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Rx
VCARD-AM

Thudc nhy chi ding theo dom thudc
©F xa tim tay tré em
Docky hudng diin st dung trudre khi dang

Thinh phin

Thanh phdn dux chdt:
VCARD-AM 80 + §

M3 vidn nén bao phim chia.
L' LT L U TO——————
Amlodipine besylate

Tueng duong Amlodipine ... Smg
VCARD-AM 160 + §

M3 vidn nén bao phim chia:
Valartan oo 160 MQ
Amlodipine besylate

Tuong duong Amlodipine ... S mg
VCARD-AM 160 + 10

MBI vidn nén bao phim chia

80mg

A1, E, I——— ] ]
Amlodipine besylate

Tuang duong Amlodipine .10 mg
Thanh phén td durxc

VCARD-AM 80 + 5 & VCARD-AM 160 + §
Microcrystalline cellulose, C Silica colloldal
(E172), Titanium dioxide (E171), Macrogol, Talc
VCARD-AM 160 + 10

Qs stearate, yellow

nhing bénh nhin bl bénh ddng mach vinh tde nghén ndng.

Benh nhan bl hep van ddng mach chit vh heo van 2 14, bénh cd tim phi dal tc nghén

Cang nhu tit cd cac thubc gdy giin mach khac, cdn than trong dic bidt khi sit dung amlodipine ¢cho nhimg bnk ahin bl
hep van d6na mach chit hose hep van 2 13, hose banh ca tim phi dat the nghan

Phu nitco thai

€ang nhu vai bat ky loal thude nho khac tac dong tre tiép trén ha renin angiotensin-aldasterone (RAAS), khong diac
ding Veard AM & phy n(r ¢6 thal (xem phdn Chdng chl dinh).

Cudng aldosteron tién phat

Nhing bénh nhan cuding aldosteron tidn phat khéng nén duoe diéu trl bing valsartan [ thude 461 khang angiotensin If
VI hé renin-angiotensin cia ho bf dnh hutmg bés bénh tién phit nay.

Uc ché kép hé renin-anglotensin-aldosteron (RAAS)

€6 bAng chimg cho thiy viec sit dung déng thé véi thube de ché enzym chuyén anglotensin (ACE), thuéc chen thu thé
anglotensin (ARE) hoAc aliskiren 13m ting nguy cd ha huyét 4p, tang kali mAu va suy aidm chuc ning than (bao qém suy
than cdp). Do d6 khang khuyén cio e ché kép hé renin-anglotensin-aldosteron (RAAS) théng qua vibe sit dung phéi hop
chc thubc (e ché enzym chuyén angiotensin (ACE), thuéc chen thu thé angiotensin (ARB) hode aliskiren.

Néu liéu phap Uc ché kép duac xem 1 tuyét d6i cdn thiét, edch ding niy chi nén duge thue hign dudl sy gidm sat cia bic
si chuyén khoa va phai theo doi chit ché, thuiing xuyén chic ning thin, cic chit dién gidi va huyét §p. Khéng nén ding
d6ng thit thusc e ché ACE v thubc chen thu thé angiotensin (ARB) & bénh nhan bi bénh thin do dii thio dutng
Veard-AM chua duge nghién ciiu & bit ky nhém banh nhin ndo khic ngoai banh nhan ting huyét 4p

Tuang tae, tuong ky clia thube

Veard-AM
Chua c6 nghién ciru vé tuong tac thudc-thube 43 duoc thuc hign vit Veard-AM va cic thube khic.
i thoi

Cdc thube didy trf tang huyét dp khde: Cae thubc diéu tri ting huyét 5p thudng dugc s¢ dung (vi du thubc chen alpha, thude
Il tidu) va cae thudc khc c6 thé gy tac dung bt gt 1dm ha huyét &p (vidu thuc chéng teSm cim ba vong. thubc chen
alpha trong diéu trf tang sdn tuyén tién ligt lanh tinh) c6 thé 1am tang tac dung ha huyét dp cia diéu tr phéi hap.

Amlodipine x
Simvastatin: SU dung déng thasi nhidu liéu 10 mg vél in 80 mg din dén ting 7% vé muc nfp e véi
50 véi khi dung simvastatin don déc. Khuyén cdo gidi han libu simvastatin con 20 mg/ngay & nhing bénh

\4 flulose, Ci . Silic: ol ]
(E172), Iron oxide red (E172), Titanium dioxide (E171), Macrogol.

Dang bho ché
Vién nén bao phim.

stearate, y

Chi dinh
Oidu tri ting huyét 8p vo cin.

Cach ding, liéu ding
m n::n <6 huyét ap khdng duoc kiém sodt dSy au khi dung don tri 1idu thi cé thé chuyén sang diu tri phéi hop bng

Léu dung:

Lidu Veard-AM duoc khuyén cso 13 1 vien/ngdy.

Vcard-AM 80 + § ¢6 thé dugc ding & nhing bénh nhan c6 huyt 4p khéng duoc kiém soit ddy di vol amlodipine 5 mg
hodc valsartan 80 mg dung don d6¢.

Veard-AM 160 + § ¢6 thé ducc dung & nhiing bénh nhin 6 huyét §p khdng duoc kiém sost ddy du véi amlodipine 5 mg
hodc valsartan 160 mg dung don doc.

Veard-AM 160 + 10 ¢6 thé duoc dung & nhimg bénh nhan ¢6 huyét 4p khong dugc kiém sodt ddy di vai amlodipine 10
mg hodc valsartan 160 mg dung don ddc.

Vcard-AM ¢6 thé ding cung hodc khdng cling véi thiic $n. :

Khuyén cdo hidu chinh liéu cla cac thanh phin (tuc 1 amlodipine va valsartan) trén timg bénh nhan truée khi chuyén
sang dang phé! hop liéu ¢6 dinh. Tuy theo tinh trang 1dm sang phi hap, thi ¢ thé xem xét chuyén tryc tiép tu don tri liéu
sang diéu tri phdi hop véi liéu ¢6 dinh ndy.

©€ thudn tién, nhing bénh nhan dang dung valsartan va amlodipine c6 thé chuyén tir dang vién nén/vién nang riéng ré
sang Veard-AM chira cng liéu ciia cac thanh phan nay.

Suy thén

Hign chua c6 d liéu lam sang & bénh nhan suy than ning. Khong cdn thiét diéu chinh liéu déi véi bénh nhan suy than
nhe 8én trung binh. Cin theo dal ndng A% kali va creatinin & bdnh nhan suy thin trung binh.

Suy gan

Chéng chi dinh disng Vcard-AM & bénh nhan suy gan ndng (xem phin Chdng chi dinh).

Cén than trong khi dung Vcard-AM cho bénh nhan suy gan hodc ¢b cac réi loan tic nghén duong mat (xem phin Cinh
b40 va thén trong). & bénh nhan suy gan nhe dén trung binh khéng 6 ¥ mat, liéu khuyén cdo téi da la 80 mg valsartan.
Khuyén cho Wéu ding amlodipine chua dugc thiét 13p & bénh nhan suy gan nhe dén trung binh, Khi chuyén bénh nhan
suy gan ting huyét dp du Giéu kién sang dung amlodipine hoic Vcard-AM, nén dung liéu thip nhit hién c6 cia
amlodipine don tri lidu hodc cda thanh phén amlodipine tuong Ung
B¢nh nhdn cao tubi (1 65 tudi trd ién)
Cén thn trong khi tng liéu & bénh nhan cao tud. Khi chuyén bénh nhan cao tudi ting huyét 4p du diéu kién sang dung

d c

nhan dang diing amlodipine.

Dantrolen (tiém truyén): 3 ddng vat, rung thit va truy tim mach gdy td vong 03 Auge quan sat thiy lidn quan vai tang kali
mau sau khi dung verapamil va dantrolen duang tinh mach. Do nguy ca ting kall mau, khuyén cdo tranh dung déng thoi
cic thudc chen kénh calcl nhu amlodipine & nhiing banh nhan dé bi ting than nhiét ¢ tinh va trong x(rtri tang than nhiét
dctinh.

Thuéc i ché CYP3A4: Sif dung dbng tha liéu diltiazem 180 mg/ngdy vai amlodipine 5 mg & bénh nhan cao tudi bl ting
huyét 4p d3n dén tang g8p 1.6 18n vé mc tiép xuc toan than vé amlodipine. Tuy nhién, csc thude uc ché manh CYP3AS

(nhu ketoconazole, itraconazole, ritonavir) ¢4 thé 1am ting néng dd amlodipine trong huyét tuong dén mét muc 84 Ion
hon diltiazem. S& dung amlodipine déng thi véi cic thubc Uc ché manh hoic uc ché trung binh CYP3A4 (thubc Uc ché
protease, thudc chéng ndm nhém azol, thudc nhém macrolid nhu ery ycin hodc pamil hodc
diltiazem) c6 thé gy tang dang ké néng dé amlodipine. Vi viy cin than trong khi st dung d6ng thai amlodipine véi cac
thubc Uc ché CYP3A4,

Nutc budi chum: Néng @6 cira amlodipine ¢6 thé ting khi dung déng that véi nuc budi chum do e ché CYP3A4. Tuy
nhién, viéc dung déng thoi 240mL nudc budi chum véi mot liéu u6ng duy nhit 10 mg amlodipine trén 20 nguéi tinh
nguyén khée manh khdng ¢6 dnh huéng ndo c6 y nghia trén duge ddng hoc cia amlodipine.

Thubc gdy cdm ung CYP3A4 (cdc thuc chdr g di I, phenytoin, primidon),
rifampicin, Hypericum perforatum): Khdng c6 thong tin vé tac dong cda thubc gdy cdm dng CYP3A4 trén amlodipine vé
mat dinh lugng. C8n theo doi bénh nhan vé hidu qua 1dm sang ddy du khi amlodipine dugc dung déng thai vl thudc gay
cdm Ung CYP3A4.

Trong don trf lidu, amlodipine an todn khi ding véi thubc loi tiéu nhom thiazide, thubc chen beta, thuéc Uc ché men
chuyén angiotensin, cac nitrate tic dung kéo dbi, nitroglycerin ngdm dudi udi, digoxin, warfarin, atorvastatin, sildenafil,
Maalox (hydroxide nhdm dang gel, magnesi hydroxide va simeticone), cimetidine, thudc chéng viem khong steroid,
khang sinh va thuéc 13m gidm glucose huyét dang uéng.

Valsartan

Phong bé kép hé renin-anglotensin (RAS) bdng thudc chen thu thé angiotensin (ARB), thudc uc ché men chuyén angiotensin

(ACEI), hodc aliskiren,

Viéc sir dung d6ng théi cac thue chen thu thé anglotensin (ARB), bao g6m ¢4 valsartan, véi cic thudce khic tic dong lén

hé renin-angiotensin c6 lién quan vl tang ty 1& ha huyét p, tang kali huyét va cac thay a6i vé chie nang than 5o véi don

tr) liéu. Khuyén cso theo doi huyét p, chuc nang thin va cic chit dién gidi & bénh nhan dang ding Veard-AM va nhing

thubc khac anh huding dén hé renin-angiotensin (xem phan Cdnh bdo va thén trong)

Nén tranh si dung d6ng thai cac thube chen thy thé angiotensin (ARB) - bao gém ¢ valsartan - hoic thudc uc ché men

chuyén angiotensin (ACEI) vai aliskiren & bénh nhan bj suy than ning (t6c d6 loc cia cdu thin (GFR) < 30mL/phut) (xem

phdn Cdnh bdo va than trong).

Chéng chi dinh ding déng théi céc thubc chen thu thé angiotensin (ARB) ~ bao gém ¢4 valsartan - hodc thudc uc ché

men chuyén angiotensin (ACEI) véi aliskiren & bénh nhdn bj déi thio duong type 2 (xem phdn Chéng chi dinh).

Kali: C&n than trong khi ding d6ng thai vai cc thudc bS sung kall, thubc lof tiéu gid kall, cac chit thay thé mudi c6 chua

Kali hodc nhing thusc khac c6 thé 1dm ting néng dd kali (nhu heparin, vv...) va nén theo doi thung xuyén néng dd kali.
6c ié bao gér v 2 (thudc uc ché COX-2): Khi s dung

amlodipine hodc Veard-AM, nén dung liéu thip nhit hién c6 (a thanh phés
tuong Ung.

Nhém bénh nhan tré em

D4 an 104n va hidu qué cia Veard-AM & tré em dudi 18 tubi chua duoc xéc dinh. Hién chua c6 dir lidu.

Cach dung
Dung duong ubng.
Nén dung Vcard-AM voi mét it nudc.

Chéng chi dinh

+ Qué mbn voi thanh phén hoat chat, dn xust dihydropyridine hodc bt ky ta duge ndo duge ligt ké trong thanh phén td
dugc.

~Suy gan néng, xo gan mat hodc U mat.

«SU dung Vcard-AM 86ng thai vai ca¢ sén phém chua aliskiren & bénh nhan dai thio dutng hodc suy thin (t6c dd loc cla
chu than (GFR) < 60mL/phut/1,73m?) (xem phn Tuong tdc, tuang ky cia thudc)

+ Phy ndr 6 thal trong 3 thang gilia va 3 thang cudi cUa thal ky (xem phin Cdnh bdo va than trong, Phy nircé thal, cho con
bu va khd nang sinh sén).

+Ha huyét p nang

+56¢ (bao gbm ¢é s6¢ do tim).

+Téc nghéen dudng thoat cia thit trai (vi dy bénh co tim phi dai t4c nghén va hep dong mach chi muc do ning)

+ Suy tim khéng 6n dinh vé huyét 8ong sau nhéi mau co tim cép.

Cénh béo va thin trong khi ding thusc

D4 ghi nhan ha huyét 8p qua muc 6 0,4% bénh nhan tang huyét 8p khong c6 bién ching dugc diéu trf bing Veard-AM
trong cac nghién cuu c6 A6i chung vai gia dugc. @ nhiing bénh nhan c6 hé renin-angiotensin dugc hoat héa (nhu nhing
bénh nhan dang dung cic thubc Igi tiéu liéu cao bi gidm thé tich va/hodc mit muti) dang diéu tr| bdng céc thube chen
thy thé angiotensin, ha huyét 8p triéu ching c6 thé xiy ra. Khuyén céo diéu chinh tinh trang nay trudce khi dung Veard-AM
hodc phai gidm sat y khoa chat ché 1uc khdi dSu diéu tr

Néu xdy ra ha huyét 3p qua muc khi dung Vcard-AM, phai dé bénh nhan & tu thé ndm ngia va néu cdn, truyén tinh mach
dung dich mui ddng truong, €6 thé tiép tyc diéu trj mot khi huyét ap da dugc éndinh.

Tang.
Céin than trong khi dng déng thai véi cac thube b sung kall, thudc Igi tiéu gl kali, cac chit thay thé mu6i ¢6 chua kali,
hobe nhiing thubc khac c6 thé 1am 1ang nbng 6 kali (nhu heparin v.v.. .} va nén theo doi thuong xuyén nbng do kall.

Cén thin trong khi dung Vcard-AM 8é diéu trj tdng huyét ép trén bénh nhan bj hep dong mach thin mot bén hodc hal
bén. hep 8ong mach thén & bénh nhan mot thin vi uré huyét va creatinine huyét thanh ¢4 thé tang lén & nhing bénh
nhan nay.

fBénh nhan suy than

Chua 6 di liéu vé cée trutng hop ndng (o thanh thl creatinine < 10mL/phut), vi vay nén thin trong. Khong cn didu
chinh iéu Vcard AM déi voi bénh nhan suy than nhe dén trung binh.

Phii wranh s dung thudc chen thy thé anglotensin (ARB) - bao gém ca valsartan ~ hojc thudc uc ché men chuyén
angiotensin (ACES) vl aliskiren & bénh nhan bi suy thin ning (t6c d6 loc cia ciu than < 30mL/phut) (xem phén Tuong tdc,
myc Sy phong bé kép hé renin-anglotensin - RAS).

Béph nhan duge

ghép thin
Cho 8én nay chua <6 kinh nghiém vé 86 an toan khi st dung Veard AM trén bénh nhan mal ddy dugc ghép thin.
Béohnhan suy gan
Valsartan hdu hét duge thal e dudi dang khong d6i qua mat Thoi gian bian hiy cua amlodipine kéo dbi va trf s6 AUC
{dign tich dudi duong cong) cao hon & nhimg bénh nhan suy chic nédng gan: khuyén cdo liéu dung chua dugc thiét 1p.
Cén than trong dic bigt khi sU dung Vcard-AM cho bénh nhan bj suy gan nhe dén trung binh hodc <6 cic 16l loan tac
nghén duang mat
& bgnh nhan suy gan nhe dén trung binh khong c6 U mat, liéu khuyén cdo téi da la 80 mg valsartan
Phi mach
Phumach, bso gbim sung thanh quén vi thanh mon, g3y tac nghén duong dan khiva/molc sung mat, mai, hong va/hodc
Iuh d3 duge biso ca0 6 nhing bénh nhan dugc diéu trf bang valsartan; mot s6 trong nhing bénh nhan nay truoc ddy da
) phis mach véi cac thube khic bao gom cb thubce te ché men chuyén angiotensin (ACE). Phai ngung Vcard-AM ngay 13p
tuc @ nhing bénh nhan phat trién phu mach va khong dugc tai st dyng Veard-AM,
Béah nhén suy Unv/sey 0hd) may <o um
Nhy 1 hé qud cla sy uc ché hé renin anglotensin aldosteron, thay déi chuc nang thin ¢ thé dugc du dodn & nhang
nguoi nhgy cam. O nhing bénh nhan suy tim ndng ma chue nang thin co thé phy thuge vae hogt dong cla h¢
renin anglotensin-aldosteron, viée diéu trf bng thubc uc ché enzym chuyén angiotensin (ACE) hodc thudc d6i khang thy
thé anglotensin ¢ lién quan voi thi€u nigu va/hodc tang nita huyét tién ién, va trong nhung tryong hop hiém gap vai
suy than chp va/hosc td vong. Danh gia bénh nhan suy tim hodc sau nhéi méu co tim nén luon bao gém danh gid chic
nang thin.
Trong mét nghién cou dal han, A& chiung voi gib duc (PRAISE-2) vé amlodipine & bénh nhan suy tim 4o lil va IV theo
Bhan 84 chuc ndng vé suy tim cis HG! Tim Rew York (NYHA) <6 bnh nguyén khong phi thidu méu cuc bo, smlodipine
€6 lién quan vol cac bao a0 gla 1ang vé phu phél mic du khong cb sy khac bigt co y nghia vé ty 1€ suy tim ndng hon so
v gid duge
Cén than bong khi s dung cac thube chen kénh calcl bao gém amlodiping & benh nhan bi suy im sung huyét vi nhung
thube nay co thé Lam tang nguy ca bién ¢6 tUm mgch vé W vong trong tiong lal
Edob nhan bi nhél may <o im chp
Dau thét ngye ngng thém vi nhbi mau co tim cip €6 thé phit trién sau khi bit diu hojc 1ng liéu amiodipine, dac bigt &

9 9 9 ue loc €
d8ng that thubc d8i khang thu thé angiotensin Il vol cdc thude NSAID, su gidm hiéu qud ha huyét sp co thé xdy ra. Hon
n(a, & nhang bénh nhan cao twéi, gidm thé tich (bao gém ca bénh nhan dicu tri bing thudc lgi tidw), hode o tén thuong
chic ndng thin, sir dung d6ng thal cc thude d6i khang thy thé angiotensin I v NSAID ¢6 thé din dén tang nguy co suy
chuc ndng than trém trong. Vi vdy, khuyén c4o theo dai chuic nang than khi bt du hodc khi thay déi diéu tri & bénh nhan
sU dung valsartan d6ng thai véi NSAID.

Uthium: Ting ¢6 hdi phuc ndng d4 lithium trong mdu va doc tinh da duoc bio cdo khi dung déng thai lithium vei cc
thubc Uc ché men chuyén hodc Uc ché thy thé Anglotensin Il bao gém cd Veard-AM. Do d6, khuyén khich theo doi cin
than néng db lithium trong mau khi diing két hop. Néu mot thube lai tidu cing dugc st dung. nguy ca ngd doc lithium
<6 thé tang hon véi Veard-AM.

Cdc chdt van chuyén: Két qua ti mot nghién ciu in vitro véi mé gan ngudi cho thiy valsartan 1y mot co chit cia OATP181
13 ch8t van chuyén thuée vao gan va co chit cia MRP2 13 chat van chuyén thudc ra khéi gan. St dung két hop cac thuée
(e ché chit van chuyén vdo (vi du nhu rifampin, ciclosporin) hodc chit van chuyén ra (vi du nhu ritonavir) ¢ thé lam tang
muc tiép xuc todn than vai valsartan.

Trong don trf liéu véi valsartan, chua thiy tuang tac thudc ndo ¢6 y nghia trén 1am sang khi dung voi cdc thude sau:

warfarin, digoxin, atenolol, ind h
Tuang ky
Khong ap dung.
Phu nir ¢6 thai, cho con bu va kha nang sinh sén
Phu nir co thai
Tom tdt nguy co

Cang nhu bt ky loai thudc nao khic tac dong tryc tiép trén hi renin-angiotensin-aldosterone (RAAS), khdng duoc dung

Vcard-AM & phu ni ¢6 thai (xem phin Chdng chi dinh) Do ca ché tac dung cua cac chit di khang thy thé angiotensin Il,

khéng thé loai trir nguy ca d6i vai thai, Vi ding cic chat dc ché men chuyén angiotensin (ACE) (1a nhom thudc dac hieu

tac dung trén hé renin-angiotensin-aldosterone) cho phy nif mang thal trong 3 thang gitia va 3 thang cudi cua thai ky da

dugc bio cdo gy ra tén thuong va chét thal dang phit trién. Ngoai ra, theo cic dir lidu hdi cu, vide dung cac chit ue ché

men chuyén angiotensin trong 3 thang dSu cua thal ky ¢6 lién quan vol nguy co tiém Sn vé khuyét tit bim sinh. B3 co

bio cdo vé sdy thai ty nhién, it dich &i vA 16i loan chuc nang than & tré 5o sinh khi ngudl phu ni mang thai v y dung

valsartan.

Chua c6 du di liéu 1am sang vt amlodipine & phy ni mang thai. Cac nghién cuu voi amlodipine trén dong vit cho thiy

doc tinh d61 vai sy sinh san & liéu gdp 8 13n liéu 161 da khuyén cao cho ngudl 14 10 mg. Chua ro nguy co tidm dn doi vol

nguol.

Néu phat hién c6 thai trong thal glan diéu tri, phdi ngiing dung Veard-AM cing som cang tét

€dn nhdclam sdng

Nguy ca cda me va/hodc phdi thai/thai nhi cé lién quan dén bénh tdt

Tang huyét ép trong thai ky ldm tang nguy co mic tién san gidt, tiéu duong thai ky, sinh non va bién chung khi sinh coa

me (vi dy: yéu cdu mé I8y thai va xudt huyét sau sinh). Tang huy€t ap lam tang nguy co clia thal nhi bj han ché tang trudng

trong i cung va L vong trong W cung,

Nguy ca clia thal nhi/tré so sinh

Chung it nuoc 61 & phy nil ¢6 thai dung thudc dnh hudng dén hé renin-anglotensin trong thai ky thu hai va thal ky thu ba
c6 thé din dén: glam chuc ndng thin cda thai nhi ddn dén vo nidu va suy thdn, suy phdi thai nhi, bién dang xuong, bao
g6m suy sdn hop 50, ha huyét ap va ti vong.

Trong truting hgp me vo tinh dung nhdm thudc nhom ARB, cdn phai xem xét theo doi thai nhi thich hop.

Tré 50 sinh 6 me da dung tr ligu ARB nén duoc theo doi chat ché tinh trang tyt huyét ap.

Cho con bu

Chua 16 <6 phdl valsartan dugc bai tiét vao siia me hay khang Amlodipine da dugc bio cao 1 duoc bai tiét trong sua me.
Ty 1 liéu cda tré so sinh nhan dugc tu me da duoc Uoc tinh vol pham vi phan tan w3 - 7%, 161 da 13 15%. Tac dong cla
amiodipine trén tré so sinh 1a khng (0. Valsartan o bai tiét vao sua cla chudt cdng cho con bu. Vi viy khong khuyen
dung Veard-AM déi véi nhiing phu ni dang nudi con bng siia me.

Khd nang sinh sdn & nam va nd giol

Tuong ty nhu bit cif loal thudc ndo tac dong truc tiép trén he RAAS, khang duge st dung Veard-AM & phy nd <o dy dinh
¢6 thal. Nhan vién y té khi ké don bat ky hoat chat nao tac dong [én h¢ RAAS neén tu van cho phy nu co khd ndng sinh sin
vé nguy co tiém dn clia cac hoat chat nay trong thai ky.

Kha nang sinh sdn

Khong ca thong tin vé tac dung cia amlodipine hodc valsartan trén kha ndng sinh san & ngudn. Cac nghién cuu trén chugt
c6ng khong cha thiy bit ky tac dung nao clia amiodipine hodc valsartan trén khd ndng sinh sdn.

Tac ddng cia thudc khi 4l xe va vin hanh mdy moc
Chua c6 nghién cuu nao vé tac dong tién kha nng 141 x@ va st dyng mdy mac dugc thyic hign. Khilai xe hay surdyng may
moc nén tinh dén 13 doi khi co thé xdy ra chong mat hodc mét maoi

Tac dyng khong mang mudn

Tinh an toan cia thudc dd dugc ddnh gid trong S nghién culi Lm sang co A6l chung 4 5.175 bgnh nhan, 2.613 ngudi rong
8 nay dung valsartan két hop val amlodipine.

Cac phan ung bt Igl cia thude hode cac te dung phy (bang 1 va bing 2) duge xép kgl thea ahom tn sudt, phan ung
thuong gip nhat. sif dung quy ude sau day: rat thuong gdp («1/10) thuong gap (21100, <1710k it gap (=) 1.000,
<17100); hiém gap (21/10.000, <1/1.000), rat hiém gap (<1/10.000) ké ¢A cdc baa cho rleng &, Trang mdi nham tan sudt,
ca¢ phin ung phy dugc xép theo thit ty 49 nghi¢m trgng gidm din.
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__|_Chodng vang, budn ngu, chong mat do i thé, di chm |

CAe phan ting phy sau ddy cGng 83 duge quan sat thy trong ce thit nghiém 13m sang & bénh nhan t3ng huy#t 5p bt ké
méi quan he nhin qud vat thube nghidn cihu: Mt ngd, gidm duc ning, vidm hong, vidm mil, vidm xoang, nhiém khudn
duiing ho hp tean, nhidm virue

Qué liéu v chch xir tel

Cha €6 kinh nghidm vé qué liéu Veard-AM, Tridu chiang chinh vé qua liéu valsartan 6 thé 13 ha huyét p 16 kim chéng mit
Qué liéu amlodipine c& thé d3n dén gidn mach ngoal blén qud mde va ¢ th 1m nhip tim nhanh phn <2 03 ¢6 bio cho vé
ha huyét 8p todn than 6 rét v c6 khi ndng kéo dal ké cd din dén sBe vail két cude tirvong.

Qud liéu amlodipine ¢6 thé din dén qisn mach ngoal vi qui muc vA ¢4 th& nhip tim nhanh phin xa. Nguy ca ha huy#t ip
toAn thAn kéo dAl v ding ké c6 th& din dén hodc bao gbm sbe vist kit cuc tif vong A3 duee bio edo Ha hiryét Ap o6 7 nghia
1Am sAng do qué lidu amlodipine bit bude phal hé trg tim mach tich cue bao gém cA thea dbi thuting uyén chie nang tim
vA hd hip, nAng cao cac chiva chii y dén thé tich dich v thang vA luong nude tidy

Thudc gdy co mach €6 thé hitu ich trong vide phye héi trufang luc mach va huy6t §p, véd didu kign 13 khéng b chéing chi dink
st dung.

Néu mai diing thudc, ¢6 thé xem xét gy nén hode rira da day.

sirdung than hoat cho nhing ngué tinh nguyén khée manh ngay I3p tie hodc 61 da 2 gics sau khi ding amlodipine d3 cho
thiy 1Am gidm ding ké sy hip thu amlodipine.

Tiom tinh mach calcium gluconate €6 thé c6 lgi (ch trong viéc 1am dio nguge nhimg dnh hudng cisa su phong bé kénh canx

% E‘:::‘g i CA valsartan vA amlodipine khong chic c6 thé dugc loai bé bing thim phan mau,
Ri logn nhip tim Die tinh duge e hoe
ftodp ] Nhip tim nhanh, danh tréng nguc Nhém dugc Iy: Thubc 461 van Anglotensin Il (valsartan) két hop din xudt cia dikydropyridine (amlodipine).
MA ATC: CO9DRO1.
| Ngst Vcard-AM két hap hai hap chit didu trf ting huyét &p vt c ché b6 trg dé kiém sost huyét &p & nhing bénh nhin bf ting
huyét 4p v6 c3n: amlodipine thude nhém thude d6i van calci va valsartan thube nhém thude d5i van thu thé angiotensin If
| Hahuyét ap thé ding (Ana I1). Su két hop hai thanh phin nay 6 the dung b6 tro cho tc dung diéu tri ting huy&t dp, 1am gidm huyét 4p dén mot
mg | Hahuyetap To: ::' "'\lnh hon so véi khi dung mdi thanh phin dan dbe
m ne
Tg: Spn ho hip ngye W trung thit Thanh p':un cla Veard-AM ngan cdn sy di qua mang ciia fon calcl vao ca tim v <o tron mach mau. Co ché tic
todp | Ho, dauhong - thanh quan dung chéng tang huyét 3p ciia amlodipine 13 do tic dung lam gian truc tiép cd tron mach mau, gay ra gldm khing lye cta
_R8i loan tidu héa mach mau ngoal bién vA gim huyét 8p. Cc dilidu trén thc nghiém cho thay 1y amlodipine gan két voi cb vitr két hap ver
Itadp | Tidu chiy, budn ndn, dau bung, téo bon, khd miéng va khong phai line. Tién trinh co thit ¢a tim vA ¢o tron mach mau phy thuée vao sy di chuyén
l’l&l loan da vh md dudi da céc lon calc tir ngoal bao vdo bén trong nhimg 1€ bdo ndy qua cac kénh ion dic hidu,
[ T Sau khi diing cac liéu diéu tr| cho bénh nhan bj tang huyét 3p, amlodipine 1am gidn mach din dén gidm huyét ip khi nim
P ]_Néiban, bandd ngta va khi dung. Su gidm huyét p ndy khéng kém theo thay 461 ddng ké cia nhip tim hodc néng 86 catecholamine trong
Hiém odp | Tang tiét mé hai, ngoai ban, ngda huyét twong khi diing thudc trong thas gian di.
R6i loan co xuong khép va mé lién két géng @0 thuse trong huyét tuong ¢ tuong quan véi tac dung é:bn;a bénh nha;;é ;/.b :e‘nha:haa' :m kt:‘& N B
bénh nhan tang huyét 3p ¢6 chifc ndng than binh thuaing, liéu diéu tri cia amledipine din dén gidm khang Iyc cua mac;
U ] S KhOpy Sau ng-aaiMiop méu thinva hm?In‘;yI‘G( dpo loc ciia ds?hanva Iuong huyét tuong qua than hidu qud ma khéng lam thay @61 vé phan doan
[Hiémodp |_Cothit co, cdm gidc nang né loc hodc protein niéu.
R5ilogn thin vi tiét nifu Caing nhu céc thuse chen kénh calci khéc, csc chi s6 huyét déng hoc d6i véi chiic ndng tim khi nghi va khi gang sic (hodc
Hiém gap [ Tiéuldo, da nieu ditimg budc) & bénh nhan c6 chuc nang tam thit binh thuiing duce diu trf bng amlodipine thueng cho thiy ting nhe vé
R&i loan hé sinh san va tuyén vi chi s6 tim ma khdng dnh hudng dang ké trén dP/dt hodc trén dp sudt cudi ky tm truong & tam that trdi hodc trén thé tich
Hiém oap T Réil mau. Trong cdc nghién ciu vé huyét ddng hoc, amlodipine khéng lién quan véi tc dung inotropic dm tinh khi ducc dung &
loan chuc ndng cuong dudng mic liéu diéu trj cho ddng vat thi nghiém va nguai binh thuéng, ngay ¢4 khi diing két hop véi thuéc chen beta cho ngudi.
R&iloan todn than va tinh trang tal chd dung thude Amlodipine khang 13 thay d6i chdc ning nut xoang nhi hoac din truyén nhi-that & dong vit hosc nguen binh thucng.
Thuong a¥ Phu, ph n 16m, phu mat, ph ngoai bién, mét méi, dé Trong céc nghién ctu 13m sang trong d6 amlodipine ducc dung két hop vl thubc chen beta cho bénh nhan bj ting huyét
" bimg mat, suy nhugc, néng bimg mat $p hodc dau thét nguc, khéng quan sat thiy phan ing phu ndo vé cic thng s6 trén dién tam d6.
3 cho thdy tic dung c6 loi trén [3m sdng & nhimmg bénh nhan c6 con dau thit nguc 6n dinh kéo dai, dau thit
Thing tin thim vé &iéu tr} phél hop nguic do co thét mach va bénh déng mach vanh d3 dugc ghi nhan bing chup mach mau.

Trong cac thi nghiém 13m sing mu ddl, ¢6 d6i chung vai hoat chit hoac gid duoc da hoan thanh, ty 1é phi ngoai bién
thip hon vé mat théng ké & nhima bénh nhin dugc didu tri dang phdi hgp (5,8%) so véi nhing bénh nhan ding don tr|
lidqu bdng amlodipine (9%). .
Danh gid vé xét nghiém
RAt it benh nhan tang huyét 4p duoc didu tri bing valsartan/amlodipine cho thdy nhimg thay d6i dang ké vé cic két qua
xét nghiém so vél muc co ban. C6 mot ty 1¢ hoi cao hon vé nito uré huyét ting mot cich dang ké & nhom dung
amlodipine/valsartan (5,5%) va nhém duing don tr liéu bing valsartan (5,5%) so véi nhém diing gid dugc (4,5%).

vé cic thanh phén riéng ré
Cac phan ung phu 83 duoc bdo cdo trude ddy khi ding mot trong cdc thanh phin riéng ré c6 thé xdy ra khi dung
Vcard-AM mic du khdng quan sat thiy trong cac thi nghiém 1dm sdng.
Amlodipine
Cac phan ung phu bé sung khac 3 duge bio cso khi dung don tri liéu bing amlodipine, bit ké quan hé nhan qué véi
thubc nghién cuu, duoc trinh bay trong bing 2. "
Vi cac thir nghiém 13m sang voi amlodipine duoc tién hanh trong nhimng diéu kién rat khac nhau, ty 1& cac phan ing phy
43 quan 54t dugc trong < th nghiém 14m sang cia moét loal thuéc khong thé so sanh tryc tiép véi ty I trong cac thi
nghiém 18m sang cda mot thudc khic va cd thé khong phan anh ty 1¢ da quan sat duoc trong thuc té,

Bang 2: C4c phin ing bit Igi véi don triliéu bing Amlodipine

Valsartan
Valsartan I3 mét chat d8i van thu thé angiotensin Il c6 hoat tinh, manh va dsc hidu ding duéng udng, tc ddng mot cich
chon loc 1én loai thy thé AT1 chju tréch nhiém déi véi cdc tac dung da biét cia angiotensin I1. Néng dd clia angiotensin II
trong huyét tuong tang Ién sau khi thy thé AT1 bj Uc ché bing valsartan c6 thé kich thich thy thé AT2 khéng bi tc ché, vén
6 tac dung déi trong vi thu thé AT1. Valsartan khdng cho thiy bt ky hoat tinh nio cda chdt déng vin ting phdn tai thu
thé AT1 va ¢6 4 lyc cao hon nhiéu (g8p khodng 20.000 14n) d6i vol thy thé AT1 so vl thu thé AT2,
Valsartan khong uc ché men chuyén angiotensin (ACE), con duac gol 13 kininase If, chuyén anglotensin | thanh angiotensin
11 va 1am thosi bién bradykinin. Do khong <6 tic dung nao trén men chuyén angiotensin va khdng tang tiém Iuc cia
bradykinin hodc chét P, thuSc i khang thu thé angiotensin Il khéng chdc ¢4 lién quan vai ho. Trong cdc thir nghiém lam
A hvalsartan e ché huyés ty 1¢ ho khan thip hon déng ké (P < 0,05) & nhing bénh
nhdn dugc didu tri bing valsartan (2,6%) so vi nhiing bénh nhan duoc didu tri bing chit uc ché men chuyén angiotensin
(7,9%). Trong mét thir nghiém 13m sang & bénh nhan 6 tién s ho khan trong khi dang didu trl bing chit uc ché men
chuyén angiotensin, 19,5% nguoi tham gia thit nghiém duoc diéu tri bing valsartan va 19% ngual duoc didu tri bing thudc
loi tiéu thiazide b ho so vai 68,5% ngudi duoc diéu tri bing chit uc ché men chuyén angiotensin (P < 0,05). Valsartan khdng
gén két hodc chen cc thy thé hormone khac hodc chen kénh lon ma da biét la quan trong trong viéc diéu hoa tim mach.
Vibc st dung valsartan cho bénh nhan bj ting huyét 3p ddn dén gidm huyét §p ma khéng dnh hudng dén nhip mach.
& héu hét bénh nhan, sau khi ding mét liéu don duang udng, khai phat tic dung diéu tri ting huyét ap xdy ra trong vong
glova &p dat dinh trong vong 4-6 gid. Tac dung diéu tri ting huyét ap kéo dai trén 24 gigs sau khi dung thudc.
Trong thai gian dung 13p lai, tdc dung gldm huyét 3p 8l da & bit ky liéu ding ndo thuang dat dugc trong vong 2-4 tudn va

R6i loan mét duy trl trong subt thési gian diéu tri dai han, Ngung valsartan dét ngét khang lién quan véi ting huyét 4p héi ung hode cic
ftgip | song thi phan (ing <6 hai khac trén lm sang.
R&i loan mau va hé bach huyét Trén bénh nhan suy tim man tinh (NYHA do I1-1V), valsartan da dugc ching minh 13m gidm dang ké thai gian ndm vién &
R8t hiém gdp T Giam 6 cBu, giam bach cdu bénh nhan bj suy tim man tinh (d6 II-V theo phan loai cia Hi Tim New York - NYHA). Lol ich dat duoc nhiéu nhdt & bénh
S . y Gidmtéuchu, gdmbachclu, .« . .- .o o] nhan khong diéu trf chat uc ché men chuyén angiotensin hodc thubc chen beta. & bénh nhan sau nhdi mau co tim, valsartan
loan hé mién diy 3 g con cho thiy 1am gidm ty 1& ti vong do tim mach & nhiing bénh nhan d 6n dinh trén 1am sang vai suy that trai hodc rdi loan
Rét hiém gip [ Phdn Ung dj ung chic nang thit trdi sau khi bi nhéi mau cotim.
R6l loan chuyén héa va dinh duéng
DACTINH DUGC DONG HOC
| Rét hiém gip | Ting duang huyét Sytuyén tinh
| Ri logn thm thén Valsartan v ho thily dugc dong hoc tuyén tinh.
ftgip | Matngu, thay dbi khisic Amlodipine ! o
R6I thén kinh Hdp thu: Sau khi diing dubing udng amlodipine don doc véi liéu diéu tri, néng do dinh cia amlodipine trong huyét tuong
_L‘ﬁ—:m”‘__‘ " Run, gidm cAm gidc, 61 loan vi giac :ar du:c ﬂ:)‘!u 612 glo. Sinh kha dung tuyét d6i duoc tinh 13 64-80%. Sinh kha dung cua amlodipine khdng bi dnh huéng do
T i bi lung thuc 3n.
:: :';inm}""i I Bénh thin kinh ngoal bién, tang truong Ivc Phan bé:Thé tich phan b khodng 21 litkg. Cic nghién et in vitro vét amlodipine cho thiy khodng 97.5% thuc trong tudn
hoan gdn két voi protein huyét tuong. Amlodipine di qua nhau thai va duge bai tiét vao sia me.
Rét hiém g Loan nhip, nhip tim cham, rung nhi, nhip nhanh that, Bién déi sinh hoc: Amlodipine dugc chuyén héa manh (khodng 90%) & gan thanh cdc chit chuyén hoa khdng <o hoat tinh,
9% nhéi méu co tim Tha tri: Su dao thal amlodipine khoi huyét tuong c6 dang 2 pha vai thal glan ban thai cudl cling khodng 30-50 gio. Néng
A4 thuc trong huydt tuong & trang thai 6n dinh dat dugc sau khi dang lién tuc trong 7-8 ngdy. 10% amlodipine ban diu va
At jognmach miu 60% chit chuyén hoa caa amiodipine dugc thil trs qua nudc tiéu.
B Rk gl [ Viém mach méu Valsartan
R6i loan ho hép, nguc va trung that Hdp thu: Sau khi dung duding udng valsartan dan dc, ndng do dinh cua valsartan trong huyét tuong dat duoc sau 2-4 gidn
It gap Kho thé, viem mul Sinh kha dung tuyét déi trung binh 13 23%. Thic an lAm gidm muic tiép xuc voi valsartan (duge do bing didn tich dudt duon
9 ng 9
R6i logn tiéu hos cong - AUC) khodng 40% va ndng do dinh trong huyét tuong (Cmax) khodng 50%, mac du khodng 8 gidr sau khi ding thude,
ol ] ‘Nom, kho titu néng dé valsartan trong huyét tuong nhu nhau & nhém da §n va nhém nhin dok. Tuy nhién sy gidm dién tich dudi duong
—Eigl{lm " 1 Vlén;l T o e cong vn;y khong kem theo sy gldm o y nghia 1am sang vé higu qud didu tr), vi vy valsartan ¢o thé dung cing hodc khdng
9sp. Viemtyy, viémdadey.dngsanigl .o o cung véi thic an.
| R6lloan gan mét Phan bé: Thé tich phan bd cia valsartan & trang thai 6n dinh sau khi dung dudng tinh mach khodng 17 lit cho thiy valsartan
Rat hiém gap | viem gan, vang da k't‘lonx Phan b rong 13l vho cdc mod. Valsartan gin két manh vai protein huyét thanh (34-97%), <hi yéu la albumin huyét
R6l logn da v mb duéi da i o
’T&— Bién 61 sinh hoc: Valsartan khang duge bin d6i dén mot muc 4 cao vi chi khodng 20% liéu diing duge tim thiy lal dudi
[ ftgap | Rung t6c, ban xust huyét, da d6i mau, nhay cdm véi dnh s dang cac chit chuyén hoa. Mot cht chuyén hda hydroxy dd dugk tim thiy trong huyét tuong & ndng dd thap (duai 10% cda
Réthi6m gép Phu mach, néi mé day, ban d6 da dang, hol chung dign tich dudi duang cong cda valsartan). Chat chuyén hda nay khang c6 hoat tinh duige ly.
Steven Johnson Thal trir: Valsartan cho thiy dong hoc phan rd theo kiéu ham s6 ma da bal (ta a < 1 gid va 1% B khodng 9 910). Valsartan chi
R6i logn co xuang khop va mé lién két yéu dugc thi) trir dudi dang khong d6i trong phan (khodng 83% liéu dung) va trong nude tiéu (khodng 13% lidu dung), chi
Togép [ Bavco yéu 13 thuc dang khong dél. Sau khi ding duong tinh mach, d thanh thi cda valsartan trong huyét tuong khodng 2 lit/giy
..Lm eegrreeryTTory ;/: :go. ;hmh thai cda thude qua thin 13 0,62 li/gids (khodng 30% dd thanh thii todn phin). Thai gian ban thai cua valsartan
Tgip [ Réiloan tka tién, iy dém Valsartan/Amlodipine
R61 10an hé sinh sén vé tuyén va Sau khi dung Veard-AM dudng udng. ndng dé dinh cla valsartan trong huyét tuong dat duge sau 3 gid va ndng dd dinh cla
Ttgép SeReroas e T Chung vi to & nam gidi :umllb::nlnle Ilo;ng hroy:'l mm;g adu du:c 53U 68 g(0. T6¢ 4O va muc dd hip thu Veard-AM tuong dyong vai sinh khd dung
94 valsartan va am| ne khi duge dung dudi dang cdc vién ridng ré.
R6ilogn toan thin v tinh trng tal chb diing thuc I % Cacnhém bénh nhan 0’:‘ bigt o 9 shent o
It gap Dau, kho chiy, dau ngyc B¢nh nhdn cao tudi
E:; - Thai glan dat dén néng a6 dinh trong huyét tuong cda amlodipine gidng nhau & ngudi cao twéi va nguoi té. QO bénh nhan
'lrgbp hiém l Gl cn ting cin :;: tuél, 4o thanh thai cia amlodipine €0 xu huong gldm, lim ting dign tich dudi dudng cong (AUC) va tang thot glan ban
o2 X :
RSt hiém gap 1 Tang men gan (hdu hét phu hgp vl U mit) ru: lll'p‘ “I‘: lo:n than voi valsartan tang nhe & nguoi cao tudi khi so val ngudl tré, nhung didu ndy khdng cho thdy <o bit
y y nghla 1dm sdng nao.
Valsartan Suy thin

Cac phén ung phy khac cda thube (ADR) db dugc béo cao trong chi djnh tang huyét 8p tu cac nghién ciu lim sang, kinh
nghiém sau khi dus thubc ra thi truong va két qué xét nghigm dugc it ké trong bang 3 theo nhom h¢ coquan

D61 v61 14t ch che phin ing phy cGa thube da duge bao cdo ts kinh nghiém sau khi dua thudc ra thj trudng va két qud xét
nghitm, khong thé ap dyng bt ky 18n sullt nao vé phan dng phy, vi vdy nhing phan ung nay da dugc dé cdpla tén sudt
“khong 16

2 thubic dan i ligy bing valsartan

an;m h;|;x;i&;lu;g’n’lﬁ‘l;mn‘a&nl. gidm wchsB'&f 5
nhan trung tinh, wémy}g cdu

Khéng 1o
R8iloyn by midn dich

7J (_114 mdn bao gom ¢ bénh huyét thanh

Tingks

] viem machméu
B [ Xétnghiém chic nang gan bt thudng bao gbm tang
Fegck i l billubin huyét R iR

oan da i mb dusids

[ bauco

B0 l Suy thén, suy gidm chuc nang than, tang creatinin huydt

Dufge ddng hoc ca amlodiplne khong bl dnh hudng dang ké do suy than, Khong <6 mdl lién quan & gita chic ndng than
(dugc do bang do thanh thai creatinine) va muc tép xdc voi valsartan (duge do bing dign tich duoi dudng cong) & nhimg
bénh nhan €6 cdc mic dd suy thin khac nhaw. Vi vy, bénh nhan bj suy thin nhe dén trung binh ¢6 thé dung léu khai diu
thong thudng (xem phdn Lidu lugng va cdch dung va xem thém phdn Cdnh bdo va thdn tieng).

Suy gan

Bénh nhan suy gan ¢é dé thanh thii amlodipine gldm ddn dén ting dign tich dudi dudng cong (AUC) khodng 40-60%. Vé
trung binh, & bénh nhin bj benh gan man tinh nhe dén trung binh, muc tép xuc voi valsartan (dugc do biog tri s6 dign tch
dudi duang cong) gdp hal ldn muc tidp xuc duge thiy & nhung nguot tinh nguyén khde manh (tuong dng vol tudl, gioi va
('a: ndng). Cn than teng & benh nhan bj bénh gan (xem phin Lidu lugng va cach dung va xem thém phdn Canh bio va
thin trong).

Quy cdch dong gdi

HOp 4 vix 7 vign

Diéu kign bdo quin

B0 quin nai khd mat duoi 30°C, tednh dnh sang va Sm.
Handung

36 thang hé turngdy sin xudt

Tidu chudn chit lugng cla thude
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