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Thanh phiin cdng thire thube
Thanh phAn hoat chét. A NGO ik

AMIOGIDING ..o
(durdi dang amlodipine besylate 6,94 mg)
Thanh phén ta cuee.

Microcrystallin cellulose, magnesi stearal.

Dang bao ché

Vién nang cung. :
Vién nang curng &6 3, dAu nang mau vang in logo "¥" mau den, than nang mau

tréing in “AML 5" mau den, chira bot thudc mau trdng.

Chi dinh

Tang huyét Ap.

Pau that ngue 8n dinh man tinh,

pau thit nguc do co thit mach (Bau thit ngyre Prinzmetal).

Céch ding, lidu dung

Céch ding

Stadovas 5 CAP dung qua dudng udng.

Lidu dung

Ngudi Iéon

PBi véi ting huyét 4p va dau thit nguc, lidu khdi dau thdng thudng 1a 5 mg
amlodipine mot 1an mdi ngdy, ¢6 thé tang 18n dén lidu t6i da 1a 10 mg mot |An
mbi ngaly tiy theo dap (rng ctia mdi bénh nhan.

¢ bénh nhan bj tang huy&t &p, amlodipine da dugc sir dung ddhg thor vii cac
thudc loi tiéu thiazid, cAc thudc chen alpha, cac¢ thubc¢ chen beta hodc cac
thubc (rc ché enzym chuy&n dang angiotensin. B46i véi dau that nguec,
amlodipine c6 thé duroc sir dung trong don tri liéu ho&ic Adng thori véi cac thube
chdng dau that ngure khAc trén bénh nhan bj dau thit ngure khang céc dan chat

nitrat va/hodc cac lidu thudc chen beta thich hop.

Khdng cin thiét phai di2u chinh lidu amlodipine trong trudng hop dung aong
thdvi v&i cac thudc 1o tiéu thiazid, cac thube chen alpha, cac thube chen beta
hoac cac thudc trc ché enzym chuyén dang angiotensin. '

Céc déi trong dic biét

Noudn cao tudi
Kha nang dung nap cia bénh nhan cao tudi va tré tubi 1a nhu nhau khi str dung

mre lidu amlodipine teong ty. Lidu thong thudng dugc khuyén cao str dung
cho ngudi cao twbi, va nén than trong khi tang lidu (xem muc 8. Canh béao va
tha&n trong khi ding thubc va 15. Déc tinh dupc ddng hoc).

Lidu dung khuyén céo chua dugc thiét 1ap & bénh nhan suy gan murc do tir
nhe dén trung binh; do d6, nén chon igu mét cach thin trong va diéu tri bat dau
v&i lidu th&p nhat c6 hiéu qud (xem muc 8. Canh bdo va th@n trong khi dung
thubc va 15, Dac tinh duoc d6ng hoc). Bic tinh duoc ddng hoc cia amlodipine
chura duroc nghién clru trong cac tredng hop suy gan niing. Nén bét dau dung
amlodipine tir lidu thap nhét va tang cham & bénh nhan suy gan nang.

Su thay d6i ndng dd amlodipine trong huyét trong khdng lién quan dén murc
35 suy than; do d6, khuyén céo sir dung lidu ding thdng thudng. Amlodipine
khong thé thdm tach duoc. | |

Tré em va thiéu nién A
Lidu khoi du chdng tang huyét &p dung dudng ubng dugc khuyén cao & tré
em tir 6 dén 17 twbi 1a 2,5 mg mot 1an mdi ngay, sau dé c6 thé dugrc tang Ién
dén 5 mg mot 1an mdi ngay néu chura dat dugc huyét 4p mong mubn sau
4 tuin. Céc lidu cao hon 5 mg mdt 1&n mbi ngay chua dugc nghién ciu & bénh
nhi (xem muc 14. Dac tinh dugc Iyt hoc va 15. bac tinh dugc déng hoc).
Khéng thé chia lidu amlodipine 2,5 mg d6i véi dang bao ché nay, dé xudt sir
dung vién nén amlodipine 5 mg thay thé. Vién nén amlodipine 5 mg 6 thé

duoc chia doi dé€ cung cép liéu 2,5 mg.

Khong c6 dir liéu.

Chéng chi dinh \
Chéng chi dinh str dung amlodipine trén cac bénh nhan sau: |

Nhay cam véi cac dan chét dihydropyridin, amlodipine hodc batky thanh phan
ta dugc nao cua thube. - - y ;
Ha huyét &p nghiém trong.. . -

S6c¢ (bao gdm s6c tim). , o B8

T4c nghé&n dudng ra thét tréi (vi du hep ddng mach chi ndng).

Suy tim huyét dong khdng 6n dinh sau nhdi mau co tim cap,

Canh béo va thén trong khi dung thuéc

S(r dung & bénh nhan suy tim: Trong mot nghién ciru dai han c6 kiém ching
bing gia dugc (nghién ciu PRAISE-2) sir dung amlodipine trén nhirng bénh
nhan bj suy tim khéng do ngudn gbc thiéu mau, dd Ill va IV theo phén loai cua
Hiép hoi tim mach New York (New York Heart Association - NYHA), amlodipine
duoc béo céo 14 b lien quan ti sy gia tang ty 1é phu phéi. Tuy nhién khong co
sur khac biét dang k€ vE ty 1& bénh nhan bj suy tim tram trong hon & nhém
amlodipine so véi nhém gia dugc (xem muyc 14. Dc tinh duoc lire hoc).

Str dung & bénh nhén suy gidm chtrc ning gan: Cling gibng nhur tét ca cac
thuic chen kénh calci khac, thdi gian ban thai ctia amlodipine bj kéo dai & bénh
nhan suy gidm chirc ndng gan va lidu khuyén céo cho céac bénh nh&n nay van
chura duroc thiét 1ap, Do d6 amlodipine can phai dugc sir dung than trong & cac
bénh nhan nay. '

Sir dung thudc cho phu n(r c6 thai va cho con bu JAERP NS :

D6 an toan cia amlodipine & phu nir ¢6 thai va cho con b chura duoc thiét lap.
Amlodipine khéng gay doc trong cac nghién ciru trén hé sinh san cla dong vat,
ngoai trir viéc 1am cham qua trinh chuyén da va kéo dai thei gian dé & chudt
véi mirc lieu cao gép 50 14n liu khuy€n céo slr dung t6i da & ngudi. Do dé chi
nén sir dyng amlodipine trong thoi ky mang thai khi khong c6 bién phap thay
thé nao an toan hon va khi ban than bénh chira dung sir rdi ro on hon cho ba

 me va phbi thai. Khong c6 &nh hudng nao dén kha néang thy thai trén chudt sir

dung amlodipine (xem muyc Céc d( liéu an toan tién lam sang).
Kinh nghiém s(r dyng trén ngudi cho thdy rang amlodipine c6 di qua sra me.
Ty 1& nbng 46 trung vj clia amlodipine trong sira/huyét trong & 31 phu nlr dang
cho con bl bi tAng huyét &p do thai ky I 0,85 sau khi sir dung amlodipine O
li2u khér dau & 5 mg mot lan mbi ngay, lieu nay dugc digu chinh néu can (liéu
dung trung binh hang ngay va liéu dung hang ngay theo thé trong lan luot la
6 mg va 98,7 meg/kg). Lieu dung hang ngay udc tinh cda amlodipine ma (ré so
sinh nhé&n dugc qua sra me la 4,17 mcg/kg.
Anh hwéng caa thubce 1én kha nang l4i xe, van hanh may méc
Amlodipine c6 thé gay &nh hudng nhe hodc vira t6i kha nang lai xe va van
hanh méy méc. Néu bénh nhan dung amlodipine bhj chéng mét, nhirc dau, mét
mbi ho#ic bubn nbn, kha n&ng phan (ng clia ho c6 thé bj suy giam. B&énh nhan
can dugc canh béo thén trong, d4c biét tir IGc bat dau diéu tri.
Twong téc, twong ky cta thube
Twong tac cua thube
Amlodnpme da dugc ching minh & s(r dung an toan véi cac thube loi tiéu
thiazid, cac thubc chen alpha, cac thubc chen beta, céc thubce trc ché ACE, cac
nitrat tac dyng kéo dai, nitroglycerin ngam dudi ludi, cac thude khang viém
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" ‘mach vanh chinh va cac tiéu ddng mach van

pénh nhan 1hi (6 dén 17 tub)
AodIPING GUng rap 108 & trd am. CAe tAe dung Khin
i i NIMQ tAC dung kNGng mong muda quan wm;";?:;m ?/:T "f'r::g

n hlA" v 28
g"?r: m?m A U Vo 268 trd emy, nhimg tAc (_,UFQ anq mong modn thodmg

THhAN Kinh: Bau a8, chany mfy

Mach: Gifin mach

HO AP, ngue vA trung AT Chy méu eam,

Tidu héa: Bau bung,

ToAn than vA 181 ¢hd. Suy nhtre.,

PHhAn K ¢AC 1A dung KRdhg montg mudn ¢4 mire 40 nha Role trong binh, C48
tAc dung khong mong mudn nghiém trong (¢ht vBu 1A dau AAL) Aot quan At
thiy & 7,2% bénh nhin ding amiodipine 2.5 mg; 4,5% dong amiodipina 5 mqg
vA 4.6% ding aiA duoe, Ly 86 phd bién nhdt coa viée ngirng tham gia nghtén
ciru 1A tAng huyét Ap khdng kiém soAt dirgre. Khiing cé trirémg hop ngimg tham
gia nghién ciru nAo ¢6 lidn quan dén cAc k&t qud At nghiém bat thurdmg

Khong c6 sy thay d8i dAng k& nao va nhip tim.

Quid 11i8u vA chch xir tri ,

Céc dir héu hidn ¢6 goi y rAng vide qua hdu mire 9 Iom ¢o thé gAy gidn mach
ngoal vi vA ¢6 thé kém theo nhip fim nbanh. C4 béo cAo vB sir tut manh hiryét
ap, c6 thé kéo dAi vA bao gdm sb¢ ¢6 fir vong.

Sy hép thu amiodipine gidm dédng ké& khi chi dinh than hoat ngay sau hofr
trong vong 2 gity sau khi udng amlodipine 10 m & nhimg ngudd (ihh Aguyén
khée manh. Trong vAi tredrmg hop ¢6 thé cAn dén nra da day. Vi céAc tnrimg
hop tut huy8t &p ndng do viéc st dung aué lidy amlodiping, cAn phai c6 cac
bién phap hd tror tim mach tich cire bao gbm viée theo doi thurdrhg xuyén cAc
chire nang va tim mach va hd hip, ké cao tay chn vA ¢ha § d&n thé tich tuan
hoan vA leong meac tiéu. C6 thé st dung mot thube co mach 38 phyc hol
trirong we mach méau va huy8t 4p, midn 14 bEAh ARAr khdh( ¢ ching chi dinh
sir dyng thude d6. C6 thé tiém finh mach caici gluconat dé& ddo nguroc lai TAC
dung chen kénh calci. Do amiodipine gdn k&t nhidu voi protein huyét trong

nén thdm phAn khong mang lai k&t qua trong truong hop nay.

pic tinh dugc lve hoc .
Nhoém duoe ly; Thube chen kénh calei chon loc o6 the dung chinh trén mach;
dAn chét dihydropyridin,

MA ATC: COBCAD1.
Amlodipine 1a mdt thufc chen dong ion calci (thubc chen kénh cham hay chét

a6i van ion calci) va (rc ché dong ion calci qua mang t6 bao vao trong cac té
bao co tron & tim va mach mau, |

Co ché ha huyét 4p cGa amlodipine la do tac dung gidn tryc tiép co tron mach
méu. Co ché chinh xac cda amlodipine lam giam dau that ngue van chua dugc
v4c dinh day du, nhung amlodipine lam gidm ganh nédng thifu méau téng cong

do hai tac dyng sau: ’
1) Amlodipine 1am gidn cAc tiéu ddng mach ngoai vi va do a6 1am gidm scrc can

ngoai vi tng cdng ddi vai tim (gidm h&u géanh). Do nhjp tim khdng thay ddi, nén
sur glAm ganh néing nay cho tim lam giam tiéu thy ning lrong va nhu cAu oxy

cua co tim.
2) Co ché tac dung cla amlodipine cling c6 thé bao gdm viéc gidin cac dOng

h. cA & vong thifu méu va vung
binh thurerng. Sur giin mach nay lam gia tang viéc cung clp oxy cho co tim &
nhirng bénh nhan bj co th&t ddng mach vanh (dau thit nguec Prinzmetal hay dau
that ngurc bién thién) va lam gidm cac con o th&t mach vanh do hat thudc Ja.
& bénh nhéan tang huyét 4p, lidu mot an mdi ngay cho thay ca su gidm huyét
ap dang ké vé mit 1am sang & ca tur thé nAm va ding trong sudt khoang cach
liBu 24 gitr. Do déc diém khéi phat tac dung cham, lam ha huyét ap nhanh
khong phai 1a mot trong nhirng tac dyng clia amiodipine,

& bénh nhan bj dau that nguc, viéc sir dung amlodipine mot lan mdi ngay lam
ting thoi gian géng suc téng cong, thoi gian khdi dau con dau that ngyc va
thoi gian cho dén lGc (e ché doan 1 mm ST va lam giam c4 tAn s con dau
ngurc va giam str dung vién nén nitroglycerin.

Chura phét hién thay amlodipine c6 lién quan dé&n bat ky &nh hudng bét lgi nao

" v@ chuy&n héa hay thay déi vé lipid huyét tuong va amlodipine phu hop dé sir

dung & bénh nhan hen, dai théo dudng va gat.

Str dung & bénh nhdn médc bénh mach vanh _
T4c dong clia amlodipine dén ty suét bénh va ty |& tr vong do bénh tim mach,

" dién bién ctia bénh xo vira ddng mach vanh va xo vira dong mach canh duoc

nghién ctru trong Thir nghiém tién ciru, ngdu nhién danh gia anh hudng cla
amlodipine trén hé mach (nghién ciru PREVENT). Nghién ciru da trung tam,

" ngéu nhién, md déi, c6 ddi chirng vdi gia dugc nay theo dbi 825 bénh nhan bi

bénh ddng mach vanh (CAD) duorc xac dinh bang cach chup ddng mach vanh
trong vong 3 ndm. Quan thé nghién ciru bao gdm nhirng bénh nhan da cé tén
'str nhdi mau co tim (M) (45%), tao hinh mach vanh qua da (percutaneous

-~ transluminal coronary angioplasty ~ PTCA) tai 1an kham ban dau (42%), hoac

tien str dau that nguc (69%). DO ning cta bénh dong mach vanh (CAD) ndm
trong khoang tir bénh 1 nhanh déng mach (45%) dén trén 3 nhanh dong mach
(21%). Bénh nhan bj tang huyét 4p khéng kiém soat dugc (huyét ap tam
treong [DBP] > 95 mmHg) bi loai khdi nghién ctru. Cac bién ¢b im mach chinh
duoc danh gid bdi mot hoi ddng voi cac tiéu chi danh gia dugc gilr kin. Mac
du khdng thdy c6 tac dong rd rang nao dén ty Ié dién tién cua cac tén thuong
dong mach vanh, amlodipine d& ngén chan dién tién cla viéc mang trong
mach canh bj day lén. Nh(rng bénh nhan didu tri bang amlodipine dugc quan

sat thdy c6 giam dang ké (-31%) v& tiéu chi danh gia két hgp bao gdm tr vong

do bénh tim mach, MI, dét quy, PTCA, phdu thuat bAc cau ddng mach vanh

' (CABG), nhap vién do dau that nguc khdng 6n dinh va suy tim sung huyét

(CHF) trAm trong Ién. Clng quan sat thdy ty | thyc hign thu tyc tdi thdng mach
(PTCA va CABG) gidm dang k€ (-42%) & bénh nhan dugc digu bdng
amlodipine. C4c triréng ho'p nhép vién do dau that ngire khong 6n dinh clng it
hon (-33%) & bénh nhan diéu trj bing amlodipine so v&i nhém gia duoc.

Hiéu qua clia amlodipine trong ngén ngira c&c bién ¢d lam sang & bénh nhan

" bj bénh ddng mach vanh da dugc danh gia trong mdt nghién cuu doc 13p, da
" trung tam, ngéu nhién, mu dbi, c6 ddi ching véi gid dugc trén 1997 bénh

nhan, so sanh amlodipine véi enalapril trong viéc han ché xudt hién thuyén tac
hpyét khéi (CAMELOT). Trong s6 nhirng b&énh nhén nay, ¢6 663 ngudi dugce
didu trj bAng amlodipine 5 mg dén 10 mg va 655 b&nh nhan dugc didu tri bing

- gia dugce, ngoai cac didu trj tiéu chudn bao gdm céc thudc statin, thudc (e ché

thu thé B-adrenergic, thudc i tiéu va aspirin, trong vong 2 nam. Két qua chinh
vé hiu qua cla thube dugc trinh bay trong Bang 1. Cac két qua cho thdy rang
diéu trj bang amlodipine c6 lién quan dén viéc gidm cac trudng hgp nhap vién
do dau thdt nguc va thyrc hién tha thudt tai thdng mach & bénh nhan bj bénh

ddng mach vanh. ,
Bang 1. Ty 1& két qua lam sang c6 y nghfa cia nghién ciru CAMELOT
TaRs . CAMELOT
Két qua lam sang Amlodipine Gia dwoce Ty I giam
N (9%) (n = 663) (n = 655) nguy co
(gia trj p)
Tiéu chi danh gla JF o
két hop Ve tim 110 (16,6) 151 (23,1) 319% (0,003)
mach*
Nhap vién do dau
thit nguc 51(7,7) 84 (12,8) 42% (0,002)
Tai thong mach
b 78 (11,8) 103 (15,7) 27% (0,033)

* 1) Bugc dinh nghia trong nghién ciru CAMELOT 1A cac trudng hop wr
vong do b&nh tim mach, nhdi mau co tim khdng gdy twr vong, ngung tim khi
hdi tinh, tai thdng mach vanh, nhdp vién do dau that ngyc, nhap vién vi
bénh suy tim sung huyét (CHF), ddt quy gy tr vong hodc khdng gay w
vong hodc thidu mau ndo cuc bd thoang qua (TIA), bat ky chin doan nao
vé cac bénh mach mau ngoal bién (PVD) ¢ b&nh nhan trirdrc day chura tung
dyg\cj chdn doan PVD hodc bat ky nhirng trrdng hop nhap vién nao dé didu
tr PVD.

2) Tiéu chi ‘danh g{é k€L hgp v& tim mach (CV) 1a tiéu ¢chi danh gia chinh vé
NIeU gua cua nghien ci ) Rk |
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URARE CTATON INGANY), CAC A0 RIR UA CAC THLOC TR rng T

CAC o "(:" Wl 17 VItro e CAC AGNIEN Cor 1N Byt trong ngudn ds cho thily

rAng amlodipine khang oAy Anh hirdng A8n st gAn K8V Protein byt e

COA CAC thude nghiBn e (digoxin, phemytoln, warfar hiy Indomethacin)

Simvaematin: DOong HHidu 1IBO 10 Mg amlodipine mng v vyl BO fﬂa
simvastatin IAm tAng 770% ty 18 phirt nhidm vér Simvastatin §6 vyl chi dung
simvastating Vé banh nhAn dang amiodiping, gidi han Wdu E0A Sirvastatin IA
20 MaAy

Mn';:?h::\rhu)m DONG ABNG thivi 240 mL mordre burdi chim vl mit 1Bu 10N
thiy rThilt 10 mg ambodipine & 20 ngortri Inh Bguysn khde Manh khng oAy Anh
hurdng dang k& 160 durgre AdNG hoo cia amiodipine, Nghibn ¢ niy kKhong © ho
AP &M tra Anh hwrdmg cOA dang da hInh i truydn cOA CYPAAA, pn{ym
chinh chju trach nhiém chiy@n hon amioadipine; Vi the khong nbn dong
amlodipine cung v&i budi chiom holic nurdc Birdt chism vi sinh kh dung €0 thés
thng & mdt 88 bénh nhan dAn A&n 1Am ARG tAc dung Ha huyst Ap

ChAL U ché CYPIAZ DN Adng thivi 180 mg 1idu hang ngAy coa ditazem véi
5 mg amlodipine trén ngurdi cao tudi (69 Aén 87 i) bl tang huyét Ap 1Am 1ang
57% ty 18 phon nhidm hé thding vin amlodipine, DUNE AdNG thiv vl erythromycin
trén ngurdn tinh nguydn khde manh (18 dén 43 b)) khdng 1Am thay A6 adng
ké ty 18 phot nhidm he thdng v amlodipine (Wvg 22% AUC), MAc di 8n quan
IAm sAng cia cAc nghidn curu nly chura chc chlin, su thay a6i dirge AOng hoe
¢A thé s& rd rdt hon & bénh nhAn cao tubi.

Cac chtire ch® manh CYP3AA (nhur ketoconazol, itraconazol, ritonavit) ¢6 thés
1AM 1Ang ndng dd amlodipine trong Mau 16N hon nhidy so viy ditinzem, Nén
than trong khi sir dung amlodipine cung v&i CAc chBt (e ché CYP3AA
Clarithromycin: Clarithromycin 1A mdt chiit (ire ché CYpP3As. Nguy co ha huyét
ap 1ang & bAnh nhan dong clarithromycin cung v amlodipine. N&n theo doi
bEnh nhan chiit ché khi sir ding Adng thoi amlodipine véi clarithromyein,

Cac chat cadm img CYP3A4: Hién khong ¢6 diY idu vB Ank hurdmig cUa che chit
cAM ung CYP3A4 18n amlodipine. Sir dung adng thid véri cAc chit cam urng
CY::;AA‘ (nthu ﬂf:m;;icln. Hypeficum perforatum) cé thé 1Am Qidm ndng Ay
amiodiptne trong huyét tiromg. N&n than trong khi sir duna amlodinine e
CAC chit cAm (g CYP3AA. S W T cung vor
zgo:ghnhﬁnp hghién ciru dudi ddy, khong c6 su thay a8i dang k& v duore
v go r’oc Cua amlodipine hay cia cac thubc khac trong nghidn ey khi dung
Cac n'gh'.én clu didc biét: Anh hudng cla céc thubc khac 16n amlodipine
Cimetidin: Ding ddng theri amlodipine vA cimetidin khong 1am thay a6i direrc
dodng hoc ciia amiodipine.

MuGi nhbm/musi magnesi (Thube trung hda acid da day): Sir d '
céc thch khang acid 14 mudi nhbmr:rga mudi maggesi)zdi mOtuI?éguac?:yg ::'r:g:
gmlodnmqe khong gay &nh hurdng dang ké 1én durge ddng hoc cua amlodipine.

fidenafil: Sir dung lidu duy nhat 100 mgq sildenafil & cac A6 trong bj tang

huy€t &p v clin khong lam anh hudng d6n c4c thdng 6 durore d0ng hoc cla
amlodipine. Khi sir-dung phéi hop amlodipine va sildenafil, mdi thudce dau c6
néng tac dyng ha 4p cua ching.

Cac nghién ctu diic biét: Anh hudng cua amlodipine 1én céc thuse khéc
Alorvastatin: Dung ddng thdi nhidu lidu 10 mg amlodipine véi 80 mg
atorvastatin khdng I&m‘ thay d6i dang k& cac thdng s6 dugc ddng hoc cua
atorvastatin & trang thai ndng d6 6n dinh trong huyét trong.

Digaxin. Sir dyng ddng thei amlodipine véi digoxin khdng 1am thay d6i ndng ad
digoxin trong huyét twong hodc d thanh thai qua than cua digoxin & nhirng
noudi tinh nguyén khde manh.

Ethanol (ruou): Sir dung don lidu hay da lidu 10 mg amlodipine khdng gay &nh
hudng dang ké Ién duoc ddng hoc clia ethanol. " |
Wartarin. Dung ddng thdi amlodipine véi warfarin khdng Iam thay d6i thoi gian
(rc ché prothrombin clia warfarin ! \
Cyclosporin: Chira ¢6 c&c nghién ciru v@ trong tac thube gilra cyclosporin va
amlodipine & nhirng ngudi finh nguyén khde manh hodic nhém d8i tuong khac
ngoai trir cac bénh nhan ghép than. C4¢ nghién ctru khac nhau & b&nh nhan
ghép than cho théy viéc ding ddng thoi amlodipine vé&i cyclosporin &nh hudng
Gén ndng 49 G4y cla cyclosporin khong thay d6i dén tang trung binh 40%.
Can xem xét A& theo ddi mirc cyclosporin & bénh nhan ghép than ding
amliodipine. oyt ,

Tacrolimus: C6 nguy co tAng ndng do tacrolimus trong méu khi st dung dong
thon v&i amlodipine. DBé tranh dbc tinh clha tacrolimus, khi st dung amlodipine
- & bénh nhéan didu trj béng tacrolimus thi c&n phai gidm s&t ndng do tacrolimus
‘trong mau va diéu chinh lidu tacrolimus néu thich hop.

Muc tiéu co hoc cua céc thube tre ché rapamycin (mTOR): Céc thubc Gc ché
mTOR chang han nhu sirolimus, temsirolimus, va everolimus 1a co chat
CYP3A. Amlodipine la mit thuGc (rc ché CYP3A yéu. Khi dung ddng thoi voi
cac thubc trc ché mTOR, amlodipine ¢c6 thé 1am tang phoi nhiém clia cac thubc
trc ché mTOR. . ;281 il

Cac tuong tac gilra thube vor céac xét nghiém sinh héa: Chua duoc biét.
Tuwong ky cua thubc , ,

Do khong c6 cac nghién clru vé tinh trong ky cua thudc, khong trdn 1an thudc
nay véi cac thubc khac. .
Tac dung khéng mong muén cta thubc

Amiodipine duoc dung nap t6t, & cac nghién clru 1am sang c6 kiém chirng
béng gia duoc trén cac bénh nhan tang huyét 4p hoc dau that ngurc, tac dung
khdng mong mudn hay g&p nhét la: : | ,

Thé&n kinh: Dau dau, chéng mét, ngll ga.

Tim: Banh tréng ngurc.

Mach: Mat dé birng.

Tiéu héa: Bau bung, budn non. ' sty ‘

Toan thén va tai chd: Phi, mét moi. MR

Trong cac nghién ciru 1&m sang nay, ngudi ta khong thay c6 bét ky sur bat
thuong c6 y nghia l1am sang nao Ién cac két qua xét nghiém sinh héa c6 lién
quan dén amiodipine. ' '

Céac tac dung khdng mong mubn it gap hon ghi nhan dugc sau khi thube dugc
dua ra thj tredng bao gom: ‘

Mau va hach bach huyét: Giam bach cau, giam tiéu cau.

Chuyén héa va dinh dudmng: Tang glucose huyét.

Té&m than: Méat ngl, thay d6i tam tinh. ' .

Thén kinh. Tang trirong luec co, gidm xdc giac/d cadm, bénh than kinh ngoai
bién, bét tinh, r&i loan vj gi&c, run réy, r6i loan hé ngoai thap.- ¢

Thj giac: Suy giam thi giac. |

Thinh giac va tai trong: U tai. .

Mach: Ha huyét ap, viem mach mau.

Hb6 hép, ngyrc va trung that: Ho, khé thé, viem mi. |
Tiéu héa: Thay d6i théi quen di ngoai, khé miéng, kho tiéu (bao gdm ca viém
da day), tang san lgi, viém tyy, 6i mlra. .

Da va mb dudi da: Rung t6¢, tang i€t md hoi, ban xudt huyét, da bi€én mau,
may day. ‘ ;

Co xuong va m6 lién két Dau khop, dau Jung, co €o, dau €O, . .~

Thén va dutmg tiét niéu; Tang ti€u nhat, r6i loan tiéu tién, di tiéu ban dém.
Sinh sén va vu; V( 10 & nam gigi, r6i loan cuong duong.

Toan than va tai chb: Suy nhugrc, khé chju, dau,

Céc chl s6 xét nghiém (nghién cau): Tang/giam céan. ‘

Hiém g&p céc phéan (ng d| (rng bao gbm nglra, ban da, phu mach va héng ban
da dang. :

Viém ggn, vang da va tang enzym gan clng da dugc hao cao vb! ty 1& rgt it
(chi yéu di kém véi thc mat). C6 mit s6 truong hgp néng can phai nhap vnen
da dugc bao céo lién quan dén viéc sir dyng amlodipine. Trong nhiéu trudng
hop, m6i quan hé nhan qua gilra cAc tac dyung khong mong mubn néu trén voi
viEc sir dyng amlodipine & khong 8 rang,
Cang gibng nhu v&i céac thubc chen kénh calcl khéc, cac tac dung khdng mong
mubn sau day rét hiém khi dugc bao céo va khong thé phén biét duge vai tién
irinh t nhién clia cac bénh dang méc: nhdi mau co tim, loan nhip tim (bao gdm
nhip cham, nhip nhanh thét va rung nhi) va dau ngyc. |
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Thir nghiém vB diba trj a8 ngAn ngira dau tim (ALLHAT)
Mot nghién evru ngAu nhidn, mu doi va ty suft bénh vA ty 18 tr vong mang tén
Thir nghidm v @idu tr tAng huy®t Ap vA giAm lipid huy&t A8 nghn ngira nhd)
mA co M (ALLHAT) dA durge thire hidn A& 8o sAnh nhirg du phép 8 dung
thue mé hon. amlodipine 2.5 mg/ngAy dén 10 ma/ngdy (chen kénh calci)
ho#c HSNopri 10 mg/ngAy dén 40 ma/ngdy (ire ch ACE) duge dung nhir lidy
phap dAu tay &6 vid hude i 18u thiazid chiorthalidon 12,5 ma/ngAy Aén
25 mg/ngAy & nhitng ca ting huy#st Ap nhe A4n trung binh,

TONG CONG ¢4 33 357 bk than tAng huy®t Ap tudi i(r 55 trdy 18R drard phan b
ng&u AN v theo A8t trong thir glan truhg bink 1A 4,9 ndm. CAc bénh nhan
6 thém ft nihAt 1A mot yu 18 nguy co a6 vad hdnh mach vAnh (CHD)Y, bao gdm
M1 ho8e Aot quy trorg > 6 thang hoRe ¢4 hB s ghl nhan vB cAe bnh xo vira
adna mach (CVD) khace (18ng cont B1,5%), A4l thao durdyng typ 2 (36,19%),
lipoptotein C § frong cas (MDL-C) « 38 ma/dL. (11,6%), pht dal tAm that (rAi
d{‘rhac thAn doAn bAng Mén thm ad hole eiduy Am tim (20,9%), holic hidn tal
dang hirt thudc 1A (21,9%).

Tibu chi danh gid chinh 1A tidu chi k& hop bao gdm bénh mach vanh (CHD)
gAy tr vong hodc MI khdng gly tr vong. Khong ¢6 sy khie hidt dang k& trén
idu chi dAnh gid chinh gitra kdu phap chira amlodipine va lidu phap chira
Chiorthalidon: RR 0,98, 95% CI (0,90 - 1,07], p = 0,85, Ngoal ra, khdng cH su
khac biét dAng k& ndo vB ty 18 tir vong do tAt ¢A cAc nguyBn nhan qiCra lidy
Phap chira amlodipine vA lidu phap chira chiorthalidon: RR 0,96 95% C
(0,89 - 1,02), p = 0,20.

Str dung trén bénh nhan suy tim

Céc nghién ciru vB huy&t ddng va cAc thir nghidm I1Am sang ¢o déi chimg disa
trén xét nghidm gAng sire & nhitmg bénh nhan suy fim dd -1V theo NYHA cho
thay rAng amlodipine khdng dAn dén suy gidm vB mat IAm sAng, dua vao kha
hang chiu dung cac hodt ddng gang sirc, phan sudt tdng mAu cla tAm that trAi
VA triéu chimg hoc 1Am sAng.

MOt nghién ciru e6 dbi chirng ding gid duge (PRAISE) diroe thift k& A& danh
giA cAc benh nhan suy tim 40 1111V theo NYHA sir dung digoxin, thude lo NGL.I
vii cAc thubic (rc ché ACE cho thy ring amlodipine khéng dAn dén viée tang ty
18 tir vong hodic chi s8 két hop gitra ty 18 tr vong vA tinh trang bénh & nhimg
bénh nhan suy tim,

Trong nghién ciru k& tiép c6 d6i chirng dung gid dwge theo dol dai han
(PRAISE-2) v& amlodipine & nhirng b&nh nhan suy tim dd 11l va IV theo NYHA
ma khong ¢ tridu chirng 1Am sang hay khéng c6 céc két.qué khéch quan gof
y v& bénh thifu méau cyc bd tidm &n, vGi lidu &n dinh cla cac thube (rc ché
ACE, thubc didu trj suy tim, vaA thubc lgi tiéu, amlodipine khéng lam thay déi
tong ty 18 tir vong hodc ty 18 tir vong do bénh tim mach. Trén cung quan thé
nghién ciru ndy, amlodipine c6 lién quan dén viéc tadng ghi nhdn cAc trudmg
hop phi phéi méc di khdng cé su khac biét dang ké va ty 1& cac trudmg hop
suy tim ndng hon gitra nhém dung amlodipine so v&i nhém dung gia duge.
Sty dung trén bénh nhi (6 dén 17 tubi)

Hiéu qua cta amlodipine trén bénh nhi bj tAng huyét ap tir 6 dén 17 tudi dugc
churng minh trong mdt thir nghiém ding thude ngAu nhién, d6i chimg gia duore,
mu doi, trong 8 tuan trén 268 bénh nhan bj tAng huyét Ap. TAt cA c4c bénh
nhan dugc phan nhém ngiu nhién vao nhanh didu trf bAng 2,5 mg hodc 5 mg
va dugc theo doi trong 4 twan, sau d6 ho dugc chon nglu nhién dé tiép tuc
dung 2,5 mg hodc 5 mg amlodipine ho#4c gia dugc thém 4 tudn ti€ép theo. So
véi thei diém ban dau, didu tri mdt TAn mbi ngAy bing amlodipine 5 mg lam
gidm huyét 4p tAm thu va tAm truong cb y nghia thdng ké. Mdc giam trung binh
huyét &4p tAm thu & tu thé ngdi didu chinh theo giad dugc dugc uéc tinh la
5,0 mmHg d6i voi lidu amlodipine 5 mg va 3,3 mmHg d6i voi ligu amlodipine
2,5 mg. Phan tich ph&n nhém cho thay hiéu qué trén cac bénh nhi nhd tudi hon
tr 6 dén 13 tudi 1A twong duong véi cac bénh nhi lén tubi hon tir 14 dén 17 tudi.
Didc tinh duwoc ddng hoc 3

Héap thu

--Sau khi uéng céac lidu didu tri, a}nlodipine dugc hép thu t6t v&i ndng dd dinh

trong huyét trong dat dugc khoang 6 dén 12 giér sau khi uéng. Sinh kha dung
tuy@t d6i dugc udc lugng vao khodng 64% dén 80%. Thé tich phan bd la
khoang 21 L/kg. Sy hép thu amlodipine khéng bj nh hudng bdi thire 4n.

Cac nghién ciru in vitro cho thdy khoang 97,5% amlodipine trong tudn hoan
gdn v&i protein huyét tuong. :
Chuyén héa/théi triv

- Thoi gian ban thai trong huyét trong clia amlodipine ndm trong khoang tir

35 dén 50 git va phl hop véi ligu ding thuéc mdt Ian mdi ngay. Nong d6 &
trang thai hang dinh trong huyét trong dat duoc sau 7 dén 8 ngay dung thudc
li€n tuc. Amlodipine dugc chuy&n héa phan 1én tai gan thanh cac chat chuyén

' héa khéng c6 hoat tinh, véi 10% chét ban dau va 60% chat chuyén héa duoc

dao thai qua nuéec tiéu. ‘
Sty dung & nguwdi cao tubi
Thoi gian dat ndng d§ dinh trong huyét trong clia amlodipine 1a giéng nhau

/- gilra nguoi cao tubi va nguoi tré. Tuy nhién dd thanh thai cuia amlodipine ¢c6

khuynh hudng giam kéo theo sir gia tang cla dién tich dudi dudng cong
(AUC) va thoi gian ban thai & cac bénh nhan cao tudi. Dién tich duéi dudng
cong va thoi gian ban thai & bénh nhan suy tim sung huyét (CHF) cling tang
Ién nhur dir ki€n & nhém tudi duge nghién clru. ;

Strdung & bénh nhi A N
Trong mot nghién clru Iam sang ding thudc dai han, 73 bénh nhi bj tang huyét
ap tlr 12 thang tu6i dén it hon hodc bang 17 tudi dugc cho ding amlodipine voi
liéu trung binh méi ngay 0,17 mg/kg. D thanh thai & cac ddi twong cb can
nang trung binh 45 kg lan luot 1a 23,7 L/gid va 17,6 Lgid & nam gi&i va nir
giol. Khoang chi s nay tuong tw véi cac mic uéc tinh da cong bd la

¢ )

24,8 Ugir & ngudi I6m 70 kg, Thé tich phan bé wéc tinh trung binh cho mot

-

bénh nhan 45 kg la 1130 L (25,11 Ukg). Quan sét thy tAc dung trén huyét 4p
dugc duy tri trong subt khoang céach ligu 24 gid, v@i chénh |éch nho vé tac
dung bién thién & dinh va déy. Khi so sanh véi cac thong tin d4 c¢d v& duoc
dong hoc & ngudi Ion, cac théng s6 quan sét dugce trong nghién ctru nay cho
thdy lieu dung mot 1an mdi ngay 14 thich hop. WS DTS 8903

 Céc d ligu an toan tién Iam sang

Kha nang gdy ung thu, géy dt bién va suy gidm chire ndng sinh san

Khong thdy c6 dau hi¢u ung thu & chudt céng va chudt nhat duoc didu trj véi
amlodipine trong ché dé &n kiéng trong 2 nAm, v&i ndng dd dugec tinh todn dé
murc lieu dung hang ngay 1a 0,5; 1,25 va 2,5 mg/kg/ngay. Li@u dung cao nhét
(& chuft nhét va tuong ty véi chudt cBng |a g&p doi* lidu chi dinh lam sang tdi
da - 10 mg trén mot don vi mg/m?) gan véi mire 18ng lidu duoc dung nap véi
chudt nhét nhung khéng phai cho chudt cong.

Cac nghién ctru v@ kha nang gay dot bién cho thay thudc khéng gay anh

hudng trén hé gen ho#c nhiém sic thé. .

Khong c6 anh hudng téi chirc ndng sinh san clia chudt cng dung amlodipine

(chuOg duc ding 64 ngay va chudt cai dung 14 ngay truée khi giao phdi) & lidu

I\?n tb,l 1?) mg/kg/ngay (8 Ian* lidu tGi da chi dinh cho ngudi, 10 mg trén mdt don
| mg/me). |

* Dura trén bénh nhén thé trong 50 kg.

Quy cachdéngg6i

Vi 10 vién nang cirng. HOp 3 vi.

VI 10 vién nang ctrng. Hp 10 vi.

Chai 30 vién nang cirng. HOp 1 chai.

Diéu kién bao quan, han ding, tidu chudn chét | cla th
Diéu kién bao quan | ' WA riel

Bao quan trong bao bi kin, noi khd, tranh anh sang. Nhiét d9 khdng qua 30°C.
Han dang

48 thang ké& tlr ngay san xuit.

Tiéu chudn chét lwong &)

TCCS i,

Tén, dia chi cha co s& san xuit thude (
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