché enzym chuyen va thudc khang viém khong steroid
c6 thé lam tang nguy co suy giam chirc nang thén, bao gbm kha ning
suy thén cép, va ting ndng do kali huyét thanh, dic biét & cdc bénh

TUONG TAC cﬁA THU(‘)c VOI CAC THUOC KHAC VA CAC
DANG TUONG TAC KHAC

Chung véi perindopril va indapamide:

Sir dung dong thoi khong dugc khuyén cdo:

Lithi: Tang c6 héi _phuc nong dd lithi huyet thanh va doc tinh da dugc bao
c4o khi st dung ddng thoi lithi véi thudc e ché enzym chuyen St dung
permdoprll két hop véi indapamide va lithi khong dugc khuyen cao, nhung
néu viéc phéi hop nay 1a cén thiét, can theo ddi cén trong ndng d6 lithi huyét
thanh.

Sir dung dong thoi yéu cdu sw than trong ddc biét:
- Baclofen: Tang tac dung chong tang huyét 4p. Can klem soat huyet
ap va hiéu chinh lidu ciia thudc chbng ting huyét ap néu can thiét.

- Thube Khang viém khong steroid (bao gom asplrm >3g/ngay): khi
su dung ddng thoi thude tic ché enzym chuyen v6i thube khang viém
khong steroid (vi du: acid acetylsalicylic & liéu khang viém, thudc trc
ché COX-2 va thudc khéng viém khong steroid khong chon loc), su
suy giam tac dung chdng ting huyet ap co thé xay ra. Str dung dong
thori thude Gc ché enzym chuyén va thube khang viém khéng steroid
c6 thé lam tdng nguy co suy giam chirc néng than, bao gom kha nang
suy than cip, va ting ndng d6 kali huyét thanh, dic biét & cdc bénh
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nhan trudc d6 da cé chic nang than kém. Phéi hop nay can duogc sur
dung than trong, dic biét & ngudi cao tudi. Bénh nhan cn duoc bu
nuée ddy du va nén theo ddi chiic ning than sau khi khéi tri va dinh
ky sau dé.

Str dung dong thoi yéu cau thin trong:
- Cic thudc chéng trim cim gidng imipramine (thuoc chéng trim
cam ba vong), thudc an than kinh: Tang hiéu qua chdng ting huyét
ap va tdng nguy co ha huyét ap tu thé ding (tdc dung cong thém).

Lién quan dén perindopril:

Céac dir li¢u nghién ciu lam sang da cho thiy phong bé kép hé renin-
angiotensin-aldosterone (RAAS) bing c4ch st dung két hop thude e ché
enzym chuyen thudc e ché thu thé anmotensm II hodc aliskiren cé lién
quan ti tan sudt cao hon cua céc bién co bat loi nhu ha huyét ap, ting kali
mau va suy giam chirc ndng than (bao g odm suy than c4p) khi so sanh véi viée
sir dung don tri lidu thudc tac dong 1én hé RAAS.

Cac thube lam ting kali mau: Mot ) thuoc hodc liéu phap co6 the lam tang
kha néng ting kali mau: aliskiren, cac mubi kali, cac thudc loi tiéu gitt kali,
céc thude e ché enzym chuyen cac thude 601 khang thu thé angiotensin II,
NSAID, heparin, cac thuéc @c ché mién dich nhu ciclosporin hodc
tacrolimus, trimethoprim. Viéc két hop céc thubc nay lam ting nguy co ting
kali mau. =

Chéng chi dinh khi si d@gg dong thoi:
Aliskiren: O nhiing bénh nhan dai thio duong hodc suy thén, tang nguy co
tang kali mau, lam ndng thém bénh than va bénh tim mach va tr vong tang.

nhén trudc d6 da cé chuc ndng than kém. Phéi hop nay can duoc su
dung thén trong, ddc biét & ngudi cao tudi. Bénh nhan can dugc bu
nudc day du va nén theo doi chuc nang than sau khi khoi tri va dinh
ky sau do.

Sir dung dong thoi yéu cau than trong:
- Cic thudc chéng trim cam glong imipramine (thuoc chono trim
cam ba vong), thudc an thin kinh: Tang hidu qua chdng ting huyét
ap va tang nguy co ha huyét 4p tu thé dimg (tdc dung cong thém).

Lién quan dén perindopril:

Cac dir liéu nghién ctu lam sang da cho thay phong bé kép hé renin-
angiotensin-aldosterone (RAAS) bang cach st dung két hop thubc e ché
enzym chuyen thudc tc ché thu thé angiotensin II hodc aliskiren co lién
quan t6i tAn suét cao hon clia cac bién e bat loi nhu ha huyét 4p, ting kali
mau va suy giam chic néng thén (bao gdm suy thén cdp) khi so sénh véi
viéc str dung don tri lidu thude tic dong 1én hé RAAS.

C#c thudc lam ting kali mau: Mot s6 thuoc hodc liéu phap c6 the lam tang
kha nang tang kali mau: aliskiren, cac muéi kali, céc thube loi tiéu giir kali,
céc thude e ché enzym chuyen cac thudce don khang thu thé angiotensin I,
NSAID, heparin, céc thubc @c ché mién dich nhu ciclosporin hogc
tacrolimus, trimethoprim. Viéc két hop cac thube nay lam ting nguy co ting
kali mau.

Chdng chi dinh khi sir dung dong thoi:

Aliskiren: O nhitng bénh nhan dai thao duong hodc suy thén, ting nguy co
tang kali mau, lam ndng thém bénh than va bénh tim mach va tir vong tang.
Diéu tri ngoai co thé: Piéu tri ngoai co thé din dén mau tiép xic véi cac bé

mit mang dién tich &m nhu thdm tach hodc loc mau bing mot s6 mang loc
tbc d cao nhit dinh (nhu mang polyacrylonitril) va loai bo lipoprotein ty
trong thip bang dextran sulphate do lam ting nguy co phan (ng man cam.
Néu viée diéu tri nay dugc yéu chu, cdn can nhic st dung loai mang loc
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Sir dung dong thoi khong diwoc khuyén cdo:

- Aliskiren: O nhiing bénh nhan khong bi dai thao dudng hodc suy
thin, nguy co ting kali mdu, suy giam chuc ndng thén va bénh tim
mach va tu vong tang.

- PDiéu tri dong thoi véi thube e ché enzym chuyen va thudc chen
thu thé angiotensin: di c6 béo céo trong y vin vé nhiing bénh nhén
bi b¢nh xo vira dong mach, suy tim, hogc dai thao duong co tén
thuong co quan dich, diéu tri dong thdi mot thube e ché enzym
chuyen va mot thube chen thu thé Jangiotensin ¢o lién quan t6i viée
tin suit cao hon cua ha huyét ap, bat tinh, ting kali mau, va suy giam
chirc ning thin (bao gdbm suy thén c4p) khi so véi sir dung don doc
thudc tic dong trén hé thong renin-angiotensin-aldosterone. Phong
toa kép (vi du bang cach két hop mot thudc tc ché enzym chuyen Vi
mot thude dbi khang thu thé angiotensin IT) nén han ché voi Cac
trudng hop cu thé két hop v6i giam sat chit ché chiic nang than, néng
do kali, va huyét ap.

- Estramustine: nguy co tang cac tic dung khong mong mudn nhu phu
mach.

=N

- Thubc loi tiéu gitk Kali (vi dy triamterene, amiloride...), kali (dang
mudi): ting ndng d6 kali mau (co kha niang dén t&i tr vong), dac biét
véi bénh nhén bi suy thén (tac dung hiép ddng tang kali mau). St
dung dong thoi perindopril véi cac thubc d cip & trén la khong dugc
khuyén céo. Néu dugc chi dinh sur dung dong thoi, can than trong va
thuong xuyén kiém tra ndng dd kali huyét thanh. Dbi véi st dung

khac hodc mot thudc chdng ting huyét ap khéc.
Sacubitril/valsartan:Viéc thoi  perindopril
sacubitril/valsartan dugc chéng chi dinh do viéc phdi hop cia Gc ché

st dung dong voi

neprilysin (NEP) va thudc trc ché enzyme chuyén c6 thé lam ting nguy co
phil mach. Sacubitril/valsartan chi dwoc bt ddu sir dung 36 gid sau liéu cubi
cung cua perindopril. Liéu phép perindopril chi dugc bat d4u 36 gio sau liu
cudi cling ciia sacubitril/valsartan.

Sir dung dong thoi khéng dwoc khuyén cdo:

- Aliskiren: O nhiing bénh nhan khong bi dai thio dudng hodc suy
than, nguy co ting kali mdu, suy giam chiic ning thén va bénh tim
mach va tir vong ting.

- Diéu tri ddng thoi véi thude de ché enzym chuyen va thudc chen
thu thé angiotensin: d4 cé bdo céo trong y van vé nhiing bénh nhén
bi bénh xo vita dong mach, suy tim, hodc déi thao dudng co ton
thuong co quan dich, diéu tri dong thdi mot thudc e ché enzym
chuyen va mot thude chen thu thé angiotensin cé lién quan t6i viée
tan suét cao hon ctia ha huyet ap, bt tinh, tang kali mau, va suy giam
chirc ndng than (bao gbm suy than cép) khi so véi sir dung don doc
thudc téc dong trén hé thdng renin- angiotensin-aldosterone. Phong
toa kép (vi du bang cach két hop mot thubc tc ché enzym chuyén
v&i mot thube déi khang thu thé angiotensin II) nén han ché véi cac
truong hop cu thé két hop véi gidm sat chit ché chic nang thén,
ndng db kali, va huyét ap.

- Estramustme nguy co tang céc tac dung khéng mong muén nhu
phu mach.

- Co-trimoxazole (trimethoprim/sulfamethoxazole): Bénh nhén su
dung ddng thoi co-trimoxazole (trimethoprim/sulfamethoxazole) c6
thé 1am ting nguy co ting kali mau.

- Thuf)c loi tiéu giir kali (vi du triamterene, amiloride...), kali (dang
mu01) ting ndng d6 kali mau (c6 kha nang dan téi tir vong), dac biét
v6i bénh nhan bi suy thén (téc dung hiép ddng ting kali mau). St

dung ddng thoi  perindopril v6i cac thubc dé cap & trén la khong duoc
khuyén céo. Néu dugc chi dinh sir dung ddng thoi, can than trong va
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sprironolactone dé diéu tri suy tim, xem phan “Sir dung dong thoi yéu
cau sy than trong ddc biét”.

Sir dung dong thoi yéu cau thdn trong ddc biét:

Cic thube diéu tri dai thio duong (insulin, cac thudc ha duong
huyét dang uong) Céc nghién ctru dich t& da cho thay sir dung ddng
thoi céc thude e ché enzym chuyén va céc thube diéu tri dal thao
dudng (insulin, cac thudc ha dudng huyet dang ubng) c6 thé lam ting
téc dung ha glucose mau cua thudc din dén nguy co bi ha duong
huyét. Hién tuong ha dudng huyet nay c6 nhidu kha niang xay ra
trong nhiing tuan dau diéu tri két hop va & nhitng bénh nhéan bi suy
thén.

Cac thude loi tiéu khéng giir kali: O nhitng bénh nhan dang ding
thuoc loi tiéu, va nhit 13 & nhitng bénh nhén c6 giam thé tich va/hoic
mu01 c6 thé bi giam huyet ap quéa mitc sau khi bat dau diéu tri bing
thube tic ché enzym chuyen Céc tac dung ha huyét &p c6 kha nang bi
glam khi dimmg dleu tri bang thudc loi tiéu, tang thé tich hodc lugng
mudi dua vao, cin bat diu didu tri v6i lidu thap perindopril va ting
lidu tir tir.

Vi tang huyét dp doéng mach, didu tri bing thudc loi tiéu trude d6 co
thé gdy ra giam mubi/thé tich, hodc 14 phai dimg thube loi tidu trudc
khi bat dau diéu tri bancr thubc e ché enzym chuyén, véi trudong hop
nay, mot thude lgi tiéu khong gitt kali ¢6 thé duoc sir dung lai sau do,
hodc 1a thude tic ché enzym chuyén phai dugc bt dau véi liéu thip
va ting lidu tir tir.

Véi suy tim sung huyet m bang thude lgi tiéu, thudc tc ché
enzym chuyen nén duogc bat Au didu tri v6i lidu rat thap, sau d6 co
thé Ulam liéu ctia thube loi tiéu khong giir kali ding cung.

Vi tit ca céc trudng hop, chuc néng than (nbéng do creatinin) phai
duoc theo dai trong vai tudn diu tién diéu tri bang thube tc ché
enzym chuyen

Cac thubc loi tiéu giit kali (eplerenone, splronolactone)
eplerenone hogc spironolactone voi liéu tir 12,5mg dén 50mg mdi
ngay va thube tic ché enzym chuyén véi lidu thap

Trong diéu tri suy tim d6 II-IV (NYHA) v6i phan xudt téng mau
<40%, va di didu tri bing céc thube trc ché enzym chuyén va loi tiéu
quai trudc do, nguy co tang kali mau c6 thé gdy tir vong, dic biét la

thuong xuyén kiém tra néng do kali huyét thanh. Déi véi sir dung
sprironolactone dé didu tri suy tim, xem phan “Si dung dong thoi
Véu cdu su than trong ddc biét”.

Sir dung dong thoi yéu cau thdn trong ddc biét:

Cic thude dleu tri dai thio dudng (insulin, cac thuéc ha dudng
huyét dang uong) Cac nghién ctru dich t& d cho thay sir dung ddng
thoi cac thube tc ché enzym chuyén va cac thubc didu tri dai thao
dudng (insulin, cac thudc ha dudng huyet dang uong) c¢6 thé lam
tang tac dung ha glucose mau cua thuéc din dén nguy co bi ha
dudng huyét. Hién tugng ha duong huyét nay c6 nhiéu kha ning xay
ra trong nhiing tuan déu diéu tri két hop va & nhitng bénh nhén bi suy
thén.

Cac thube loi tiéu khong giir kali: O nhitng bénh nhén dang dung
thuoc loi tiéu, va nhét 14 & nhiing bénh nhén c6 giam thé tich va/hodc
mudi, c¢é thé bi giam huyet ap qua muc sau khi bit dau didu tri bang
thube Gc ché enzym chuyen Céc tac dung ha huyet 4p c6 kha nang
bi giam khi dung dleu tri bang thubc loi tidu, téng thé tich hodc
luonc mudi dua vao, cin bit ddu didu tri v6i lidu thap perindopril va
ting lleu tir tr.

Vi ting huyét dp dong mach, diéu tri bang thudc lgi tiéu trude do6 co
thé géy ra giam muébi/thé tich, hogic 1a phai dimg thudc loi tiéu trude
khi bat dau diéu tri bano thubc trc ché enzym chuyen vGi trudng hop
nay, mot thudc loi tiéu khéng giir kali c6 thé dugc sir dung lai sau
do, hodc 1a thube Gc ché enzym chuyén phai dugc bt dau véi lidu
thép va tang liéu tir tir.

Véi suy tim sung huyét diéu tri bang thuoc loi tzeu thubc we ché
enzym chuyen nén duoc bt dau didu tri voi lidu rat thap, sau d6 co
thé 01am lidu cua thude loi tiéu khong gitr kali dang cung.

V6i tit ca cac trudng hop, chic nang than (ndng do creatmm) phai
dugc theo ddi trong vai tudn dhu tién diéu tri bing thudc tic ché
enzym chuyen

Cic thubc loi tiéu giir Kali (eplerenone, spironolactone):
eplerenone hodc spironolactone voi liéu tir 12,5mg dén 50mg moi
ngay va thudc tc ché enzym chuyén véi liéu thép:

Trong diéu tri suy tim d§ II-IV (NYHA) voi phan xuit tong mau
<40%, va d3 diéu tri bing céc thudc tc ché enzym chuyén va loi tiéu
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trong truong hop khong tuan thu cc khuyén cao khi ké don vé su két
hop nay.

Trudc khi bit dau didu tri két hop, kidm tra su c6 xuét hién tang kali
mau va suy than.

Khuyen céo nén theo ddi chat ché kali mau va creatinin mau 1 lan
mdi tuan trong thang dau didu tri va sau d6 1a mdi thang.

Racecadotril: Cac thudc trc ché enzym chuyen (nhu perindopril) dugc
biét 1a gdy phii mach. Nguy co nay c6 thé tang khi sir dung ddng thoi
véi racecadotril (mot thudc ding diéu tri tiéu chay cap).

Thube ac ché mTOR (nhu sirolimus, everolimus, temsirolimus):
nhitng bénh nhan diéu tri ddng thoi véi cac chét tc ché mTOR c6 thé
ting nguy co bi phit mach.

Sir dung dong thoi yéu cau than trong:

Cac thuoc ha huyet ap va thude gian mach: st dung dbng thoi voéi
cac thudc nay cé thé ting tac dung ha huyét 4p ctia perindopril. Sir
dung dbng thoi véi nitroglycerin va cac nitrat khdc, hodc cac thudc
gian mach khéc, c6 thé lam giam huyét ap hon nira.

Allopurlnol thudc kim ham té bao hoic thude tre ché mién dich,
corticosteroid tac dung toan thin hodc procainamide: Str dung
dong thoi voi thudc e ché enzym chuyén cé thé lam ting nguy co
giam bach cau.

Cic thubc giy mé: Thubc tic ché enzym chuyén c6 thé lam gia ting
tac dung ha huyét ap cia cic thubc gay mé.

Cic gliptin (linagliptin, saxagliptin, sitagliptin, vildagliptin): tang
nguy co bi phit mach, do dipeptidyl peptidase IV (DPP-1V) bi giam
hoat tinh do gliptin & nhiing bénh nhén didu tri ddng thoi v6i mot
thuéc e ché enzym chuyén.

Cic thude kich thich giao cim: cac thudc kich thich giao cam c6 thé
lam giam cac tac dung ha huyét 4p cia céc thubc tc ché enzym
chuyén. ?

Vang: Phan ung nitrioid (céc triéu ching bao gbm do birng mit, budn
ndn, noén va ha huyet ap) dugc bao cdo hiém gip & nhitng bénh nhan
dang duoc dleu tri ddng thoi vang (dang tiém (natri aurothiomalate) va
thudc trc ché enzym chuyén bao gém perindopril.

quai trudc do, nguy co ting kali mau co thé gy tir vong, dac biét la
trong truong hop khong tudn thi cac khuyén céo khi k& don vé su
két hop nay.

Trudc khi bat diu didu tri két hop, kiém tra s c6 xuét hién ting kali
mau va suy than.

Khuyen cao nén theo ddi chat ch& kali mau va creatinin mau 1 lan
mdi tudn trong thang ddu didu tri va sau d6 la mdi thang.
Racecadotril: Cac thubc e ché enzym chuyén (nhu perindopril)

duoc biét 1a gay phi mach. Nguy co ndy cé thé tang khi sir dung
ddng thoi véi racecadotril (mot thude ding diéu tri tiéu chay cap).
Thube Gc ché mTOR (nhu sirolimus, everolimus, temsirolimus):
nhimg bénh nhan didu tri dng thoi v6i cac chit te ché mTOR ¢ thé
ting nguy co bi pht mach.

Sir dung dong thoi yéu cdu than trong:

Cic thube ha huyet ap va thude gian mach: sir dung dbng thoi véi
cac thube nay cé thé ting tac dung ha huyét ap cua perindopril. Sir
dung dbng thoi voi nitroglycerin va cdc nitrat khac, hodc cac thudce
gian mach khéc, c6 thé lam giam huyét ap hon nira.

Allopurinol, thuéc kim ham té bao hoic thuc we ché mién dich,
corticosteroid tic dung toan thin hodc procainamide: Su dung
déng thdi véi thude e ché enzym chuyén c6 thé lam ting nguy co
giam bach cau.

Cic thude gay mé: Thudc tic ché enzym chuyén c6 thé lam gia tang
tac dung ha huyét ap ctia cac thude giy mé.

Cic gliptin (linagliptin, saxagliptin, sitagliptin, vildagliptin): ting
nguy co bi phi mach, do dipeptidyl peptidase IV (DPP-IV) bi giam
hoat tinh do gliptin ¢ nhiing bénh nhén didu tri ddng thoi véi mot
thuéc tc ché enzym chuyén.

Céc thube kich thich giao cam: cic thudc kich thich giao cam c6
thé 1am giam cédc tic dung ha huyét 4p cuia cac thudc tic ché enzym
chuyén.

Vang: Phan mg nitrioid (c4c triéu chiing bao gdm do bung mit,
budn nén, ndn va ha huyet ap) dugc bio céo hiém gip ¢ nhitng bénh
nhan dang duoc diéu tri dong thoi vang dang ti€ém (natri
aurothiomalate) va thudc tic ché enzym chuyén bao gdm perindopril.
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| Lién quan dén indapamide:

Swr dung a’dng thoi yéu cau than trong ddc biét:

- Cic thudc giy xodn dinh: Do nguy co giam kali mau, mdapamlde nén
dugc sur dung thén trong khi két hop véi cac thude gy xo#n dinh nhu céc
thude chong loan nhip loai IA (quinidine, hydroquinidine, disopyramide);
cac thudc chdng loan nhip loai III (amiodarone, dofetilide, ibutilide,
bretylium, sotalol); mft vai thudc an thdn kinh (chlorpromazine,
cyamemazine, levomepromazine, thioridazine, trifluoperazine), benzamides
(amisulpride, sulpiride, sultopride, tiapride), butyrophenones (droperidol,
haloperidol), cac thude an than kinh khac (pimozide); nhiing chét khéc nhu
bepridil, cisapride, diphemanil, erythromycin tiém tinh mach, halofantrine,
mizolastine, moxifloxacin, pentamidine, sparfloxacin, vincamine tiém tinh
mach, methadone, astemizole, terfenadine. Can d& phong ha kali va didu
chinh néu cn thiét: theo d&i khoang QT.

- Cac thubéc lam ha Kkali: amphotericin B (duong tinh mach),
glucocorticoid va mineralocorticoid (dudng toan than), tetracosactide,
thudc nhuén trang c6 tac dung kich thich: Téng nguy co ha kali mdu (tac
déng cong hop). Theo dbi ndng dd kali, va diéu chinh néu can thiét, dic
biét cin cén nhac & cac trudong hop diéu tri voi digitalis. Thuéc nhuan
trang c6 tac dung kich thich khong nén duogce sir dung.

- Cic ché pham digitalis: Nong do kali thip lam ting doc tinh cia
digitalis. Nong do kali va dién tam dd cin dugc theo d&i va xem xét lai

viéc diéu tri néu cén thiét.

b

Sir dung dong thoi | yéu cau thén trong:

- Cac thube lgi tiéu gitv  Kkali (amiloride, spironolactone,
triamterene): trong khi phdi hop nay 1a hitu ich v6i mot so bénh
nhén, tinh trang ha kali mau hodc ting kali mau van c6 thé xay ra
(d%c biét ¢ nhitng bénh nhan suy than hogc dai thdo dudng). Cén
kiém soat kali huyét twong va dién tdm db, néu can thiét, xem xét lai
viée diéu tri.

- Metformin: géy nhiém acid lactic do metformin gay ra bdi suy than
¢6 lién quan dén céc thudc loi tiéu va dic biét la thudc loi tiéu quai.

Lién quan dén indapamide:

Str dung ddng thoi yéu cdu than trong ddc biét:

- Céc thube giy xoin dinh: Do nguy co giam kali mau, mdapamlde nén
duoc sir dung than trong khi két hop véi céc thubc gay xoan dinh nhu céc
thudc chong loan nhip loai IA (quinidine, hydroquinidine, disopyramide);
céc thudc chdng loan nhip loai III (amiodarone, dofetilide, ibutilide,
bretylium, sotalol); mét vai thubdc an thdn kinh (chlorpromazine,
cyamemazine, levomepromazine, thioridazine, trifluoperazine), benzamides
(amisulpride, sulpiride, sultopride, tiapride), butyrophenones (droperidol,
haloperidol), cac thuée an than kinh khéc (pimozide); nhimg chét khéc 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 digu
chinh néu can thiét: theo ddi khoang QT.

- Chc thubc lam ha Kkali: amphotericin B (duong tinh mach),
glucocorticoid va mineralocorticoid (dudng toan thén), tetracosactide,
thubc nhudn trang c6 tac dung kich thich: Tang nguy co ha kali mau (tac
dong cong hop). Theo d&i nong do kali, va diéu chinh néu cén thiét, dic
biét can cén nhic & cac trudng hop didu tri voi digitalis. Thudc nhuédn
trang co tac dung kich thich khdng nén dugc st dung.

- Cac ché pham digitalis: Nong do kali thép lam ting doc tinh cia
digitalis. Nong do kall va dién tdm dd can duge theo doi va xem xét lai
viéc didu tri néu can thiét.

- Allopurmol sir dung déng thoi voi indapamid cé thé lam ting phan Ung

man cam vdi allopurinol

Sir dung dong thoi i yéu cau thgn trong:

- Céac thube lgi tiéu gir kali (amiloride, spironolactone,
triamterene): trong khi phdi hop nay 1a hitu ich voi mot O bénh
nhén, tinh trang ha kali mau hodc ting kali mau vin c6 thé xay ra
(dac biét & nhiing bénh nhan suy than hodc dai thao dudng). Cén
kiém soét kali huyét tuong va dién tdm dd, néu can thiét, xem xét lai
viée diéu tri.

- Metformin: géy nhiém acid lactic do metformin gay ra bdi suy than
¢6 lién quan dén c4c thudc loi tiéu va dic biét 1a thudc loi tiéu quai.
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Khéng st dung metformin khi nf“)ng dd creatinin huyét thanh vuot
qua 15 mg/l (135 micromol/l) & nam giéi va 12 mg/l (110
micromol/l) & phu nir.

- Thubc cin quang chira iod: Trong trudng hop mét nude do loi tiéu,
ting nguy co suy than cip tinh, dic biét khi ding liéu cao thubc can
quang chtra iod. Bi nuée nén duge tién hanh trude khi st dung thube
cén quang chta iod.

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

- Ciclosporin, tacrolimus: Nguy co ting nbéng do creatinin khdng c6
su thay dbi nong dd ciclosporin luu théng, ngay ca khi khong c6 su
suy giam mudi va nudc.

Cic corticosteroid, tetracosactide (dang udng tic dung toan than): giam
téc dung ha huyét ap (& mudi va nudc do céc corticosteroid).

Khéng st dung metformin khi néng dé creatinin huyét thanh vugt
qua 15 mg/l (135 micromol/l) & nam gi6éi va 12 mg/l (110
micromol/l) ¢ phu nir.

- Thubc cin quang chira iod: Trong truong hop mét nuéce do loi tidu,
ting nguy co suy thén cip tinh, dic biét khi dung 1idu cao thubc can
quang chura iod. Bu nuéc nén dugc tién hanh trude khi s dung thudc
can quang chua iod.

- Calci (dang mudi): Nguy co tang ndng do calci do sy suy giam dao
thai calei qua nudc tiu.

- Ciclosporin, tacrolimus: Nguy co tang ndng dd creatinin khong c6
su thay doi non0 dd ciclosporin luu théng, ngay ca khi khéng c6 su
suy giam mudi va nudc.

Cic corticosteroid, tetracosactide (dang udng tac dung toan thin): giam
tac dung ha huyet ap (0 mudi va nude do céc corticosteroid).

TAC DUNG KHONG MONG MUON E

a. Hb so chung vé db an toan <ﬂ

Viéc dung perindopril s& e ché truc renin- angiotensin-aldosterone va din
dén giam luong kali mét di do indapamide. Bén phin tram s bénh nhan diéu
tri véi Coversyl Plus Arginine 5mg/1.25mg bi ha kali mau (ndng d6 kali <3,4
mmol/1)

Céc phan ung khéng mong muén thudng dugc bao cao nhét la:

- vGi perindopril: chodng véng, dau dau, di cam, rbi loan vi gidc, giam thi
luc, chong maét, U tai, ha huyet ap, ho, kho thd, dau bung, tdo bén, kho tiéu,
tiéu chay, budn ndn, ndn, ngira, phét ban chudt rat va suy nhugc.

- v6i indapamide: céc phan Gng qua mén, chi yéu la & da, trén cac ca thé c6
xu hudng bi cdc phan ing di ting va hen va phat ban dat sn tir trude.

b. Bang danh muc cac phin ng khéng mong mudn

Nhiing tac dung bét lgi da duoc quan sat trong céc thir nghiém lam sang
va/hodc sir dung sau khi c6 sé dang ky va duge xép loai theo tin suit sau
day

Rét thuong gap. (21/10); thudng gdp (=1/100 dén <1/10) it gép (=1/1,000
dén <1/100); hiém gap (=1/10,000 dén <1/1,000); rat hiém gip (<1/10,000);
chua rd (khong thé udc tinh tir dif liéu hién co).

TAC DUNG KHONG MONG MUON

a. Ho so chung vé dé an toan

Viéc dung perindopril s& tc ché truc renin- -angiotensin-aldosterone va dan
dén giam luong kali mét di do indapamide. Bén phan tram sb benh nhan
diéu tri voi Coversyl Plus Arginine 5mg/1.25mg bi ha kali mau (non0 ds
kali <3,4 mmol/l)

Cac phén ung khéng mong mudn thuong duoc bdo cdo nhét 1a:

- v6i perindopril: choang vang, dau dau, di cam, rdi loan vi gidc, giam thi
luc, chéng mit, U tai, ha huyét p, ho, khé thd, dau bung, tao bén, kho tiéu,
tidu chay, budn nén, nén, ngia, phat ban, chudt it va suy nhuoc.

- voi 1ndapam1de cac phan ung qua mén, chu yéu 1a & da, trén céc ca thé ¢6
xu hudéng bi cac phan ting di ung va hen va phat ban dat sén tlr trudc.

b. Bang danh muc cac phin irng khong mong mudn

Nhiing tic dung bét lgi da dugc quan sét trong cac thir nghiém lam sang
va/hodc sir dung sau khi c6 sé ding ky va dugce xép loai theo tan suét sau
day

Rét thuong gip (21/10); thudng ap (=1/100 dén <1/10) it gap (=1/1,000
dén <1/100); hlem gip (=1/10,000 dén <1/1,000); rat hiém giip (<1/10,000);
chua rd (khdng thé udc tinh tir dit liéu hién cd).

[ Phan loai co | Céc tac dung khéng mong muén Tén suit

[ Phan loai co | Céc téc dung khéng mong mutn \ Tén suft

[S9)
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quan theo hé Perindopril Indapamide quan theo hé Perindopril
thong théng
MedDRA MedDRA
Nhiém khuin | Viém mii Rit hiém |- Nhiém Viém miii Rat  hiém -
va nhiém ky gip khuin  va gip
sinh triing nhiém kv
R&i loan hé Ting bach ciu 4i toan it oaip* - sinh triing
théng mau va Mit bach ciu hat Rit hiém R4t hiém RSi loan hé Tang bach ciu éi toan It gap* -
bach huyét odp gip théng maéu MEét bach ciu hat R4t hiém R4t  hiém
Thiéu mau bét san E Rit  hiém va  bach odp 2ap
giip huyét Thiéu mau bét san - RAt  hiém
Giam huyét ciu R&t  hiém . gip
gép Giam huyét ciu Rit hiém -
Giam bach cdu Rit hiém Rit hiém 2ip
gip gip Giam bach ciu R4t  hiém Rit hiém
Giam bach céu trung tinh Rit  hiém - gip gip
oip Giam bach cdu trung tinh R4t  hiém -
—= | Thiu mau tan huyét Rit hiém | R4t hiém gip
™~ o3p o3p Thiéu mau tan huyét Rit hiém | Rat hiém
Giam tiéu ciu Rit hiém | Rt hiém gdp 2ap
oip oip Giam tiéu cau R4t hiém Rit hiém
R&i loan hé Qua man (cac phan tng, chu yéu 1a = Thudmg oip gip
mién dich & da, trén cac cd thé ¢6 xu hudng bi gip R&i loan hé Qud méan (cdc phan tmg, chu yéu - Thudng
cdc phan ung di Gng va hen tur mién dich 1a & da, trén cic cd thé c6 xu gip
trudc) huéng bi cac phan tng di ing va
R loan Ha dudng huyét It gap* - hen tir trudc)
chuyén héa | Tang kali méu, hdi phuc khi dimg | It gap* - R6i  loan Ha dudng huyét it gap* -
va dinh didu tri chuyén héa Tang kali mdu, hdi phuc khi dirmg it gap* -
dudng Ha natri méu it gap* Chua rd va dinh diéu tri
Tang calci mau = R4t  hiém dudng Ha natri mdu It gip* Chua rd
oap Tang calci mau - Rit  hiém
M4t kali v6i ha kali méu, dic biét - Chua 16 gip
nguy hiém & nhitng ngudi ¢6 nguy Mt kali v6i ha kali mau, dic biét - Chua rd
co cao nguy hiém & nhitng ngudi ¢é nguy
R&i loan tim Thay d6i tdm trang it gap - O cao
thén Réi loan gidc ngi it gdp - Réi loan tAm Thay déi tim trang it gaip -
Lu lin Rit  hiém - than R&i loan gifc ngi It gap -
gip La lan Rit hiém -
RSi loan hé Choéng véng Thuong = gip
thén kinh g3p R6i loan hé Choéng vang Thudng =
bau dau Thudng Hiém gap than kinh gép
2ap Pau diu Thudng Hiém gip
Di cam Thuong Hiém gap gap
oip Di cam Thudng Hiém gip
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Ri loan vi gidc Thuong - [ g3p
gap R&i loan vi gidc Thudng <
Mo mang it gap* - gip
Bit tinh it gap* Chua rd Mo mang it gap* -
Dot qui ¢6 thé thir phat do ha huyét Rit hiém . Bét tinh it gap* Chua rd
4p qui mitc & nhitng bénh nhan c6 gap Dot qui co thé tht phat do ha R4t hiém -
nguy co cao huyét ép qua muc & nhitng bénh gip
C6 kha ning khai phat bénh nido - Chua rd nhan co nguy co cao
gan trong trudng hop suy gan C6 kha nang khdi phat bénh nio - Chura ré
R&i loan mit Suy giam thi gidc Thudong Chuard gan trong trudng hop suy gan
gap R6i loan mit Suy giam thi gidc Thudng Chua o
Cén thi - Chua rd gip
Nhin m& - Chua rd Cén thi - Chua rd
R6i loan tai | Chéng mit Thuong Hiém gip Nhin m& - Chua rd
va mé cung gap R&i loan tai Chong mat Thudng Hiém gap
U tai Thuong - va mé cung gip
aip U tai Thudng -
R&i loan tim Pénh tréng neuc It gap* - gdp
Nhip tim nhanh It gap* - R&i loan tim Dénh tréng nguc it gap* :
Dau thit nguc Rat hiém . Nhip tim nhanh It gap* -
gip Dau thét nguc R4t hiém 5
Loan nhip tim (bao gém nhip tim Rit  hiém R4t  hiém gap
chdm, nhip nhanh trén that, rung gap gap Loan nhip tim (bao gém nhip tim Rat hiém R4t  hiém
nhi) chidm, nhip nhanh trén thit, rung gép gap
Nhdi mau co tim cé thé thi phat do Rat  hiém - nhi)
ha huyét 4p qua mirc & nhitng bénh edp Nhdi mau co tim c6 thé thir phat Rit hiém s
nhén cé nguy co cao do ha huyét 4p qua miic & nhiing gédp
Xoin dinh (cé kha ning gy tor - Chua rd bénh nhén ¢6 nguy co cao
vong) Xodn dinh (cé kha ning gdy tir 9 Chua rd
R&i loan Ha huyét ap (va céc tic dung lién | Thuong Rit  hiém vong)
mach quan tGi ha huyét 4p) 2ip gip R4  loan Ha huyét 4p (va cic tac dung lién Thuéng Rit  hiém
Viém mach méu it gap* - mach quan t&i ha huyét 4p) 2dp gap
R6i loan hé Ho Thuong - Viém mach méu It gip*
hé hip, nguc i = gip R&i loan hé Ho Thudng -
v trung that Kho tho < 3 Thudng - ho hép, nguc gip
gip va trung thét Kho tho Thudng .
Co thit phé quan it gap = gdp
Viém phdi tang bach ciu ua eosin Rit hiém = Co thit phé quan It o3ip <
gip Viém phdi tang bach ciu ua eosin R4t  hiém -
Réi loan tiéu Pau bung Thudng - gip
héa gip R4i loan tiéu Pau bung Thudng -
Téo bon Thudng Hiém gip héa oip
2ap Tao bén Thuodng Hiém eap
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Tiéu chay Thudng = gap
gip Tiéu chay Thuong -
Kho tiéu Thuong - adp
i gdp _ Kho tiéu Thudng -
Budn ndn Thuong Hiém gip gap
gap Budn ndn Thutng Hiém gip
Nén Thudng it gap gdp
gép Nén Thurdng it gap
Khé miéng it gap Hiém gip gip
Viém tuy Rit  hiém Rat hiém Khé miéng It gap Hiém gip
gip gip Viém tuy Rit hiém Rit hiém
RAi loan gan Viém gan Rit  hiém Chua rd oip gip
gip Réi loan gan Viém gan Rit hiém Chua rd
Chiic nang gan bét thudng - Rit  hiém gdp
gip Chirc nang gan bét thudng 3 R4t hiém
Rbi loan vé& | Ngia Thuong - oap
da vd md gip R&i loan vé Naira Thuong -
dudi da Phat ban Thuong - da va mbd oap
gdp dudi da Phat ban Thuong -
Phat ban dang dét sin - Thudng olip
gip Phat ban dang dét san - Thudng
Mé day it gap Rit  hiém gip
_ gfl,p ] Mé day It gdp Rit hiém
Phu mach It gap Rat  hiém odp
= ip Phit mach it gip Rt hiém
Ban xut huyét - it gap gip
Chay md héi it gap - Ban xuéit huyét - It gap
Phén (g véi 4nh sdng It gip* Chua rd Chay md héi it gap =
Bong nudc tu mién it gap* 5 Phan g v&i 4nh sdng It gip* Chura 16
Ning thém bénh vay nén Hiém gap* - Bong nudc tur mién It gap* -
Hong ban da dang Rat  hiém = Ning thém bénh vay nén Hiém gap* -
adp Héng ban da dang Rét hiém .
Hoai tir nhiém doc biéu bi » Rit hiém odp
gip Hoai tir nhiém ddc bieu bi - Rit  hiém
Hoi chimg Stevens Johnson - Rit hiém oap
gip Hoéi chimg Stevens Johnson - Rit hiém
R&i loan co Chudt rit Thudmg : gip
xuong khép gip Ro&i loan co Chudt rit Thudng -
va mo lién C6 thé xAu di bénh Lupus ban do = Chura 16 xuong khép 2ip
két lan téa cip trude db va md lién C6 thé xdu di bénh Lupus ban do = Chura rd
Dau khép it gap* - két lan téa cp trudc dé
Pau co It oap* - Dau khép it gap* .
R&i loan than Suy than It oap : Pau co It gap* :
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va tiét nidu Suy thén cép Rit  hiém R4t  hiém R&i  loan Suy than It eap -

' _ gap olip than va tiét Suy than cp R4t  hiém Rit  hiém
RGi loan R6i loan chitc nang cuong duong It gap - niéu gap gip
ngue va hé R&i  loan Réi loan chire nang cuong duong It gap
th(')ng sinh nguc va hé
san thong  sinh
R&1 loan Suy nhugc Thuong - san
chgng va tai gap R loan Suy nhugc Thudng -
chd Tirc nguc it gap* - chung va tai adp

Khé chiu it gap* - chd Tirc nguc it gap* -
Phii ngoai vi It gap* - Khé chiu it ogap* -
Sét it gap* - Phu ngoai vi It gap* -
Mét moi - Hiém giip sbt It gap* -
Xét nghiém Ting ure mau it gap* - Mét moi 5 Hiém gip
Ting creatinin méu it gap* - Xét nghiém Tang ure mau it gap* «
Tang bilirubin méu Hiém gap Ting creatinin mdu It gap* -
Téng enzym gan Hiém gap Chua 6 Téng bilirubin mau Hiém gip
Giam héng ciu va giam huyét ciu Rét hiém - Tang enzym gan Hiém gap Chua 15
gdp Giam héng cdu va giam huyét ciu Rit hiém -
Ting glucose huyét - Chua rd gép
Tiang acid uric méu - Chua ré Ting glucose huyét - Chua rd
Kéo dai khoang QT trén dién tdm - Chuard Ting acid uric mau - Chua ro
dd Kéo dai khoang QT trén dién tdm - Chua rg
Chin thuong, Nega It gap* - dd
ngd doc va Chéan Ngé it gap* -
bié{l cht’mg _ thuong, ngd
* Tan suat duoc tinh todn tir cac thir nghiém Iam sang do6i vdi cac tac dung déc va bién
khong mong mudn dugc phat hién tir bdo cdo tu phat. chimg

* Téan suat duoc tinh toan tur cac thir nghiém 1am sang d6i véi céc tac dung
khéng mong mudn duge phat hién tr bdo céo tu phat.

Bido cdo cdc phan ieng cd hai nghi ngo:

Béo céo cdc phan ung ¢ hai nghi ngd sau khi dugc phép luu hanh rat quan
trong. Diéu nay cho phép tiép tuc danh gia can bing loi ich/nguy co cia
thuoc Yéu cau cac chuyén gla y & bédo cdo bat ky phan tng c6 hai nghi ngd
nao vé hé thbng bao cdo quéc gia.

Cac ca SIADH (hdi chimg bai tiét hormone chéng loi tiéu khéng phu hgp)
da duoc bao cao vai cac tic ché enzyme chuyén khac. SIADH c6 thé coi la
rat hiém nhung bién chimg c6 thé lién quan dén tGc ché enzyme chuyén bao
gdm perindopril.

Bdo cdo cdc phdn irng co hai nghi ngo:
Bdo cdo cac phan ung c6 hai nghi ngd sau khi dugc phép luu hanh rdt quan
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trong. Diéu nay cho phép t1ep tuc ddnh gia can bang loi ich/nguy co cua
thuoc Yéu cdu cac chuyén gia y té bao cdo bat ki phan g c6 hai nghi ngo
nao vé hé thong bdo cdo quoc gia.

QUA LIEU VA CACH XU TRi

Triéu ching

Tac dung khéng mong mudn hay gép nhét trong trudng hop qué lidu 14 ha
huyet ap, doi khi kém theo buon nén, nén, chudt rat, chéng mit, budn ngu,
rdi loan tAm thén, tleu it c6 thé tién trién thanh v6 niéu (do gidm thé tich tuin
hoan). Réi loan mubi va nudce (ndng d6 mudi thap, nng dd kali thap) c6 thé
Xay ra.

Cach xt¥ tri

Bién phap dau tién bao gdm nhanh chong thai trir thudc khoéi co thé qua
dudng tiéu hoéa béing rira ru6t va’hoic udng than hoat tinh, sau d6 bu dich va
can bang dién giai tai trung tdm chuyén khoa cho dén khi c4c chi s6 nay tro
vé binh thuong.

Néu ha huyet ap dang ké, bénh nhan cin dugc diéu tri bang cach dit bénh
nhén & tu thé nam ngura véi dau ha thap Néu can tién hanh truyén tinh mach
nude mudi déng truong, hodc ¢6 thé sir dung céc bién phap tang thé tich tudn
hoan.

Perindorilat 13 dang hoat ddng ctia perindopril c6 thé duoc thdm tach.

QUA LIEU VA CACH XU TRi

Triéu chitng

Tac dung khéng mong mudn hay gap nhét trong trudng hop qué lidu 13 ha
huyet ap, doi khi kém theo budn ndn, ndn, chudt rat, chong mit, budn ngy,
roi loan tim than tiéu it c6 thé tién trién thanh v6 niéu (do giam thé tich
tun hoan). Réi loan mubi va nudc (ndng dd mudi thép, ndng d6 kali thap)
co thé xay ra.

Cach xir tri

Bién phap dau tién bao gdbm nhanh chéng thai trir thudc khoi co thé qua
duodng ti€éu hoa bang rua rudt va‘hodc udng than hoat tinh, sau do bu dich va
cén bang dién giai tai trung tm chuyén khoa cho dén khi c4c chi sb nay tré
v& binh thuong.

Néu ha huyet ap dang ké, bénh nhan cén duoc dleu tri bing cach dit bénh
nhén 6 tu the nam ngira véi dau ha thap Néu can tién hanh truyén tinh mach
nuée mudi déng truong, hodc c6 thé sir dung cic bién phdp ting thé tich
tudn hoan.

Perindorilat 1a dang hoat dong ctia perindopril c6 thé duoc thdm tach.

TINH CHAT DUQC LUC HQC ’ ]
Nhém dugce ly di€u tri: perindopril va cac thube loi ti€u. Ma ATC: C09BA04

Coversyl Plus Arginine 5mg/1.25mg 1& sy phdi hop mudi arginine cia
perindopril (1a thubc tic ché enzym chuyén) véi indapamide (Ia thudc loi tiéu
nhom chlorosulphamoyl).

Nhiing tinh chit duoc 1y ciia thudc 1a tinh chét dugc 1y ctia mdi thanh phén
xét riéng, thém vao d6 1a tac dung hiép ddng ctia hai thanh phan mang lai.

Co ché tdc dung dwoc Iy ?

Lién quan toi Coversyl Plus Arginine S5mg/1.25mg . ’
Coversyl Plus Arginine 5mg/1.25mg tao tdac dung hi€p dong chong ting
huyét ap cua hai thanh phan trén.

Lién quan t&i perindopril 1
Perindopril tc ché enzym chuyén, enzym chuyén héa angiotensin I thanh

TINH CHAT DUQC LUC HQC ’ 1
Nhom dugc ly di€u tri: perindopril va cac thubc loi ti€éu. Ma ATC:
C09BA04

Coversyl Plus Arginine 5mg/1.25mg 1a su phdi hop mudi arginine cuia
perindopril (1a thudc wc ché enzym chuyén) véi indapamide (l1a thubc loi
tiéu nhém chlorosulphamoyl).

Nhiing tinh chét duoc Iy ctia thude 14 tinh chat duoc 1y cia mbi thanh phin
xét riéng, thém vao d6 1a tic dung hiép dong ctia hai thanh phan mang lai.

Co ché tdc dung dieoc ly

Lién quan toi Coversyl Plus Arginine Smg/1.25mg

Coversyl Plus Arginine 5Smg/1.25mg tao tac dung hiép ddng chdng ting
huyét 4p cua hai thanh phan trén.

Lién quan téi perindopril
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angiotensin 1I (1a chdt co mach); ngoai ra, enzym nay kich thich tiét ra
aldosterone tir vo thugng than va con kich thich sw giang hoa brandykinin (la
chat lam gian mach) thanh céac heptapeptid mét hoat tinh.

Diéu do6 dén dén:

« giam tiét aldosterone.

* tdng hoat tinh cua renin huyét tuong, vi aldosterone khéng con tic dung
diéu hoa nguoc.

* giam siic can cua toan by mach mau ngoai vi, uu tién tac dung trén hé mach
nén & co va ¢ than, khdng kém theo git mudi va nuée hodc phan xa nhip tim
nhanh khi dung dai ngay.

Tac dung chong tang huyét ép cua perindopril ciing thay xuét hién & nhiing
bénh nhan ¢4 ndng dd renin thip hodc binh thuong.

Perindopril thé hién téc dung thong qua chit chuyén hoa c6 hoat tinh clia né
14 perindoprilat. Cac chit chuyén hoa khéac khong con hoat tinh.

Perindopril 1am giam céng tim do:

o Lam gian tinh mach, c6 thé do lam thay dbi chuyén hod cia céc
prostaglandin: 1am giam tién ganh.

+ Lam giam stc can cuia hé mach mau ngoai vi: giam hu ganh.

Nhung nghién ctru tién hanh trén bénh nhén suy tim cho thay:

« C6 giam ap luc db diy cla tAm that phai va trai;

 Giam strc can cua toan bd hé mach mau ngoai vi;

¢ Lam ting cung luong tim va cai thién chi s tim;

* Tang luu lugng mau trong co.

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

=

Lién quan t6i indapamide: '

Indapamide 14 din xuét sulfonamide c6 mot nharx%io]e ¢6 lién quan vé
duoc 1y v6i nhém thube loi thiazide. Indapamide tc che su tai hap thu natri
qua doan pha loang cua vo théan. Thude nay lam tang sy bai tiét natri va
chloride qua nudc tiéu va cling lam tang bai tiét mdt phan kali va magnesi,
qua dé lam tang lugng nudc tiéu bai tiét va co tac dung lam ha huyét ap.

Cdc tdc dung duoc Iy
Lién quan t6i Coversyl plus Arginine Smg/1.25mg

O bénh nhan ting huyét d&p 6 moi lua tudi, Coversyl Plus Arginine
5mg/1.25mg ¢é tic dung chdng tang huyét ap phu thudc lidu trén huyet ap

Perindopril tic ché enzym chuyén, enzym chuyén héa angiotensin I thanh
angiotensin II (12 chdt co mach); ngoai ra, enzym nay kich thich tiét ra
aldosterone tir vo thugng thin va con kich thich sy gidng hoa brandykinin
(la chét 1am gian mach) thanh cac heptapeptid mét hoat tinh.

Diéu d6 dan dén:

» giam tiét aldosterone.

e ting hoat tinh ctia renin huyét tuong, vi aldosterone khong con tac dung
diéu hoa nguoc.

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

Téac dung chon0 ting huyet dp clia perindopril cling thiy xut hién & nhiing
bénh nhén cd nong d6 renin thip hoic binh thudng.

Perindopril thé hién tac dung thong qua chét chuyén ho4 c6 hoat tinh clia n6
1a perindoprilat. Céc chit chuyén hoa khac khéng con hoat tinh.

Perindopril lam gidm cong tim do:

* Lam gidn tinh mach, c6 thé do lam thay dbi chuyén hoa cia cac
prostaglandin: lam giam tién ganh.

» Lam giam siic can cua hé mach mau ngoai vi: giam h4u ganh.

Nhung nghién citu tién hanh trén bénh nhan suy tim cho thay:

« C6 giam 4p luc db ddy cia tam that phal va trai;

« Giam sirc can cua toan bd hé mach mau ngoai vi;

o Lam ting cung lugng tim va cai thién chi s tim;

« Tang luu lugng mau trong co.

Céc két qua trong cac thir nghiém vén dong ciing duoc cai thién.

Lién quan 161 indapamide:

Indapamide 1a din xuit sulfonamide c¢6 mot nhan indole, c6 lién quan vé
duoc 1y v6i nhém thude loi thiazide. Indapamlde tc ché su tai hap thu natri
qua doan pha loéing cua v6 thén. Thudc nay lam téng suw bai tiét natri va
chloride qua nudc tiéu va cling 1am tang bai tiét mot phan kali va ‘magnesi,
qua d6 1am tang luong nudc tiéu bai tiét va c6 tac dung lam ha huyét 4p.

Cdc tde dung duoc Iy
Lién quan 161 Coversyl plus Arginine 5mg/1.25mg
O bénh nhin ting huyét d4p & moi lia tudi, Coversyl Plus Arginine
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dong mach tdm thu va tdm truong ca khi nam ngira hodc khi dimg. Tac dung
chonc tdng huyet ap nay kéo dai t6i 24 gio. Su giam huyet ap dat duoc trong
vong chua day mot thang ma khong xay ra quen thudc nhanh; dirng dieu tri
khong gdy tac dung hdi ung. Trong cac thi nghiém lam sang ph01 hop
perindopril v&i indapamide s€ tao tc dung hiép dong vé chong tang huyét ap
c6 lién quan t&i hidu luc cia timg thude khi | dung riéng ré.

PICXEL, mdt nghién ctru da trung tam, ngiu nhién, mu d6i, c6 dbi ching so
sanh v&i enalapril, dua trén siéu 4m tim, 14 nghién ciru dé danh gia hiéu qua
cta phdi hop perindopril/indapamide trong viéc 1am giam phi dai that trai
(LVH).

Trong nghién ciru PICXEL, cac bénh nhan téng huyét 4p kém phi dai thét
trai (LVH) (duoc danh gia bai chi sé khéi co thét trai (LVMI) > 120 g/m? &
bénh nhan nam va > 100 g/m? & bénh nhén ni), dugc chon ngau nhién vao 2
nhém didu tri trong vong 1 nam: hoic ding phdi hop perindopril tert-
butylamine 2 mg (tuong duong vai 2,5 mg perindopril arginine)/indapamide
0,625 mg hodc dung enalapril 10mg, véi 1 lan dung trong ngdy. Dua trén
muc huyét 4p ciia bénh nhan, lidu dun0 ¢6 thé duoc diéu chinh t6i lidu
perindopril tert-butylamine 8mg (twong duong véi 10mg perindopril
arginine) va indapamide 2,5 mg hodc enalapril 40 mg mot lan dung trong
ngay. Chi c6 34 % cac bénh nhan duy tri liéu diéu tri perindopril tert-
butylamine 2 mg (tuong duong véi 2,5 mg perindopril arginine)/indapamide
0,625 mg (so v6i 20 % bénh nhan duy tri lidu diéu tri enalapril 10 mg).

Vao cudi giai doan didu tri, chi s6 khéi co thét trai (LVMI) giam nhiéu hon
dang ké& & nhom ding perindopril/indapamide (-10,1 g/m?) so véi (-1,1 g/m?)
& nhém dung enalapril trén téng s& bénh nhan dugc phan ngiu nhién hoa. Su
khac biét v& chi s khdi co thit tréi gitra 2 nhom 1a -8,3 g/m? (CI 95% (-11,5;
-5,0), p<0, 000])

p—

5mg/1.25mg c6 tac dung chdng tang huyet ap phu thudc liéu trén huyét 4p
dong mach tdm thu va tdm truong ca khi ndm ngira hodc khi dtng. T4c dung
chdng ting huyet ap nay kéo dai té&i 24 gid. Su gidm huyet ap dat dugc trong
vong chua ddy mot thang ma khong xay ra quen thudc nhanh; dimg diéu tri
khéng gy tic dung hdi Gmg. Trong céc thir nghiém lam sang, phéi hop
perindopril véi indapamide s& tao tdc dung hi€p dong vé chéng ting huyét
ap c6 lién quan tGi hiéu luc cta timg thude khi dung riéng ré.

PICXEL, mét nghién ctru da trung tdm, ngéu nhién, mi ddi, c¢6 déi ching so
sanh vai enalapril, dua trén siéu 4m tim, 1& nghién ctru dé danh gia hiéu qua
ciia phdi hop perindopril/indapamide trong viéc lam giam phi dai thit trai
(LVH).

Trong nghién ctru PICXEL, cac bénh nhan tang huyét 4p kém phi dai that
trai (LVH) (dugc dénh gid boi chi s& khéi co that trai (LVMI) > 120 g/m? &
bénh nhén nam va > 100 g/m? & bénh nhén nir), duogc chon ngau nhién vao 2
nhém diéu tri trong vong 1 nidm: hodc ding ph01 hop perindopril tert-
butylamine 2 mg (twong dwong véi 2,5 mg perindopril arginine)/indapamide
0,625 mg hodc dung enalapril 10mg, véi 1 lan ding trong ngay. Dua trén
murc huyét ap cia bénh nhén, lidu ding c6 thé dugc diéu chinh tdi lidu
perindopril tert-butylamine 8mg (twong duong véi 10mg perindopril
arginine) va indapamide 2,5 mg hodc enalapril 40 mg maot lan dung trong
ngay. Chi cé 34 % cac bénh nhin duy tri lidu diéu tri perindopril tert-
butylamine 2 mg (twong duong v&i 2,5 mg permdoprll arginine)/indapamide
0,625 mg (so vGi 20 % bénh nhén duy tri lidu diéu tri enalapril 10 mg

Vao cudi giai doan diu tri, chi s6 khéi co thét trai (LVMI) giam nhleu hon
dang ké & nhém ding perindopril/indapamide (-10,1 g/m?) so véi (-1,1 g/m?)
& nhém dung enalapril trén téng s& bénh nhan dugc phan ngau nhién hoa.
Su khéc biét vé chi s6 khdi co thét tréi gitra 2 nhom 12 -8,3 g/m? (CI 95% (-

Hiéu qua giam khdi co thit trdi duoc cai thién t6t hon voi heu<*]1 ,3;-5,0), p<0 0001).

perindopril/indapamide cao hon liéu ciia phdi hop 2 hoat chéat nay trong
PRETERAX Arginine va Coversyl Plus Arginine 5mg/1.25mg.

Panh gia vé& huyét ap, su khéc biét gitra hai nhém dugc phan ngau nhién, la -
5,8 mmHg (CI 95% (-7,9; -3,7), p<0,0001) vé&i huyét 4p tdm thu va -
2,3mmHg (CI 95% (-3,6; -0,9), p=0,0004) véi huyét 4p t&m truong, trong do
nhém ding perindopril/indapamide duoc kiém soat t6t hon.

Lién quan tgi perindopril
Perindopril ¢é tdc dung trén tht ca cac muc dd cua ting huyét ap, tir nhe dén

Hiéu qua giam khéi co that trai duoc cai thién t6t hon véi ligu
perindopril/indapamide cao hon lidu cua phdi hop 2 hoat chit niy trong
PRETERAX Arginine va Coversyl Plus Arginine 5mg/1.25mg.

Panh gia vé huyét ap, su khéc biét giita hai nhém duge phén ngiu nhién, 13 -
5,8 mmHg (CI 95% (-7.9; -3,7), p<0,0001) voi huyet ap tdm thu va -
2,3mmHg (CI 95% (-3,6; -0,9), p=0,0004) v&i huyét ap tam truong, trong do
nhém ding perindopril/indapamide dugc kiém soét t6t hon.

Lién quan tdi perindopril
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vira va ndng. Sy giam huyét ap dong mach tam thu va tam truong dat duoc ¢
c& tu thé ndm ciing nhu tu thé dung.

Téac dung chéng ting huyét ap sau khi ding mét liéu duy nhét s& dat téi da
trong vong 4 dén 6 gid va kéo dai trong 24 gio.

Téc dung phong bé enzym chuyén t6n tai sau 24 gid van dat & muc cao, con
khoang 80%.

V6i nhitng bénh nhan ¢6 dap tng véi thube, huyét 4p s& duge binh thudng
sau khoang 1 thang va duy tri dugc ma khong cé hién tuong quen thubc
nhanh.

Viéc ngimg thube khéng gay tac dung hdi tmg trén huyét ap.

Perindopril ¢6 tinh chit lam gisn mach va phuc hdi lai tinh dan hdi cua cac
mach mau chinh, sira chita nhimg thay d6i vé hinh thai mé hoc trong cic
déng mach tao luc can va lam giam su phi dai cua tdm thét trai.

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

Phéi hop mot thudc e ché enzym chuyen v6i thude loi tiéu thiazide s& lam
giam nguy co ha kali mau do thuéc loi tiéu tao ra khi dung riéng.

Lién quan toi indapamide

Dung theo don tri li€u, indapamide c6 tac dung chong ting huyét ap kéo dai
trong 24 gid. Tac dung nay dat dugc ngay vdi cac lidu ma tac dung loi tiéu la
thép nhét.

Tac dung chéng ting huyét ap ciia indapamide ty & thuan v6i muc do cai
thién chic niang ctia ddng mach va mic dd gidm siic can cua toan bd hé
mach mau ngoai vi.

Indapamide lam giam phi dai tam thit trai.

Khi dung qua lidu thudc lgi tiéu thiazide va thudc loi tiéu c6 lién quan dén :

thiazide, thi tic dung chdng ting huyét ap duy tri & mic binh nguyén trong
khi cc tac dung c6 hai lai ting. Vay néu didu tri khong c6 hiéu qua, thi
khong nén tang liéu.

Hon nita, & cac bénh nhén ting huyét ap ding thudc ngén ngiy, trung binh
va dai ngay, thiy indapamide:

» Khong anh huéng téi chuyén hod lipid (triglyceride, LDL-cholesterol va
HDL-cholesterol)

¢ Khong cé anh hudng t6i chuyén hod hydrat carbon, ngay ca & bénh nhan
ting huyét ap kém dai théo dudng.

Perindopril co tac dung trén tét ca cac mirc do cua ting huyét ap, tir nhe dén
vira va ning. Su giam huyét ap dong mach tam thu va tim truong dat dugc &
ca tu thé ndm ciing nhu tu thé dimg.

Tac dung chéng tang huyét ap sau khi ding mét liéu duy nhét s& dat tbi da
trong vong 4 dén 6 gidr va kéo dai trong 24 gio.

Téc dung phong bé enzym chuyén tdn tai sau 24 gid vin dat & miic cao, con
khoang 80%.

V6i nhitng bénh nhan ¢ dap tng vai thude, huyét ap s& duge binh thuong
sau khoang 1 thang va duy tri duge ma khong cé hién tuong quen thudc
nhanh.

Viée ngimg thudc khong gay tac dung hdi Gng trén huyét ap.

Perindopril ¢6 tinh chit 1am gian mach va phuc hdi lai tinh dan héi cia céc
mach mau chinh, stra chita nhiing thay dbi vé& hinh thai mé hoc trong cac
dong mach tao luc can va lam giam su phi dai cia tam thét trai.

Khi cén thiét, diing thém thuoc loi tiéu thiazide s& cho tic dung hiép dong
cong.

Phéi hop mét thude tic ché enzym chuyen vai thude loi tiéu thiazide s& lam
giam nguy co ha kali mau do thudc 1oi tiéu tao ra khi dung riéng.

Lién quan 151 indapamide

Duing theo don tri li€u, indapamide c6 tac dung chong tang huyét 4p kéo dai
trong 24 gio. Tac dung nay dat dugc ngay véi cac lidu ma tac dung loi tiéu
1 thap nhat.

Téc dung chéng ting huyét 4p cua indapamide ty 1& thuan v&i mirc do cai

~——=—_-thién chiic ning cia dong mach va mic df giam sirc can cla toan by hé

mach mau ngoai vi.

Indapamide lam giam phi dai tdm that trai.

Khi diing qua liéu thudc loi tiéu thiazide va thude loi tiéu ¢6 lién quan dén
thiazide, thi tic dung chéng ting huyét ap duy tri & miic binh nguyén trong
khi c4c tac dung c6 hai lai ting. Vay néu diéu tri khéng c6 hidu qua, thi
khong nén ting lidu.

Hon nita, & cac bénh nhan tang huyét 4p dung thudc ngén ngay, trung binh
va dai ngay, thdy indapamide:

« Khong anh huong téi chuyén hoa lipid (triglyceride, LDL-cholesterol va
HDL-cholesterol)

« Khong c6 anh hudng toi chuyén hoa hydrat carbon, ngay ca & bénh nhan
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Dix liéu ve thir nghiém Ildm sang phong bé kép hé renin-angiotensin-
aldosterone (RAAS):

Hai nghién ctru 16n ngiu nhién, c¢6 kiém ching ONTARGET (So sanh
Telmisartan don tri liéu va phéi hop véi Ramipril trén cac két cuc tim mach)
va VA NEPRON-D (Nghién cttu cia Veteran trén bénh 1y thidn & bénh nhéan
dai thao dudng) da kiém ching viée sir dung phdi hop thube tic ché enzym
chuyén véi trc ché thu thé angiotensin II.

ONTARGET dugc thuc hién trén bénh nhan c6 tién sir bénh tim mach hodc
bénh mach mau ndo, hodc bénh d4i thdo duong tuyp 2 da cé bang chimg ton
thuong co quan dich. VA NEPRON-D la nghién ctu thuc hién trén bénh
nhéan dai thao duong tuyp 2 va bénh nhéan c6 bénh than do dai thao dudng.
Céc nghién ctru nay di chi rd ring khong thiy higu qua r6 rét nao trén than
va/hodc tim mach va ty 1€ tir vong, trong khi nguy co tang kali huyét thanh,
t6n thuong than cip va/hodc ha huyét 4p ting 1én so véi didu tri don 1& mot
loai thubc.

Do ¢6 déc tinh duge dong hoc tuong tu nhau, céc két qua nay ciling lién quan
dén viéc st dung thudc tc ché enzym chuyén khéc va céc thudc tc ché thu
thé angiotensin II.

Do d6 khéng nén sir dung ddng thoi cac thudc tc ché enzym chuyén véi cac
thudc e ché thu thé angiotensin II trén nhiing bénh nhan ¢é bénh than do dai
thao dudng.

ALTITUDE (Nghién ctu vai trd Aliskiren trén bién c¢é tim mach va bénh
than & bénh nhan dai thao dudng Tuyp 2) 12 mét nghién ctru duoc thiét ké
nhim dénh gid hiéu qua cua viéc cong thém aliskiren vao nén diéu tri chuan
dang dung tc ché enzym chuyén hoic tic ché thu thé angiotensin II trén bénh
nhén ddi thio duong tuyp 2 va suy thén mén tinh, bénh ly tim mach, hodc ca
hai. Nghién ciru da phai dimg sém do viéc téng nguy co ciia cac bién cb bt
loi. T vong tim mach va dot quy, dugc quan sat voi tAn suat nhiéu hon &
nhom dung thém aliskiren so v6i nhom placebo, cac bién cd bét loi théng
thudng va nghiém trong (tdng kali, ha huyét 4p, suy than) ciing duoc bao céo
v6i tan sudt nhidu hon & nhém diing aliskiren so véi placebo.

Bénh nhdn nhi

Hién chua co dir liéu vé& viée st dung Coversyl Plus Arginine & tré em.

—

=

tang huyét ap kém dai thao dudng.

Dit liéu vé thir nghiém Ildm sang phong bé kép hé remin-angiotensin-
aldosterone (RAAS):

Hai nghién ctru 16n ngiu nhién, c6 kiém chimg ONTARGET (So sanh
Telmisartan don tri liéu va phéi hop v6i Ramipril trén cac két cuc tim mach)
va VA NEPRON-D (Nghién ctru ciia Veteran trén bénh ly thdn ¢ bénh nhén
d4i thao duong) da kidm ching viée sir dung phdi hop thude e ché enzym
chuyén véi e ché thu thé angiotensin I1.

ONTARGET duoc thuc hién trén bénh nhan cé tién sir bénh tim mach hoic
bénh mach méu ndo, hoic bénh dai thdo dudng tuyp 2 di c6 bang chimg tén
thuong co quan dich. VA NEPRON-D 1a nghién cttu thuc hién trén bénh
nhan dai thao duong tuyp 2 va bénh nhan cé bénh than do dai thao dudng.
Céc nghién ciru nay da chi ro rang khong thiy hiéu qua rd rét nao trén thin
va/hodc tim mach va ty 1€ tir vong, trong khi nguy co tang kali huyét thanh,
tén thuong than cép va/hoic ha huyét 4p ting lén so véi didu tri don 1& mot
loai thude.

Do c¢6 déc tinh dugc dong hoc tuong tu nhau, cac két qua nay ciing lién quan
dén viéc sir dung thudc tic ché enzym chuyén khéc va céc thudc e ché thu
thé angiotensin II.

Do d6 khdng nén sir dung ddng thoi cac thube tic ché enzym chuyén véi cac
thuée tc ché thu thé angiotensin II trén nhitng bénh nhan cé bénh than do
dai thdo duong.

ALTITUDE (Nghién ciru vai trd Aliskiren trén bién cb tim mach va bénh
than ¢ bénh nhén dai thio dudng Tuyp 2) 1a mot nghién ciu duge thiét ké
nham danh gia hi€u qua cuia viéc cong thém aliskiren vao nén diéu tri chuén
dang ding trc ché enzym chuyén hoic irc ché thu thé angiotensin II trén
bénh nhén dai thdo dudng tuyp 2 va suy thdn man tinh, bénh ly tim mach,
hodc ca hai. Nghién ctiu dé phai dimg som do viéc tang nguy co cla cac
bién ¢ bat loi. Tir vong tim mach va dot quy duoc quan sat véi tan suat
nhiéu hon & nhom dung thém aliskiren so v6i nhém placebo, cac bién cd bat
loi thdng thucmg va nghiém trong (tang kali, ha huyét 4p, suy than) ciing
duogc bdo cdo voi tin suit nhiéu hon & nhém diing aliskiren so vé&i placebo.
Bénh nhdn nhi

Hién chua c6 dit liéu vé viéc sir dung Coversyl Plus Arginine & tré em.

TINH CHAT DUQC PONG HQC

TINH CHAT DUQC PONG HOC
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Lién quan 16i Coversyl Plus Arginine 5mg/1.25mg:
Phéi hop permdoprll v6i indapamide khong 1am thay dbi tinh chét duoc dong
hoc ctia ca hai thude so véi khi sir dung riéng ré.

Lién quan tGi perindopril:

Hép thu va sinh kha dung:

Sau khi dung theo dudng udng, su hdp thu perindopril xay ra nhanh, ndng do
cuc dai dat dugc trong vong 1 gio. Thoi gian bén thai cua perindopril trong
huyét tuong 12 1 gio.

Viéc an thuc dn lam giam su chuyen héa thanh perindoprilat. Vi vay, dé téng
sinh kha dung, permdoprll arginine nén dugc dung theo duong udng mét lin
mot ngay vao budi sang trudc bira in.Phan bd

Thé tich phan b 1a vao khoang 0,2 kg v6i perindoprilat khong lién ket Ty
1€ perindoprilat lién két véi protein cta huyét twong bing 20 %, chi yeu voi
enzym chuyén dbi angiotensin, nhung lai phu thudéc vao ndng dd
perindoprilat.

Chuyén héa

Perindopril 1a mot thube dang tién chit. Hai muoi bay phdn trim cia luong
perindopril udng vao chuyén vao mau dudi dang chét chuyén héa co hoat
tinh la perindoprilat. Ngoai chét perlndoprllat c6 hoat tinh, perindopril con
tao ra 5 chit chuyen héa khac déu khéng ¢4 hoat tinh. Nbéng d6 cuc dai cua
perindoprilat xuit hién trong vong 3 dén 4 gio.

Thai trir:

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

Tuyén tmh/khon,q tuyén tinh:

Da chung minh la c6 quan hé tuyén tinh giira lidu ding perindopril va néng
d6 chét nay trong huyét trong.
Céc ddi twong dic biét:
Nguoi gia:

Su dao thai perindoprilat gidm & ngudi ¢é tudi, va ca & nhitng bénh nhén
tim hay suy thén.

Suy thén:

Viéc hi€u chinh liéu dung trong trudng hop suy than Ia cén thiét, va mic
hi€u chinh phu thuéc vao mirc dé suy than (d6 thanh thai creatinine).

Trong trudng hop chay thin:

T

—

Lién quan t6i Coversyl Plus Arginine 5mg/1.25mg:
Phéi hop perindopril v6i indapamide khéng lam thay déi tinh chét duoc
dong hoc ctia ca hai thudc so véi khi sir dun0 riéng ré.

Lién quan t6i perindopril:

Hép thu va sinh kha dung:

Sau khi dung theo dudng udng, su hép thu perindopril xay ra nhanh, néng
do cuc dai dat dugc trong vong 1 gid. Thoi gian ban thai ciia perindopril
trong huyét tuong la 1 gio.

Viéc &n thic &n lam giam su chuyén hoa thanh perindoprilat. Vi véy, dé téng
sinh kha dung, perindopril arginine nén duoc ding theo dudng udng mét lan
mot ngay vao budi sang trudc bira an.Phin bd

Thé tich phén b 1a vao khoang 0,2 l/kg vdi perindoprilat khéng lién ket Ty
1& perindoprilat lién két v&i protein cia huyét twong béng 20 %, chi yeu voi
enzym chuyén dbi angiotensin, nhung lai phu thudéc vao nong dd
perindoprilat.

Chuyén héa

Perindopril 1& mot thudc dang tién chét. Hai muoi bay phan trim cia luong
perindopril udng vao chuyén vao mau dudi dang chit chuyén hoa ¢6 hoat
tinh la perindoprilat. Ngoai chét perindoprilat ¢6 hoat tinh, perindopril con
tao ra 5 chat chuyen hoéa khac déu khdng c6 hoat tinh. Nbng db cuc dai cua
perindoprilat xuit hién trong vong 3 dén 4 gio.

Thai trur:

Perindoprilat duoc dao thai qua nuéc tiéu, va thdi gian ban thai con lai
(terminal half-life) cua phan khéng lién két véi protein la vao khoang 17
gi0, tao ra trang thai on dinh kéo dai trong vong 4 ngay.

Tuyén tinh/khong tuyén tinh:

ba ching minh 12 ¢6 quan hé tuyén tinh gitra lidu ding perindopril va ndng
d6 chét nay trong huyét tuong.

Céc dbi tuong dic biét:

Ngudi gia:

Su dao thai perindoprilat gidm & ngudi c6 tudi, va ca & nhitng bénh nhan suy
tim hay suy thin.

Suy than:

Viéc hiéu chinh liéu dung trong truong hop suy than Ia cin thiét, va mic
hi€u chinh phu thugc vao mirc d§ suy than (dd thanh thai creatinine).

Trong trudng hop chay than:
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D0 thanh thai perindoprilat qua thdm tach 13 70ml/phut.

Xo gan:

Dong hoc cuia perindoprilat bj thay dm ¢ nhiing bénh nhan xo gan. Pd thanh
thdi qua gan cia chit nay giam xudng con mét nira. Tuy nhién, lugng
perindoprilat hinh thanh khéng bi giam, va do d6 khong can phai hiéu chinh
licu.

Lién quan toi indapamide

Hép thu

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

Nong do dinh trong huyét tuong & ngudi dat duoc vao khoang mot gio sau
khi uéng thuéc.

Phéan bb

Gin 79% vao protein huyét tuong.

Chuyén hoa va thai trir

Thoi gian bén thai trong khoang 14 va 24 gi& (trung binh 18 gi0). Dung lién
tuc khong gay tich lu§ thube. Dao thai chi yéu qua nuée tiéu (70% cua heu
ding) va qua phén (22% cta liéu ding) dudi dang céc chét chuyén hoa mat
hoat tinh.

Céc dbi twong dic biét

Suy than: Dugc dong hoc cia indapamide khéng thay déi & bénh nhan suy
thén.

D6 thanh thai perindoprilat qua thim téch 1a 70ml/phit.
Xo gan:

Dong hoc cua perindoprilat bi thay dcn 0 nhitng bénh nhan xo gan. D9 thanh
thai qua gan ctia chit nay giam xuong con mét nua. Tuy nhlen luong
perindoprilat hinh thanh khéng bi giam, va do d6 khéng can phai hiéu chinh
li€u.

Lién quan t6i indapamide

Hap thu

Indapamide hap thu nhanh va hoan toan qua bng tidu hoa.

NonU d6 dinh trong huyét tuong & ngudi dat duge vao khoang mgt gid sau
khi uong thudce.

Phén b

Gén 79% vao protein huyét twong.

Chuyén hoa va thai trir

Thoi gian ban thai trong khoang 14 va 24 gi¢ (trung binh 18 giv). Ding lién
tuc khong gay tich luy thudc. Pao thai chi yéu qua nudc tiéu (70% cua heu
dung) va qua phan (22% ciia liéu ding) dudi dang céc chat chuyén héa mét
hoat tinh.

Céc dbi twong dic biét

Suy than: Duoc dong hoc cua indapamide khong thay d6i & bénh nhén suy
than.

QUY CACH PONG GOI
Hép 1 lo gdbm 30 vién nén bao phim

—

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

PIEU KIEN BAO QUAN
Déng kin lo thube @ tranh 4m. Bao quan & nhiét d6 dudi 30°C.

PILU KIEN BAO QUAN
Déng kin lo thube & tranh 4m. Bao quan & nhiét d6 dudi 30°C.

HAN DUNG CUA THUOC: 3 nam ké tir ngay san xuét.

HAN DUNG CUA THUOC: 3 nam ké tir ngay san xuat.

TIEU CHUAN CHAT LUQNG CUA THUOC: Tiéu chuan co s&
CHU SG HUU GIAY PHEP
Les Laboratoires Servier — France /Phép

TIEU CHUAN CHAT LUQNG CUA THUOC: Tiéu chudn co s&
CHU SO HUU GIAY PHEP
Les Laboratoires Servier — France /Phap
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NHA SAN XUAT

Les Laboratoires Servier Industrie
905, route de Saran

45520 GIDY - FRANCE / Phéap

Website address: www.servier, ~< SERVIER

NHA SAN XUAT
Les Laboratoires Servier Industrie
905, route de Saran
45520 GIDY — FRANCE / Phap
¥*

———
———

Website address: www.servier.vn = sERVIER

]r
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COVERSYL
PLUS

Arginine
5mg/1.25 mg

Vién nén bao phim
il arginine / indap

1,25mq indapamide

Hop ohtfa 30 vién nén bao phim
Diing duting uong

D& xa ldm tay & em

Boc ky hudng dan st dung e
khidung

Bao quan dudi 30°C

Chi dinh, cach ding, chdng chi
dinh va cdc Ihong lin khac: xem
trong t& hudng dan sif dung thudc
kém theo

Tieu chudn: TGOS

DNNK:

SDK: VN-18353-14
Chii s& hiiu gidy phép luu hanh/MAH:
Les Laboratoires Servier- France/Phap
Nha san xudtManufaclurer:

Les an..ao_mmama.%;:m:m:_m
905 roule deSaran

45520 m_nmw France/Phap %

o
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COVERSYL
Arginine PLUS
5mg/1.25 mg

Film-coated tablet
perindopril argininefindapamide

Compasition: One film-coated tablat

ns Amyg penndopril arginine
and 1:25mg indapamide

Box of:30 film-coale:
Oral use

Indicallon, dosage, conlraindications
and ather informalion; See enclosad

Rx - ._._Emo k@ dan

Oo<mmm<m
Argining’ ° PLUS
5mg/1.25 mg

Vién nén bao phim
perindopril arginine / indapamide

w vién nen bao phim
Filmscoatedlablets
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Rx Thudc ké don
Oo<mmm<—m D& xa tam tay trd em
Poc ky hudng dan st dung tnide
ini khi di
>—.ﬂ inine v _IC m zm%ﬁnm of the reach of children

maﬂx .25 mg Read carefully the leaflet before
Film-coated tablet use
Perindopril arginine/Indapamide

vien nén bao phim
{ilm-coated tablets
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