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TO HUONG DAN SU DUNG THUGC
om/

“TRIPLIXAM 5MG/1.25MG/5MG
"“TRIPLIXAM 5MG/1.25MG/10MG
“TRIPLIXAM 10MG/2.5MG/5MG
"TRIPLIXAM 10MG/2.5MG/10MG

Thude nay chi ding theo don thde
D4 xa tAm tay é em
Doe ki hudng diin s dyng trude khi ding

m\NH PHAN ccm rmfc

Théﬂh phtn du‘cﬁc chét 3 :l!srng peﬂnﬂnp-rll Iudng dLrﬁng Smg
perindopril arginin, 1,25my indapamid vé 6,935mg amlodipin besilat
tuong duong Smg amiodipin,

i

phim TRIPLIXAM 5mg/t 25ma/10mg chia:
Thénh phdn duge chdt: 3,395mg perindopril tuang dudng Smg
perindopril arginin, 1,25mg indapamid va 13,870mg amlodipin besial
1uung ﬂuang 1Dmg lmlod:pin

Thanh ph.ﬂn duuc :haL . 790 mg perlndoprﬂmng dwng 10mg
perindopril arginin, 2,5mg indapamid va 6.935mg amlodipin besilat
lzmng ducng i 5mg amlndlpln

Thanh :Jhﬂn Euw: uh!'! 8 ?QOmg panndupn\ tuang dmng 10mg
perindopril arginin, 2,5myg indapamid va 13.870mg amlodipin besilat
fudng duang vai 10mg amiodipin.
Thanh phén 14 dugic:
= Vién nhén: Hgp chét tinh bt canxi carbonat: Canx carbonat 90%,
tinh b3t ngd tién gelatin hda 10%, cellulase vi tinh thé (E460), natri
croscarmellose (E488), magnesi stearat (EST2), silic dioxyd keo khan,
tinh bt tién geiatin hda.
- Mang bao: Giycerol (E422), hypromeliose 6mPa s (E464), macrogol
6000, magnesi stearat (E572), titan U=t (E171),

lﬂl

DANG BAO CHE

Vién TRIPLIXAM 5mg/,25meg/5mig mao | réng hinh thudn, bac phim,
dai 8,78 mm, réing 5,18 mm, khAc hinh4s=tinmbt mét va hinh ¥ girén
mat ¢ lai

Vién TRIPLIXAM 5mg/1,25mgy10mg méu tréng, hinh thudn, bao phim,
dai10,7 mm, 3ng 5,66 mm, khdc hinh &= trén mdt mat v hinh. 2 strén
mét cbn lai

Vién TRIPLIXAM 10mg/2.5mg/5mg mau trdng, inh thusn, 520 phim,
dai 11.5mm, rgng 6,08 mm, khéc hinhas= trén mét mét v hinh = sirén
mét edn lai.

Vign TRIPLIXAM 10mg/2 Smg/10mg méu irdng, hinh thudn, bao phim,
g4i 12,2 mm, rgng 6,46 mm, kndc hintvs- trén mdt malva hinh = atrén
mat con lal.

CHi BINH

TRIPLIXAM duge chi dinh thay thé tromg didu i 18ng huyt 4p cho
bénh nhan da duge kidm soat huyét &p khi két hgp perindoprill
indapamid va amlodipin ¢ ciing ham lugng.

UEU LUGNG VA CACH DONG

Lidu lugng

Mot vign nén bao phim mdi ngay, 18t nhét nén ulng vao bubi sang va
‘rude bita &n.

Phii holp lidu c8 dinh khdng phis hop wdi tri ligu khéi ddu.

Khi cdn di8u chinh liéu, nén didu ehinh wai 10ng thisnh phén.

Ciic 681 tugng bénh nhin dic bist

Bénh nhdn suy thin

(i bénh nhan suy than nang (44 thanh thai creatinin < 30mliphat),
chéing chi dinh vai TRIPLIXAM,

(i banh nhan suy than vila (4 thanh thal creatinin 1 30-60 mifphut),
chdng chi dinh vai TRIPLIXAM 10mg/2,5mg/Smg va TRIPLIXAM
10mg'2,5mg/10mg.

Khuyén céo nén bét diu didu trj vdi lidu thich hgp 1 dang phéi hop
1.

Theo diyté thuting xuyén bao gdm kim EsAL thuing xuyén creatinin
v kall.

Chding chi dinh didu trj ddng thiiperindophil vdi aliskiren & béni nhin
Suy than (85 loc cAu than < G0miphat 1m2).

Bénh ahdn suy gan

G bénih nhin suy gan ndng, chBng chl 1 - vl TRIPLIXAM.

O nhang bénh nhan siy gan nhe 64" i, TRIPLIXAM nén duge sl
dyng vdi su edn trong do lidu khuyéin céo clia amlodipin irén nhiing
biénh nhé&n nay chua dugc thiét 5p.

Bénh nitdn tgn fudi

B thanh thai ciia perindopriiat gidm & ngudsi lan usi.
C6thé didu tri TRIPLUXAM cho ngubi i6n tuditity thue viae chi nang
than.

B4 an toan va higu qud cla TRIPLIXAM trén tré em va trd vi thanh
niéin chua dugc céng b, Hidn chua cd di libu.

Céch diing

Thube diing dudng ufing

CHONG CHI BINH

- Bénh nhén lge thin

- B&nh nhén bi bénh 5Ly Sim mdt bi mé kndng duos didu

= Suy than ndng (A& thanh thai creatinin < 30mliphut)

- Suy thdn vira (49 thanh thai creatinin tii 30-60 mUphdt), chéng chi
dinh vi TRIPLUCAM chida 10mgi2,5mg cda dang phéi iop perindoprill
indapamid (TRIPLIXAM 10mg/2.5mg/Smg va TRIPLIXAM
10mg/2.5mgf10mg).

- Mn eém vdi thanh phén hoat chél, hode bt o dfin xudt sutionamid
néo, mdn cim vl din xuét dihydropyridine, vai bt el thudic Gc ché
enzym chuyén dang angiolensin hodic bt ol thanh phn nao cla
thude.

- Tién sif phis mgch (phii Quincke) l18n quan dén diéu tri bing thudic
{ic ché anzym chuyén dang angiotensin trude 46

- Phis mach mang tinh chal di truyén hodc vd cén

- Gial doan 2 va 3 cla théi ky mang thal

- Bang cho con bl

- Bénh nio do gan gay ra

- Suy gan nang

- Ha kali huy#t

- Ha huyét dp nang

- 56c (bao gbm sfc tim )

- Thc nghén a9ng mach tam thal trai (hep dong mach chil)

- Buy tim huy8t déng khing 8n dinh sau con nhéi mdu co tim cdp

~ Bidu tri dding thoi TRIPLIXAM véi cac thudc chira aliskiren & bénh
nhdn iéu duting hode suy thiin (40 lpc céu than < BOmI/phit/1,73 m)
- 5t dung g thi véi sacubitrilivalsartan

- Cé dilu Irf ngodi cd thé déin dén vide mAu 1idp xic voi cdc b8 m3t
tich dién am

- Hep dfng mach thin hai bén hodic hep ding mach dang ké ddn dén
cbin ehie ndng thin mot bén

CANH BAO DAC BIET VA THAN TRONG KHI SUDUNG

Tét ¢4 cac cnh bao lién quan d&n tiing thanh phén, dugc figt ké dut
day, nén duge dp dyng trong phéi hop 118U eb dinh clia TRIPLIXAM.
Cénh béo

LithT
K&t hp lithi vai phéi hap perindopriliindapamid thuting khong duge
I:I:uy!ﬂm

m cﬂ-tﬁngchd‘rrgvéw&csa‘ldung mgmmacwm .rcnhémym
chuyén dang angiotensin, c&cﬂ!u&:ﬂhdﬂéhuﬂlia@ﬂkﬂsmllhuﬂn
aliskiren 1&m tang nguy cd ha huyét ap, tang kali mau vA suy giam
chilc n&ng thén (bao gém suy thén cdp). Do do phong b kép hd
renin-angiotensin-aldosteron bang céch phdi hlp thudc te ché enzym
chuyén dang angiotensin vii thudc to ché ththé angiotensin Il (AR
hodc aliskiren khang dugc khuyén cao,
NBu ligu phap phong bé kép la thyjc suf cdn thidt, viec diéu trj nay chi
nén duge thyc hin dusi sy gim sat clia chuygngiay 1€ v b&nh nhén
cén dugic theo déi chat chi chile ndng thin, didin gi&l v& huyét &p.
Khang nén s dung ddng thal cac thudc (c ché enzyn chuyén dang
angiotensin vi cac thudic ific ch thy thé angiotensin 11 3 bénh nhan
cd bénh than do tidu duang.

U O e il K CE Pia

Vige két hap perindopril vei cdc thude Igi tidu gil kall, ché phdm bé
sung kall hodic cac mudi thay thé chia kali théing thuting khéng dugc
khwiﬂ céo,

Gi4m bach cu trung tinhim#t bach cu hat, gidm Gy cAu va thisy
méu 4 duge bao caod nhang bénh nhén ding Ue ché enzym chuyén
dang angiotensin. @ bénh nhan o6 chic néng than binh thudng va
khéng c6 cdc yéu 1 nguy cd di kém, gidm bach cdu trung tinh rét higm
khi xdy ra. Perindopril nén duge s& dung vdi sy than trong dac bigt &
nhiing bénh nhén £d bénh méu tao keo, dang diéu ir| bAng cc thufi
{fc eh#& mién dich, dang didu triwdl allopurinol hodc procainamid, hoas
phéi hop cda nhilng yéu td phic tap ndy, déo bt ndu nhu da od suy
gi&m chiic ndng than trudc do, MOt s6 bénh nhén ndy sé phat tridn
bénh nhiém triing ndng mé trong mét s8 trudng hgp khing dap ing
wi &€ khéng sinh manh. Néu perindopril duge sl dung & nhang bénh
nhan néy, nén kiém tra dinh ki s6 lugng 1§ bao bach cdu va b§nh nhan
nén duoe hidng dén céch béo cdo nhilng diu higu cda nhidm tring
{vidy viém hong, sdt).

Cd kh& nang tEng nguy ¢ ha huy&t 4p vé suy thén khi bénh nhin b
hgp dng mach thén hal bén hodc hep d9ng mach than din dén con
chiie néing than mit b4n dude iy trf vl ic ché enzyme chuyén. Bibu
tri bing ¢dc thudc boi tidu eo thé 12 yéu 15 dbng gdp. Suy chic néng
than tham chi 6 thé xusit hién chi vdi thay o8 nhe creatinine huyét
thanh trén bénh nhan hep ddng mach thin mét bén.

Phis mach & méit, cdc ddu chi, mi, ludl, thanh min vévhodc thanh quéan
48 dugc bdo caa higm gap trén nhing bénh nhn dudc didu iri biing
céc thulc e ché enzym chuyén dang angiotensin, bao gém
perindopril. Phdn ung nay cé thé xuat hign bl ol thai gian néao treng
qué trinh di&u tri. Trong nhing truting hap mhlf Ay, nén Kip thé ngimg
diing perindopril v bt ddu qua trinh thea di thich hdp, 1iép tuc cho
dén khi cac triéu ching xudt hign thodl lui hoén tnén. Trang khodng
thi gian nay, cac trigu chiing sung mat va mo| huding 1 hét ma khing
oAn didu trf, cho di cac thudi khéng histamin oé thi o6 higu qud Eam
gidm trigu ching.

Phii mach i3n quan d8n phis thanh mén o6 thé gay i vong. Khi xust
hién céc trigu chiimg phi & ludi, thanh man hodc thanh quén, cd thé



d&n dén 14c nghén duting thd, bidn phép thich hop bao gdm tiém dudi

https //n h ath u Ocn g Oqgmma[&mﬂﬂ 10.3ml -0.5m1) v hodc bidn phap

ugic ap dung kip thi.

Bénhnhan da den dd duge bao cio 1 of 1f ié phit mach cao hon nhém
bénh nhan khac khi sil dyng thudic dc ché enzym chuydn dang
angiotensin.

Bénh nhan c6 tign sd phis mgch khang i quan dén vidc didu trjbing
cée thuse c ché enzym chuyén dang angiotensin cé thé 1ing nguy
cd phi mach khi s dung cdc thudc Uc ché enzym chuyén dang
angiotensin.

Phis mach duding tigu hoa && dugc ghi nhiin 14 hism géip trén céc bénh
rihan diéu fr} béng céc thude tic chd enzym chuyfin dang angiotensin.
Céc bénh nhan nay xudt hién trigu chiing dau bung (ch hodc khéng
cd budn ndn hodo nén); trong mét s8 truting hep khing cd phi mat
XUEt hidn trudc v néng d8 G-1 esterase & mic binh thubng. Chin
dodn phi mach bao gbm chyp CT & bung, hodc siéu 4m, hodc bing
phiu thudt va mdt cac triéu chung sau khi ngung dang thude te ché
anzym chuyén dang angiotensin. Nén chdn doan phan big! phi mach
duaing tigu hoa trén bénh nhan ding thube tc ché enzym chuyéndang
a.ngm'tsnslrl cb h|§u hlén dau an

m:d!mm_hmmmh

Bénh nhan ding ddng thai val céc thudic dc.ché mTOR (nhu siralimus,
everolimus, tlemsiralimus) cd thé tang nguy cd phl mach (hy sung
duing hé hp hodc [udi, e6 hodc khdng o suy gidm hd hép),

Phdi hap perindopril vdi sacubitrilivalsartan duge chdng chi dinh da
Tam ting nguy cd phil mach. Sacubitril’valsarian chi dugc b déu
diing 36 gidr sau khi két thic liéu cudi cling clia perindopril. Néu diéu
rj biing sacubitrilvalsartan diing, liéu phap perindopril chi dugs bat
ddu 36 i sau lidu cudi cing cla sacubitrilivalsanan. S dung ddng
théli ciia c4c (1o ch8 NEP {nhif racecadotril) va (fc ché anzyme chuyén
cling ¢t thé lim ting nguy co phis mach. Do dé, cén dénh gid Igi ich-
nguy cd mil cach cdn than trudc khi bat dau didu tr vdi cac de ché
NEP tnhu racacadalnl} trén banh nhan ﬂang dun.g pamﬁopr\l

G&c ban r.an ﬂéng 1é trbn nhﬂng henh nh&n da Eé\ qua nhing phén
iing phan v& de dga tinh mang khi i dung ¢ ch enzym chuydn dang
angiotensin trong qud trink gidi mén cém i noc cda mdt s8 losi cén
triing {ong, ong vé vé). Uc ehé enzym chuyén dang angiatensin nan
dugc s dyng vdi sy thén trong @ nhilng b&nh nhan di dng da dugc
diéu tri giai mén cam, va trénh s dyng & nhing bénh nhin dangdiing
mibn dich i ligu. Tuy nhién nhiing phén Ung néy cd thé dugo ngan
ngita bing cach tam thai ding thude Gc ché enzym chuyén dang
angiotensin trong ving 24h trudc khi diéu b cho bénh nhén cdn c
thusc e m&wm chuyén dang inumensln va nié min chm.

Phén uing phan v& de doa tinh mang hiém khi gap & bénh nhén ding
thuéic (ic ch& enzym chuyén dang angiotensin trong qué trink lgc loai
lipoprotein ty trong théip biing dextran sulphat, Cothd tranh duge cde
phan iing phén v& nay bing cach tam théi ngling ding thusc dc ché
Ryt PRy danG angrotensin st m8i in loe Toal —

Phan (ng phan v& da dugc bao c4o rén nhilng bgnh nhén thém tich
méu wdi mang loc (8¢ dd cao (vi du AN 83 @) dute didu trj ddng thisi
véi cac thudc tc.ché enzym chuyén dang angiotensin, Trén cdc bénh
nhén néy, nén xem x&t st dyng loai mang thdm tich méu khac hodic
50 dung c&¢ thudc chéing ting huyét 4p nhom khae.

Téing aldosterone fién phdf:

Bénh nhan bj 1ang aldosterone tién phat nhin chung khong dap lng
véi cde thudc chdng téing huyét dp hoat ddng théng qua viée Uc ché
hig renin-angiotensin, Dio dé viee sl dung thude nay khong dugc khuyén
céo.

Phu nd 6 thaf

Khiing nén bt 34 sl dung cac thudc ic ché enzym chuyéin dang
anglotensin trong théi gian mang thal, Trirtrung hop cdn thiét phai
1iép tuc didu trj bing céc thusc tic ché enzym chuyén dang anglotensin,
b&nh nhén dy dinh mang thai nén dfi sang diéu tri bing thudic ching
tiing huyét &p khac ma g% an toan khi s dyng che phy nil c6 thal dé
duge thigt Iap. Khi duge chén dodn o6 thal, nén ngiing diing céc thuc
e ché enzym chuyén dang angiotensin ngay ap tic va nén bt ddu
diéu trj thay thd béng mit thubc kivic néu thich hop.

Bénh ndo do gan

Khi bj suy gan, cée thuc Igi 1i8u thiazid va céc thuc gidng thiazid o6
thé gdy ra bénh ndo do gan. Mén ding thude loi 11y ngay 14p 1o néu
didu nay xay ra.

Cég truding hop nhay cam vdl &nh séng khi ding cde thubc gl tidu
thiazid hodc gisng thiazid 48 duge béo cdo. Néu cac phan Ung nhay
c&m vdi anh sang xdy ra trong qud trinh diéu trj, nén dimg thude. Ny
viie diing trd lai cdc thudc Ioi tidu a thifc sy cén thigt, bénh nhan nén
tranh 4 da t1&p xuc vi Anh sang mat tidi hodc tia UVA nhén tao.

Thén treng khi s dyng:

Suy thin

- Trong truting hap suy thén ning (44 thanh théi creatinin < 30mi/phut),
chdng chi dinh vai TRIPLIXAM,

- © D&nh nhan suy than vila (a8 thanh thl creatinin < B0 mifphat,
chbng ehi dinh véi TRIPLIXAM chila 10mg/2,5mg cla dang phéi hop
perindoprilindepamid (TRIPLIXAM 10mg/2,5mg/Smg v TRIPLIXAM
10mg/2,5mg/0mg).

- Onhing bénh nhan thng huyét 4p khdng cé t9n thuang than fd ring
tnigic 46 vé kiém tra mdu 1di than cho thiy chile niing than suy gidm,
didu b nén duge difng va e 1hé bt dAu lak val I8y thp hosic ddn trf
liéu.

@ nhing b§nh nhan nay theo ddi y 1€ bao gdm kifm st kali va
oreatinin, sau 2 tuln didu trf v méi 2 thang trong qué trinh diku trj 8n
dinh, Suy than dusic béo céo chi yéu 8 nhing bisnh nhin suy tim néng
hode d@ of nén tAng suy thin bao gdm hep ddng mach thin,

Thufic nay khang duge khuyén céo trong trubing hop hep ddng mach
thén hai bén hedc chl con chic ndng mit than,

- Miguy oo hg huyét ap dng mach va/ hodc suy thin (trong trudng hop
suy tim, mét nudc va dign gidi_). P& loan dang ké cua hé renin-
angictensin-aldosteron 43 dude quan s&t i perindopril khi b mét
nuidic va didm gidi 1@ rang (ch& d8 3n kidng musi hodc dibu ] lni tidu

kéto G4i), nhiing bénh nhén huyéit 4p ban ddu thép, trong tniing hap
hep d5ng mach thén, suy tim sung huy&t hodc xd gan o6 phi vA cd
trudng.

Vidc (fc ché hé thding niay bling mt thusic de ché enzym chuyén dang
angintensin ¢4 thé gay ra ha huyét 4p 46t ngbt va'hokic ting mic
creatinin huyé tuong, ohi ril sy suy gidm chiic ndng thin, trang théi
‘gian déu diu trva trong 2 tudin 44u cla diéu trl, Trong mét s6truiing
higp, diéu nity trd nBn cAp tinh ke khdi phal, mAc di hidm, va khdi phat
tai c4c thif diém khéc nhau,

Trong nhilng trudng hgp nay, digu trj nén dugc bat ddu voi lisu thp va
taing dén fiéu. & nhing bénh nhan b bénh thidu méu tim va bénh
mach mau naa, vide ha huydt 4p qua mic co thé gay ra nhdi mau co
tim hodic tai bién mach méu néo.

- Thudc Igi tidu thiazid va cac thudic Ik liéu gidng thiazid chi hidu qud
hoantoan khi chiic nang than binh thuiing hodc suy gidm nhe (mic
creatinin huyét tuiang dudi 25mg/, nghia i 220pmoll & ngui trulng
ihanh).

@ ngut lan tufi, mic creatinin huyét teng cin duge didu chinh theo
1w, cAn nding v gidi tinh.

Giédm thé tich mAu thit phét do mat nudic vi mudi gy ra b loitidu tai
thii glan d4u didu tri c6 thé gay ra giam 88 loc  tiéu cdu than, Bidu
néy ¢t thé dfn dén tang ure mau v creatinin huyét tuong. Vide suy
gidm chiic ndng thiin thodng qua nay khiing gay ra hg qu d nhiing
¢4 thé cé chiic ning thiin binh thubing nhung nd e thé 14m trdm trong
hdn viéc suy gidm chiic nang than da cd tnide do.

- Amiodipin ¢ thé st dyng & nhing b&nh nhan suy than vdi liu thdng
[FU8RG: Thay ddi néng d§ amlodipin huyé tugng khang lién quan dén
d suy than.

- Hilu qué cla vige kil hop trong TRIPLIXAM chifa duge kiém tra &
céc bénh nhin ¢6 bt thuang vé thin. 3 bénh nhan suy than, iéu cla
TRIPLIXAM nén tan rong lidu clia c4c thanh phin khi ubng riéng I&.

Ha huyét dp va mét nudc vé natri

- G nguy cd ha huyét 4p Al ngdkhi co sy mat natr rudc 85 (3¢ bit
@inhiing b&nh nhan c6 hep ding mach than). Do dé kidm tra toan thén
nén dudc tign hanh khi o nhilng ddu higu 1am sang cla mét nube v
di8n gidi, o6 thé xult hién khi dang bi tidu chdy hodc ndn. Theo dai
thirang xuyén dign gidi huyét tuong nén dugc 1ién hanh trén nhing
bénh nhén nay.

Ha huyét &p déng ké c6 thé cdn thyc hién mbtdudng truyén finh mach
mudi ddng trudng.

Ha huy&t 4p thodng qua khéng phai 14 chiing chl dinh d tiép tyc visc
didu 1rj. Sau khi tai thigt Lp thé tich tudn hoan va huy8l 4p, 6idu tri cd
thé b1 d4u lai hodic bing cach gidm (i hodc voi chf mét thanh phén.
- Viéc suy gidm ndng db natri cd thé khang co Iriéu ching ban day,
do dé, cdn tién hanh x&t nghidm thuing xuyén. Nén tifin hanh x&t
nghiém thuting xuyén hon & nhiing bénh nhan cao tudi va xo gan.
Bt cif phusing phép digu tri bing thusic Igi tidu nao ciing cd thé gay
& ¢hilng gidm natri huyét, di khi ¢6 héw qua rét nghiém trong.
Gidm nalri huyit kim theo gidm thié lich méu ¢6 th 13 nguyén nhan
clia fin trang mét nudc va ha huy#! &p tu the ding, Sy mét di déng
1hdi ec fon chlorid o6 thé dén dén nhidm kiém chuyén héa cd bl thil
cdp: thn sudt vé muc dg dnh hudng nay I& nhe.

Kali

- Vidc két hgp indapamid vasi perindopril va amlodipin khong ngan
ngifa ha kall mau khi phat dac biét & nhing bénh nhén tiéy dudng
hodicbénh nhan suy than. Cng nhu 1t cd cdc thutc ha huyst ip khac
khi phii hop vai thude Igi tidu, kifm tra thubing quy kali huyét tuong
nén duge fidn hanh.

- Tiing kali huyét tugng dé dugc quan s&td mdt s6 bénh nhin da duge
didu tri véi dc ché enzym chuyén dang angiotensin, bao gdm
perindopril, Cac yéu 8 mguy co 1am tang kali méu bao ghm suy thin,
giam chifc néng thén, tudl (70 wud), i duting, cac bidn cb xdy ra
déing thas, d&z bidt 1 mat nusc, mét bit tim cdp, nhidm toan chuydn
héa va st dyng ddng thai véi cac thudc 1oi tigu gio kail (nhu
spironclacton, eplarenon, triamteren hosc amilorid), ché phdm bd
sung kali va cdc mudi thay th 6 chia kali; hodc bénh nhan sl dung
cécthude khac 14m tng kali huyét thanh (vi dy heparin, co-Irimaxazole
duric biét dén 14 trimethoprim/sulfamathoxazole). Vige s dung bé
sung kall, cc thudc gl tidu gid kali hodc cAc mudi thay 1hé cd chia
ali diic bi¢t trén banh nhén suythén o6 thé [am tiing o6 ¥ nghia ndng
@4 kali huyét thanh. Tang kali mau c6 thé gy ra loan nhip nghiém
{rgng, A8 khi cé thé diin dé&n tf vong. Néu vigc ding déng thili cic
thuic nél trén dugc coi 14 cén thist thi cdn s dung thn trong v thuting
xuyén theo dai kali huyét thanh

- S mét kall va gidm kali m&u 13 nhOng nguy ca chinh cda thude Igi
fidhu thiazid va cdc thulc Igi tiéu gifing thiazid. Nguy cd khdi phat ha
kali mdu (<3,4 mmoll) cn duge phang ngla trén nhilng b&nh nhén
6 yéu t nguy ca cao nhu bénk nhan 1n tudi va/ hodic bénh nhan suy
dinh dubng c4 hodc khong didu irj nhidu thudc, bénh nhn x gan bj
phi v& ¢d trudng, bénh nhan bj bénh ddng mach vanh va bénh nhan
suy {im.

Trong truding hgp ndy, ha kali mau l&m tang dbe tinh tim cla céc
glycosid frg tim va nguy cd loan nhip.

Géc cé thé vii khodng cdch QT daj cing i 46/ fuong cd nguy ca, cho
dit do bdm sinh hay do ding thudc.

Ha kali méu, cing nhu nhip tim chiim, | yéu 18 d&n dén loan nhip tim
nghiém trong, dac bigt xodn dinh, ¢ thé de doa dén tinh mang.
Kiém soét kali huyéit tuong thung xuyéin hon dudc yéu céu trong 15t
civcAe trubng hop k8 trén Vic do kafi huyét tuong nén durge il hanh
1rong tudn déu fién sau khi bat ddu déu tri,

Niu phat hiéin miic kali thap, visc digu chinh 12 cAn thisl,

Canxi

Thudic Igi tiu thiazid vA cae thudc Igi tidu giSng thiazid cd thé lam
‘giéim lung canxi bai tidt qua nudc tifu va lim tang nhe vé thodng qua
Iiang canxi huydt twang, Tang canxi mau dang ké c6 thé do cuting
tuyéin gidp chua duge phal hidn trudc dé. Trong truling hop nay, vidc
diéu tri n&n dimg trude khithdm db chile nang tuyén giép.

Bidu tri tAng huyét dp ddng mach than |2 vide 1] tudi méau, Tuy nhidn,
e ehé anzym chuyén dang angiotensin ¢4 thé d téc dung & nhing
Egnhnhan 18ng huydt 4p dong mach than dang dgi phiu thuil hodc
khang thé phéu thust.

Néu TRIPLIXAM dudc k& ddn che nhing bénh nhan da bidt hodc nghi
ngit hep ding mach thén, diéu trj nén dudc bt diu trong bénh vién
voi vide theo d8i chile nang thén va kal, do mot 88 bénh nhén 8 b
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khan da dugc ghi nhan khi s dung cc thudc deché enzym chuyén
dang anglotensin. Ho déc iring 1 ho dal ding va chdm dit sau khi
ngimg didu 1, Nguyén nhén do dung thuéc nén duge cAn nhéc trang
triéu chiing nay, M&u vidc didu trj bang mét thudc dc ché enzym chuyén
dang angiotensin ven dusc v tién, vide 1idp tue diéu tr cd thil dugc
can nhéc,

Xovila ddng mach

Nguy cd ha huyét dp co thé xust hign d tét ¢d cac bénh nhan nhung
dAc bigt chil § nhing bénh nhan 6 bénh thidu mau co tim holc thidu
nang tudn hoan nao, véi viéc didu tr bét ddu & lidu thép.

Hiéu qud va 8 an toan cla amiodipin trén bénh nhén tng huyét &p
cdp tinh chuia dugc thigl lap.

Suy tim /Suy gidm chiie néng tim

Bénh nhan suy fim nén dudc didu tr vi sy cdn trgng.

Trong mét nghién ey [4u dai, so sanh vai gid duge trén nhilng bénh
nhan ¢é suy tim ndng (NYHA & 111-v), tac dung phu phi phdi duge
béo cdo cao han & nhdm ding amlodipin khi so sanh véi nhém gid
duge. Céc thudc chen kBnh canxi, bao gbm amiodipin, nén duge s¢
dyng wiil sif clim trong trén bisnh nhin suy tim sung huyét, vi ching co
1hé lam tng bién c& tim mach va tirvong. Thudc (gl tiéu thiazid va cac
thuBc Igi tidu gifing thiazid eo thé [4m gidm Iugng canxi bai fist qua
nudc tiéu va lam tang nhe v thodng qua lugng canxi huyét tuang.
Téing camxi méu déng ké o6 thé do cusing tuyén gidp chua dugc phat
hign tute do. Trong truding hap ndy, viée diby tr nén dimg trude khi
tham dé chilc nang tuyén gidp,

Trén nhilng bénh nhan co suy tim rang (46 V), didu i nén dupe bét
d4u dudi sy giam sal y 1 va gidm liéu khdi . Khdng nan ding diéu
1ri véi ede thude ehen beta trén nhiing bénh nhén ting huyét dp co
bnh dgng mach vanh: nén phdi hiop hudc de chié enzym chuydn dang
ang\maﬂsln vai mudc Gh&ﬂ‘! beta.

Cm: mudc ﬁcr.hﬁ anzym chuyén dang anglulnns\n nﬁndu:;n stidyng
thén trong khi diung cho cac banh nhan ¢é te nghén dong méu di ra
tif thét trdi

Trén bénh nhan tiéu déting phy thue insulin (xu hudng v phat tang
kali}, difu trj nén duge kndi ddu dudi sy gidm sat y t va vl lidu thép.
Mic duting huyt nén dudc theo @i chit trén nhiing bénn nhan tidu
duBing trudc 46 da duge: dibu tri bng c4c thudic tifu dubing dang ubng
hogcinsulin, ddc biét trong thang dAu tién khi didu trj vdi céc thubc e
ch& enzym chuyén dang anglotensin.

Kigm so&t duting huyét I quan trong déi voi bénh nhén tiéu duing,
déic hiét khi mi kali thép.

Tudng il cde thudc ifo ché enzym chuyén dang angictensin khac, fac
dyng ha huyét ap ca perindopril cd thé kém hidu qué hon trén bénh
nhén da dan, ¢4 ihé 12 do 1 1 hoat tinh renin huyét udng thép & qudn

_th# bénh nhén da den ting huyéup ea0 hon,
PhiuthudtGiy mé-

U ché enzym chuyén dang anwalunsm 3 |h§q&yna nuyél a.p'uong
truiiing heip gay mé, dac bidt khi thusc gay mé cb kha nang ha huyBt
ap.

Do d6 viéc difu trj éie.ché enzym chuyén dang anglotensin catéc dyng
kéo dai nhu perindopril duge khuyEn cdo & nén ding trudc khi phau
thugtkhodng mt ngay.

Suy gan

Rét hidm khi, cac dc ché enzym chuyén dang angictensin lign quan
d&n hoi ching bét ddu bng ching vang da i mét va tién trién thanh
hoai tll gan bae phét va (85 khi) 10 vong. Cd ché cla hdi chiing nay
chua dugc hiéu rd, Bénh nhén st dyng thudc ée ché enzym chuyén
dang angiotensin bj tang vang da va tang ddng ké enzym gan nén
ngung sérdung thuic tic ché enzym chuyén dang angiotensin va cén
duge theo dii y 1é thich hep.

Thili gian ban thai cla amlodipin bi kéo dai va gid irj AUC cao han &
bénh nhan suy gidm chic nang gan; knuyén c4o iéu chua dugc thiét
18p. Do A6 amlodipin nén duge khdt trf tai lidu thp wdi sy edn trgng,
<4 ki kndi trj cing niw khi ting §éu. Biéu chinh lidu chém va kiém
sodl chit chd oo thé duge yéu céu d nhiing bénh nhan suy gan ning.
Hiéu qud ela vidc kéit hp trong TRIPLIXAM chua dug kifm tra trén
bénh nhan suy gan. Lién quan dén hiéu qua cla mBithanh phén trong
phéi hop ndy, TRIPLECAM chdng ohi dinh & bénh nhitn bi suy gan néing,
‘v than trong ddi vdi b&nh nhan suy gan nhe dén via.

Acid urig
XU Hudng bi bénh gout ¢h thé tang & nhing bénh nhan ¢6 acid uric
méu t&ng.

Nén kidm tra chilc néing than va mufc kali trudc: khi bAt ddu didu tr.
LiBu d4u tign cdn dugc difu chinh theo ddp lng cla mic huyét ap,
d4c bigt trong nhilng truding hdp mét nudc A dign gidi o4 trénh khdi
phétcon ha huyét ap dit ngdt.

@ bénh nhén 18n tudinén than trong trong viéc tang iéy amlodipin.

COTHAI VA CHO CONBU

Do &nh hudng ctia cac thanh phéin riéng 18 trong san phim phdi hap
trén viéic mang thai va cho con ba, TRIPLIXAM khéng duge khuyEn
chio'sll dyng trong thai ky ddu. Ching chl dinh TRIPLIXAM trong thai
Ky thi hai va thi ba.

Chdng chi dinh TRIPLIXAM trong thai gian cha con bl. Quyét dinh
cén thyc hign dd |2 ngiing cha con bil hay ngUng s dung TRIPLIXAM
phy thugc vao tm quan trong cla didu tri ndy wii ngudi me

Mang thai:

Perindopril:

BAing chiing dich 18 lién quan d&n nquy co gly quél thai sau khi si
dung cac chét Uc ché enzym chuyén dang angiotensin trong thai kj
8 chia di dén kit ludin; tuy nhidn mdt sy tng nhe nguy ed1a khing
thé loi triz. Trit khi vidc tiép tyc si dyng thudc dc ché enzym chuyén
dang angiotensin duge coi 13 cén thidl, bénh nhan cd ké hoach mang

Vigc sl dyng thudc tic ché enzym chuyén dang angiolensin
khéing dugc khuyén céo trong thai ky ddu. Viéc sU dung thudc
{fc ché anzym chuyén dang angiotensin i chBng chi dinh trong
thal ky thid hai va thd ba,

thai nén dugc chuyén sang diéy trf bdng thudc chdng tang huyét dp
khéc dé thiét 18p dugc dil libu an toan cho vigc st dyng khi mang thai.
Khi 43 dugc chén dodn céthai, didu rvéithudi de chd enzym chupén
dang angiotensin nén ding lai ngay lap W, va néu co thé, bit déu
bang tri liéu khac thay thé,

Ve sl dyng thuc e ché enzym chisyén dang angiotensin trong thai
Ky thil hai va this ba duge biét dén gay ra nhism ddc thal nhi (suy gidm
chifc nang than, thidu &, cham xuong hoa hip so) va 6dc tinh 5o sinh
{suy than, ha huyét &p, tang kali mau).

Trong triing hop & sd dung thude dc chd enzym chuyén dang
angiotensin trong thai ky thir hai, khuyén cdo sibu &m Wiém tra chiic
néng thgn vA hip so.

Teé 50 sinh c6 mg dé sl dung thuse (e ché enzym chuyéin dang
angiotensin cén phai dugc theo dii chat ché viéc ha huyét 4p.
Indapamid:

Khbng c6 hodic 6 40 liéu gid han (it hdn 300 phy nid mang hai) W viéc
sl dyng ingapamid d phy nil mang thai. Kéo dai vigc sif dung thiazid
frong sud! thai ky thirba c6 thé lam giam thé tich huyét tuong clia me
ciing nhyt luu lgng médu 1l cung - nhau thai, ¢ thE gly thigu méu
nhauthai cyc b vé cham phat tridn. Hon nifa, mt 54 trucing hap hiém
géip clia ha dudng méu va gidm tidu cdu 518 s sinh 43 duce béo cdo
sau tip xic ngén han,

Cac nghién ciu trén ddng vat khdng chi ra cac tc dung oo hal tric
tiéip va gidn tidp i dde tinh sinh sén.

Amlodipir;

B an toan cia amicdipin trong thal ki cia ngudl chua dugc thiét ip.
Trong c4c nghién clu 1rén dding vat, dge tinh sinh sin di duge quan
st § liéu cao,

Che con b

TRIPLIXAM duge ehing chl dinh trong thisi ky cho con b,

Perindoprit

Do khing 6 d{ liéu li&n quan dén viée sl dung perindopril trong qua
frinh Gho con bi, perindopril khing dugc khuygn cao vA uu tign céc
didu tri thay thé vai vdi hd 50 an toan 43 duoi thiét 13p trong qué trinh
cha con bi, d8¢ biét khi cho bii ré 50 sinh hodc tré sinh non.
Indapamig:

Khang cé 40 thiing tin wé sy bai tiét clia indapamid/ cdc chdt chuyén
héa vio sda me.

Qiua mAn vii cac thudc diin xudt clia sulfonamide va ha kall mau co
1hé xdy ra. Khang thé Inai trif nguy co A1 véi tré so sinh/ {18 nh.
Indapamid lién ha mat thigt v cas thudc |qi tiéu thiazid o6 lién quan
16 sy giam hodic tham chi Oc ché tét s0a trong thil glan eno con bi.
Amlodipin

Amlodipin chua dude bigt &én ¢ khd ndng bai tiét qua sda me hay
khdng.

Khi néng sinh sén;

Chung cho perindopril vé indaparnid:

Céc nghién ciiu vé djc tinh sinh sén khang dua ra bng ehing néo vé
Anh huing trén khé néing sinh sén & chut cai va chuit dye. Khing cd
dnh nuangnm trén khd nang sinh san frén AUY| dugc udc tinh,

Thay d81 cé hdl phuc vé sinh hia 8 d4u tinh trdng i duge b6 cao

{rén mdt s bénh nhan duge diéu I véi thudc chen kénh canxl. Khdng
il d0 liguldm sing lién quan dén khi néng Anh hudng cla amlodipin
trén khé ning sinh sén. & mit nghién cu trém chuft, cas phin dng
bt loi dugc ghi nhan trén khd nang sinh sdn clia chugt dyc.

ANH HUGNG TREN KHA NANG LAI XE VA VAN HANH MAY MOC
Chua cd nghién ciu vé anh huting cda TRIPLIXAM trén kha ning 1]
xe va van hanh may moc.

Perindopril va indapamid kh&ng énh hudng dén khd néng i xe va vin
héanh may méc nhung nhing phin ting rigng biét hién quan dén vide
ha huyét dp c6 ihé xdy ra & mét vai bénh nhén.

Amiedipin ¢4 thé ¢6 dnh hudng nhe hodc viia trén kha néng 14 xe va
vin héinh may moc. Méu cic bénhnhin of cic tiu ching chang mét,
dau d4u, mét méi hokc budn nin, kha nang phin dng cb thé bj suy
gidm.

Két qua & khé nAng I&i xe va vAn hanh méy moc o6 th bj suy gidm,
Khuyén cao thén trong déic biét khi khdi tr,

TUGNG TAC THUGC VA CAC DANG TUONG TAC KHAC

Céc dd ligu 14m sang chi ra ring vidc phong b8 kép hé renin-
angiotensin-aldosteron bing vide két hop thudc e ché enzyme chuyén
dang angiotensin, thudc chen thy thé angiotansin || hodc aliskiren lién
quan dén tin sudt cao hon clia cAc bién cd bt loi nhu ha huyét dp,
tang kali méu vA suy gidm chic ning than (bao gdm suy than clp) khi
sowdiviéc sl dung mt thudc dc ché hé renin-angiotensin-aldosteron
dan 18,

Thude lam ting kall méu

Mot va thusic hodic liby phap digu tr o6 thé Eam tang kali mau: aliskiren,
mudi kali, thudc Igi tidu gid kall, thude de ché enzym chuyén dang
angiotensin, thuSc khang thy th argiotensin Il (ARB), thufic khang
viém gidm dau khéng steroids, heparin, cac tac nhén dc ché midn
dieh nhy ciclosporin hofic tacrolimus, trimetheprim. Sy k&t hgp cla
cdc thude nay Iam gia ting nguy co tang kali mau.

Céc phéi hgp chéng chi dinh

Aliskiren; & bgnh nih4n 1iéu dubng hoac suy than, tang nguy oo ting
kali may, trdm trgng hdn bénh i than va 13ng nguy cd bénh 13t tim
mach va t vong.

Didu tri ngoai co thé: Bidu trj ngodl ca thé d&n @&n mau 1i&p xde vai
cac b8 m§t mang didn tich 4m nhu thim tach hadic lge mAu bAng mit
58 méng loc 18¢ d cao nhdt dinh (nhu mang palyacrylonitril) va logi
bd lipoprotein ty trong thip béng dextran sulphate do lam féng nguy
©a phén Ong mén cAm. NEu viéc didu tri nay duge yéu cdu, cén cén
nhéc st dyng logi mang loc khac hofic mét thubc chdng tng huystap
kinac,

SacubillvaisartanV e s dyng ddng thii perindopril vdl sacubitri
valsartan dugc chéng chi dinh do viéc phdi hap ciia (o ché neprilysin
(NEP) v& thutic dc ché enzyme chuyén cé thé lam ting nquy ¢d phil
mach. Sat sartan chi dugc bat diu st dung 35 gid sau 11y
cufli clng cla perindopril. Ligu phap perindopril ch duge bilt ddu 36
gid1 sau ligu cufli cling cla sacubiirilivalsartan.

Phil hop khbng duoc khuyén cdo:
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ig 13 di dude
vol céc thude

Tudng tac vai cde thude khac

Tang o hél phue néng d0 ithi huy8t thanh va dée tinh da duge bao cdo trong vidc s dyng déng
perindoprill Lithi this lithi w& thudc e ché enzym chuyén dang angiotensin. Sii dyng két hdp perindopril, indapamid
indapamid : wh lithi & khéing dugc khuydn cée, nhung khi cn thiBt phii kit hgp, cén thee ddi thin trong néng

| ddithi huygt thanh,
Alisidiron @ cie bgnh nindn khong bi déi théo dudng hodc suy thin, o nguy o tang kall méu, suy gidm chic
nang than, téng bénh Iy tim mach va by (¢ 1 vong.

P& ¢t c4c bdo céo frong y vn, d cac biénh nhan dd o6 xa vlla ddng mach, suy lim, hodc tifu dubng

Trj ligu phii hgpwél | o6 t8n thuong ed quan dich, viéc 50 dyng ddng thai thusic o ché enzym chuyén dang angiotensin
thusic (ic chi erzym | va thulic chen thy thé angiotensin cé lign quan vl vidc gia ting tn sult ha huyst ap, ngdt, tang
chuyén dang kall mAu v suy gidm chiic ndng thdn (bao gdm suy thin cdp) khi so sénh vdi vigc sd dung dan i
angiotensin va libu mt tc nhn trong hé renin-angiotensin-aldostaran. Phang b kép (vi dy sil dung mot thudc
ool thutic chen thy thé | e ché enzym chuyéin dang angiotensin vél mét thudc khang thy 1hé angiatensin 1) nén duge gigi
PENEORT | angiotensin han trang nhiing truling heip riéng bigt nhat dink vél sy theo dal chat ché chilc néng thin, aéng dd
kall v huy8t ap. N
Estramustin Nguy od ting cac dnh hudng bt Igi nhu phi mach thiin kinh.
Thud gid kal Tang kal mau {ed nguy co t0 vong), dAc biét khi két hop vai suy than {tde dyng tang kali méu cdng
l'; . g‘l i ¥ & hop). Phéi hop perindopril vai ec thude d& duge 48 cdp 1 khdng duric khuysn cdo, Trong nrbing
[:m'luorld :1 ;‘m. hop e6 chi dinh phéi hop nay, cén it dyng cdn trong vi theo dbi thuang xuyén ndng di kali huy8t
g, DG thanh. Bii véi sl dyng spironolacton frong suy tim, xem phén “Fhii hgp cén sy thén trong die bidt"
|
ﬁn:::::;’;;::um | B&nh nhan s dyng déng thdi co-trimaxazole (trimethoprimisullamethoxazole) ¢o thé lam tAng nguy
mathoxazole) | cd tAng kali mau.
| & 88ng v&t, d& quan sat thdy rung thar gdy 1 vong A tryy tim mach lién quan dén tinh trang ting kali
Danirolen (tiém mau sau khi s0 dung déng thei verapamil vé dantrolen dubng tinh mach. Da nguy oo tang kali mau,
fruydn) thufe chen k&nh canxi nhu amlodipin duge khuyén céo trdnh sil dung dbng thal & nhing bénh nhdn
amlodipin & tang than nhikt 4c tinh vA dang phai kiém soat tang thn nhiét c tinh.
Budl chim hodc nude
&p budi chism Sinh khé dyng ¢4 thé ting & mdt s bénh nhan on 6én tang hiéu qué ha huyét dp.
Ph&i hop yéu ciu thén trong déc bidt

Baclofen Tang higu qué chéng tang huyét dp. Theo di huy&t 4p va diéu chinh liéu chéng téng huyét 4p néu cén.
Khi mdt e ché enzym chuyén dang angiotensin dugc sl dung dng thai v mBt thudc ching viém
Thiudl ehting vibm nan-steraid (vi dy acid acetylsalicylic dlng lidu kndng viém. thudc Uc ché COX-2 va NSAID khdng
perindoprill | non-steroid chon loc) o6 thé lam suy gidm tée dung chéng tang huyét dp. Vigc su dung 88ng thisi thudc e cné
indzpemid! | (bao gdm cd acid enzym chuyén dang angiotensin vol NSAID cé thé 1am mng nguy ed suy gim chic néng thén, bao
scatylsalicylic oBm suy thin céip, va tiing ndng 88 kall huyét thanh, déc bigt & nhing bénh nhan da cé chile ning
éu cac) thdn kém. Phoi hdp nay nén ducc sif dung thn trang, dic biét & nguai cao tudl. Bgnh nhan nén
gugc bii nusc hop I va can nhic theo dbi chic nang than sau khi b4t dau didu tri phdi hop nay, va
ginh ky sau do.
Thulc chia ddithéo | Céc nghifn cdu dich 18 hoo cho rng vide s0 dyng d8ng thai thufic dc ché enzym chuyén dang
duting {insulin, thulic | angiotensin vi céc thube chita dai thao duiing (insulin, thue ha duéng huyét dgng ung) o6 thé lam
ha dudng huyét dang | tang higu qua gidm duding huyét diin @&n nguy cd ha duéing huyét. Hién tugng nay o6 kha niing xudt
ulng) hién nhiéu hon freng nhiing tudin d4u didu tri phdi hap va & nhiing bénh nhan suy than.

— ) __| Mhitng % nhn mg sl dung thusc Igi lidu, déc bigt-nhing bénh nhan cd suy gidm thé tich val

== hodc mudl ca the bi giam huyet ap qud mic sau i trj vt thuc Gt ché enzym chuyén dang
ar?iotens\n. Kha néing ha huyt &p co thé gidm thidu bing eAch ngung si dyng lgi tiéu, bling viéc bi
thé tich va mugi trude khi khai 1ri vai |iéu thép sau d6 tang ddn liéu cla perindapril
Trang tng huyét ap d9ng mach, khi cde tr liéu lgi tidu trude do co thé gay suy gidm thé tichimudi,
Thite ki 116 kidng cdn ngung thude 1ol 8y trice khi khdi rj vdi thudc iic ché enzym chuyén dang angiotensin, trang
gid kali irugng haip nay mot thudc Il tiéu khang gid kali ¢4 thé duse s dung lal sau 46 holc thudc e ché
enzym chuyfn dang angiotensin cdn duge sil dyng bt déu voi |14y thép sau d6 tang dén idy.
Trong suy tim sung huyét cé sif dyng loi tiu, thudc dc ché enzym chuyén dang angiotensin nén
duigic bt ddu didu tr| vai lidu &t 1hdp, co thé sau khi gidm |4y cia cée thuc igi fidu khdng gil kali
dung két hgp.
perindopril Trang tél cA c&¢ truling hop, chie ndng thin (ndng 49 crealinin) phai dudc theo dbi frong nhing fudn
déu didu tr| voi thudc U ché enzym chuyén dang angi
Vidii eplerenon hodie spironolacton d lidu tir 12,5 mg dén 50 mg mé&i ngay va lidu thip cla thubc g
ché enzym chuyén dang angiotensin;
Thude Igi iéu gid Trang didu i suy tim & I1-1V (NYHA) v0i phan sudt téng mau <40%; va trudc do a4 diéu trj vl thude
kall (splerenon, iic ché enzym chuykn dang angiotensin va Ihi:& Ioi tidu qual, o nguy ca tang kali méu, nguy co W
epironnioton vong, d4e bigt trang trédng hop khar!g tuan th céc khuyén cdo trong mﬂ: hip nay.
| Trude khi bat ddu diu trf phdi hop, kiém tra sy vAng mét cla téng kali mau va suy than.
Khuyén cdo thea dbi chat ché kali va creatinin mau trong thang &du tisn didy tri, mai tedn mat ldn
liic khdi d&u va hang thang sau da.
Racecadolil Céc thudc Uc ché enzyme chuyén (nhu perindopril) d& duge bidt 1 co thé gay phix mach. Nguy cd
iy c6 thé tang I&n khi dung ddng thill val racecadotrl (mét thudc ding d& chéng lidu chéy cépl.
Céc thude (e ché
wibit e S | Bignh ahn 6 ]kt hop v edc thudc i ché mTOR c6 1né ng nguy oo bf phis mach
ralimus)
Do nguy ¢4 ha kali mau, indapamid nén dudc st dung than treng khi ding chung vdi cdc thudc gay I
xoén dinh nhu:
- Thufic chidng loan nhip tim nhém A (quinidin, hydroquinidin, disopyramid);
- Thutc ching logn nhip tim nhém |1 {amiodaran, dofetilid, ibutilid, bretylium, sotalal);
= Mt vai thude an thdn kinh (chiorpromazin, eyamemazin, levomepromazin, thioridazin, ||IIqu—J
Thutc gay xodn dinh | perazin), céc thue nhém benzamid {amisulprid, sulpirid, sultoprid, tiaprid), nhém butyrophenon
|araperidol, haloperidal), c4c thudic an thin kinh khac (pimozid);
- Cac hoat chét khéc nhy bepridil, cisaprid, diphemanil, erythromycin dudng tinh mach, haiolantrin,
mizelastin, moxiflexacin, pentamidin, sparfloxacin, vincamin duding tihh mach, methadon, aste-
mizel, terlenadin
— Phang ngua va didu chinh vigc gidm kali néu cén, theo i khodng QT.
= Amphotericin B
(duting tinh mach),

Hq_:gmg;“;?ﬁg;:ﬁ'ﬂ Tang nguy cd ha kall {t4c déng cong hp). Theo dai ndng 89 kaki vi didu chinh néu cén; ddc bigt
corticoid (dutng toan | ©A1 nhdc trong cAc trudng hop diéu irf vai glycasid trg tim, Khong nén sif dung thudc nhudn trang
thn), tetracosactia, ‘kich thich.
thude nhun tring
Kich thich
Glycosid tig tim Néing d§ kall th&p lam 18ng dée tinh ciia glycosid trg tim. Ndng 60 kali va dign tam d8 cén dudc theo

| dbi vé diu tr| nay cdn dugc xem xét lai néu cén thidt.
Allopuringl Padii hep didu trf whi ind ide cd thé [Am ting i 12 cac phdn dng qud mén véi allopurinel
Thuge edm dng Hién khong c6 dil higu vé &nh hudng cla thubc cam dng CYP3A4 rBn amledipin. Vige s dung
CYPIAL déng thai 1[1u6c cdm (ng CYP3IY4 (vi dy: rilampicin, hypericum perforatum) cé thé 1am giam ndng
df amlodipin huyét tuong. Amiodipin nén duge s dyng than trong vii céc hudc cim (ng CYP3A4,
Wi sl dung ddng thdi amiodipin vai thudc e ch& CYP3A4 manh va via (thude dc ché protease,
amlodipin l1|:r\$c khang ndm azal, thudc kh!‘nu sinh phd rdng nhu erythremycin, verapamil hay diltiazem) co
Thube dé ché thé 1am 1ang dang ké ndng ¢4 cia amiodipin, Nghiéd clu ldm sang chi ra nhilng thay déi trong
CYPaAd dugic ddng hoe nay od thé d& nhiin thdy hon & ngudi cao wéi. Theo dai 8m sang va chinh lidu do
6 dugic yéu cdu.
Gé sy tang nguy cd bj ha huyét dp & nhilng benh nhan diing clarithromyein visi amlodipin. Khuyén
| céo cén then i chit ché bénh nhan khi s dung ddng thi amlodipin val clariihromyein,

302

8005071P199902



https://nhathuocngo

Phéi hop cdn cén nhic:

Thiinh phin

Tudg Lho da dude

Tuong Lic val c

¢ INUGE Khac

Thue ehéng trém
cam gidng Imipra-
min {thufic chiing Tang kha niing chiing tang huyét Ap vis ting nguy ed ha huyEt &p tu thé dang (tic djng éng hap).
parindagrill Irdm cam ba vong),
indapamic/ thude an than kinh
ipil Nhing th h . .
gl Eﬂunﬁulrﬂﬁpckhi? 8l dyng céc thubc chéing 1&g huyét &p khic o6 thé 1sm tling them téc dyng ha huyét dp.
Nhém corticoste- ; o
rok, htracossclid Gi&m higu qué ching tang huy&t dp (gi mudi vA nude do corticoid).
Bhidg endrgting St dyng dbng thai vai nitroglycerin va eac nilrale khac, hode cac thudc gidn mashy-ed thé 1Am ting
huyét &p va thubc 1hem 1 huvet &
qgidn mach J‘ M 1ac dung N2 huyét ap.
Allopurinal,
thude kim ham 1§
2;2 ;??: :’I::: Y5 | i dyng déng thisi i cac thusic (o ch§ enzym chuyén dang angiotensin co thé din 8n nguy co
coricoid dung g/&m bach cdu.
dugng to&n than
hode procainamid
Cae thufic e ohé enzym chuyén dang angiatensin o6 thé 13m tang téc dyng ha &p cia cde thuc
P Thusi: gay mé gly mé nhél dinh.
E:f;‘fz'ifh“pggilw Biu ] trudc 86 w81 iy cao cac thuse Igl iéu o8 thé 8Bn dén sy suy giAm thé tich vé o8 nguy 62 ha
i qusi) huy8t ap khi khdi tri vai perindopril.
Tairll‘ps"an::g}::t?;:h Tang nguy cd phi mach, da dipeplidyl peptidase duting finh mach (DPP-IV) suy gidm hogt ddng bdi
gli;;l:m‘ vlldaﬂ”[l!linl gliptin, & cacbénh nhan diéu trj phéi hgp vdi thudc dc ché enzym chuyén dang angiotensin.
Thude gidng giso | Cée thudc gifing glan cdm cd thé lam gidm téc dyng ching ting huydt ap cila cac thudc e ché
cam | enzym chuydn dang anglotensin.
| Phin (ng Mitrotoid (trigu chiing bac gém 48 biing mat, buén nén, ndn v hg huyét 4p) dude bdo cdo
Vang | him gaip 8 rhilng biénh nhén dang duge tigm mudi ving (Mairi aurothiomalate) va 50 dung déng
1hdt thudc e ché enzym chuyén dang angiotensin bao gbm perindopril,
Nhitim toan factic da metformin cé 1% gdy ra b suy than lién quan dén cac thudc Iqi tidu va dic
Metformin biét la thusic igi tiéu qual. Khéng s dung mettormin khi ndng d creatinin huyét tuong vt qua 15
mg/l (135micromalf) & nam gidi va 12 mg/| (110 micromol/l) & nd gidi.
Thude ch Trong cde truding hop mat nutic do thubc Il tifu, e6 nguy cd tang khé nang suy than cp, déc bist
WaATI0 | o enciod - | K7 9Ung idu cao thuse ehn guang c6 chila lod. B nude efn phai thuc hién trudc knisi dung hop
chét chia icd. Ak Tl
Canxi {musi) Nguy ea tang néng 85 canxi do vigc gidm thai trif canxi trong nudc iy,
Ci P Nguy ca tang néng d4 creatinin v ndng d4 ciclesporin luu théng khang thay &di, thém chi khi
Kiatporin khng c suy gidm mubi v nude.
Atorvastatin, digoxin | O cée nghién cdfu vé tdng 14¢ trén Am sang, amiedipin khong anh huding dén duge 3dng hoc clia
hoje wartarin alorvastatin, digoxin hogc warfarin,
C6 nguy ca b tang néng a6 tacrolimus mau khi phdi hop véi amlodipin. B8 tranh ddc tinh cla
| Tacrolimus tacrolimus, cén theo di ndng 4 tacrolimus mau va didu chinh By tacralimus thich hap khi dung
amlodipin & b§nh nhén duge didu tr biing tacrolimus. L -
——1-Khéng cé cdc nghian cliu Wong las thude nae gida ciclosponne va amlodipin duge kbm-seatd
amiodipin nhitng nguti finh nguyén khée manh hode nhing qudn thé khie ngoai tri nhing bénh nhan ghép
Ciclosporine | i, khi mhn théy néing 9 déy thay d8i tang 1en (trung binh 14 0%-40%) cla ciclosporine. C4n cén
nhéc theo dbi néng 46 ciclosporing & nhing b§nh nhan ghép than s dyng amlodipin, va gidm liéu
ciclosporing nBu cén thisl,
Vit sl dung dbng théi da lidu amlodipin 10 mg i simvastatin 80 mg din d&n vide lam 1ang 77%
Simvastatin néng 89 cia simvastatin 50 540N vai simvastatin 50 dung don ddc. Kndng dUng qua 20mg simvas-
tafin/ ngay 4 nhiing b&nh nhan 57 dung amindipin.
TAC DUNG KHONG MONG MUON gy =i
Tém tét dif ligu an toan {0l hé 8!
Phéin Ung bét ioi phd bién nhét duoc bao céa riéng ré cha perindopril, | ¢ quan | Téc dung knéng
indapamid v&amlodipin la: hoa mit, dau ddu, dcdm, budn ngd, riloan '1‘119:_ mongmuén | Perinde- | Indape- | Amiodi-
vi gidc, suy giam thj gidc, nhin déi, { tal, chong mét, dénh tréng ngyc, Dh pril mldﬁ pin
@ bilng mét, ha huy8t&p (v céc &nh hudng fién quan dén viec ha huyét Khong
4p), ho, khe thd, réi loan da day-rudt idau byng, tAo bon, tidu chéy, kho Ha duing huyét Bh8 bifin® 4
1iéu, budn ném, ndn, i loan iéu hae), ngifa, phat ban, phat ban cd dét Tang kall mau
sén, chudl rit, sung mét ca chan, suy nhugc. phil né va mét mal c6 hdiphyckhi | Khbng
Béng tm tt céc phan Ung bt lgi ngung st dung phd bién
Nhilng phn (ing bt Igi sau ddy dugc quan sét va bao cao trong qua Chua
trinh didu | vdi perindopril indapamid hodc amlodipin va dugc danh | | Ha natiimau n’;“:."f . | duge bit
i€ vdi tin sudl nhy sau: RSt phd bidn (110 phé bifn 1100 G | 0 PISRY dén
<1110); khéing phf bidn (2111000 d2n <1/100); hiém (110000 dén 168 VA | Tang duing ma i Rt Filrii
<1/1000) rét hiém [<1/10000) chuia dugc bidt 6én (chua thé wac tink dinh poemme 7
tir cée i liéu hign c6). T [ — . | Rétrim
T Suy gldm kall -
;:‘:0 | Tén sudt wii ha kali mau, Chun
ca quan | Téc dyng khéng dé bigt nghiém . duge bilt y
theo mongmudn | Perindo- | Indapa- | Amlodi- trong & quan thé | En
Med- pril mid | pin bénh nhancod |
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huyBt | Gidmbachcdu | R& hidm | Réthigm | Rt higm Bay ddu Phé bign Hiém | Phdbién
: z Khing
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— Réi loan ; Khiing R Wb
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— Gidm cam gidc - 3 pllﬁbfél!
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hé mign Qué min - ; Rt hi } ) ng
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o e i
R loan \ J Khing Cé th g
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Khing
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Khing
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Ph:;b;:lncﬁ Phé bidn “Tén sudt duge tinh 17 cdc thi nghiém [Am sng cho céc bidn cd bt
Igh duigc bdo cdo fuf nguyén.
RBiloan | ysimgdey | KNOMD | pg gy | Knong
mdaa ;:ﬂ i p:: :.En phd bidn Géc ca SIADH (hai ching bai tiét hg;mmg:.;hdng Igi tiéui kyén:ng phis
. ng L hep) da dude bao cdo vdi cac thulc e enzyme chuyén khac.
Phii mach . R&thigm | Rt higm
e MM | phébien ek SIADH c6 thé col t rét hiém nhung bién ching ¢4 t lién quan dén
Rung t6¢ : pﬂt{:gn iic: ché enzyme chuyén bao gém perindoprl.
Ban xulithuvll Khong | Khong Béo ¢4 cde phiin Ung bdt g1 khi eb nghi ngd sau khi san ghém thude
" - phé bién | phd bién dugc cdp phép 1a quan frong. N6 cho phép giam sétlign lyc cén can
R loan sde Khéng Igiichinguy cd cia sén phdm thubc. Cie chuyén gia y 1€ duge yéu cAu
thda PR biEn | o cio vl i phin Ong b4 gl Khi ¢6 nghi ngd,
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Trigu chiing

Céc phén (ing bt igi oo khd néng xdy ra nhit trong truting hop qué
liéu | ha huyét &p, doi khi kem theo budn ndn, ndn, dau bung, chéng
miif, bubn ngd, rfi logn tAm thém, thiu nidu ed ihé din d8n vé nidu
{do gidm thé tich). Aéi loan mudi va nudc (ndng 84 natri thép, ndng 85
Kali thép) o6 thé xdy ra,

Cach xlirf

CAc bién phap d4u fiEn phal thic hién bao gbm vide nhanh chang logl
bé cée chil d& véo trong da day bing cédch rila da day vaodc s
dung than hoal, sau dd bis nudc va cin biing dién gidi d trung tam y
16 d&n khi hdi phu.

MEu xdiy ra ha huy&t p, c& thé 44 1r biing cach a8t bénh nhdn §tu
ihé n&m ngda vii d4u ha théip. Néu cin co thé sism truyén tinh mach
dung dich mui déing truang, hodc si dyng bét ky bign phap tang thé
fich nao.

Petindoprilat, dang ¢d hoattinh cla perindopril, c& thi thAm tach qua
chay than.

B4 véi amlodipin

Kinh nghigm vé qua i cd chi dich irén ngudi 12 ril it.

Triéu chiing

D liéu hign e cho théy 18ng liéu qua milo o6 thé dén t6i giin mach
ngosi vi qué mirc vé ¢6 thé cé phn xa nhip tim nhanh. Ha huyt ép
hé thng manh va kéo déi dén 16 sic gy il vong da ducc bao céo.
Céich xil tri

Ha hity&t &p Géng k& 1rén 14m séng do qualibu amlodipin cén duge hd
trg tim mach bac gdm theo déi thubng xuyén chiic ndng tim mach va
1 hép, ndng cao chin tay v ch ¥ dén thé tich chdt iéng luu théng
va nude fidu.

it thudic co mach cd thé hiu fch trong viée phyc héi truang lye mach
v huyét ap, voi digu kién khdng o6 ching chi dinh. Tiém tinh mach
canxi gluconate cd thé co ich trong viéc déo ngugc nhiing tée dong
ciia thuic chen kénh canxi.

Fira da day co thé o6 gid 1 trong mét val truang hep. & nhilng ngud
finh nguyén khde manh, vibc sii dung than l&n dén 2 gid sau khi s
duyng amlodipin 10 mq dé cha théy kh néng lam giém db hip thu ele
amlodipin.

Viamlodipin ed tj 1 lidn k&t can vii pretein, chay thin khdng ed khd
nang mang ki ich Igh.

TiNH CHAT DUGC LYC HOC

Nhdm duge I diéu tri: thudc Uc ch& enzym chuyén dang angiotensin,
thudc phdi hop. Thudc dc ché enzym chuyén dang angiotensin, chen
kénh canxi va Igi tidu. M& ATC: COBBX01

TRIPLIXAM Ia thuc phéi hgp ba thinh phin ha huyét p voi cac co
ché b sung cho nha giip kim soat huyéit Ap Abénh nhén ting huyst
&p. Mudi perindopril arginin |8 thuc Gc ché enzym chuyén dang
angiotensin, indapamid 14 thude Igi il nhiém chiorasulghameyl va
amiadipin i thufic Uc ché dbng lon canxd thuge nhdm dihydrepyridin.
Bl inh digc b oilia TRIPLIXAM - t9ng hop cacd3c tinh dugey ela
tiing thanh phéin riéng bigt. Thém vao do, sy két hop perindopril!
indapamid tao ra tdc dung hiép 48ng cong hidu qua ha huy® aptihai
thanh phén nay.

Co ché téc dung

Perindopril la mt thusie Jc ché enzym chuyén dang angiotensin,
BnZym néy KG¢ e cho sy bién ddi angiatensin | thanh angiotensin Il
m{t chl gy comach; honthé nda ndcan kich thich bai it aldosteron
1l i thuigng thén vis kich thich sy thedi bidn ela bradykinin, mdtchét
gay gian mach, thanh cac heptapeptid khing b hoal tinh.
Kétqud ia:

- @i&m bai tiét aldosteran,

-18ng hoat d4ng cla renintrong huy#t tuang, do do-aldosteron khing
chn déng vai tr diu hoa ngugc &m tinh,

- g/dm g stz cAn ngoai bién véi tac ddng wuw tidn trén mach mau d
©d va than, khing kem theo gid mudi va nudc hoac nhip tim nhanh
phdn xa khi diéu tri lu dai.

Téc dung ha huyét 4p cla perindopril cing thé hién & nhiing bénh
nivin c6 ndng df renin thap hodc binh thudng.

Perindopril tac dong théng qua chét chuyén héa ¢b hoat tinh cla nd
1& perindeprilal. Cac chét chuyén hda khéac khong cd heat tinh,
Perindopril lam gidm gdnh ngng cho tim béng céch:

- Iam gian mach mAu, diu nay c6 thé dugc tao ra bing cach thay 64
trong chuyéin héa prostaglandin: giém tién génh,

- lam giam t3ng siic.can ngogl bién: giam hiu ganh.

Cée nghidn edu thye hign irén nhing bénh nhan suy tim da cho théy:
- giBim &p Iyc df dy clia tam thét tréi va tam thék phii,

- gidm 1éng siic cdn mach mau ngoai vi,

- tng cung lugng tim va cai thién cac chi 58 tim,

- téng luu lugng méu trong cd.

Céc két qua kiém tra clng cho théy sy cdi thién nay,

Indapamid:

Indapamid i m&t dén xudt sulfonamid oo mdt nhin indol, lién quan
vé mét dugc Iy hoc vdi nhém thudc Igi tiéu thiazid. Indapamid e ché
t4i hdp thu natri & doan pha lodng cla vd than. Thude nay lam tang sy
b it riatri v clorid qua nude idu, va cOng 1am tang bai tiét métphdn
Kl vA magie, do d6 |am ting bai tigt nudc tidu va cd tac dung lAm ha
huy#t ép.

Amlfodipin:

Amlodipin 1a mdt thudc chgn kénh canxi thude nhom dihydropyridin
{chgn kénh chém hodc d8i khang ion canxi) va tic ché dong ion canxi
XUyén mang vao ¢d im va cd tron mach mau.

Tae dyng duge lye

Perindoprilindapamid:

o] nhiing bénh nhén tang huyét 4p khang lign quan dén tudi tac, sy
phéi hop perindoprilfindapamid tao ra téc dung ha huyét Ap phu thuge
liéu trén huy&t &p tam truong va huyét 40 14m thu ¢ 1 thé ndm vé w
thif diing. Trong cée thi nghidm am sang, ulng déng théi perindopril
v4 indapamid a0 ra tac dyng hiép 88ng higu qué ha huydt 4p so vii
udng tiing thudc riéng bigt,

Perindogril :
Perindapril 66 igu Iy trén 18 ¢4 cac milc o) 1ang huyét ép: nhe, via
hodc néng. Gidm huyél dp tAm thu vA 14m trgng duge ghi nhan & cd

hai tu thé ném hodc ding.

Téc dyng ha huyBl ap dat 8 da trong khodng tU 4 d&n 6 gid sau khi
ubing fiéu don v duy tr trong 24 gid.
Kha nang i ché enzym chuyén dang angiotensin can rél cao 4 git
it 24, khodng 80%,

] nhilng bénh nhin o dap Ung, huyét dp trd Il binh thuding sau mit
ihdng diéu triva duy trl & mic 8n dinh mé khang gép hién tugng quen
thisdc nhanh.

Khi ngiing thudc khdng x8y ra hién wwang huyét dp tang vol trd lal.
Parindopril cd dac tinh 1am gidn mach va khi phyc linh dan héi cla
céc dgng mach Ion, siia chila nhing thay déi mé hoe trong cc déng
mach géy cén trd va qua do lam gidm phi dai that tréi,

Néu cén thiét, viéc bd sung thém thusc lgi tidu thiazid sé dén ol tac
dyng nigp déng cong.

Su phéi hgp Mt thudc Uic ché enzym chuyén dang angiclensin vii
mét thude ki tiéu thiazid Iam gidm nguy co hg kali méu lién quan dén
viéc sl dung thidc Igi idu ddn d3c.

Indapamid :

Indapamid ¢6 téc dyng ha huyé! dp Kéo dai trong 24 gid tudng 1y nhu
ddn iri ligu. Tac dyng ndy xdy ra khi sif dyng don dic & mie [8u ma
tdc dyng Igi tidu 12 16i thidu,

Téc dyng ha huyél ap cla thudic ty 18 thubin vai sy cdi thién tinh dan
héi cua dong mach vé gidm stic cin & cac ddng mach nhd cing nhu
téing sile cén mach méu ngogi bién.

Indapamid lm gidm phi dai thét trdi.

Khi lidu cla thufic Il idu thiazid va céc thubc Igi tidu hg hang wii
thiazid ting, the dung ha huy&! &p s& dat tac dyng trén trong khi lam
gia tang cac bidin cd bt Igi. Do dd khéng nén tng liéu thém néu khing
dat higu qua didu tri.

Ngoai 1a, & cac b&nh nhan tang huyt 4p, sdl dyng thudc trong thai
glan ngén, trung binh v& dai han, indapamid da duge chiing minh:

- khéng dnh hutng 1én chuyén hoa lipid: triglycerid, LDL-cholesteral
va HOL-cholesterol,

- khéng &nh hudng 18 chuyén hoa carbohydrat, ¢4 d trén cac bénh
nhén ting huy&t dp mAc kém d4i thao duang.

Amlodipin ;

Cd ché tac dyng ha huyét 4p cla amlodipin i do ide dyng gidn inye
1i8p ca tron mach méu, Co ché chinh xde lam gidm dau that nguc cla
amlodipin chua dude xéc dinh hoan ton nhung amlodipin 1am giam
toéin b4 ganh n&ng thifu mau cuc bh b hal thc dung sau day:
Amiodipin 1am giain c4c idu ding mach ngoai bién va qua délam giam
tng stic cAn ngoal bign (hdu ganh), 86 nguge hoat dbng clia tim. Khi
nhip tim duy tri 80 dinh, tc ding gidm 14i ndy cla lim tam gidm figu
thy nang lugng va gidm nhu cdu oxy clia ea tim.

Caché tac dung cla emiodipin c0ng 6 thé fién quan dén sy gian ding
mach vanh va céc fidu diing mach vanh, trén cé viimg binh thuding va
ving thiéu méu cyc b, Sy gidn mach nay lam ting cung cép oxy cho
¢d tim & b§nh nhan bj co thil ding mach vanh (4l chiing Prinzmetal
hofic cée dang dau th&t ngue).

(Gbénh nhén 1Ang huyé &p, disng amlodipin mBingéy mdi in cha thdy
st gidm huyét ap déng ké trén 1&m sAng & A hai i thé ndm vé ding
trong sudt khoang.thdl gian 24 gid. Do khii phal 1ag dyng-chim,
amlodipin dung duting wéng khing gay ha huyél ap cdp.

Amiodipin khéng lisn quan d&n bt o phan iing bt i nao trén chuyén
héa hay nhilng thay d6i cla lipid trong huy#t ludng va thudic duge sl
dyng phi hgip cho nhilng binh nhn hen phi quén, déi thao duding va
goul.

Higu qué 1am sing va &) an loan

TRIPLIXAM chua duge nghién clu vé ty 18 méc bénk v i vong.

Perindoprilindapamid;

PIGKEL, mdt nghién ctu mi dai, ngfiu nhién, datrung tm co st dyng
thudc ddi ching, dnh gia qua siéu Am tim, 0d so sanh tc dyng cla
sy phdi hop perindopril/indapamid trén phi dai thAt tréi so voi don tri
liéu bAng enalapril,

Trong nghiéin edu PICXEL, cée bénh nhan ting huydt dp o6 phi dai
1t trél (duoc dinh nghia 4 chi s& khdi lugng coth! tdi (LVMI) > 120
g/m® ddi wi nam gidi va > 100 gim? ddi vdi nd gidi) duge phén shom
ngdu nhign udng perindopril ter+-butylamin 2mg (luang duong 2.5mg
penndopri arginin)/indapamid 0.825mg hofic enalapril 10mg m{ tn
trang ngay trong théi gian didu 1ri mit nam. Mie lidu duge didu chinh
58 kidm 504t dutge huyét ap, cho i lidu perindopri tert-butylamin Bmg
{twang duong 10mg perindopril arginin) va indapamid 2,5mg hodic
enalapril 40mg udng mét l4n trang ngay. Chi 34% bénh nhan duy tri
didu trj bling perindopril tert-butylamin 2mq {tugng dudng 2,5mg
perindepril arginin)indapamid 0,625mg (so vdi 20% diéu trf blng
enalapril 10mg).

Kt thiic didu tr, LVM] & nném =0 dung perindaprilindapamid (-10,1
g/m?) giém nhiéu hon co ¥ nghia so véi nhom si dyng enalaprl (-1,1
g/m?)trang quén thé bénh nhén dugc phén nhém nglu nhién. Sy khac
Digt vé thay adi LVMI gila cac nhom 14 -8,3 (khodng lin ciy 95%
[-11,5,-5,0), p < 3,0001).

Téc dyng 11 hdn trén LVMI dat duge & mdc lidu perindopril/indapamid
cao han so i lifu cho phép perindoprilindapamid 2,5mg/0 625mg
va perindoprilfindapamid Smg/1,25mg,

Li#n quan dén huygl &p, sykhac kit trung binh udc tinh giita cae nhom
trong quin thé ducic phin nhém nglu nhién 1 -5,8 mmHg (khodng tin
8y 95% (7.9, -3,7), p < 0,0001)46i vi huyét &p tam thu va 2,3 mmHg
{khodng in ey 95% (-3,6,40,0), p = 0,0004) ddivt huyét dp t9m g
tudng ting, rong dd nhém sl dung perindoprilfindapamid cd t4c dung
18t han.

Nghién clu ADVANGE 1a mt thd nghiém nglu nhign, da trung thm,
daquéc gia dugc thiét ké giai thita 2x2 nhm muye dich xAc dinh nhiing
Igiich el vide k&t hop gidm huyit dp bang thudephii hop lidu ed dinh
perindopril / indapamid so vdl gid duge theo tiéu chudn diéu tri hign
hanh {se sanh mi d) va kidm soat duting huyét tich cyc bAng phac
o8 dya irén gliclazid gidi phéng kéo dai myc tiéu 13 ndng db HbAlc
thép hon holc bAng 6,5%) 50 véi kiém soat dutng huy#t tigu chusn
(PROBE [Thi#t ki Eiéin ciu, nhdn md, phiin nhém va thile hidn ngéu
nhién vdi ddnh gid mi) trén céc bién chiing trén mach méu I6n va vi
mach d bénh nhan dai thao duting typ 2,

Chi tigu lam sang chinh ia tidu chi gp cde bién of mach méu JGn (i
vong do nguyén nhén lim mach, nhdi mau ca tim khdng gdy tl vong,
ot quy khng géy 1l vong) vé vimach (b&nh than méi phat hign, dién
bi#n xu hon, biénh vé mét) o6 thé xay ra.

Téng 56 11 140 bénh nhin A4 thao duting typ 2 (gid tr trung binh: 66
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s 6, B3% o 1ng huyt &p, 32% va 10% da ca tién sl bénh Iy mach
méu kn hode vi mach tuong (ng vA 27% c6 albumin nidu vithé, Céc
phudng phép diéu trj ddng theti bao gém thulic ha huyét &p (75%),
thutic ha lipid (35% ehl véu la cdc statin 28%), aspirin hodc cée thuBie
ching ket tap tidu cAu khic (47%).

Sau 6 tuéin diéu trj khdi d4u bing perindoprillindapamid va cac bién
phap kiém soatglucose huyétthéng thuang, cac bénh nhén duge phin
nhém ngdu nhién ding gid dugo (n=5571) hodc dang phéi higp
perindapril/ indapamid phéi hop (n=5568).

"éii thisl gian theo di trung binh la 4,3 ndm, k&l qua cho thdy dibu trj
biéing perindopril / indapamid gidm c6 ¥ nghia 9 % nguy co trén chl
fiu 14m sang chinh (khodng lin cy 95% [0,828:0,956], p=0,041).

Loi lch edia thufc difge thé Kign bAng sy gidm 6 ¥ nghfa nguy co 1
vong tudng ddi khoding 14 % (Khodng tin céy 85% [0,75:0,98), p=0.025),
18% biin cfi 1 vong tim mach (khodng tin cly 95% [0,68,0,98), p=0,027)
& 21% cac bién cf than (khodng tin céy B5% [0,.74,0,86), p<0,001) 4
nhém perindopril / indapamid so vdi nhém ding gia dugc.

Trang phan tich dudi nham trén céc bénh nhén tang huyét dp, 44 ghi
nhdin sif gidm 9% nguy co tudng d6i céc bién of kBt hop mach mau
Ion va vi mach & nhém dung perindopril /indapamid so vdinhém ding
gia dugc (khodng tin o3y 95% [0,82;1,00], p=0,052).
Cng d4 ghi nhan sy gidm 16% nguy ¢ tuong d4i ¢6 ¥ nghia trén 1
I& tif vong (khodng tin cay 85% [0,730,87], p=0,018), 20% bidn cd 11
wong tim mach (khodng tin ey 95% 0,66:0,97), p=0,023) va 20% bién
of than (khodng lin cay 85% [0,73,0,67), p<D,001) & nhém ding
petindopril | indapamid so vai nhom ding gid dude.

Lgi ich cla viée can thip lam gidm huyét p la ddc 1&p vai nhing il
eh duge ghi nhén véi chifn luge kidm soat dubng huyét tich cyc.

Amlodipin:

Mét nghién edu ngfu nhién mi ddi teéin ty 18 méac bénh va b vong vdi
1&n k& Thil nghigm ciéu tri ha huyét ap va ha lipid mau dé dy phong
nhéi méu co tim (ALLHAT) & dugc thijc hign 08 so sanh céc phudng
phép didu tr| mdl: amlodipin 2,5-10 mg/gay (thiée chen kénh can)
hoge fisinapril 10-40 mg/ngay (thubc Uc ché enzym chuyén dang
angiotensin) khi duoe ya chon d4u tay so vai chiorthalidon, thude loi
tiéu thiazid, lidu 12,5-25 mg/ngay & bénh nhan o Eing huyét ép nhe
dén trung binh."

Tdng 54 33 357 bénh nhan 1ang huyél ap tudi tir 55 tr 1én duge phan
nhém nghu nhién va theo dbi trung bink 4,9 ném. Cée benh nhén 6
thém it nh&t mdt yBu 1 nguy cd bénh djng mach vanh, bao gdm: cd
tién sl nihdi méu cotim hode dbt quy (> 6 théng trude khi tham gia véo
nghign £Cu) hode duge ghi nhan o xa via dgng mach va biénh Iy tim
mach khac {idng cing 51,5%), 44l théo dubng typ 2 (36 1%), HOL-C <
35 mgidL (11.6%), phi dai thd teéi d& duge chén dodn béng dién tam
86 hodic siéu m lim (20,8%], dang hat thuic 14 (21,8%).

Chil ti&u lam sang chinh 18 18y enl gdp cdc bifn cd mach vanh géy b
vong ho&c nhdi mau ca tim khéng géy t vong. Khding ¢t sy khac bigt
84ng ké gilla phuong phép diéu tr| dua trén amlodipin va phang phip
diéu trj dya trén chiorthalidon trén chi tiéu lam sang chinh: nguy cd
0,98 (khohng lITTAy 95% (0,80-1,07) p=0,65. Trong cac ol ti8u danh
gié ph, 1y 1§ sty tim (M@t thanh phin cla tiéu chi ggp bién cf tm
mach) cao han cé y nghfa d nhém amlodipin so wéi nhdm chlorthalidan
(10,2% 80 vai 7.7%, nguy ¢d 1,38, [khodng tin cay 95% [1,25-1,52]
p<0,001)). Tuy nhidn, khdng co sy khac biét vé 1y 1& i vong chung
gila nhom diéu tri ding amiodipin va nhém diéu trl dung chiorthalidon,
nguy cd 0,86 (khodng tin cay 95% [0,89-1,02] p=0,20).

D liu vé thir nghiém 1Am sang phong bé kép hé renin-angiotensin-
aldosteron (RAAS):

Hal nghién ciu 16n nglu nhign, c6 kiém ching ONTARGET (So sénh
Telmisarian ddn trf ligu v phdi hoip véi Ramipril trén cae két cue tim
mach) v VA NEPRON.-D (Nghién ctu ciia Veteran trén bénh Iy thén
& bénh nhan t1éu dudng) da kidm ching viéc s dung phdi hp thude
tic:ché enzym chuyén véi tic ché thy thé angiotensin I,
ONTARGET duge thuic hién trén bénh nhan cd tién st bénh tim mach
hoc bénh mach mau ndo, hode bénh tidu dubing uyp 2 d& cd bing
chiing tén thuong co quan dich. V4 NEPRON-D 1 nghign cou thye
hign trén bignh nhén lidu duing fujp 2 v& bénh nhin o6 bnh than do
tiu duang,

Cée nghién clu nay da chl rd ring khoing thdy higu qud rd rétndo rén
thian vé/hogic tim mach va ty 1§ 1 vemg, reng khi nguy cd tang kali
huyét thanh, tén thudng than cdp va/Modc ha huyél 4p tng 18n so véi
digu i dan 1& mét loai thudc,

Do 6 déc tinh dude ddng hoe tudng 1 nhau, cac kél qua nay clng
lién quan dEn vise sif dung thulic e ché enzym chuyén dang
angiolensin khae va cac thudc Ue ché thy thé angiotensin 11,

Do d4 khéng nén s dyng dding tha céc thude Uc ché enzym chupén
dang angiotensin v0l cde thude (e ché thythé angiotensin | trén phing
bénh nhén cb bénh than da ligu dudng.

ALTITUDE (Nghign eduvaitro Aliskiran trén bién cd tim mach va bénh
thén & bénh nhan tiéu dudng Tujp 2) & mét nghién edu duge thigt ké
nhém dénh gid hiéu qua cla viée ching ham aliskiren vao nén didu
trj chudn dang diing (c ché enzym chuyén dang angiotensin hodc o
ché thy thé angiotensin Il trén bénh nhdn 11y dubng tujp 2 va suy
than mén tink, bénh 1§ tim mach, hadc c& hal, Nghién ciu d& phéi diing
s0m do vigc tang nguy o cla cae bifn cf bat lgi. TT vong tim mach
va dt quy duge quan sél wai tAn susit nhiéu hon 8 nhém ding thém
aliskiren so v8i nhom placebo, cae bién o6 bat lgi thang thuting va
nghiém treng (tang kali, ha huyét &p, suy than) cling duge béo cée vl
tén sudt nhidu han § nhém ding aliskiren so véi placabo.

Quiin th€ bénh nhén ahi;

Hiéin khing ¢ dil 18y wé vie sl dung TRIPLIXAM & tré em.

Ca quan quén I duge phém chéu Au da khong xem xél cac két qui
nghién cdu sif dyng TRIPLIXAM trén quén thé banh nhan nhi ng
huyét ap.

TiNH CHAT DUGC BONG HOC

Uiing 84ng thési perindopril/indapamid va amlodipin khdng lam thay

68 c&¢ dée tinh dugc ddng hot so vai uing riéng tiing thanh phén.
 Perindopril:

Hip thy v 5inh khé dung

Sau khi disng duting udng. perindopril ddc hdp thu nhanh va ning
d¢ dinh dgt duge trong ving 1 giis (perindopril & tién chit vé
perindoprilat & chél chuyén hoa ¢b hoat tinh), Thai gian bén thii huyét

twang ciia perindapril la 1 gig. Thic &n 1am gidm chuyén hda thanh
perindopritat, do A6 dé d4m béo sinh khd dyng, nén uding perindopril
arginin mét in treng ngay vio budi sing trudc bia &n.

Ehan bg

Thé tich phan bé cla perindoprilat dang 1y do khodng 0,2 Likg. T§ 18
Ii&n kéft cla perindoprilal vii protein huyét tudng 12 20%, chil yéu &
v8i enzym chuyén dang angiotensin, nhung ty 18 lién k&t phy thube
vio lidu ding.

Parindopril 1a mét tién thude. 27% lidu wing perindopril hilp thu vae
tuin hodn chung dual dang chét chuyén héa cé hoat tinh perindoprilat.
Bén canh perindoprilat ¢ hogttinh, perindoprilctn chuyén hda thanh
5 dén chit chuyén héa khéng ci hogt tinh. Ning do dinh trong huyét
tuing cila perindoprilat dat dugc trong vong 3 6én 4 git.

Thattny

Perindoprilat dugc théi trlr qua nutic tiéu vathis gian bén théi cha dang
tu do la khodng 17 gid, dat trang thai &n dinh trong véng 4 ngay.

Tuyén tintykhéng luyén tich

M&i uang quan gila [1éu dung cia perindopril va ng lugng thudc
trong huy#t tuong ¢d duge ching minh i wyén tinh.

Quén thé bénh nhén dac bigt

- Ngudi can tudi: Thai tris perindopriial giam & nguéi cao tudi, tuang tu
nhid & bignh nhan suy tim va suy than,

- B&nh nhén suy than: Hidu ehinh liéu & Bénh nhan suy than of thé
can nhde tly thudic vao mic dd suy than (44 thanh thai creatinin).

- Trong truting hap thim phén méu: d8 thanh thi cia perindoprilat i
70 mL/phit.

- Bénh nhan xd gan: Duge dfng hoc cda perindopril bi thay déi, a8
thanh thai gan cla thubc me gidm di mdt nl'a. Tuy nhién lugng
perindoprilat dugc tae thanh khéng gidm di, do dé khdng cén higu
chinh liéu.

Indapamid:

Hipthu

Indapamid dugc hdp thu nhanh va hoan todn qua duéng (8u hoa.
Méng d dinh frong huyét tuang dat duge & ngudi khodng mét gia sau
khi uéng thutc.

Phénbd

T I8 lién k&t vl protein huyét idng la 79%.

Théi gian ban théi dao dong trong khodng 14 va 24 gid (trung binh [
18 gid). S dung Hiéu 13p fai khdng gay tich [y thubc

Théi tris chd yéu qua nudc tiu (70 % lidu uding) va qua phan (22 %) &
dang cac chél chuyén héa khéng ca hogt tinh,

Quéin 1hE bénh nhén dic bigt

Duigc ddng hoc khang thay d8i trén banh nhén suy than.

Amiodipin:

Hép th va sinh khd dung

Sau khi ubing & mio lidu didu tri, amiodipin duge hap thu 1t vdi nbng
89 dinh dat Gugc tr 6-12 giés. Sinh kh dyng tuyé! dfi udc tinh trong
khoang B4% wi 80%.

Sinh knd dung clia amlodipin khing b nh hudng bdi thlc an,

Ehén od
Thé tich phan bd khodng 21LIkg. C4c nghién cUu In vitro cho théy
khoding 87,5% amlodipin trong mau li&n k&t vdi protein huy8t tudng.

Amlodipin dutc chuyén héa manh & gan thanh cac chét chuyén hoa
kndng cé hoattinh wai 10% chét me va 60% céc chét chuyén hoa duge
bai tigt trong nudc iy,

2
Théi glan ban thai thi tril khdi huyét uong khoedng 35-50 gid ¥4 do
606 thé sii dyng thubic [1éu mét 14n trong ngay
Quén thé bénh nhan d4c bigt
- Si dyng thuse cho ngubi c2o tué: this gian dé dat néng d4 dinh trong
huyét tudng clia amlodipin & nguéii cao tudi tudng ty nhu ngudi tré B9
thanh thai amlodipin o6 xu hutng gidm vii k&t qua Em ting AUG va
thési gian ban 1hdi & bénh nhan caa Wél, Tang AUC va thdi gian bén
thai thii il & binh nhan suy tim sung huy8l da duge dy kién & cdc
nhém bénh nhan nghién clu.
- Sif dyng thude & bénh nhan suy gidm chifc nang gan: Hign cd ré i
di liéu 14m sang vé vic s dyng amiodipin dudng udng db&nh nhén
suy gan, Céc bénh nhan suy gan s& gidm &g thanh théi amiodipin, k&t
qué lm tng thiii gian bdn tha va 18ng AUG khodng 40-60%.

QUI CACH BONG GOI
Hép 1 1o gdm 30 vién nén bao phim,
Chét hit 4m dyng trong niép hip thudic

BIEU KIEN BAD QUAN

Béo quédn & nhist dp dudi 30°C

Gill thudc tranh xa tdm nhin va tAm tay tré em.

Khang sif dyng thudc d& hét han st dyng dupc ghi trén hdp thudc va
vi thude,

Khéng wit thudc theo dubng nudc thii hay rac thai sinh hoat. Hay héi
¥ kién cla duge 57 vé cach bé di ahiing vién thudic khdng cén ding
dén nila. Biidu nay 58 gidp béo vé ml trubing

HAN DUNG
24 thang ké 1l ngay sén xulit

TIEU CHUAN CHAT LUGNG
Tigu chufin cosd

CHU 88 HOU GIAY PHEP

LES LABORATOIRES SERVIER
50, Rue Carnot

02284 Suresnes Cedex

Francel Phap

HHA SAN XUAT
SERVIER (IRELAND) INDUSTRIES LTD
Mongylands, Gorey Road
Arklow, Go. Wicklow
IrelandiAllen

Websile: www.sgrviervn
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