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TO HUGNG DAN SU DUNG THUOC

wiy chi ding theo dom thuie

AMLOSALI

“BE XA TAM TAY TRE EM
POC KY HUONG DAN SU DUNG TRUGC KHI DUNG”
1. THANH PHAN CONG THUC THUOC
Thimh phitn hogt chiit:
Amlodipine {dwdi dang Amlodipine besylate).......cvcvinesirnimers e o3 ME

Lisinopril (duwdi dang Lisinopeal dibydrate). ..o e e 10 mg
Thiuh phiin ti dwge:

Mierocrystalline cellulose, sodium starch glycolate, tale, colloidal silicon dioxide, magnesium
sicarate,

2. DANG BAO CHE:
Vién nén

M th dang bio chié: Vién nén win, mau wing dén wing ngd, hai mait khum tron, thinh vi canh
vién lanh lan,

3, CHI BINI
Byiéu trj ting huydt dp vé cin o ngudi ln,

Tei lidu thay thé cho céc bénh nhin ma ¢b huyée dp dirge kidm sodt biing lisinopril vit amlodipine
ding dong thini vii mire lidu (romp durong,

4. CACH DUNG, LIEU DUNG
Ciieh dimg:

Diinge durdmig u:"'mg. Vi thire n khéag dnh buedng dén sir hdip- thu nén thude o thé diing cling hofic
khdng ciing wifi hita dn.

Lidu divng:
Licu khuyén cio 1 | vién mdi ngdy. Lidu 30 da 18 1 vidn mdi npgdy.

5 r B La i L . - = ' a vl u 1
Mhin chomg, cie thooe phod hop Ticoa coodinh kbong pid hop cho ligu phap dicu (rj an déaw,

Thuée chi dige chi djnh cho nhitng hénh nhén d8 didu ehinb liéw duy tel 18 1 cia lisinopril v
amlodipine dn lugt 13 10 mg vi 5 mg.

Bdnh ahitee suy thin
& timn dwge lidw ki Qe vit lidu duy tri 1di u cho bénh nhiin suy thiin, cic bénh nhin chn duge
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1-,-. &t thanh trong qué trinh didu trj woi thude. Trong trrding hop suy gidm chire niing
Ein ngung dimg thudie va thay bing didu trj timg thanh phin rigng o 48 duge dinh lidu
pt Amladipine khing theé thim tich duge.

T énde 1 .: SNy gan

Chura e6 khuyén efio vé lidu ding ciia thuic & bénh nhén suy gan nhe dén trung binh, do dé phai
thiin trong khi lya chon ligu va nén bit ddu & mire lidu thilp nhit (xem phin Canlr ido v thidn
trpmg khi dimg thude v Dac tinh dige dmg hoe). BE tim duge lidu khdi ddu vi lida duy i 16i
wu cho bénh nhan suy gan, cic bénh nhin ciin dirge chusin 4§ lidu bilng lisinopril v amlodipine
dimyg riéng ré,

Dhrge dong hoe ctia amlodipine chia dige nghién ol & bénh nkédn suy gan niing. O nhém bénh
nhiin nay, amlodipine nén duge bit diu @ Lk thip nhit v tEng lidu tir .

Tré em (ddedi 18 tadi)
Tinh an todn va higu qui cia phdi hap lisinopril va amlodipine & tré em dundi 18 wdi chua duge
thict lip.

Newdi cao tudi (frén 65 (uoi)

Chn ewe ki thin trong khi dimg thute & bénh nhin cao tudi. Trong cde nghién cire Jim sing,
khéng thilty cd thay ddi v& hidu qua v tinh an todn cia amlodipine hodic lisinapril li#n quan i
tubi. DB xdo djnh lidu duy tri 18 1 cho ngusi cao tdi, ede bEnh nhin cin dwge chudn dé licu
bding lisinopril vi amlodipine ding riéng ré.

5. CHONG CHI BINH
Licn qeean i fixiraprril

- Qué min vai lisinopeil hode voi bit ki chit te ché men chuyén angiotensin (ACE) nio khic.

- Tién sir phit mach 1iéa quan dén didu tr bing thade ire che ACE trwde do.

- Phivmach di truyen hodc v edin,

- Ba thang giiva vi ba thang cudi coa thai ky (xem phﬁn Cetdy bk var thgin trpme kN dimg thude
v Sir dng thude ehio phi it cd thal va cho con bi).

« Sir dyng ding thivi phéi hop lisinoprilfamlodipine vi cie thude ¢b chira aliskiren bj ching
ehi dinh & bénh nhin dii thio dudmg hofic suy thin (GFR < 60 mUphiat/1,73 m?) (xem phin
Treong fide, feang ky exig thade v Dde tinh diege liee hpe).

- Sir dung déng théri véi phéi hop sacubitril/valsarian, Khing duge bit diu siv dyng phi hop
lisinoprilfamlodipine sdm hon 36 gid sau lidu cubi cia phéi hop sacubitribvalsartan (xem
|:|E||"|n Ceinafe Bdes ver thine fromge &7 el e vib Teeemp tede, fiearnig ky cric thioe).

Lids spuan dén andodipine

Oud miln vii amlodipine hoge vii bit ki din chit dihydropyridine ndo khic.

- Mg huyét dp nghiém trong.
- Sbe (bao gom ca soc tim),
- Tie nghén dwimg ma that tdi (hep déng mach chil ning).
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ng i djnh vé mat huyét dong sau nhai médu co tim cap.
gt wén phil hpp Hsinopriliamiodipine

i hogt chdt hode it ki thank phin 14 duge nde cia thube,
! TR GFCAC ching chi dinh cia chc don (hinh pllﬁn durge 18t ké chi tiét & tén eling co lién
quan dén chéng chi dinh cta vién nén phii hep lisinopril/amlodipine.

6, CANH BAO VA THAN TRONG KII DUNG THUOC

Tit ¢ cic cinh bio chi tict dudi diy lién quan dén Kimg thinh pllﬁn riéng ¢ eling con dugpe xem xét
dai viri dang pfbfii hirp co dinh lisinoprilfamlodipine.

Lidn guan dén lisinopril
Ha frﬂ}:grr g e fridu cligng
Hiém giip & bénh nhén tng huyét dp khéing hién chimg,

O nhifng bénh nhiin ting huyét dp ding lisinopril, hg hﬂj.nl':t dp cé nhigu kha ning xay ra hon néu
bénh nhin bj suy gidm thé tich, nho do ditg thude bri tidu, ehé diy fin it muii, thim phin mdu,
tiéu chiy hojic non mi, hodic tng huyét dp niing phy thudic renin (xem phan T tie, freong
ko eric thiive v Thc dlyng khieg mong wniin etier ). Trén nhifng bénh nhin suy tim cd hofc
khisng kém theo suy thin, d2 ghi nhin ha huydt fp e triéu chimg. Bién cf ndy dé xdy ra hon &
céie bnh nhiin suy tim mire 43 ndng, thé hign thing qua vige phii sir dung thude loi tidu quai lictr
cao, ha natri miu hofic suy gidm chire niing thin. Trén cac bénh nhin cd nguy co cao ha huyél ip
co trigu chimg, giai dogn khai diw dieu trj hojic ditu chinh liéu cin dure gifim s34t chit ché. Ditu
ndly ciing ap dung dibi v chc bnh nhdéin mie bénh tim thicu méu g by hofe binh mach mdbu
nda, & nhitg bénh nhin ndy, viée ha huyét dp qui mire cd the din dén nhbi mau co tim hodfic tai
sidn mach miu nio,

Méu ha huyét ap xiy ra, cin dit bénh ohiin & e (hé ndm ngia v ieyen Goh mach mede muoi
sinh 19 néu cin, Phin dog by huyét dp thodang qua khong phai 13 mdt chdng chi dinh 48i vai cic
ligu ticp theo, Thudmg b the tiep tue sir dyng thuoe néy hlI}"'lj:t ap tang trox lai sau khi bo dich.

Trén mit sb bénh nhin suy tim eé huyét dp binh thirdmg hofic thip, huyét 4p todn thin eo thé b
ha them khi dimg hsinopril, Tac dgng ndy d8 duge dyr dodn tir tnrde va thiedmg khng phei bi 1y
do diin dén vige phai ngimg didu trj. Néu ha huyét dp cb bidu hién tridu chimg, o6 thi cln gidm
lién hofe ngimg sir dyng lisinopril,

Hat Buacyt cipr drommmge i gwicive cer fim eceips

Khéng dige khéi diu didu i bing lisinopril trén cae bénh nhan nhdi man co tm cip néu bénh
nhin ed nguy o bi suy gidm huy® dong nehidm trong hom sau khi didu e véi mdt thade pidin
mgeh. Diy 1 nhitng bénh nhin e huyét ap thoy thu tr 100 mmllg wé xubng, hodic nhitg bénh
nhdn bi soc tim. Tromg 3 npay i s com nhdi mau cer tim, cin g idm lign néu I:u}'él ap Lam tho
0 | 20 mmHg tro xudng, Nén gidm liéu duy i xuong 5 mg hode tpm théi giam xedng i 2,5 mg
néu huyét 4p dim thu tir 100 mmlg g xudng. Néw hy huyét dp kéo dai (huyét dp dm thu dudi
90 mmbg trong hown 1 gii), cin ngimg ding lisinopril.

Hepy v diere sgeel clng v veerr fiead Tebemdy e ine pofor ol
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i thudic ire ¢hé men chuyén khéae, cin thin trpng khi sir dyng lisinopril tén céc bénh
hai 14 va Lic nghn dudng ra thil tedi ohe bep ddng mgeh ehi hofic bénh co tim phi

Trong trudmg hep suy than (dd thanh thal creatinine < 80 mi/phit), cin dicu chinh licu khai din
cia lisinopril theo d§ thanh thii creatinine cda bfnh nhin vi sau do higw chinh lidu by theo dip
img cia bénh nhin, Chn theo doi thudmg xuyén nong df kali va creatinine trén cde hénh nlidn
iy,

Trén cde bénh nhdn suy tim, hg huyét dp sau khi bit diu didu 1] bing thude fe ché men chuyén
ed the gy suy gigm (hém chire nidng thin, Suy thin cﬁp, therdmg o kha ndng hoi phye, di duge
ghi nhin trong tink hudng néy,

- t uhiin mée chimg bep dong mach thin hai bén hode hep dong mach thin & moL
thiin dirge didu trj biing thude fre ché men chuyén, di ghi nhin tng ure mdu va creatining huyét
thauh, thirding phye hii khi ngimg ditu tr. Bién cb ndy dic bigt hay gap tén cie bénh nhin suy
thiin, Néu bénh nhdin bj ting &p lyc ddag mach than, nguy co ha huyét dp ning v suy thin s8
ting. O3 nhitg bénh nhdn néy, nén bt diu didu trj v6i lidu thip, didu chinh lidu mt cdch thin
tromg vi ciin cd s gidm sit y 18 chiit ch@. Do sir dyng thude i tigu cd e [ mit yéu 16 gop phin
gy ra nhikng bicn ¢ ké trén, cin ngdmyg st dung thude Ty tidu v gifim sil chire nfing thiin trong
nhitng tudn diu didn i |:lﬁ||j§'r lisinopril,

Trén mit 50 bénh nhéin Eng huyot dp khong e diu higu bEah mach mébu thin wrude do, da bj ting
ure miu vi ereatinine huyét thanh, thudng & mire 4§ nhg va thodng qua, dac bigt khi ding IIE:HE

thiri lisinopril va thude loi tiéu. Dicu ndy dé xdy ra hon teén cde bnh nhin ob bénh suy thin tr
trwdic, O thé cln g lidu vvhofic ngime thude loi tide vivhodie lisinopril,

Trong nhdi méu co tim cip, khing nén bt diu diéu tej bing lisinopril & nhimg bénh nhin ¢
biing chitmg rbi logn chire nfng thin, duge xdc dinh béi ndng 46 creatinine huyét thanh cao how
177 pimolil, vidhode peotein nidu vogl qui 500 mg/24 git, Méu rbi logn chire nding thin tién trida
trong qui teinh dicu trj bing lisinopril (nong d ereatinine hu:.rét thanh teén 265 pmoel/] hojic cao
gip 2 Uin e s tewde khi didu 1), béc sTnén cin nhiic cho ngimg sir dyng lisinopril.

(it machon, phiis sivcreti

Piuli mach & mat, 0 chi, mbi, lwdi, thanh mbn vivhode thanh quan hiém khi duge bio cio & bénh
nhin duge diu irf vii cic thudc fre ehié men chuyén angiotensin, bao gom lisinopril, Bién cd nay
i thit xay ra v bit ki thii didm ndo trong thiri gian didu i, Néu glp trudmg hop ndy, cin
npgirng st dyng lisinopril ngay va dp dyung cic bign phip theo déi, diey trj thich hgp dé dém bio
i quyet Brodn todn cae gy chimg trude khi bEnh nhin ol vign, Ngay ca tiong nhitng tnedmg
ligp bj sung leiri, khong giy suy hé iﬁp_ bénh nhiin ed the cin diege theo doi kéo dii vi didy trj
Dang Ui khuing histamine vi corticosteroid ¢ the khong din hicu qua.

Rt hiém khi, phis mach lign quan dén phi thanh quan vi phis ludi din dén wr vong d dirge bio
cdo. Che binh nhdin phit mach i ludi, thanh mén hofic thanh quén cd the bi tae nghén duémg
the, diic bigt khi bénh nhan cé tién sir philu thudt ditmg thes Trong nhimg treémg hip néy, cin
didu Iri ciip el ngay. Bidn phdp diéu trj 6 the bao gom sir dyng adrenaline vivhogc duy tri thing
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y. Bénh nhan cin dirge gidm sit y khoa chiit che cho dén khi céc trigu chimg duge
hodn todn va tinh tepng ctia bénh nhéin da én djnh.

ac thude ire chié men chuydn giy phis mych v 1y 1€ cao hon trén nhdém bénh nhin da den so
wii efie nhdm bénh nhiin cd maun da khac,

Cae bénh nhdn cb tidn sir phit mach khong lién quan dén thudc e ché men chuyén ed thé ting
nguy co phi mgch khi s dyng thude ire ché men chuyén (xem phﬁn Chdng ehi djnh).

Chiing chi dinh sir dyng dong thivi thudc (e ché men chuyén vai phi hop sacubitril/valsartan do
ting nguy oo phit mach, Khing duge bit diiu didu i v sacubitril/valsartan sim hon 36 gid sau
lidu liginopril cudi cing. Khing duge béit dau dicu trj bing lisinopril sém hon 36 giir sau lidu
sacubitril'valsarian cudi cling (xem |:hﬁri -E','.Frrfng ofet dink vi Tieomgr feic, forenige ky clia Hhanic),

Sirdyng ding thoi thude fre chié men chuyén vl racecadotril, thude (e ché mTOR {nhur sirolimus,
everolimus, temsirolimus) vi vildagliptin ¢ thé diin dén ting nguy co phit mach (vl dy simg
during hi I:ﬁp hofic I, kém hofic khdng kém theo suy h hip) (xem phén Tieomg tée, frong ky
ctia thude), Clin thiin trong khi bt ddu ding racecadotril, thude e ché mTOR (nhy sirolimus,
everolimus, temsirolimus) va vildagliptin & binh nhin dang ding thude ire ché men chuyén.

Phigins searg g pheinn vé rén ede bénly nhen thn tdel men

B ghi nhin phén tmg dang phin vé trén che bnh nhiln dirge thiim tdch bing mang loc thing
luirgmg cao (v dg ANGY) vi dieu trj dong thév vai thute (e che men chuyen. Trén cde bénh nlin
nay, ciin cin nhic s dyng logi méng thim tich khac hode nhdm thude didu i ling lm:ﬂé[ ap
kb,

i v tromge ki goun ol lipoprotein i fromg ddp (LDL)

Mhftg bénh nhén sir dyng thude e ché men chuyen trang khi gan téch lipoprotein ty trong thap
(L.DL) biing dextran sulphate hidm gip phin (g dang phin v de doa tinh mang. Nhitng phin
(g ndy cd thé tranh dwge bing cach tam ngimg thude e ché men chuyén trude moi lin gan
tach.

Bidu tei wicl men ceiny

Céie bénh ahdn sic dung thude e ché men chuyén trong qué teinh didu ] gidi min cim (v dy,
nopc dic cioa cdn ring cdinh mang) 43 gip cic phin img dang phin v& kéo dai. Trén nhitng b§nh
nhin tromyg hf, o thié trdinh cdc phdn irng nity hfmg cach tam ngimg thudc ire ché men nhu_',.'én,
tuy nhién, eac phan ing iy co the xuiit hign lai khi vo tinh ding thude tré Ipi.

ey g

Rkt hiém khi cie thube fre ché men chuyén cé lidn quan dén mét hii chimg véi bigu hidn ban din
Il vimg da O mdt, sau dd tén trién thimh hogi o gan kjeh phit v (dii khid din dén ur vong, Cor
che eiia hii chimg iy chara durgie hidu 1, Mg bénh nhin dang ding lisinopril gip triéu chimg
wang da hofic ding ding ki men gL el ngumg =i dung ihuide vi e bign phdp gidon sil y 1 thich
hgrp.

Cifcten bach cdu frong tinky' mat bach cau hot

Gidm bapch cdu trung tinh/ mat bach ciu hgt, giam tidu ciu va thidgu man di dige ghi nhin &
“nhitng bénh nhin st dyng thude e chd men chuyén. Gidm bach ciu g tinh liém khi xui
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iy cac bénh nhiin cd chire niing thin binh thaimg vi khéng ed cae véu & nguy oo kém
Jiln bach chu trung tinh va mit bpeh ciu hat o6 kha ndng e phye hoi sau khi ngimg tl':uElrn::
fen dmy:’in- Cén dic biét thin trong khi sir dung lisinopril trén nhimg bénh nhin mic
¥ mach miu collagen, dang didn tri héug thudie ire ché mién dich, dang sir dyng allopurinol
e rocainamide hodie o6 sy kit hgp cic yiu 1 nguy co ké trén, diic biét khi bénh nhdn eb suy
sram chire néing thin iir trrde, Nhigm khudn ndng, doi khi khang dip img véi phitc 48 khing sinh
chuyén siu, i <udt hign trén mdt s bénh nhin, Néu sir dyng lisinopril twén nhiimg bénh nlidin
ndy, theo dii dinh ki s6 luomg bach chu, hudng din binh nhin phit hign v bdo lpi bat ki dao
hifu nhidm tring ndo.

Cé hiing chimg cho thily sir dung dbng théi cae thude de ché men chuyén, thudc chen thy the
angiotensin 11 hodc aliskiren [am tng nguy coha huy€t dp, ting kali méu v suy gidm chire nfing
thin (bao gom suy thiin :.:ﬁur}. Do dd, khing khuyén cio phong bé kép hé RAAS thing gua viée
sir dyng déng thiri thube irc ché men chuyén, thube chen thy thé angiotensin 11 hojc aliskiren
(xern phiin Tweemg e, fwcg ky ciia tiide va DFc (il diege live hpe).

Néu bufic phii ding phic dd phong bé kép, qud trlnh didu tir cin duge gidm sat béi bac sTchuyén
khoa vi theo dai chiit eh chire ndng thin, dién gigi dd va huyde dp,

Khing nén sir digng dong thivi thube fe ché men chuyén vi thudc chen thy the angictensin 11 irén
Isénh nhéin mic bénh thin do dai théao dwéng.

[15 1 ; 2
Ty 18 phit mgeh do thude (e ché men chuyén angiotensin trén nhdm bgnh nhin da den cao hon
s0 v cde nhdm bénh nhiin co mau da kKhic.

Tuomg tir cic thube e chit men Ehll}'é‘li khac, tie dung ha huydt dp ciia lisinopril trén nhdm binh
nhéin da den cb thé kém hon so véi cic nhém bénh nhidin cd miu da khdc, ¢6 thié 1 do nhim bénh
nhiin da den ob 1§ 18 cao hon vie biénl Iy ting Iulyét dp vii hogt tinh renin thaip.

Ho

Ho dii dirge bio cdo khi sir dyng thude e ché men chuyén, Dic diém cda ho trong nhimg triimg
hep ndy 18 khing cé dim, dai ding va hét sau khi ngitng didu tri. Ho do thube ic ehé men chuyén
cin durge i ¥ khi chén dodn phén bigt vét ho,

Can thigp E{Eﬂr gl iy ine

Trén ciie bénh nhéin dang tei qua dgi phily boge dang dige gy mé biing chc thude Kim ha huyét
ap, lisinopril cd thé irc ché sir hinh thanh sngiotensin 11 thit cdip sau khi gidi phang bit renin, Néo
by IlU}'él dip xly e v duge eho 1 do e chi ndy, eo the dicu chinh bing chch ting thé tich Ltk
hwdin,

i iy

Thude tre ché men chuyén ob the gy ting kali méu vi chiing fre che gidi phdng aldosterone, The
dyng ndy thudmg khing ding ké & bénh nhin cd chire ndng tiiin binh thidmg. Tey ahidn, Ang
kali mdu co thé xdy i & binh nhin suy gidm chire niing thin hode bénh nhin ddi thdo dimg
vivhodic & bénh nhén ding déng thai cde ché phdim b sung kali (bao gom ci chill thay the muoi),

6128
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g Lidhn) it kali (nhur spironolactone, triamierene hofic amiloride), cdc thudic giy ting kali
ki (nhur heparin, trimethoprim, co-trimoxarole l[']]h['ﬁi hop tnmethoprimy/sul famethoxazoke)
e Aidl 1 thube ddi khing aldosterone hofic thube chen thy the angiotensin. Nén thin trong
e dung thuoe liri ticu ter kigm kali va thube chen thy thé angiolensin & nhirng bénh nhin
g thude (e ché men chuyén, dong théd cin theo ddi nong dd kali huyét thanh vi chike ning
thiin (xem phin Tieomg tde, teomg ky edic thude).

B thie dieing

) hénh nhin dai thio duimg duge didu i bang thude 1 dai théo dwomg dang ubng holie insulin,
cin theo dii chiit ché dudmg huyvét trong thang déu tign sir dung thede ire elié men l:l'l!..l'_'p'-él! {xem
phiin Taremg tde, teemg ky ciia i),

Lishi

Mhlin chung, khing khuyén cdo sir dyng dbng thisi lithium va lisinopril (xem phﬁ.ﬂ Freomg fic,
firemg ko cria o).

¢ Tl ki hai
Khing nén sir dung thude ie ché men chuyén trong thai ki, Trir tridmg hop bit budc phai tigp
tpe i dyng thude (e ché men chuyén, bénh nhin cb dir djnh mang thai eiin duge ddi sang thuoe
tri thing buyét &p khie d8 duge chimg minh 13 an todn A& sir dung trong thal k¥, Khi xie nhiin cb
thai, cin ngimg stir dyng thube dre che men chuyen ngay lp tire. New edn thiet, nén bat dau sir
dyng liéu phip thay thé (xem phin Chang el dinfs vi Sir dung thide el phy it o6 thai va cho
con hii),

Lién quan din amifodiping

Tinh an todn vk hidu qud cha amlodipine trong com tang huyét dp cdp chia duge thiét 1ip.

Sy dint

Cén thin trong khi sir dung ambodiping cho bénh nhiin suy tinm. Trong mdt nghién clia dii han,
o doi chimp vai gid duge tén bénk nhin suy tim nding (NYHA dd 110 vi 1V), nhom dicu tr biing
amlodiping cb ty 1 ghi nhiin bifn o phi phéi cao hem so véi nhém ding gid duge (xem phin
Pe timl diepe fwe Bpe). Cin thin trong khi it dyng edc thube chen kénh calei (bao gom
amlodiping) teén bénh nhiin suy Lm sung huyﬁ-i do cée thube iy ch b T ling nguy co Xdy ra
cie bién co trén tim mach va tir vong trong tremg lai,

DUV it

Thivi gian bin thii cha amlodipine kéo dai vi gid 1j AUC cao hon & bénh nhén suy pan; liéu
dimg khuyén cio cia amlodipine trén doi twgng ndy chira dige thigt 1ip. Do da, amlodipine nén
e it i videi lidu lhflp nhdit trong khodng liéh vi efin ihdin g o khi bt diie didu [y wi khi
Finp liéuw, Trén bdnh nhin suy pan nding, viée digu ¢linh éu ding edn duge thire hién (e i, dudi
sur i sal chil chi.

N can tugi
Trdn bénh nhin cao wii, vide dng [idu nén duge thyre hidn mit edeh thin Lrpng (xem pltﬂn Cebele
elimg, lién dimg va Die tial digre dong hpe).
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chira natri®,

7. 807 DUNG THUOC CHO PHY NT CO THAI VA CHO CON BU
Phuy nir ed thai

Viée sir dyng lisinopril/amlodipine khing duge khuyén cio trong ba thing déu thai ky, Ching
chi dinh sir dyng thudc trong ba thang gitra vi ba thing cuci thai k.

Khong eb kinh nghidm v& vige sir dyng lisinopril v amlodipine & phy nit mang thai tr cde
nghién cin lim sdng e6 kidm sodt thich hop. Tuy nhidn, vige sir dyng cé hai bogt it trong thisi
ki mang thai khéng duge khuyén cdo hofic chdng chi dinh (08 bide chi tiét cyp thé v& timg hoat
chiil, xin xem bén durdi).

Khi xie nh@n oo thal, nén ngimg ngay vide didu wj bing lisinoprilamlodipine. Néu cin thié,
nén bt ddu sir dyng ligu phip thay thé phit hop (xem phan Cendr beio ver thin trong kil ding
thnde).

K hong nén bt ddu didu e bling lisinoprilfamlodipine trong théd k¥ mang thai. Trir khi vige ticp
tye diéu tri bing lisinoprilfambodipine 1a cin thiét, nhitng bénh nhén cé dy dinh mang thai el
dirge déi sang thudie rj ting huvét ap khic 44 dirge chiimg minh 14 an todn d€ sir dyng trong thai
ki,

Lién quan dén lisinopril
Thudic ire ché men chuyén khang duge khuyén cho sir dung trong 3 thing dbu thai ki (xem phan

ity B ver theein trgmg khi ding thuide) v chdng chi dinh st dyng trong ba thang gitia vi ba
thing cudi thai ky (xem phin Chang chi dinh; Canh beo wi tign frpmg R dfg fiiet).

Béing chitng djch & hoe lign quan dén nguy co gay dj 1§t thai nhi sau khi phoi nhigm vai thude
irc ché men chuyén trong ba thang dan thai ki chira diea ra duoe két ludn cudi cing; tuy nhién,
Khiag thé loal trir khd nding thude lm ting nhe nguy co trong giai dogn ndy, Trir khi vige tidp
tpe didu trj bing thide fe ché men chuydn 13 cln thiéy, nhimg bEnh nhan co di dinh mang thai
cin duge chuyén sang dimg cic thude dicéu i ding huyet ap khie 3 duge chimg minh 1 an todn
dé sir dyng trong thai ki Khi d8 duge chitn dodn eé thai, cin ngimg sie dung thube i ché men
cliuyén ngay v neu cin, nén bt ddu s dyng phéc do thay thi.

St dyng thude (e ché men chuyén trong ba thing giir va ba thing cudi cda thai ki ed 1hé gy
dée tinh dbi voi bao thai ngudi (gidm chire ning thin, thiéu &i, chim edt hda xuomg so) vir de
linh teén tré so sinh (suy (hiin, by huyet ap, tng kali mau), Trong tredig hgp ed phoi nhicm vai
thudic fre ché men chuyén tir gini dogn ba thing gitka cia thai k¥, khoyén cdo thire hién siéu dm
kidm tea ehire niing thin vi suong sg. Tré so sinh co me ding thubic e ché men chuyén nén
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Clic nghién efu tén dong viit d ghi nhin dige cie dic tinh tén sinh sdn & lidu cao (xem phin
DNy fign o focn ticn Jeim sern). Vige sor dyng thudc trong thid ki mang thai chi duge Iclll.l:,.lén
cho khi khéng cd bign phdp thay the nio khdc an todn hon va khi tinh trang bénh mang lpi nguy
co cio hon cho nguii me v thai nhi.

IPhy nit cho con b
Khédng cd thong tin lién quan dén vide sir dyng lisinoprif trong théi ky cho con b,

Amlodiping duge bai iét qua sita me. Theo ude tinh, liéu hip thy cha tré so sinh nim rong
khodng tir phiin v 3 - 7% liéu dimg cho me, nhung khing qua 15%. Anh hurding cda amlodipine
trén tré sor sinh chara duge biét rd.

Khéng nén sir dyng lisinoprilfamlodipine trong théi ki cho con b va nén vu tign cie pluong
phip didu trj thay thé o6 tinh an wan hon, nhit 13 trong gini dogn cho teé so sinh hofic tré sinh
o o bil mag,

Anh lurdmg cia thude lEn khi ndng sinh sin

Hidn ¢hura cd kinh nghigm vé tie ding eia lisinopril v amlodipine 1én kha nfing sinh sin duge
riit ra tir cic nghién el lim sing c6 kidm sodt thich hop.

Lién qreeen dén amfodiping

Nhitng thay dbi sinh héa cé thé hoi phye & diu tinh tring trén mit s6 bénh nhén diéu 1 biing
thute chen kénh calei di diroe ghi nhiin. Cae dir ligu lim sang hién co ve fnh g cia
amlodipine 1én khé ndng sinh sén cén han ché. Trong mét nghién ciru dirge tién hanh trén chuit
cfmg, dii tim thﬁy edic the dung khéng mong mudn lién uUan dén khd nfing sinh san cia chudt dye
(Ceem phiin D0 Gigu an todw fién idm sang),

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Lidn quan dén lisinopril

Khi lii xe hode vin hidnh méy, cin l ¥ ring 481 khi cd thd xudl hign cic tridu chimg ching mat
hojfic mét mai.

Lids qpevan dlén dosrfoaliprinn e

Amlodipine eb thét dnh g mire df nhe dén trung binh En khi nfing 16 2e va viin himh méay
mbe. O nhitng bénh nhin bj chong mit, dau diu, mét mdi hodic budn ndn, khi niing phin dng cb
thé gitm. Cdn thiin trong, de bidt 1 khi bit diu didu .

[ra trén nhitng théng tin tén, lisinoprilamlodipine o thé anh huémg dén khad nang 1§ xe va vin
himh may mde (d8c bigt b & piai doan diu dicu tr).
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%)EJT (G TAC, TUONG KY CUA THUOC
T4itin '

LR\ P A

r---_"'.l_:_u_;'l IIETI dry derrer fn 1. i

Téc dyng ha huyét dp cha lisinopril cd thé tiing 1én khi ding déng thiri véi cde thuie d L i ling
huyét ép khie (nhir glyceryl winitrate vl che nitrate khdc holic cic thube gifin mach khdc),

Cdc dit ligu nghién efu lim sing cho thiy phong bé kép hé renin-angiotensin-aldosterone
(RAAS) béing cach sir dung phbi hop thude (e chd men chuyén, thude chgn thy the angiotensin
Il hodie aliskiren co nhidu kha ning piy ra cée tée dung khdng mong mudn niar g huyét dp, ding
kall mau vi suy gidm chirc ming thin (bao gbm suy thin cip) so vaéi khi chi sié dung mot thude
e ding 1én hé RAAS (xem |:||1.|11.|1 l:'.'bn;.f-ng el dinh, Candt beie v thgn frong ki g thide va
Be tinh dirgre e hpe),

b [ﬂmﬁ = T ffnnge angeny cor gl mach

Chéng chi dinh sir dyng déng thei thude (e ché men chuydn vai sacubitrilfvalsartan vi lam ting
nguy co phit mpch (xem phin Ching chi dinh vi Canh béo va thn irpeg ki ding thude).

Sir dyng ddng théni thube ire cheé men chuyén vi thude ire ché mTOR (nhir sirolimus, everolimus,
temsirolimus) hodic thude (e ché men endopeptidase trung tinh (NEP) (nhwr racecadotril) hojic
thude hoat bia plasminogen md hode vidagliptin e thé l3m ting nguy co phit mach (xem phin
Cenly beo va thein trong ki diveg 1 ).

HJ,:E‘r i fién

Khi thém thuiic ligi tidw vivo ligu phip didu trj cho benh nhin dang dimg lisinopril thi thuimg K
tiing thém tie dung ha huyét dp. Che bénh nhin dang dimg thudc loi tiéu v dic bigt 13 nhitng
nguir méi dugre didu 1] bang thube lgi Géu, d6i khi cé the gip ha huydi dp qué mire khi thém
lisinopril, Co thé hgn chié nguy co hy huyel dp co wigu chimg i lisinopril biing cich ngimg ding
thudie I tidn trude khi bit A didu e véi lisinopril (Xem phiin Canl beie va thn trpng ki dieg
thmde v Cieh dimg, iiéw dimg).

Thiwde ford tién giit kall, ché phdm bo sung kall hodic thé phdam niteci chire keli

Mie di kali huyé thanh thudng duy i trong gici han binh thadmg nhung ol trang Ging kali
midu e6 thé xiy e teén mt 56 binh nhdn ditu i bing lisinoprl. Thube lgi tiu gitr kali (nhr
spironolactone, triamierene hode amiloride), ché phim bd sung kali hofic thé phim mudi chie
kali ¢ thé diin dén ting ding ké nong do kali huy@n thanh, dic bi¢t & nhitng binh nhin bj suy
gidm chirc ning thin. Can theo d6i ndog db kali mi cdch thich hop. Cling cin thiin trong khi
dimg dbng thivi lisinopril voi cae thude lam ting kali Imyél thanh khéc, nhur trimethoprim va co-
irimoxazale (imethoprimdul famethoxazole) vl cic thudc ndy dugc biét i e6 the dung byi tida
gitr kali nhir amiloride. Do d6, khong nén két hop lisinopril vai cac thube trén, Néu vide si dyng
diug thoi duge chi dinh, cin i@n trong v theo dii thirrng xuyén kali buyét thanh (xem phén
Cererly Beder war thaw trgagr &I climge ihdie).

Néu sir dyng ddng thai lisinoprl v mot thude loi tiu thai kali, doh trang ha kali méau do thude
lerd tiéu o the dwere chi thién,
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Heparin.:
Téng kali mau cd the xiy ra khi sir dung ddng thii thude (e ché men chuyén véi heparin. Cin
theo dii ndng A0 kali huyd thanh.

Lithipme;

B ghi nhjin tinh trang ting ning 49 huydt thankh cb hbi phpc v dde tinh coa lithium khi sirdpng
déng théd lithium véi cde thude i ché men chuyén. St dung ddng ths v thude loi tidu thiazide
e thé Fim ting nguy co ngd dde lithium vi ting thém ade tinh vén cé cia lithivm vbi thude ire
ché men chuyén,

Khéng khuyén cdo sir dung ddng théi lisinopril va lithium, nhimg néu phéi hgp bai thudc nay
chrge chimg minh L can thiét, ein phai gidm =at chit chg noog df lithium huyét thanh (xem pllﬁu
Cetnehi bekor vk tndn eromg ki diveg .f.F:.r.ﬁl'}.

Thuie ehéng viém khing sieroid (NSAID) bao gom acid acetl salicylic wi lién 2 3 gingdy

Khi sir dyng thudic frc ché men chuyén ddng théi véi NSAID (nhwr acid acetylsalicylic & lidu
chiing viém, thise ire chié COX-2 v ciic NSAID khéng chon loe), hidu qua diéu tr tng huyét
Ap co Wb gidim, Sir dyng dbng thivi cae thude e ché men chuyén v NSAID 6 thé 1am tEng nguy
o suy gidm chire nding thin, bao gbm suy thin cip va ting ndng dd kali huyét thanh, diic biét
trén nhitng bénh nhin di suy gidm clire nfing thin trwde db. Nhitg bidn e niy thading ed kha
nfing phyc hoi, Cin thiin trong trong viée sir dyng phoi hop nay, diic biét trén nhimg bénh nhan
cao woi. Che bénh nhin cin duge theo dai el ning thin va b nudc mdt chch thich hop khi
bt dau wi dinh k¥ trong qua trinh didu 1ri.

Thuste e efitra veng

Phén img kidu nitritotid [che triéu chirmg lién quan dén gifin mach, bao gim do birg, budn néin,

ching mit vi ha hu;.r-ﬁl ip, cb thé riit nghiém trong) sau khi tiém thudic e6 chim ving (nhir natri
aurothiomalat) thrdmg gip hon & nhitng bénh nhén ding démg thiri vii thude fre ehé men chuyén.

ing’

Sir dyng ddang thii mat sd thudc gy mé, thude chdng rdm ciim ba ving v thude chiing logn
thin véi thudc irc ché men chuyén ci the Fim gidm huyét dp hon nira (xem phin Ceinh bdo va
thier tromg ki diog thaiie),

Thupcte cordim, i g Cim

Cée thude curdmg giao cam cd thé FBm gidm higu gua dicu i ting buyét dp eda thude e ché men
chyEn-

Pl diéu ri dii theio didmg

Ciie nghién ciru dich 18 hoe cho thiy ding déng thai thuoe e ché men chuyén vi thude didu te
dhi thio dudmg (insulin, thude ha duding huyet duimg luﬁug] e thé 1im tng e dung ha duimg
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dén tang nguy co ha dudng huy@t, Tinh trang ndy thudmg gip hon trong nhitng tudn
ng phic dd phii hyp vi wén béak nbin suy thin.

_defi e selicylic, thude tid soi huyet, thude chen beta, cde nitrafe

linnp;il ¢ the due sir dung dong thin vdi acid acetylsalicylic (vii lidu thudmg ding trong
didu tri cée binh tim mach), thude tiéu sgi huyét, thude chen beta vatogc cic nitrate.

Twong tic thude fién guan d&én andodipine

Anh hiedng ciin cde thuic khvie 1én amlodipine

Thude tke ché CYPIA4

Sir dyng déing théi amlodipine vdi cic thube (e ché CYP3A4 manh hofic trung binh (thude
ché protease, thude chong nim azole, thute khing sinh nhdm macrolide nhur erythromyein hofic
clarithromyein, verapamil hode diltiazem) co 1hé lim ting dang k& ndng dé amlodipine, din dén
Ging nguy co by huyét dp, Nhimg thay déi duge dong hoc nay eb thé cé ¥ nghfa lam sang nhidu
hem ¢ déi trong nguii cao tuii. Cin theo ddi lim sng trén béah nhin va ed the cin phai dida
chinh fidu,

Clarithromycin I thudc te ché CYPIA4, C6 sy gia Wing nguy co ha huyét dp & nhitng bénh nhin
dimg amlodipine chung, v clarithromyein. Khu:.-'én cio theo dii bénh nhén khi dimg amlodipine

dﬁng thivi véi clarithromycin.

Thude eam g CYPIA4

Vige sir dyng déng théi vii cée thude giy cam tng CYPIAL d7 bidt co thé lam thay déi ndng 46
amlodipine trong huyét trong, Do dé, cin theo dii huyét &p v edn nhic didu chinh lidu cd trong
vii sau khi sir dung d:"m,g thivi, dac biét wii cie thube giy cim dmg CYPIA4 manh (nh
rifampicin, 5t John's wort (flypericum perforaium ),

Khéng nén ding amlodipine cling voi budi hofic mrde ép biedi vi co the lim tang sinh kha dyng
amil 56 biznh nhan din dén @ng the dung ha huyét dp,

Dearntreden (g dich Ty _f‘:g,.'

Trén ddng vil, rung thiit vil tryy tim mach dfin dén tir vong do ting kali mau sau khi sir dyng
déng thiri verapamil v dantrolen truyén fnh mach 48 duge ghi nhiin, Do nguy oo ting kali mau,
weandy sir dyng dong thi eic thulie ehen kénh ealei nhir amlodipine trén bénh nhéin d€ bj téng thin
nhiét dc tinh vi dang trong qud rinh kidém sodt Ging thin nhigt dc tinh.

Anl lurdng ciia amlodipine Ién cde thuie kivde

Tée dung ha huyét dp cia amlodipine lam Gng thém tae dyng ha Ierfﬂ fip clia cic thude diéu iri
ting huyél dp khac,

Lercrolingies

Vige phid hp véri amlodipine cd nguy co lm tng ndng &6 tecrolimus trong méu, tuy nhidn co
ché duge dong hoe cia lrong tic ndy chua duge hidu 3. B tednh ngd die tmerolimus, khi si
dyng phéi hop amlodipine wén binh nhin dang digu 1] bing tacrolimus, cin theo doi ndng 4§
tacrolimus trong mau va dicu chinh liéu tscrolimus néu cin.
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i hé inTOR e idn et hoe el ropennpein)

- }ﬂ ¢ (e ché mTOR, ching han nhir sirolimus, temsitalimus vi everolimus 14 co chit cia
=APIA. Amlodipine 14 mét thubc (rc ché yéu CYP3A. Khi sir :Il_mg dbng thiri v che thube e

cllé mTOR, amlodipine cd the @ng phei nhim cia cée thute e ché mTOR.

Cielosmorin

Hign ehira e nghién el ndo duge tién hinh lign quan dén Lwong te thude gilia ciclosporin v
amlodiping frén ngudi tinh nguyén khoe mgnh hofic trén cie nhém bénh nhén khic, ngogi trir
bénh nhiin ghép thiin cb niing 46 ddy eha ciclosporin ting vdi khodng dan ddng lém (trung bink
tir 0% - 40%), Cin céin nhic theo dai nong db ciclosporin trén bgnh nhiin ghép thin ¢6 sirdyng
amlodipine va nén gidm lidu ciclosproin khi cdin thigt.

v iafin

Vige sir dyng ddng thoi nhidu lidu 10 mp amlodipine vi 80 mg simvastatin Bm ing phoi nhim
simvastatin 1én dén 77% so vdi khi ding simvastatin don dée. Do d6, ligu simvastatin trén bénh
( nhin dang sir diung amlodipine nén dwge gidi han & mic 20 mg/ngay.

Trong céc nghién ¢im Vit tromg e Ham sing, ambodiping khing anh hedéng {1én drre djng hoo
cia atorvastating digoxin hodic warfarin.

Twong ky cin thube

Do khéng cé cfic nghién eim vE tinh twomg ky cia thude, khtng trén 1in thude niy vdi che thudc
khdic.

10, TAC DUNG KHONG MONG MUON CUA THUOC

Trong mat nghién cim ldm sing cb kidm sodt (n=195), b 1€ the dung khdng mong mudn & nhing
bénh nhén dimg dong thixi ¢ hai hogt chit khdng cao hon so véi nhimg bénh nhin chi dimg mée
hogt chét (dom tr lign). Cée tie dyng khing mong mudn tuong by véi ede e dung 43 duge bio
e coa anlodipine vad hodie lisinopril, Cic 18c dung khing mong mudn thurimg nhe v thodng
qua, hiém khi phii ngimg thude. Thirtmg gdp nhilt 14 dau ddu (8%5), ho (5%), chéng mit (3%).

Thn sufit diecte quy b nhir sau: A thadmg gap (= 1/10), thuemg giip (= 17100 dén < 1710, it
#lip (= 1/1.000 dén <1/100), hidm glp (=1/10.000 dén <1/1.000), rie hidm gip (<1/10.000) vi
chum xac dinh (khing thi wrdre: Lindy tir cae dir ligu hién ob), Trong I lexari Lin :ﬂ.lél. cic e dung
khing mong mudn duge trinh bay theo thir tyr mire db nghiém trong gidm dén.

Cac the dung khdng mong mudn sau diy i due bilo cho trong qud triink didu tr biing lisinopril
vit amlodipine don die:

H§ oo .qlmn | Thn sudt | Tie |||.u|g I:Imnu mmlg [ rie dung khimg mong
i vl lisinopril mndn vii amlodipine
Ref fogre men v hé | Higm gip Ciiam nﬁng dij
haeh i'uun;{r haemoglobin, gidm (] s
haematocrii
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Gidim tiéu l.‘i'll.i: gidm bach

HI:!.III u'ng difmg

thudmyg  honmone ::Iu*mg.
bidi nigu (SIADH)

¥ Rt hiem gip Suy Wy xwong, mél bach
E i ¥
HAVINA (o | ciu hat (xem phin Cénh | cdu
i ,{fa' b owa Hgn frowe ki
1 oet dimg thude), gidm bach
ciiu, giam bgch cdu trung
tinh, gidm tiéu ciu, thidu
mdu tan huydt, thidu méu,
biénh bach bach huyét
Roi dogn B¢ mién | Rt higm glp Cic bénh 1 mign
dfch Chia xac dinh | Phén tmg phan vé/dang
phdin v
Rkt fergunt nigi die1 Hiém gip Héi chimg bai tiét bét

Revi doxmr ehupén hod
vk alinily clieifiige

Rat hicu gip

Ha dutmg huyél

Ting dudmg huyél

Chura xic l.iirrﬁ

Riit b teim thein Tigap - Thay ddi tim frang, roi | Mat npi, IImE ddi tam
logn gidc ngu, do gide trgng (bao gom ca lo
ling), tréim cdm
Higm gap Rdi logn tam thin Lt tin
Chura xéc dinh Trim cdm
R fogn hi thdn kinde | Thiimg glip Chodng vang, dau diu Mg ga, chodng ving, dau
dfn (diic bigt khi bit diu
dicu tri)
it ip Chéng miit, dj cdm, rGi | Neat, run riy, ki Imﬁ
logn vj gidc gifc, gidm edin gite, dj
cam
Hitm gip Héi chimg parosima (roi
loan khiru giac)
Riit hiém glip Tang truong lyc car, bénh |

thiin kinh ngoai bién

Ngiil

R loan ngogi thip

Reif Jesan frém micit “Thistmg gp

Rai Togn foi v mé | i gl

dlgio

Baif Jesan fing Thuromg pip _
i E{er" ik

Nhii mau co lim oo the

R&i logn thi gise (bao |
iim nhin doi)

Dinh trong neye

st hign thir phat sau hy
It Ap qud mire trén cic
bénh nhin oo npguy oo cao
(xerm phin Cenl bie v

thein  trong ki iy

Logn nhip tim (bao Hﬁm-
nhip tim chfim, nhjp
nhanh thilt v rung i)
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i), nhip tim nhanh,
déinh ln‘mg ngirc

“IRAt hiém gip

Mhdi mau co tim

Rii fogn mgel man | Thirtmg gdip Higa g tr thé (beo gom | Mt dd bimg
hg byt ap)
It gaip Tai bién mach mau ndc | Ha huyd dp
cd thé xudt hign thir phit
st hg I-m}'é, Ap qudt mire
tién cic bénh nhin cb
nguy co cao (xem plhin
Citirh bebo var Hadne fromg
khi dimg  thwoe), hign
trgng Raynaud
It higm glip Viém mach
; Roi logn hd hp, long | Thomg ggp | He ' Kho thir
| mgree W frvingg It gl Vidm miii Ho, viém mili
Réit higm gip Co thiit phé quin, viém
phé nang dj img/ viém
phii ting bach clu @&
toan, viém xoang
Rai logn tiéw hod | Thrémg giip Tiéu d‘l::‘t}' nén mir Pau byng, budn nén, khé
tiéu, thay dbi thoi quen
dai tign (tigu chay vi tao
i)
It ggip Dau byng, budn ndn, rbi | Nan mira, khd miéng
lon 11w haod
Hidm gip Khi migng
Rt hiém gip Viém wy, phii mgeh | Vidm tuy, viém da diy,
g root tang sdm loi
Raii dagn gan mt Rt hidm Vidm gan the tn throng | Viém gan, ving da, ling
t& bao pan hofic the mét, | men gan**
ving da, suy pan (xem
phin Cenly I vt thin
trp kb dliong thueie)
Roi logn da va mdé | 1 gip Phit ban, ngira Rung (e, phit ban, ngogi

alrery el

ban, han xust huyet, tlmg
doi mbu da, Iﬁng tid m
i, ngdra, ndi meé day

Hicm gip

Vily néi, iné day, mung
1o, qui mand phi thin
kinh: phit macl thiin kinh
& mdd, tr chi, mi, i,
thanh min vi/hode thanh

quian_(xem phan _ Cdnh
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Do v thin trom ki dimg
e
R&t hiém g | Hogi tirthugng bi nhigm | Ting ban da dang, phi
die, hii chimg Stevens- | mach, viém da troc vy,
Johnson, hidng ban da | hji  chimg  Stevens-
dang, bénh bong mrdc | Johnzon, phit Cuincke,
{Pemphigus), ting 1iél | nhay edm wii dnh stng
miy  hidi, bEnh  gid
lympho da*
Clira xdic dinh il l Hogi i thugng bl nhidm
dijc
Roi lewgart cor xeeerng war | Thudmg giip = f _Sl.r.ng mat e chiin, cliudt
md lién kér Pt cor
It gdp Pau khap, duu co, day
lumg
Rosi Togu then v tier | Thudmy gip Rii logn chire niing thin
by ew Kho di tidu, (i dm, |
ting tin sudt di tigu
Hiém gip Suy thin cdp, ure huyet
ILat hiem gip Thigu micu! vo niéu
Rai fogn teén wi wi | It giip Bét lyrc B4t lyre, vil to & nam E.il:'li_
It inl scin Hiém gip Vi to & nam gidi
Roi foan tads than v | R thurdmg gap Phir i
fai vf ted ding thide Thudng Zip M &-ﬁi ﬁiﬁW
It giip MEL mdi, suy nige Bau ngwe, chm gide day,
khé chiju
Thing o frong xér | 1t glip Tang uré mdu, tang | Tang cdn hode gidm cin
nghigm creatinine  huyét  thanh,
ting kali mau, tAng men
ki
Hidm gip Tang bilirubin, ha natri

N ]

* Tiap hop céo tridu chimg da duge ghi ahiin bao gdm mdt hofe nhiéu bicu hidn sau: 501, vigm
mgeh, dau co, dau khépiviém khép, khang thé khing nhiin duong tinh (ANMA), ting toe diy ling
hding cliu (ESR), ting bach ciu di toan v Eng bach cau, phit ban, nhay eim vdi dnh sing hoje

5 - £ " - ¥ ' A [
eac bicu hign trén da khao oo the xay ra.

4= Hiu het lién quan tai i mil,

[ liéu an todn tr che thir nghiém Km sang cho thily lisinopril thutmg eo kha ning dung ngp 1t
trém o tré em bj 1ing hl.ryf'L i v diF lign an todn ciia lisinoprl irén nhdm binh nhén nay trong ty

nhur & npuedi 1.
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ﬂmﬁu r.f.ra biic si hoge diege sTahiing fde dung Khdug mong mudn gdp phii frong qui

II.DUMJEU VA CACH X0 TRI
Hign khéng o sin dif ligu lign quan dén qua liéu trén ngdi 6 wéi phdi hop
lisinoprilfamlodipine,

trinh sit dyng thude.

Lién quan dén qua litu lsinopril
Dit Tidu vé qud liu trén ngirdd cdn hgn ché. Cie trigu chimg Lign quan dén qué liéu thube G ché
men chuyén ci thé bao gdm ha huyét 4p, sbe wan hoan, roi logn dién gidi, suy thiin, thé nhanh,
nhip tim nhanh, dénh rong ngye, nhip tim chiim, ching mit, lo du v ho.
Didu trj khuvén ctio trong trwdmg hgp qué ligu 1 tuyen b mach mirde mudi sinh 1y, Neu xdy
va ha huvét dp, cfin dit bénh nhdn & wr thé sde. Néu cd the, chn nhiic diéu tr véi angiotensin 11
vivhode truyén Gnh mach catecholamine. Néu bgnh nhéin méi wing thude, co thé dimg céc bign
phip dé logi b thude khi dudmg tidu hda (nhr gly ndn, rira da dity, diing chit hilp phy va natri
' sulfat). C6 thé logi lisinopril khoi tuin hodn chung bing thiim tich méu (xem phin Cduh bdo v
thain fromg khi divng thude). Didu 1w I:rﬂng médy tao nhip dige chi dinh trong trdmg hgp nhip tim
chiim khing tri. Clin thidmg xuyén theo déi cac dau higu sinh tdn, ndng d¢ chit dién gidi v
creatinine huyét thanh,
Lién quan dén qud litn amlodipine
¢ nguiil, kinh nghiém vé vige qué lieu do e 3 con hgn ché,
Trifn chirng
Céie diF liéu hign 6 cho thily qui lidu b thé diin dén gisin mach ngogi bign qua mire vi giy nhip
tim nhanh phén xa. B4 cd ghi nhin vit tinh trang ha huySt Ap todn thin ding ké va kéo dai din
dén siic, bao gom ste gly r vong.
Pliit phéi khéng do bénh tim hiém khi duge ghi nhiin do qué lidqu amlodipine, thudmyg cb bidu hign

khdi phit muda (24 — 48 gidr sau khi ubng) vi cin hd trg the may. Y 16 thic diy e thé dén wr
chc bign phip hoi sire som (bao gom qua & dich) nhim duy bl i méo wi cong legng tim.
Xir tri

Tinh trang ha Iul}rEl ap cd ¥y nghia lam sang do qua lidu amiodipine ciin durgic hd g tim imgeh
tich cure, bao gﬁ:n theo i thirimg xuyén chirc niing tufin hodn v hé hip, ké cao chin va chi §
thé tich dich twin hodn va the tich nudc Ligu,

Néu khong c6 chdng chi dinh, thude co maeh co the gitp hoi phye truong e mach mau va huyé
ap. Calei gloconate tiem (inh mach cb thé gitp Wm déo npuge tie dung chien kinh calei con
amladipine.

v do day 6 thé kit ich tromg mdi 5 trerdving hop. Treén mgudi tinh nguyén khoe mgnh, vige si

dung than hogl trong vong 2 gide sau khi ddng amlodipine lidu 10 mg d3 cho thiy s gidm mir
i hap thu smlodipine, Vi amlodipine giin két manh v protein Im}fét terong ném thiim theh miu

duromg nhwr khéng mang I b ich,
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i E_Iiin quan dén phidi hp sinepribamlodipine

diim dén gidin mach ngoai bién qua mie kém theo ba huryét dp i rét, sfic tudn hodan, roi
didn gidd, suy thin, thiy nhanh, nhip tim nhanh, danh tring ngye, nhip tim chim, chéng mit,
o fu va ho., Chn didu trj triéu chimg (A3t ngudi bénh néim ngirm, theo dai v hi trg chire ndng
lim, h Ilﬁp. Im}rét dp, cin bing djch/dién giai cling nhur nong d creatinine). Néu xdy ra ha Im:.nﬁl
ap nghiém trong, phéi ké cao chin v khi truyén dich qua dudng tinh mach khéng dem lai higu
qui ihir mong mudn, 6 thé didu trj b8 tre biing cdeh sie dung thude vin mach ngoai vi, wir khi
i chéng chi dinh. Cé thé ciin nhile truyén angiotensin 1L Tiém tinh mach calei gluconate cb thé
e fch trong vide ddo nguge the dyng chen kénh calei.

Cé the logi lisinopril ra khdi hé tuin hodn hﬁng phirong phip tadim tich mau. Nén tednh s dung
miEng polyacrylonitrile thing lugng coo lrong qud trinh loe mdu.

12. PAC TINH DUQC LUC HQC

MG dwye Iz Thuto Go che imen chuyen v hute chgn kénh caled, lisinopril v amlodipine
Ml ATC: COSBB03

Amlosali duge phéi hgp véi liéu co dinh tir hai boat chilt 14 lisinopril vé amlodipine.
Lizinupril

Cor ché tide dpeig:

Lisinopril I chil ire ché peplidyl dipeptidase. Lisinopril ic ché men chuyén angiotensin (ACE)
I4 enzyme xic ¢ cho phin (mg chuyén angiotensin 1 thinh mdt peptide ghy co mach 14
angiotensin 11. Angiotensin 11 cling kich thich tiet aldosteron 1 vo thugng thiin. Sy (e ché men
chuyén angiotensin diin dén gidm ndog &5 angiotensin 11, din dén giam hoat ding vin mach va
gidim 1ié1 aldosteron. Sy giam tiét aldosteron sau da e6 thé 1Am tang ndng dd kali huyét thanh,

Bie tind duwgee fre rpe:

Trong khi co ché lam gitm huydt dp cia lisinopril chi yéu 13 @e ché h§ renin-angiolensin-
aldosteron, tuy nhign lisinopril b tac dyng ha huyét &p ngay tidn ¢ nhitng bénh nhin ting huyét
ap e6 hoat tinh renin thip, Men chuydn angiotensin tong tir nhu kininase 11, 13 enzyme lam thodi
bicn bradykinin - mét peptide ¢o the dyung gy gifin mpch. Viée tng nong di bradykinin co vai
ity nhr thé ndo tong the dung didu trj coa lsinopril van chwa duge Bim sing 16,

Tinh an toan vii Figu qod WGm sdog

Thc ddng cha lisinopril din hénh sudtl ¥ b syl tromg bénh suy tim di dirge nghién el thing
g vide so sinh lidu cao (32,5 mg hofic 35 mg mdt lin mdi ngay) véi licu thiap (2,5 mye hogic 5
mp mit n mdi ngdy). Trong mét nghién cir ieén 3164 bgnh nhiin vai thii gian theo dii tming
binh 1 46 thang (tinh teén cdc bénh nhdn con song), lisinapril litu cao lam giam 129 nguy co
cia Liéu chi két hop gom W vong do mei nguyén nhin va nhip vién do mei nguyén nhin
(p=0,002), va lim gidm &% nguy co tr vong do moi nguyén nhin vi nhip vién do tim mach
(p=0,036) so vai ligu thip. Cling da ghi shin sie gidm nguy oo W vong do moi nguyén nhin (B%;
p0, 128} i tir vong do nguyén nhin tim maeh {10%; p=0,073), Trong mat phin tich hiu kiém,
s0 bénh nhiin nhiip vién vi suy tim Ja gidm 24% (p-0,002) & nhom bénh nhén dill]g_!_i_'l.:il Cao 50
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Wi it biénh nhiin ding ligu thip. Cac loi ich vé mat trigu chimg gitta cée bénh nhan sir dyng
igktotil lidu cao b turong U so vai lidu thip,

Cée kit qua nghién cin cho thdy dir ligy bién cd bt lpi wWog thé tén che bénh nhin sir dung
lisinopril lidu cao so vdi litu thip 13 iwong tr nhau cd vé bdn chat vi s lugng. Cde bicn cb ¢
thé dur dodn i e dlung fre chié men L:Jm:.-'én rhur ha Ituyél dp hode thay dai chire ndng thiin €6 the
kiém sodit duge va hiém khi din dén ngimg digu trj. Ho it xudt hién hon trén cac bénh nhbiin st
dyng ligu cao lisinopril so v cée bénh nhiin sir dung lidu thip,

Thir nghigm GISSI-3 sir dyng thiét ké giai thira 2x2 dé so sinh tic dyng coa lisinopril vi glyceryl
trinitrale dom ddc hofic phr'.'"ri hop trong 6 tuiin so voi nhém doi chirng tén 19.39%4 bénh nhén L
nhimg ngwdi 0 duge didu trj trong vong 24 gitr sau con nhdi mdu co tim clp, lisinopril 43 lam
gifim 11% nguy co o vong ¢ ¥ nphis thing ké (2p=0,03) so vé&i nhdm déi chimg, Mirc giam
nguy cor so vii glyceryl trinitrate khong ding kd nhung sir dung phéi hop lisinopril v glyeeryl
trinitrate lim gidm dang ke nguy co 1 vong & mire 17% so véi nhdm chimg (2p=0,02). U phéin
nhdm bénh nhiin cao wdi (én 70 wdi) vA bénh nhdn off, dwge xdbe djnh trede L nhifng béanh
nhin e npuy co tir vong coo, 4 ghi nhin lgi ich ding ke trén tigu chi ké hgp pdm 1 1§ ur vong
viy chire nding tim, Tigu chi két hop trén et cd che bénh nhin, cling nlur trén cde phan nhém ed
nguy oo cao g thii didin & thiing, cling dif cho thity loi fch déng ké dbi wii nhitmg nguii duge
diéu trj voi lisinopril hodic lisinopril phdi hop glyceryl trinitrate trong 6 tudin, diéu ndy cho thiy
tée dung dur phang cia lisinopril. Tuong i nher khi diéu tri voi cic thude giin mach, sir dyng
lisinopril ed lign quan dén tng tf 18 ha huyét dp va fbi loan ehire niing thiin, nhimg khang lm
ting Ly 1§ tr vong.

Trong mét thir nghiém mi d6i, ngfu nhién, da trung tim so sinh lisinopril v&i mdt thubde chgn
ki&nh calei trién 335 bénh nhiin tAng ]1u:,'él fip ketm ddi théo dwdng t9p 2 mdi khai phit bénh thiin
diic trumg béi microalbumin nigu, dimg lisinopril ligéu 10 mg dén 20 mg mét lin mdi npay trong
12 thing, o4 lim gitm 13710 mmHg huyét dp tim Hlm‘lmyét fip thm trrong va 1y 18 bai tidt albumin
trong nude ticu gidm khodng 40%. Khi so sanh thude chen kénh calei vdi lisinopril, thudc chen
kénh ealel cling thié hi¢n tie dyung ha hl.lJ.l:"."tl ap tlromg drong, nhitmg ngoedi duge iy frj v
lisinopeil df cho thay ty 1§ bai Gt albumin trong murde tidu gidm déng ké, dicu ndy di cung cip
héng chimg cho 1F1I.rljl ngodi e dung ha ]'lu:.-'ﬂ aip, hoat tnh e chit men tl'lu:,'ﬂn angiotensin cin
lisinopril di lam gidm albumin nigu vi ligng bing cdch tic ding tnre lii.':p trén md thin.

Didu tef bing lisinopril khing anh hudng dén sy kidm sodt didmg huyée, thé hidn thong qua vide
thude khing dnh nrdng ddng ké dén ndng 46 glycated hemoglobin (HbA 1¢),

Cite thude ide i fren WE rendn-anriolensin

Vide sir dyung ph-ﬁi hop thudic (e ché men t|11|yén v thubic chen thy (i angiotensin |1 dd dirge
nghién cim trong hai thir nghigm ngiu phién co dii chimg quy md ldn ONTARGET [ONpoing
Telmizartan Alone and in combination with Ramipril Global Endpoint Trial] va YA NEPHRON-
13| The: Veterans Affairs Mephropathy in Diabetes).

Thir nghidm ONTARGET durge thye hién trén nhitng bénh nhiin cd lida st mac bénh tim mach
hode bénh mach médu ndo hojfic dai thie dudmg (vp 2 cd lign quan dén tdo thirome cic co quan.
VA NEPHRON-D 2 thir nghiém duoc tién hianh teén bénh nhin dai thao duedng (¥p 2 vit bénh
thiin do dii thio duong.
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ilfién ciu ndy cho thiy st dung k& hap thube fre ché men chuyén v chen thy thé
sin 11 khéng cii thign ding ké két cye teén thin vivhodic tim mach v 1y 18 tr vong nhumg
ng nguy co @ing kali mau, thn thuronyg thdn 1:-5[:- vivhode ha huydt Ap so vl don e ligu, Dya
rén cde e tnh dirge Iye hoe Lwrong tr nlau, nhitng ket qua ndy ciing cd the p dyng 981 vai ede
thude (e chit men chuyin v thude chen thy thé angiotensin 11 khic,

Do d6, khéng nén sir dyng ddng thai thude e che men chuyén v thuie chen thy thé angiotensin
11 & hénh nhin méc béah thin do ddi thio dudng.

Miyc tidu cia thir nghiém ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular
and Renal Disease Endpoinis) 13 dés cfinh gid 1gri Teh eda vige bd sunp thém aliskiren viio phic db
didu trj chudn voi mit thube dre ché men chuyen hodic mit thude chen thy thé angiotensin 1 trén
cfic bénh nhin mic dbi thio dudmg typ 2 vi bénh thin man, hofic bénh nhin mac béah tim mach
hodic cd hai, Thir nghiém da két thie stm vi sy gia ting nguy cia cie the dyng khing mong N,
S ca tir vong do tim mach vi dit quy & nhém dimg aliskiren cao hon vé mit sb lugng so voi
nhism ding gid dirge, ddng thii cie e dung khidng mong mudn ddng chii ¥ va cic bign ob bit
Igri nghiém trong (ting kali mau, ba huyet &p v i loan ehire niing thiin) efing dirge bio cio voi
tan suat thudmg xuyén hon & nhdam ding aliskiven so wii nhém dimg gid duge,

Trd e

Trong mdt aghién ciu Bm sing trén 115 hﬂnh nhi bj tAng huyet ap, i 6 — 16 i, llhﬂllb lrd co
cln n@ng dudi 50 kg dugpc ding lisinopril lidu 0,625 mg; 2,5 mg hojic 20 mg mt lan mdi ngay,
nhifg tré e cdn ning tir 50 kg ted 18n duge ding lisinopril liéu 1,25 mg; 5 mg hofic 40 mg mit
lin misi ngiy. Vao cudi win thie 2, lisinopril & mét lan mdi ngay di lam gidm huyét dp dity
phy thude lidu ding vii higu qua didu tri tang huyét dp duye ghi nhin dn dinh & cde mire lidu lin
lwen 1,25 mg.

Tac dung ndy da duge xde nhin trong pha ngimg thude khi huyét dp tm truong & nhom bénh
nhi dirgee phiin chia ngiu nhién sang nhém ding gia dirge dd ting khodng 9 mmlg so vai nhém
bénh nhi dige duy t lisinopril lidu trung binh hojdic cao. Tie dyng diéu trj Ging huyét ap phy
thudc litu cia lisinopril duge thé hién nhit guin & mdt s6 phin nhidm nhin kkhdu hoc: twbi, giai
doan Tanner, gidi tinh vi chiing tde,

Amlodipine

Amlodipine I chit irc ché dong ion calei thu@e nhom dilydropyridine (chiit i khing ion calci
hay chiit chen kénh calei ehfim) v (e chit dong jon ealei qua mang 1& bio vao co tron mach nudu
va oo fim,

Co ché clidng ting huyét dp eda amlodipine K do e dung tre Gép Bm gifin co tron maeh méu,
The ding M ghim dau thit ngue cia ambodipine chira duge hicu i bodn todn, nhung amlodipine
B gidn thag tai luegng thidu médu cpe b thing qua hai co ché sau;

- Amlodipine lun gifin che tiéu dong maeh ngogi bidn, do do Kim gidm g sie cin ngoai bién
(hiu ganh) mé tim phai hoat dgag ching lai. V1 nhip tim khong bi tée ddng, sir gidm i cho tim
lam giam tiéu thy nang luone vA nhu ciu oxy co tim,

- Cor chi tde ddng cta ambodipine cb the bao gém sy gly giln che ddng mach vanh chinh va cic
it dgng mach vinh & cd wn throng vimg linh i thigu maw cue bi, Sir gifin mach ndy im ting
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Teén bénh nhin tEng huyét dp, licu amlodiping | En/ngay gidp ldm gidm huyét dp ding ké v
mit lm shng & cd tr thié dimg va tir thié ndm trong sudt 24 gitr, Do the dung ha huyét dp khi
phat chim nén tinh trgng hy huydt dp cip tinh khing phdi 13 die diém coa viée sir dung
amlodipine.

Trén bétnh nhin dau thit ngyre, lidgu amlodiping | Fin/ngay lam tang tdng thivi gian glng stc vi
thirl gian gifka cie con dau thit ngye eling nlur thi gian 4 ST chénh xudng 1| mm, gidm tan sudt
che eon dau thit ngire cling nhie nhu ciu it dyng vién nitroghyeerin.

Amlodipine khing lién guan dén bit ki tic dyng khéng mong mudn ndo teén chuyén hén hoje
sy thay ddi ndng db Tipid trong huyét trong v thich hep 2 sie dung tién bitnh nhdn hen phé
quén, dai thao didng vi béEnh gout.

Shy Hin

Che nghigén el vé hll}*ét Hing v cie thir nghiém Em sing piing sirc od ddi chimg trén bénh nhin
suy tim d§ -1V (theo thang phin fogi NYHA) d3 chi ra L'ﬁing_ amlodiping khing lam xiu di tinh
wang lim siing cia bénh nhin dya trén kha néing ging sic, phin sudt t6ng mau thit wai va cic
trifu chirng lfim sgng,

Trong mdt nghién ciru cb dbi chitng véi gid duge (PRAISE) dinge thyre hign trén bénh nhén suy
tim & 11-1V (theo thang phén logi NYHA) dang sir dyng digoxin, thube lgi tigu va e (re ché
men chuyén di cho lhi’i.y vige sir dung thém mﬂh.'rdtpml.. khdng BEBm t8ng nguy cor i vong hojic
két hop pitia tr sudt va bénh sudt suy tim,

Trong mdt thir nghiém theo dai dii han cb dbi chimg gid dioe vdi smlodipine (PRAISE-2) duge
thye hign trén bénh nhan suy tim dg -1V theo NYHA, khing co trigu chimg [8m sang hofic bdo
edo chin dodn vé bénh tim thiéu méu cye b, amlodipine cling véi mdt lidu b dinh thude fe ché
men :hu:ﬂ’:n, ghycosid tim vi thude i tiéu cho thiy khdng co bét ky anh hwéng néo 1én toog ty
18 tir vong do tim mach. Cling trén quén thé bénh nhén ndy, amlodipine cb lign quan dén s gia
lng cdc bao cédo vé hién cb phi phdi.

Nehién eten vé diéu tef ha huyér e vet g lpidl e pldng ngiret con dean tine (ALLHAT)

Mt nghién cin ngdu nhién, mis dbi, 1y 18 méc binh — ur vong eb tén goi Nghién ol vé didu t
I huyét dp va ha lipid dé phong ngira con dau tim (ALLHAT) df duge tién banh nhim so sinh
gittn che phiac db didu e méi: amlodipine 2,5 — 10 mp/pdy (thuoe chen kénh calei) hojic
lisinopril 10— 40 mg/ngiy {thubc irc ché men ::hu;.rén} L ligu phap dfia tay so vii thude loi tidu
thigzide, chlonhalidone 12,5 - 25 mp/mgay trong tndmg hop tng hu}fél dp mire d nhe dén trung
binh.

Tong chng ed 33,357 binh nhén ting Illl}':‘g’l Ap tir 55 wdd ety 1en duge Iy chon ngdiu nhién v
drge theo doi trong khoang thisi gian trung binh 18 4,9 ném, Bénh nhin e thém it nhat mdt yéu
i nguy e ve bénh tim mach vinh (CHDY, boao gom: nhdi méu co tim hodic dit quy tnrde do (>
6 thing trude khi tham gia) hofic ¢6 bing chimg vé bénh tim mach do xo vitm dfng mach khéc
(51,5%), diii thio duismg yp 2 (36,1%), HDL-C < 35 my/d] (11,6%), phi dgi thl tréi dge chiin
dodn bing dign tim do hofic siéu &m tim (20,9%), dang hit thude 16 (21,9%).
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i danh gia chinh 1A s kit hop cia bénh mach vinh gy tr vong hode nhéi méu co tim
Eﬁy o vong. Khéng co s khic bigt ¢d ¥ nghia vé tiéu chi dinh gid chinh coa nghién ciu

ih gikra phic db sir dyng amlodipine vi phic db sir dung chlorthalidone: RIL0,98; khodng
95%: 0,90 — 1,07; p = 0,65, Vi cic 1iéu chl ddnh gid phy cia nghién ciu, 13 1§ mic suy
bao gdm trong tigu chi tim mach tong hop) cao hon déng ké & nhdm s dung amlodipine so
vibi nhém sir dyng chlorthalidone {10,2% so v6i 7,7%; RR 1,38; khodng lin edy 95%: 1,25 - 1,52;
p < 0,001). Tuy nhién, khing o6 sy khac biét co ¥ nghia Vit L 12 1 vong do moi nguyén nhin khi
so sanh giia phée 0o sir dung amlodipine va phic d sir dung chlorthalidone: RR 0,96; khodng
tin cly 95%: 0,89 - 1,02; p=10,20.

Tvé em (Hr & tudi drer én)

Trong mdt nghién ciru tién hinh trén 268 trd trong & Wwdi 6 = 17 chi yiu 1 Wing huydt dp (hir
phél khi so sinh hi¢u qua cia lidu 2,5 mg va lidu 5.0 mg amlodipine vii gid duge da cho thily ca
hai liéu ding déu cho tic dyng ha huyét dp thm thu ddng ké so véi gia duge. Sy khic bift gila
hai lidu khitng co § nghia thing ke,

Anh lnéng dai hgn cha amlodipine 1&n sy Bing tnrdmg, giai dogn ddy thi v sy phat trién noi
chung cia leé em chra duge nghidn i,

Hidu qua dai han cia amlodipine rong dicu trj & tré em nhdim K giam o 1§ mic bénh tim mach
wit 1y 18 1 vong do bénh tim maeh khi trirding thanh chua dwge thiéit lip.

13, DAC TINH DUGC DONG HOC
Lisinopril

Lisinopril 1 thube (e ché men chuyén ding didmg udng khing chira nhdm sulphydeyl,
Hd,u fh

Sau khi udng, ndng &b dinh trong huyét thash cia lisinopril dat duge trong khoang 7 gid, thin gian
chin dé thude dat duge ndng d§ dinh o6 xu hidng kéo dii hon mit chiit trén cie bénh nhin nhbi
i e i cip, Dy tén dit liéu mede tiéu tha bdi, mire 48 hip thu lisinopril trung binh 13 khodng
25% vdi dao dang tiy ch thé khoang & — 60% trong khoang litu nghién ciu (5 — 80 mg). Sinh kha
dung tuyét dbi gidm khodng 16% trén cic bénh nhén suy tim, Thire &n khéng dnh hudng dén sy
hap thu lisinopril.

Phiin bl

Lisinopril hiu ohu khong gin kit vl protein huy&l thanh mé gin vl men chuydn angiotensin
trong, tuan hoan, Cic nghién ciu trén chedt cﬁng cho thiy lisinopril qua hing o man nio kém.

Thriid friv

Lisinopril khing bi chinyén hia v dirge béi et hodn todn dirdi dgmg khéng 461 qua mrde b,
Khi diing da lica, lisinopril o6 thai gisn ban thii higu dung tich iy 1 12,6 gio. DG thanh thai cia
lisimopril trén ngudi khoé manh 1 khodng 50 ml/phil, Niing d§ thude trong huyét thanh gidm
dan cho thity thude o pha thii teir cudi kéo dai, khimg gop phin gdy tich 16y thude, Pha thii tri
cudi co thé thé hign sy lign két bao haa véi men chuyén angiotensin va khong 1y 1 voi lidgu ding.
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xfic dinh dira trén dir Bidu thai teir thu duge 0 dirdmg Al nidu) nherng lgi @ng |:|:1:||1g a4 (khodng
50%) so vai ngurdi khide manh do diy thanh thai gidm,

Berde wlian sy Huin

Suy gidm chire niing thin lm gidm sy thanh thai lisinapril do thude duge thii iy qua thin, wy
nhién, mire gidm chl cd ¥ nghia ldm sdng khi mirc loc ciu thin dudi 30 ml/phit, Trén béah nhin
suy thiin nhe dén trung binh (dg thanh théi creatining 30 — 80 mFphiat), AUC trung binh chi ting
khodng 13%, trong khi AUC trung binh & bénh nhiin suy thiin ndng thng 4, 5 i (0 thanh thii
creatining khoang 5 — 30 ml/phiat), Cé ihé logi lisinopril bing céch thim tich méu. Trong 4 pidy
thiim tich, nding A0 lisinopril huyét wromg gidm trung binh khodng 60% véd dd thanh thai thiim
tach khodng 40 — 55 ml/phit.

Béndy nlvéin say vime
Bénh nhiin ::u]r tim cd mire d phei nhidm vdi lisinopril cao hon so viéi ngudi khae manh (AUC
trung binh ting 125%), tuy nhién dya trén dit ligu thii tir thu duoe qua dudng tiét nidu, s hiip
thu lisinopril giam khodng 16% $o vai ngunsi khoe manh.
Fré em
Xe tinh duge ding hoe cia lisinopril d3 duge nghién efu & 29 binh nhi thng huydt dip, Ut 6 dén
16 tudi, ¢d GFR tén 30 miphin/],73 m?. Sau khi ding liéu 0,1 dén 0,2 me'ke, ndng dd dink
huyét tremg & teang thii i dinh cia lisinopril dat dirge trong voag 6 it vit mire d6 hip tha tinh
theo luong thude thii trir gqua dudmyg tiét nidgu 13 khodng 28%. Nhimg gid tr] ndy tuong ty nhur
nhing gid trj thu duge trude o & ngudi tndng thinh, Gid ] AUC vi Caay & é em trong nghién
eiru ndy phin herp v gid b ghi nhin dige trén ngudi trugng thinh.
Nigteett corer i
Ciic bgnh nhin eao tui cb nﬁng dé thude trong méu cae hon v didn teh dudi dudmg eong hiéy
dién nong dd thuoe theo théd gian lém hon (Ging khodng 60%) so véi cic bénh nhin teé tudi.
Amlodipine
Hfiﬂ th, plriine bl vii lién kért vibi protein fipét trong

Sau khi udng, amlodipine duge hip thu b, dat ndng 46 dinh trong ]:u:.rél teromsg sou & — 12 pily
diing thude, Sinh khi dung tuvét dii It 64 dén 8086, Thé tich phéin b khodng 21 litkg, Chc
nghién et i vitro cho thity khodng 97,5% amlodipine linu théng gin val protein huydt tirang,

Sinh khd dyng cha amlodiping kKhing bj dnh lardng bia thidne fn,
Sind ehopdn hod vit thid iriv

Thiri gaan bin huy trong ||uy|f:1. trorung b khodng 35 - 50 gidy, wong (og v lidu dong | lin‘ngay,
Amlodipine huyén hia manh qua gan thih chit chuycén hda khdng o hogt tink; v 10%6 chit
ban diiu vt 60% chil chuyén hiin durore biti it viko nurde tidu,
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dnig fepe trén i 56 plidm 330 tiegng diic bigt

iR S T

thiii amlodipine trén binh nhiin suy gan pidm din dén thixi gian ban thai wng va AUC ting khodng
A0 - 6%,

Nuirei cow fesi

Théri gian dé dat dirge nding db dini trong buyt trong cba amlodipine 1 tuong b gilta ngwdi cac
tudi v ngurtri teé tbi. Trén bfnh nhin cao Wi, d§ thanh thai smlodiping cd xu hudng gidm din
dén ting AUC va ting thoi gian ban thai. Sy gia ting AUC vi thisi gian bédn thai trén bénh nhfin
sy Lim sung I1u3.-f=.l cling ddng nhur dy dodn d6i vai nham tudi duge nghign e,

Trd e

Mijt nghién et dupe ding hoe dwge tién hanh irén 74 18 tang huyét dp i 12 thdng dén 17 wdi
(v 34 1ré i 6 — 12 tudi vl 28 teé vl 13 - 17 wdi) sir dyng amlodpine rong khoang licu 1,25 - 20
mg dimg 1 K hodc 2 Wnigay. O tré em tir 6 — 12 udi vh thanh thidu nién tir 13 - 17 wéi, 49
thanh thai dién hinh khi ding thude duimg ubng (CL/F) twong ing 1a 22,5 v 27,4 liVgid & nam
vt 16,4 vi 21,3 HUgitr 487 vdi n. Sy khic bidt 1n vé phoi nhidm thude gita céc ci thé dif duge
ghi nhdn. Dif ligu duge bio cho & wé em dudi 6 tudi con han ché,

Pl fgrpr vai [ én oot el

Khing oo wong tée duwe ding hoc néo duge méd 4 gitta cdc hoat chdt ong phéi hop
lisinoprilfamlodipine. Nhimg théng sit dirgre dfng hoe (nhr AUC, Cony s, thivi gian ban huy)
khéing khac bigt so viri nhimg théng s6 cia timgg thanh phin rigng bigt,

Sir hip thu cia lisinoprilfamlodipine qua didmg tiéu hod khbng bi dnh hidmg bai thire fn.
IDMF lifn an todn tien lfm sing
Céic nghidn ciru tidn lm sing chua dwge thyre hign véi phoi hep gilia lisinopril v amlodipine.

Lixinaprif

Dit liku tidn Bm sing cho thiy khdng cé nguy co dic bidt ndo cia lisinopril dbi v co thé ngudi
dira trén cae nghién ciu thing trdmg it duge 1§ ting quét, dic tinh khi dimg ligu Igp lpi, doe
tinh trén gen va khd nfing giy ung thar,

Che thubde thude nhém e ché men chuydn, 4 duge chimg minh 1 giy ra tde dung khing mong
mudn ddi v giai dogn sau coa s phit tidn bao thai, din dén tir vong & thai nhi va cde khidm
khuyét biim sinh, diic biét 13 Anh hirdmg dén xirong so. Ddc tinh doi vai thai nhi, chdm phit wridn
trong e cung vi Llinh legng cdn dng dong myeh ciing 43 duge ghi nhin. Nhitmg bat thirdng ve
phidit teidn mdy mdt phin duge cho 1 do @e ddng tnge Lidp cia thudic fe ché men chuyicn 1En hi
renin-angiotensin con thai nhi va mdt phan do tie dong thién méu cpc bé tir viée hp huyél dp a
nguniri Mg v gigm oo logng mibu gua shau thai cing nhor vige cung l.':i'!I|:l oxylehdt dinh dudng
che thai nhi.

Armlevidiprivee

e pindy trén sivily sain
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g8k clu wit sinh séin & chuGt cong va chudt nhit di ghi ohdn tinh wang ngay sinh bj trd
yi gian chuyén da kéo dai vl gidm khd niing séing sol cia chudt con & mive liéu 1dn hon

Sy gicin Kha ndmg sinh san

Khing b dnh himg dén khi ndng sinh sin cia chudt edng duge cho st dung smlcdipine (con
dyrc trong 64 nghy vi con ¢l 14 ngdy tnede khi gino phdi) & lidu 18 160 10 mekphngdy (gbp 8
lin® lidu khuyén cdo 1di da cho ngudsi 1 10 mg/npdy trén mdt dom vj mg/m?). Trong mat nghién
e khide tén chudt céing, trong db chudt dye dwge cho diing amlodipine besylate trong 30 ngiy
vii lidu tromg duong v licu ding & ngwdi tinh theo mgfkg, di ghi nhin tinh tang gidm hormone
kich thich nang trimg {FSH) trong huyét tromg vl testosterone efing nhir sir gidgm mét dé tinh
teiing, s lirgmg tinh triing tredng thinh vi & bio Sertali,

Khi ming gay umg thie, 41 bien

K héing tlli'i}r et déu hidu gdy ung thie & chudt cong va chudt nhit duge sirdyng amlodipine rong
ché d fin 2 niim, v liéu ding hing ngay 14 0,5; 1,25 va 2,5 mg/kp/npay. | it diing cao nlidt (i
chudt nhit v tiromg tyr v chudt cong 13 ghp doi* ligu chi dinh Kim sing obi da 18 10 mg tién mit
dom vi mg/m?) ghn véi mire thag ligu dung nap duge & chudt nhit, nhung khing phai & chudt
cong.

Chie nghién el vé kha niing giy dét bién cho thiy thudc khéng giy dnh hudmg trén hé gen hodic
nhidm sde the,

* Dura teén bénh nhin thé trong 50 k.

14, QUY CACH PONG GOI
- Hop 3 i (Al-PYCPVDC stha) x 10 vign nén, kém s lardng dfin st dyng
- Hgp 5 vI (Alu-PVC/PVDC slia) x 10 vién nén, kém tér hardmg ddin sir dyng

15, DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Bidu kign bio ipiedin D noi kha thedng, nhigt do khing qua 30°C, winh dnh sing
Han ding: 24 thing k& i nphy sdn xuit
Tidn chudn chit epng thude: TCCS

16, TEN, BIA CHI CUA COUSOTSAN XUAT THUOC

112 Trdin Hung Dao — P, Phym Ngil Lo — Q.1 — TP, Hd Chi Minh
copm . DT: 1800 8150
Fax: 028 38368437

Y CONG TY TNHH MTV DUGC PHAM 150 COPHAVINA
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