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Poc ky hwong din sir dung trm:rc khi diing
Néu cin thém thong tin, xin hoi ¥ kién bac si. Thudc nay chi ding theo don ciia bac si.

PERIGARD-D P&
Vién nén Perindopril Erbumine va Indapamide [/ VAN PHONG
(& pAIDIEN )
Thanh phin: ‘1' TAITP |2
M&i vién nén bao phim chira: \A\HO CHIMINH /= //
Perindopril Erbumine 2mg WS 9y
Tuong duong véi Perindopril 1,669 mg. N
Indapamide USP 0,625 mg

Td duoc: Microcrystalline cellulose, Lactose, Keo Silicon dioxid, Magnesi stearat, HPMC, PEG 6000,
Dibutyl phthalate, Talc, Titan dioxid, mau Erythrosin.

Duwoe luc hoe:

Co ché tac dung

Co ché lam giam huyét ap cia Perindopril chu yéu 1a do wc ché hoat tinh ciia ACE (enzym chuyen
Angmtensm) Két qua cta su tc ché ACE la lam giam Iu«;mg Angiotensin II trong huyét twong, dan téi
giam sy co mach, tang hoat tinh renin huyét tuong va giam tiét aldosteron. Sau d6 1a su ting bai nigu va
natri niéu, ¢6 thé di kém véi tang nhe kali huyét thanh. ’

Indapamid 1a chét ddu tién ciia nhém thube lgi tiéu diéu trj ting huyét 4p méi, nhém Indoline.

Duge dong hoc:

Hip thu:

Nong d6 dinh trong huyét tuong (Cmax) cia Perindopril va Indapamide (tuong tng la 4,9 meg/ml va 17
mcg/ml) dat dugc sau 6 gi¢ va 1,5 gid sau khi ding Perindopril (4 mg) va Indapamide (1,25 mg) trén 18
ngudi tinh nguyén nam giéi khoé manh. AUC twong tng la 191 va 294 mcg.gio /1. Dang két hop duoc
chirmg minh [a twong duwong sinh hoc vdi caic thanh phin neng lé. Sau 7 ngay ding Perindopril (4 mg) /
Indapamide (2,5 mg) mdt ngay theo dudng udng trén 18 ngudi tinh nguyén khoé manh, thoi gian ban thai
cua perindoprilat (50,7 gid) va indapamide (14,6 gio) khong cé su khac nhau c¢6 y nghia so vdi thdi gian
ban thai khi ding mdi thanh phan don doc.

Phén bi:

Perindopril: khoang 60% Perindopril trong vong tudn hoan gin véi protein huyét twong, va chi c6 10 dén
20 % Perindoprilat gin véi protein huyét tuong.

Indapamide: Indapamlde gan két thuan nghich véi hdng ciu trong mau ngoai vi. Khoang 71 téi 79%
indapamide gan ket thuén nghich véi protein huyét turong.

Chuyén hod:

Perindopril: Perindopril bi chuyén h6éa manh khi ding udng, chi cé khoang? 46512 % tong liéu tim thay &
dang khong chuyén hoa trong nude tiéu. Da xac dinh dugc 6 chét chuyén hbé cﬁc qua trinh thuy phan,
lién hop glucuronid va vong héa do khir nuéc. Cac chit nay bao gdm chat \eg) & ahé ACE c6 hoat tinh la
permdopnlat (do thuy phan perindopril), perindoprilat glucuronid, perindopril bi khir nwéc va dang ddng
phén lap thé cta perindoprilat bj khir nuéc. Trong co thé ngudi, men esterase & gan ¢6 tac dung thuy phan
perindopril.

Indapamide: Indapamide ciing bi chuyén hoa manh, chi c6 khoing 7% tdng liéu ding dugc tim thiy &
dang khong chuyén hoa trong nudc tiéu trong 48 gid dau sau khi dung thube.

Thai trie:

D6 thanh thai qua than (CIr) cia m&i thanh phin khi dung thudc dang két hgp thép hon khi diing don 1é
(3,462 so vai 3,966 L/git d6i véi perindoprilat va 0,294 so voi 0,318 L/gior d6i v6i indapamide), nhung syr
thay ddi nay khong c¢é y nghia théng ké.

Indapamide: it nhat 70% lidu don indapamide ding duong udng duge thai trir qua than va 23% qua dudng
tiéu hod, c6 |& gdm ca dudng mét.

Cic d6i twgng dic biét:

vdg




Tudi tac: Nong d6 dinh trong huyét twong va AUC cia indapamide tang theo tudi & 36 bénh nhén trén 65
tudi, cdc bénh nhan nay ding perindopril 2mg/ indapamide 0,625 mg/ngay theo dudng udng trong 12 tuin,
tuy nhién khong quan sat thay d6i voi perindopril. Céc tic dung nay phi hop vai cac théng bio sau khi
duing cac thude riéng ré.

Bénh nhin suy than: sy bai xuit qua than cia perindoprilat va indapamide bi giam & bénh nhan rdi loan
chire ning thén. Cac phdt hién nay cling phi hgp v&i cac thong bao sau khi ding céc thube riéng ré.

Bénh nhiin suy gan: sinh kha dung ciia perindoprilat ting [én & nhitng bénh nhan suy chirc ning gan. Nong
dd trong huyét tuong cita perindoprilat & bénh nhan suy gan cao hon khoang 50% so véi quan sat thiy trén
d6i twgng khoé manh hodc bénh nhén ting huyét 4p ¢6 chire ning gan binh thuong.

Bénh nhin suy tim: d5 thanh thai cia perindoprilat bj giam & bénh nhan suy tim sung huyét, din t¢i AUC
tang 1én 40%.

Chi dinh:
Thube dugce chi dinh‘dé diéu tri bénh tang huyét ap vira va nhe & nhitng bénh nhan khéng dap ing diy dua
vdi tr ligu don déc bang perindopril.

Liéu lwgng va cich dung:

Nguwoi lom: liéu khuyén céo la mét vién perindopril/indapamide (2/0,625) mét lan mdt ngdy va nén ubng
vao trude bita an sang. Néu van chura kiém soat huyet ap tot thi ¢6 thé tang lidu 1én gip dbi.

Nguoi cao tuoi: Nén thin trong khi diéu chinh 1idu cho ngudi cao tudi.

Tré em: Khong khuyén diing thudc ndy cho tré em.

B¢nh nhdn suy thgn: khong nén dung cho bénh nhén suy thén nang (thanh thai creatinin dudi 30 ml/phit).
Trudng hop suy than vira va nhe nén bit dau diéu tri v6i liéu 1 vién (2/0,625)/ 1 1an/ ngay. Néu chira kiém
sodt huyét ap tot thi ¢6 thé tang lidu lén gp ddi.

Khéng nén ding lidu perindopril qua 8 mg/ngay do kinh nghiém trén lam sang con han ché.

Chéng chi dinh:

Chéng chi dinh cho bénh nhdn min cam voi Indapamide hodc perindopril hay cdc thude c6 ngudn gbe
sulfonamid khac, man cam véi cac thude tic ché ACE khéc, bénh nhdn ¢6 tién str phi mach hay v6 niéu,
phu nif cé thai va cho con bu.

Dang vién nén két hop Perindopril Erbumin va Indapamide khéng diing dé diéu trj rdi loan vi tudn hoan tidu
dong mach - mao mach.

Bénh nhin bi tai bién mach mau nio.

Thin trgng va cinh bao:

Perindopril:

+ Phit mach: di cé thong bdo vé phu mach ¢ mat, cac chi, moi, ludi, thanh quan, Vafhoﬁc khi quén trén
nhitng bénh nhan diéu trj bing thuoc trc ché ACE, bao gdm perindopril erbumin, Khi do cin ngimg ngay
viéc diing Permdoynl va bénh nhén cin dugc gidm st chat ¢h& cho téi khi héi\q .!phu

+ Ha huyét ap: gibng nhu cac thude (e ché ACE khac, Perindopril ¢6 thé gy ra\E}muyet ap tri¢u chimg.

+ Suy chire ndng thén: do héu qua cla sy e ché hé thong renin-angiotesin- andosteron, c6 thé xay ra thay
ddi chirc ning thén trén cée dbi tugng nhay cam.

+ Bénh nhin tang huyét ap bj suy tim sung, huyét: & bénh nhan suy tim sung huyet ning, chirc nang than cd
thé phu thudc vao hoat dong cua hé thong remn - anglotensm — aldosterone, diéu tri bing Perindopril ¢ thé
din dén thiéu niéu va‘hoic nito huyét tién tridn, hiém khi bi suy théan ning va/hofic tir vong.

+ Bénh nhin ting huyét ap bj hep dong mach than : mot sb bénh nhin ting huyét 4p khéng bi bénh vé& mach
thin trude d6 b ting nito mau va creatinine huyét thanh nhung thudng nhe va thoang qua. Céc trudng hop
tang nay c6 kha nang xady ra nhiéu horn & bénh nhan didu trj déng thoi véi mat thube ]0’1 tiéu va & bénh nhén
dang bi suy thén trude do6. Co thé cin phai giam liéu cua Perindopril hofic thude loi tidu hogic ca hai. Trong
mot s6 trudng hop ¢6 thé cin phai nglrng mot hofic ¢a hai thube .

+ Tang Kali huyst : C6 quan sat thdy tang Kali huyét thanh trén mot so bénh nhan dteu tri bing Perindopril.
Cac yeu t6 nguy co lam ning thém tinh trang tang Kali huyet bao gom suy than, tiéu dudng va dung dong
thdi vai cac tac nhan nhy thude lgi tiéu gitr Kali, ché phdm bd sung Kali vivhodc mudi dang thay thé ¢



chira Kali. Cac thude ¢6 lién quan v&i tang Kali trong huyét thanh cin sir dung than trong khi két hop vai
Perindopril.

+ Ho : C6 thong bao vé cac truong hep ho khéng Xuét tlet dai ding khi dung cac thudc tre ché ACE , va
thwng hét sau khi ngirng thude. Ho do thube tric ché ACE ¢An duoc xem xét dé chan doan phan biét ho.

+ PhAu thudt / Gdy mé : & bénh nhin dang trai qua phau thudt hay trong qua trinh gdy mé véi cc tac nhén
lam giam huyét 4p, Perindopril ¢6 thé fic ché sy tao thanh angiotensin IT va do d6 cé thé xay ra giai phéng
bt renin thir phat.

Indapamide :

+ Giam Kali huyét, giam Natri huyét va mat cin bang nude va dién giai - C6 cac thdng bao vé cac trrong
hep glam Natri huyét niing cuing véi glam Kali huyét khi diing liu khuyen c4o cia Indapamide. Nén tién
hanh kiém tra dinh ky dién giai trong huyet thanh va axit uric trong huyét thanh sau cic khoang thdi gian
thich hgp. Diéu tri thoi gian dai ¢é the dan t&i ting Canxi huyét va giam Photpho huyét .

+ Ngb doe Lithi : Khi ding ddng thei vai Lithi o6 nguy co ngd doc Lithi. Poc k¥ thong tin ké don cac ché
pham Lithi trude khi diing cung lac voi thudc nay .

+ Bénh nhin suy gan : Thubc ndy can sir dung thin trong cho bénh nhén suy gan

+ Dung nap glucose : Ddi thao dudng tiém an co6 thé tr& thanh bénh va nhu cau Insulin & bénh nhan tiéu
dudmng c6 thé thay dbi. Can phai kiém tra thuomg xuyén ndng do glucose trong huyét thanh.

+Téng axit urlc méu va bénh giit : bénh gut ¢é thé xuat hién trén mot s6 bénh nhan ding indapamide. Do d6
nén kiém tra nong d¢ axit uric huyet thanh dinh ky trong qué trinh diéu trj.

Khi niing gy ung thu, dgt bién gen va suy giam kha niing sinh san:

Chua ¢6 céac dit li€u v€ kha ning giy ung thu, dot bién gen va kha ning sinh san do thude két hop
Perindopril va Indapamide.

Perindopril .

Khéng ¢6 bing chitng vé tic dung gdy ung thu quan sat thiy trong céc nghién ciru trén chudt cong va chudt
nhat khi (dung Perindopril voi litu gép 20 an (theo mg/kg) hay 2 toi 4 1an (tinh theo mg/m2) so vai liéu tdi
da khuyén cao trén 1am sang (16mg/ ngay) trong 104 twan.

Khéng phat hién thiy kha ning gy ddc voi gen cha perindopril, perindoprilat va cac chit chuyén hoa khic
trong cac thr nghi¢m invivo, invitro khac nhau, bao gom thir nghi¢m Ames, thir nghiém Saccaromyces
cerevisiae D4, nudi cdy té bao Lympho ngudi ; dinh lugng TK té bao Lympho chudt, thir nghiém vi nhén
trén chudt céng va chudt nhét va thir nghiém tuy xuong chudt ddng Trung Quéc. Khéng co tac dung cb y
nghia 1&n qua trinh sinh san hay kha ning sinh san quan sét thdy trén chudt cdng ding liéu cao gip 30 lan (
theo mg/kg) hay 6 14n (theo mg/m2) so v6i liéu téi da khuyén céo trén 1am sang cila Perindopril trong sudt
giai doan sinh tinh & chudt dgc hay giai doan hinh thanh trirng va mang thai & chudt cai.

Indapamide :

Cac nghién ciru vé tinh gay ung thu trén ca chudt cong va chudt nhit cho thiy khong c6 sy khac nhau cé y
nghta vé ty 1& khdi u gitta nhém ddng vat dung Indapamide va nhom dbi chimg.

Phu nif ¢6 thai:

Chua ¢6 cac div lidu vé ding dang thude két hop Perindopril va Indapamide cho phu nit cé thai, do do
khéng khuyen diing cho phu nit ¢6 thai.

Str dung thudc e ché ACE c6 thé giy rdi loan va tir vong cho bao thai va tsé'sor sinh khi dung cho phu nif
¢6 thai. Str dung thuoc trc ché ACE trong quy 2 va quy 3 ciia thai ky cé thé éam ton thuong cho bao thai
hay tré sor sinh bao gdm : Ha huyét 4p, giam sdn so cla tré so smh vO nigu, suy than ¢o h01 phuc hoidc
khéng hdi phuc va tir vong. Ba ¢6 théng bao vé truomg hop it dich 6i. Néu thay it dich i, ¢in nglmg dung
Perindopril trir khi bat bude ding thubc dé cu tinh mang cho ngudi me. Co the ding thir nghiém ¢p co bép
(CSI) hay thir nghiém khéong ép (NST) hodic chép hinh sinh 1y d€ kiém tra tuy vao s6 tudn mang thai. Khong
thdy tac dung gy quai thai khi dung Perindopril trong cac nghién ciru trén dong vat.

+ Indapamide : Phan loai B trong céc thudce diing cho phu nfr ¢6 thai.

Cac nghién clru vé sir sinh san dirge thye hién trén chudt nhit, chudt céng va thé véi lidu cao gip 6,25 lan
so v&i liéu didu tri cho ngudi cho thiy khéng co bang chirng gy suy giam kha nang sinh san hay gy hai
cho thai nhi do Indapamide. Sy phat trién cia chudt cdng va chudt nhit sau khi sinh khéng bi anh huong
bai viée didu tri trude d6 ciia dong vat bd me trong qua trinh mang thai. Tuy nhién, chwa ¢6 céc nghién ctiu
kiém soét t&t va ddy di trén phu nif cé thai.

Phu nir nudi con bi :

e
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Hién khong rd thubc nay co bai tiét vio sira me hay khong. Do phﬁn 16n cac thubc ddu bai tiét vao sira me,
néu that su can thiét phai ding thudc nay, cin dimg cho con bi.

Dung cho tré em : )

Tinh an todn va hig¢u qua khi dung cho bénh nhan nhi chura duge thiét 1ap.

Ding cho ngudi cao tudi: .
Noéng dé cia Perindopril va Perindoprinat trong huyét tuong tang 1én & bénh nhan cao tudi so v6i ndng d6
thude & bénh nhén tré tudi.

Suy thin : Chéng chi dinh cho truong hgp suy thin ning (dé thanh thai Creatinin < 30ml/phat )

Suy gan : .

+ Perindopril : bénh nhan dung thudc (e ché ACE ma thiy ting ving da va ting déng ké enzym gan thi nén
ngimg dung thude e ché ACE va cn dugc didu tri thich hop.

+ Indapamide : Gidng cac Th1a21d khac, lndapamlde nén dugce dung thdn treng cho b¢nh nhan suy chire
nang gan hay bénh gan tién trién do sur thay ddi nhe cén biing nude va dién gii cling ¢ thé giy ra hon mé
gan.

Anh hudng 1én kha ning lii xe hay van hanh may méc: Cin than trong khi dang 1ai xe hay vin hanh
méy moe vi thube 6 thé gdy chéng mit, dau dau.

Twong tic thube :

Céc twong tac thude ¢é thé gap phai khi si dung cing luc véi ché phim bd sung Kali, thudc Igi tiéu gitr
Kali, Lithium, Digoxin va Gentamicin.

Tac dung khdng mong mudn:

Thubc néi chung dugc dung nap tét. Perindopril 2mg/indapamide 0,625mg ding udng ¢6 dé dung nap
gidng nhu placebo trén 199 bénh nhén bj ting huyét ap ding thudc ngay mdt 1an trong mét nim. Phan l6n
cac tac dung khéng mong mudn déu & mirc do vira va nhe.

Giam kali huyét: ty 1& giam kali huyét khi diing dang két hop thép hon khi ding indapamide don dc. Tuy
nhién khéng ¢6 bénh nhén nio ¢6 mirc kali huyét thanh < 3,1mmol/L.

Cac théng sé can lam sing khdc: mic axit uric ting & cdc bénh nhan ding dang thudc két hop, nhung diéu
nay khéng khac bigt dang ké so véi mac tang quan sat thdy khi ding placebo.

Cdc théng bdo vé tde dung bdt lpi véi cde thuoc riéng ¥é nhir sau:

+ Perindopril: cac tdc dung bat lgi hay gap nhat la: chong mit, ho va dau ddu, Céc tac dung khong mong
muon khac it gap hon 13 : nhiém tring dudng hd hap trén, suy nhuge, viém miii, dau chi dudi, tiéu chay,
phil né, viém hong, nhiém wring duing tiét niéu, rdi loan giac ngi, dau ngue, chan thuong, di cam, budn
ndn, may day, dj ing theo mua, trim cam, dién tm dd bt thuong, U tai, ndn, dau ¢, ting triglycerid, budn
ngu, dau khép, lo 4u, dau co, réi loan kinh nguyét, ddy hoi, viém khép va git.

+ Indapamide: cac phan ung duge thdng bao khi ding Indapamide trén 14m sang 13 vang da (vang da v mét
trong gan), viém gan, viém tuy va bt thudng cac thir nghiém chire niing gan. Cac phan tng nay thudng hoi
phuc khi ngimng thude.

Thude c6 thé gay giam mic kali va tang acid uric, phosphatase kiém, c%&tdrol AST, creatinin va
glucose.

Qua lidu: Chua cé cac dif lidu vé ding qua lidu dang thudc két hop.

+ Perindopril: biéu hign ¢6 kha néing xay ra nhét 12 ha huyét 4p va khi d6 can didu trj trleu ching va dleu iri
hé tr. Nén ngimg diéu tri bang thudc 1rc ché ACE va giam sat bénh nhén chit che. Cén diéu trj mat can
bang nude, di¢n giai va ha huyet aptheo cac quy trinh chudn. Chura c6 co s¢ dé dung cdc bién phdp vat Iy (vi
du lam thay déi PH nude tiéu) dé ting nhanh su thai trir perindopril vd cac chét chuyen hoa cha né.
Perindopril ¢6 thé logi khoi mau bing thim tach mau véi do thanh thai 52 ml/phut voi perindopril va 67
ml/phat véi perindoprilat.

+ Indapamide: triéu ching qua liéu bao gdm budn ndn, ndn, mét moi, r01 loan tidu hod, ha huyét 4p va rdi
loan can bang dién gidi. Khi do nén ngung ding thudc. Khuyén nén lam réng da day bing cach giy ndn hay
rua da day sau d6 can phii danh gia cén than can bang nude va dién giai. Nén truyén dung dich nudc mudi
sinh 1y néu thiy can thiét.

BAO QUAN: Bio quéan & nhigt 46 khong qua 30°C. Khong ding thube qué han st dung. Dé ngoai tim tay
tré em.
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Thong béo véi bic si nhlmg tic dung bit lgi ggp‘q i khi sir dyng thube
TRINH BAY: Hop l6m x 10 hgp nho x 1 vi x 10 vié
Tiéu chudn: Nha sdf xuit.

Han ding: 24 thang ké tir ngay san xuit.

San xuét boi: GLENMARK PHARMACEUTICALS LTD.
Plot No. E-37, 39 MIDC Area, Satpur, Nasik-422 007, Maharashtra, INDIA.
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