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I'tr hwomg din sir dyung

Rz Fhude niyy el dlimg theo dom thide

VALTEAM 10/160

1. TEN THUOC: VALTEAM 10/160,

2. CAC DAU HIEU LUU ¥ VA KHUYEN CAO KHI PUNG THUOC

Khing diing qud Uéu chi dink

B xa tdm 1ay tre e

e & Fivmp i s dung Irwece khi ding,

Fhang bdo ngay cho hdc sit hode de SY miviengy tdc dung khdng mong mudn khi sur dung thude,
3 THANH PHAN CONG THUC THUOC:

Thinh phin hogt ehir:

MOi vidn nén hao phim VALTEAM [0/ 160 chir:

Amlodipine (duai dang amlodipine besilutel. 10 my
Valsartan ke st ttassi sinsss oo siseris | O TG
Thinh phéin i dwge:

Croscarmellose  sodium, Microcrystalline cellulose, Hydroxypropyl cellulose, Colloidal Silicon
dioxide. Magnesi stearnie, Hydroxypropyl methy | cellulose E15, Polyethylen glycol 6000 (PEG 6000),
Bt Tale, Tian diosyd, Tanmzin Lake. Suriset vellow luke,

4. DANG BAO CHE: Vién nen buo phim mau ving, hinh caplet, hai mat trom, thanh vi canh vién
lanh lan,

5. CHEDINH;

i i tdng huvét dp v can,

VALTEAM 107160 duoe chi dinh cho g lom co huvét ap khong dirge kidm sodt div du khi dimg
dom tri figu vei amlodipine hodic valsartan,

6. LIEU LUGNG VA CACH DUNG:

Bénh nhin oo huyét dp khong duge kidgm soit diy da khi ding don 1ri ligu thi e thé chuyén sang didy
ry phai hgp bang VALTEAM 10/ 160,

Licu lugng;

Licu VALTEAM 10/160 duge khuven cao li | vien/ngiy,

VALTEAM 10V160 ¢o (hé duoc ding o nhimg bénh nhin khing duge kidm soat diy di v
amlodiping 10 my hoae valsartan |60 mig dom di

VALTEAM 107160 ¢b 1hé dung cing hode khiong cung v thire an,
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Khuyén cdo higu chinh lidu cia cie thank phin {1ie L amlodipine vit valsartan) trén timg bénh nhin
brure ki chuyén sang dang phoi hop licu b dinh. Tay theo tinh trang |im sang phi hop, thi eo thé
xem xét chuyén trye tidp tir dom trj lidu sang didy i phési hgp véi lidu ¢b dinh ndy.

B¢ thuin tign, nhimg bénh nhin dang ding valsaran vii amlodipine 6 thé chuyén tir dang vién
nén/vien nang riéng rd sang VALTEAM 10/160 chia cling liéu cii céc thanh phin ndty.

Suv thin,

Hign chua ¢ dir lidu lim sang & bénh nhin suy thin ndng, Khdng ciin thié didu chinh lidu déi v
benh nhdn suy thin nhe dén trung binh. Cin theo dai nong &5 kali vi ereatinin o bénh nhin suy thin
trung binh,

Suy gan

Ching chi dinh dimg VALTEAM 10/160 benh nhin suy gan ning (xem phin CHONG CH
DINH).

Cin thiin trong khi ding VALTEAM 104160 cho bénh nhin suy gan holic e6 ¢ic rdi logn thc nghén
dutmg mit (xem phin CANH BAD VA THAN TRONG). O bénh nhin suy gan nhe dén trung binh
khing ¢6 ir mit, lidu khuyén cdo 151 da 13 80 mg valsartan. Khuyén cho lidu ding amlodipine chua
dupe thidt 1ip & bénh nhin suy gan nhe dén trung binh. Khi chuyén bénh nhin suy gan thrg huyvét dp
du didu kign sang ding amlodipine hode VAL TEAM V160 nén ding lidu thip nhit hign cé coa
amlodipine dom trj lidu hofe edn thinh phin amlodipine tuomg imyg.

Bénh whdn cao mdi (e 65 tGi o lom,

Cin thin trong khi tang fidu & bénh nhin cao 1wdi, Khi chuyén bénh nhin cao wéi tang huydt dp di
didu Kign sang dimg amlodipine hoje VAL TEAM 10164, nén ding lidu thilp nhét hign cd cia
amlodipime dom 11 lidu hode cua thinh phdn amlodipine ey img,

Nhcime bénd whin tre emy

[0 an todn vi higu qua cda VALTEAM 107160 & e em dudi 18 twdi chua dupe xée dinh. Hign chura
ed di ligu,

Cich ding:

Ding diimg udng.

Nen dung VALTEAM 100160 voi i {1 AL,

Khimg eb véu ciu dac bigt,

7. CHONG CHI DINH:

- Quib midn sei hoat chat, din Nl dibydropy riding hode hdy ki i duge ndo duoe 1id ke trong phén
Phanh phan 6 diocoe,

- Buy gan ndng, xo gan mit hode ir Tl
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= i dyung VALTEAM 100160 ddeg thei véi cde san phim chia aliskiren & bénh nhin &4 thio dutmg
hode suy thim (W db loc cia ehu thin (GFR) < 60 ml'phit/1.73m") (xem phin TUONG TAC,
TUHONG KY CUA THUOC),

= Phy nit oo thai trong 3 thang it va 3 thang cuai con thai k¢ (Xem phin CANH BAD VA THAN
TRONG. PHU NI CO THAL CHO CON BU VA KHA NANG SINH SAN).

- Ha hu]ﬁél ap ndng.

- 8oe (bao gdm ca sde do tim)

- Tae nghén dudmg thodt cda thit wdi (vi du bénh eo tim phi dai 14e nghdn va hep ddng mach ehu mire
i nfing ).

= Suy tim khong on dinh vé huyét dong sau nhéi mau co tim clp,

8. CANH BAO VA THAN TRONG:

Tinh an toan vi higu qui cia amlodipine trong com ang huyét ap kich phat chia duoc thidt 1gp,

Thai ks

Khing nén bat daw didu i hiing cic thuie dii khing thi thé angiotensin [T (AlIRA) trong thai ky
mang thai. Trir khi vige tidp e didu uj bing AIIRA duge coi 1a thidt yéu. nhitng bénh nhiin co ké
hogeh mang thai nén dinge chuyén sang cac thube didu 1 ting huyét dp thay thé c6 hi s an wodn di
duge thiét ldp teong thai k. Khi xéc dinh o thei, cin ngimg ngay vide didu trj bing ATIRA vii néy phii
hop. nén bit diu ligu phip thay thé,

Bénh giam nutri maw vidhode giam thé tich tudn hoan:

D4 ghi nhiin ha huyén ap qud mire o 0,4% benh nhéin tng huyit dp khiing ¢o bién chimg dupe didu 1
bing Amlodipine Valsartan [0mg/160mg trong cac nghién ciru cd ddi chimg vi git duge. O nhimg
hénh nhin co hé renin - angiotensin dige hogt hoa (nhy nhimg bénh nhan dang dang cée thude lgi 1iéy
liéw eso bj giam thé tich vivhole mil mudi) dang didu 1 hing cée thude chen thy thé angiotensin, ha
huyét 4p trigy chimg o& thé xay ra. Khuvien cao didu chinh tink trang nay trede khi ding VALTEAM
L0160 hoge phal gidm sat y khoa chit che lae khoi diu didy .

Néu xay ra ha huyét dp gui mire khi ding VALTEAM 10/160 phai dé bénh nhdn & tr thé nim ngim vii
néu edn, truyén tinh mach dung dich mudi ding ong. Co thé tidp e didy tej mét khi huyét dp da
duge on dinh.

Tang kali huyét

Ciin thign trong khi dimg déng thii vai cde thude bi sung kali, thube loi tiéu gid kali, cde chit thay thé
mudi ¢6 chira kali, hofic nhiing thude khie c6 thé lam tang nong &4 kali (nhy heparin.v. v} va nén
theo doi thudmg xuyén nong df kali,

Binh nhin hgp ding mach thin:
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Cin thin trong khi ding VALTEAM 10/160 d¢ didu 1 ting huyét 4p trén bénh nhin bi hep ding
mach thin mit bén hodic hai bén, hep ddng mach thin o bénh nhin mgt thin vi uré huguf-t vil creatinine
huyer thanh ¢d thé tng lén o nhimg bénh nhin nay.

Bgnh nhin suy thin:

Chum ¢6 dir ligu v cde trinimg hop ning (40 thanh thii creatinine < Fml/phit), vi viy nén thiin trong,
Khing cin didu chinh lidgu VALTEAM HFT60 dii v bénh nhdn suy thiin nhe dén trung binh
(GER=30mUphiit/ 173 m”), Tuy nhién, nén theo dai nong 35 kali v creatinine ¢ nhimg bénh nhin suy
thin mune d trung bink,

Phai trinh sir dung thude chen thy thé angiotensin (ARB) - huo gdm ca valsartan - hogie thude ire ché
men chuven angiotensin (ACEN viri aliskiren & bénh nhin bj suy thin ngng (the 6 loc cia chu thin <
Amb/phit (xem phin TUONG TAC THUOC, ridy mye s phong bé kép hé renin - angiotensin -
RAS)

Bénh nhin dwge ghip thin:

Cho dén nay chim co kinh nghi¢m v& dd an toan khi sir dung VALTEAM 10/160 trén beénh nhiin mai
dity duge ghép thin,

Béah nhin suy gan:

Valsartan hiu hét duoe thai trir dinsi dyng khong doi qua mét, Thes gian ban huy cua amlodipine kéo
il i 1 56 AL (dign tich duini dirmg cong) can hom o nhimg bénh nhin suy chirc nang gan: khuyén
cio ligw ding ehuw duge thiét 1ap, Cln thin trong dbc bigt khi sir dung VALTEAM 10160 cho bénh
nhin suy gan nhe dén trung binh hode ¢6 cde i loan the nghén duimg mit

O} bénh nhdn suy gan nhe dén trung binh khimg ¢6 & mie, lidy khuyén cio 16i da 1a 80 mg valsartan,
Phis mach:

Phis mgch, bao gom simg thanh quan va thanh mon, gy 1he nghén dimg the vivhode sumg mit, mii,
hong vicholic ludi d3 duge bdo cio o nhimg bénh nhin durge: digw i bing valsartan, mit sb trong
nhimg b¢nh nhin ndy tnroe diy 42 bi phic mach vl cde thude khic bao ghim ci thude e ché men
chuyén angiotensin (ACEL Phii ngdmg VALTEAM 10/160 ngay 1p tire & nhimg bénh nhin phiit tridn
phi much v khing duge wi sir dung VALTEAM 110 160,

Phi mpeh dwirng rudi

Phis mgeh duomg rud da duge ghi nhin o bénh nhin ding e thude doi khing thy thé angiotensin 1,
bao gém valsartan (xem myc 4.8), Nhimg bénh nhin nay 6 cic trigu chimg nhu dau byng. budn non,
ném va tiéu chay. Cie tridy chimg ndy cai thidn sau khi ngimg thube. Néu chin dodn 14 phi mach
dwimg rudt, in ngumg dimg valsartan vii theo @di b¢nh nhdn cho dén khi cic trign chimg bién mis
hodn todn.

Bgnh nhin suy tim/sau nhéi mén co tim:
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Whir 13 b qua cin sir e ehé hé remin - angiotensin - aldosteron, thay déi chirc ning thin o thé dhurgne
dur dodn o nhimg ngu nhay eam. O nhimg bénh nliin suy tim ning ma chire ning thiin co thé phy
thude viho hogt ddng cii hé renin - angiotensin - aldosteron, vige dicu tri biing thude e ché enzym
chuyén sngiotensin (ACE) hofie thude déi khing thy the angiotensin cé lidn quan véi thidy nigy
vivhodic ting mito huvét tién rién v trony nhimyg trudmg hop hidm gip voi suy thin clip vivhoac nr
vong. Danh gid bénh nhin suy tim hojic siu nhdi mau co tim nén ludin bao gom dénh gid chire nfing
thiin,

Trong mit nghién ciru dii han, 883 chimg véi pia disoe (PRAISE - 2) vé amlodipine & bénh nhin suy
tim d 1 v 1V theo phin d chie nAng vé suy lim cia Héi Tim New York (NYHA) ¢o bénh nguyén
khing phai thicu mau eye b, amlodipine co lidn quan vin cie bio cio gia ting vé phit phdi mie di)
khing co sy khie bigt eo v nghia vi 1y 1@ suy tim ndng hon so v gid drgre.

Cdn thin trong khi sir dung cie thude chen kénh calei bao gom amlodipine & b¢nh nhin bj suy tim
sung huyét vi nhimg thude ndy c6 thé lam ting nguy co bicn cf tim mach v 18 ni vOng trong tromg
lai.,

Binh nhin bj nhii miu eo tim cip

Bau thit ngue ndng thém va nhdi mau cor tim cip co thé phat tridn sau khi bit diu hogic ting licy
amlodipine, dic biét & nhimg bénh nhin bi bénh ding mach vanh 15c nghén njng.

Bénh nhin bj hep van djng mach chii vi hgp van 2 14, bénh co tim phi dgi tic nghen

Ciing nbur tin ci cie thude gy gifin mgch khde, can thin trong dge biét khi s dung smlodipine cho
nhimy bénh nhdn bj hep van ding mach chi hijie hep van 2 1d hode bénh co tim phi dgi e nghn,
Cwimg aldosteron tién phar:

Whimg bgnh nhin cuimg aldosteron tidgn phat khong nén duge didu tri birg valsartan 14 thude ddi
khang angioesin 1l vi he renin - angiotensin cia ho bj dnh huong bai binh tign phat nay,

Uc ché kép hi renin - angiotensin - aldosteron (RAAS)

€6 bang chimy cho thiy vige sir dung dome thivi vl thude de ché enzym chuyén angiolensin (ACE),
thutic chgn thy thé angiciensin (ARB) hode aliskiren lam ting nguy e hy huyét ap, thng kali mau va
suy giam chire ndng thin (hao gdm suy thin cap). Do dd khbng khuyén cdo ire ché keép hé renin -
angiotensin - aldosteron (RAAS) thing qua vige sir dung phii hyp cde thude e ché enzym chuyén
angiotensin (ACE ) thude chen thy thé angiolensin ( ARB) hoge aliskiren,

New ligu phiap (e ché keép duge xem 1a st doi cin thid, cich dung nay chi nén duce thue hign dudsi
S giam sdt cua bie s§ chuyén kboa v phai theo dai chit ché, thuemg xuyén chire ning thin. cde chut
dign giai vi huyét dp. Khang nén ding ding thiri thude tc ché ACE vat thube chen thy the angiotensin
(ARB) & binh nhn bi bénh thin do déi thio duong,

VALTEAM 10¢160 chura diree nghién cing o big ky nhém hénh nhin ndo khic ngodi bénh nhin ting

huyér ap.




https://trungtamthuoc.com/

Canh bao vd duye:

Tartazin fake va Sunset vellow Jake: Thude niy eo chirn Tartrazin (E102) va Sunset Yellow FCF
(ET10). Cde chit nity e thé gy phan g dj img.

Hem lepng narri; Thude ndy oo chira 078 mg natn. it hom Immol (23mg) lidy, ¢ nghia 12 vé co bin
durgre coi 1d “khdng chir natri™

9. TUONG TAC, TUONG KY

Twomg tic chung dbi véi phii hp

Chura o6 nghién el vé twong tdc thude - thude di dugre thye hign voi VALTEAM 10/160 vi ciie thude
khae,

Luu ¥ khi sir dung ding thisi:

Ciic thude-didu tri tang hindt dp khdes Ciie thube didy tri dng huyét dp thaomg duge sir dung (vi dy
thude chgn alpha, thude I tidu) vib cae thude khie co the iy 1de dyng bit loi lam hg huvée dp (vi du
thuoe chéng trim cim by vang. thuoc chen alpha waong didu tr 1ing sin wuyen tién ligt lanh tinh) co the
b ving tae dung hy huyér ap cus didu i phii hop.

Tuwng tic lién quan dén Amludipine

Khing kiwyén cio sic dung ding theri-

Burri el hode mirde i chio

Khing khuyén cio sir dyng amlodipine cing vol budi hoje mude ép bidi do sinh khi dyng cin
amlodipine ¢o the tang o mdt sb bénh nhin. din dén ting the dung hi huyér ap,

Thiin tromg ki sir dung ding thei

Thude sic ché CYPIA4:

Su dung amlodiping dong thiri vai cie thude e ché manh hode e chit trung hink CYP3A4 (thube (e
che protease. thude ching ndm nhom asl. thube ahém macrolid nhir erythromycin  hoje
clarsthromyein, verapamil hode diltiazem) o the piy thng Jdang ké nong 4 amlodipine trong huyét
tromg. Sy thay déi duoe ddng hoc niy 6 thé rd ré1 hom a g cao woi, Do db, cin theo ddi lim saing
vit dicu chinh liéu khi cdn thidy,

Thude gdy eam timg CYPIA4

Vige ding dong thin v cde thube cam g CYPIAS (nhur thude ching co gi: carbamazeping,
Phemabarbital.  phenytoin Josplenytain.  primidoe,  rifampicin, hode thao  duge Hypericum
perforatum) cb thé lim thay déi ndng da amlodipine trong huyét twomg, Do d, efin theo dai huyét ap
viy ¢an nhie diéu chinh lidu trong qué trinh ding phoi hgp eling nhu sau khi ngumg thude, dac bidt khi
dung vin cie chit cam ung CYPIAS manh (nhw rifampicin, Hyvpericum perforating).

Smvasiatin: Su dung ddng thii nhidu lidy amlodipine 10 my voi simvastatin 80 mg din dén ting 77%
vé misc lidp xve v simvastatin so vin kb dang simvastatin dom dde. Khuvén cio gitn han lidy

simrvastatin con 2hne/'ngdy & nh g b¢nh nhin dang ding amlodipine.

G
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Daniralen ftidm rrupén)

O dfng viit, rung thit vi truy tim mgeh @ity tw vong di duge quan sét thly fién guan v téng kali mau
sait khi ding vernpamil vi dantrolen dhrimye tinh mach. Do nguy co ting kali mdy, khuyén cdo trinh
ding ding thin cic thudc chen kénh culci nh amlodiping ¢ nhimg bénh nhin 48 bj ting thiin nhiét ac
tirth vl tromg xar uri tang thin nhigt de tinh,

Fercrindimus

Co mguy co ting nong d9 tacrolimus trong mau khi ding dén £ thini viri amlodipine. P trinh doe tinh
cua tacrolimus, can theo di nong d) tacrolimus trong mau vi dicu chinh lidy néy clin khi bénh nhin
dung diéu trj bing tacrolimus dwpe chi dink thém amlodipine.

Cibn hiew § khi si dung ding thii

Trong cic nghién ciu tuomg tae lim sing. amlodipine khing anh huimg dén duge dong hoe cua
alorvastating digoxin, warfarin hoge ciclosporin,

Twwng tie lign quan dén Valsartan

Khing khivén cio sir dung ding tivi

Lithinm: 33 co bdo cdo vé sy gia 1ng co hoi phuc ning & lithium trong maw va die tink 38 duge bao
cho khi ding ddng thisi Hithium viri cie thude (e chi mien chuyén hode e ché thy thé Angiotensin 11
bao gom ca valsartan. Do d6, cin theo doi cin thin pong i lithium trong mau khj ding két hgp. Néu
mit thuie loi tidy cling duwge sir dung, nguv co ngd doc lithium co thé wing thém khi sir dyng
VALTEAM 10/160,

Thude lori tidu L keeli, Be sune kali, mudi thity thié e chira kali vé cde chidt kide o thi liam tdng mine
el Rl

Ciin thin trpng Khi ding di"mg thiri vai et thude b sung kali. thude bri tiéw gitr kali, cae chit thay the
mudi ¢6 chim kalj hedie nhimg thude khac ¢ thé lam ving nong 3 kali (aby heparin, v.v...) vii nén
theo doi thuimg xuyén nong 86 kali,

Ciim thin trong khi sie dung déng the

Py hieg vidm kg steroid (NS B gt cheit i ohd ehpn fpe COX-2, acid acervlsaliovlic
=3 pnging v ede NSALD Ahiinge choir Joe

khi sur dyng dong thin thude dbi khiing thu thé angiotensin 1 véi cae thude NSAID. sy giam higy gL
hyg huyét dp co thé iy ra. Hom niv, vide phdi hop ndy o6 thé lam ling nguy co suy gidm chirc ning
thin va ting kali méw. Vi vy, cin theo dii chire nang thin khi bit diu didu i & bénh nhin si dung
valsartan dong thin vii NSAIL, ding thiri diim bao tinky trang bii dich dily du cho bénh nhin,

Chl the ehi e ehal vin chmdn .‘I;i:p thie frifamypicin, clelinporin hode vin chuvén ra (ritonavir)

Két qua tir mt nghién el in vitro virl md gan nguini chio thity valsarton 1a mdt co chit coa OATPIBI
lii chit viin chuyén thude viio gan vit oo chit cis MRP2 1 chit viin chuyén thube ra khoi gan. Sir dyng
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két hop cie thube tre ché chit van chuvén vito (vi dy nhu rifampin, ciclosporin) hodie chit vin chuyén

ra {vi du nhar dtonaviry ed thé lim ting mire ticp xic todn thin vod valsartan.

Kt qua tir mdt nghidn i in viteo vl mi gan Ny cho thiy valsaran 1y mit o chill caa OATPIBI
I chat viin chuyén thude vio gan va co chit cus MRP2 13 chill vin chuyén thude m khoi gan. Sir dyng

ket herp cdie thude (e ché chit vin chuyén viio (vi dy nhu rifampin, ciclosporing hodc chi viin chuyén

ru (Vi dy nhar ritonavir) e the lam ting mire tidp xic todn thiin voi valsartan

Phang bé kép hé renin-angiotensin (RAS) bing thiie chen th thé angiciensin (ARB), thude the chd

mten chuvin anglatensin (AACED, hoge alivkires

Vige sir dung dimg thai cde thude chgn thy the angimensin ( ARB), bao 20m ci valsartan, véi ede thude

khic tae ding lén hé renin-angiotensin et lidgn quan v thng ti 1§ ha huyer dp, wing kaki huyét va cic

thay déi vé chire niing thin so véi dom trj pidy, Khuyén cio theo dii huyét dp, chirc niing thin v cde

chat dign giai & bénh nhin dang ding VALTEAM 10/160 vii nhimg thude khdc dnh hudmg dén hé

renin-angiolensin (xem phin CANIH BAO VA THAN TRONG),

MNén tranh sir dung ddng thini cic thude chen thy thé angiotensin (ARB) — bao gdm ca valsartan — hode

thude e chié men chuyén angiotensin (ACED v aliskiren & bénh nhin bj suy thiin niing (10¢ dd lpe

cu edu thin (GFR) < 30 ml/phiit) (xem phin CANH BAO VA THAN TRONG)

Chang chi dinh ding dong thiri ede thude chen thy thé angiotensin (ARB) - bao gdm ¢ valsartan —

hoge thude e ché men chuyén angiotensin (AL yoi aliskiren & he¢nh nhin bj dai thao duimg Type 2

(xem phin CHONG CHI DINH),

Kilrde

Trong dom try lidu v valsaran, chua thiy tuony the thude ndo cé ¥ nghin trén lim sang khi ding vai

cde thude sau: cimetiding, warfarin, furosemide. digoxin, atenolol, indemethacin, hydrochlorothiazide,

amlodipine. glibenelamide,

Tinh twong ky

[ khing ¢6 ede nghitn i vié tinh twong ky cda thude. khing irdn Bn thude ndy viri thude khic,

1. PHY NT'CO THAL CHO CON BU VA KHA NANG SINH SAN

Phy nir eb thai

Amlodipine

Vinh an wdn cua amlodipine trén phy nir mang thar chi dwoe xiic Hip. Trong cic nghién ciru trin

ddng vit, dée tinh 1én sinh san 48 duoc ghi nhin o lid cso, Vige sur dymg amlodipine trong thai kv chi

digre khuvén cdo khi khing co lua chon dién tri sn wdan bon va khi tinh tryng bénh Iy el ngwdn me co

the gy nguy co lim hom cho ed me v thai nhi,

Valsartan

Khing khuyen cdo sir dyung thude déi khing thy thé angiolensin 11 {AlIRAs) trong ba thing diu cin

thai k§. Ching chi dinh sir dung AlNIRAs trong tam cd nguvén thir hai va thir by cos thai k¥
8
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Cae dit ligu dich 1@ hoe vé nguy co ey quai thai khi tiép xie v thude ie ché men chuyén (ACEI
trong bu thing duu thai ki vin chuu ki lugn due chie chiin: tuy nhién, khing thé logi trir hodn toin
nguy eor tng nhe. Mic dis chua e diY ligu dich 1 hoe o déi chimp vé nguy eo i AlIRAs, AguyY co
tuomg 1y e thé ton tai ddi vai nhom thude iy

I khi vide tip e didu tri bing ANRAs 1 thire st ¢ thidt, bénh nhin dy djnh mang thai nén duroe
chuyén sang didu 11§ hiing thube hat huyét dp thay thé da duge ¢himg minh li an 1odn trong thai ky. Khi
phat hign ed thai, cin ngime didy irj biing ANRAS ngay Il@p wice v néu thich hop, chuyen sang ligu
phip thay 1hé,

Tiép xiic vii AIIRAS trong tam cd nguyet thir hai v thir b dige biét cé thé ghy dic cho tha nhi (gidun
chire ndng thin, thidu i, chim edt hoa xuomg so) va dbe tinh trén tré so sink (suy thin, ha huvét dp,
uing kali huwdr),

Neéw béinh nhin da sir dung ANRAS 10 tam eq nguyet thir hai o di, nén tién himh siéu dm dé kidm tra
chire niing thin va hip so ca thai nhi,

I're 50 sinh co me 48 sir dung ALIRASs trong thai k¥ cin dige theo dai chit ¢hé dé phit hign ha huyét
ap.

Cha con ba

Amlodipine duge Bai ién vao st meg, Ty 1§ lidu cus me ma iré b meg nhiin duec e tinh vixi pham vi
phin tn wr 3-7%, wi da li 15%, Tic ddng cia amlodipine trén tré bi me hign chua duge bidt 1o,
Hién khing 6 thing tin vé& vige sir dung VALTEAM 10/160 trong thiv k¥ cho con i Do da, khing
khuyén cio st dung VALTEAM 100160 & phy nit dang cho con bil, vi nén tu tién lya chon cde didy
trj thay thé c6 hd so an toin dirgre thict lgp ro rang hom trong thin k¥ cho con bi, dac bigt khi nudi e
sir sinh hode tre sinh non bing st mg,

Kha ning sinh sin & nam vi nir gidi

Hign chua e nghidn ciru lim sing nio vé anh hutmg con VALTEAM 10/160 déi véi kha niing sinh
S840,

Valsartan

Valsartan khing iy anh huong bdr loi dén kha nang sinh sin cia chudt cdng dyc va cai khi ding
dwimg udng vin lidu 1én 167 200 mg/kg/ngdy. Licu ndy twomg duomg khoang 6 1in lidu 137 da khuyén
¢éo trén nguli tinh theo mg/m? (voi gia dinh liéu ubng 320 mgngiy o bénh nhin 60 kg),

Amlodipine

MGt 50 thay dbi hoa sinh co the hoj phye o dau tinh tring d& duee ghi nhin & ml 50 bénh nhin dide
trj bing thude chgn kénh calei, D ligy 1im sang hign co vin chim U dé k1 lugn vé dnh huémg cia
amlodipine doi vioi kha niing sinh san, Prong mot nghién ciru trén chudt, amlodipine gy dnh hnimg
biit bizi dén kha ndng sinh sén cug chudt dye,

1L TAC BONG CUA THUOC KHI LAL XE VA VAN HANH MAY MOC

9



https://trungtamthuoc.com/

Bénh nhin su dung VALTEAM 100160 cin thiin tromg khi lai xe hode viin hank may moc do ob thé
st hign chéng mat hode mit moi,

Amlodipine 0 thé anh humg nbg dén vira i vai kha niing lai xe v st dyng miv moe, Trong trinmg
hosp bénh nhin gip cac iy chimg shu chong mae. dou diy, met moi hode budn ndn trong qud trink
didu trj véi amlodipine, khi ndng phin dmg co thé by suy giam,

12. TAC DUNG KHONG MONG MUON

Tom it b so an toin

Tinh an 1oin cus Amlodipine/Valsartan da duge dinh Liit qua ndm nghién cira lim sing c6 ddi chimg
vl 10ng s6 5,175 bénh nhin, trong do co 2,613 binh nhin duge diéu 1 bing phdi hop valsartan vi
amlodipine. Cie phan émg bt Igi thuimg gap nhit hode oo ¥ nghta lm sing quan trong bao pm:
Viém mii hong. cdm., phan (mg qud min, day diu, nedt, ha huyét dp ur thé, phi, phit [8m, phi mat,
phit ngogi vi, mét moi, himg mit, suy nhipe, con bic hoa.

Bang danh myc cic phin img phy

Cac phin émg bit Iod cua thude hode cde tic dung phy dirge xép logi theo nhém én sudt, phan tmg
thuimg gdp nhit, su dyng Quy ude sau diye thuomyg gip (= 1710): thuimg gip (= 1/100, < 1/10%: it
EOp (Z1LOON, <1/100%; hiem gp (= 110.000, < 1/1.000% it hidm 23p (=1/10.000) ké ¢d cie bdo cio
riéng le. Trong mdi nhom thn sudt, cac phan tmg phy duge xép theo thir ur di nghiém trong gifim diin,

 MedDRA Phin | Phan img phu | Tiin sufr ]
logi theo hi Amlodipine + | Amlodipine Valsartan
| thing co quan Valsartan
 Nhim tring va | Viem mii hong | Thirimg gdp - -
‘ nhi¢m k¥ sinh trung | Ciam ' Thiimg pap - e
R logn miu va h¢ | Giam hemoglobin | - a ' Khng o
| basch byt v huset ciu
| Citam bach chu = Rithidm | =
' Giiam bach can trung tinh, - - Khdng rd
| Gidm tidy ciu, d6i | - Rit hiém Khéng ro
khi keém theo ban
. Xt by _
Réi logn e midn | Miin cam " Hidm Rt hidm Khong @
djch |
Rdi logn lang Tiuimg huyet .I - | Rt hidm -
dinh durfrng Ha natri mau | (NI thuimg | - -

10
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11

vii chuyén = wap
hda
"R&i logn tam Trim cam T Khimg f
x th =
thiln gép g
Lo ling 1iém = =
Mt ngii'rdi loan gide ngw 1| = Khiing thuimg =
— & — ﬂp‘
Tdm trgng thit thuemyg - Khiing thuimg -
wp
Nhim Hin 1 - Hiém -
Réi logn hé thiin R lown phdi hop Khing thuimg -
kinh gp ]
Chong mat Khang thutmg | Thuimg pgp -
_ #ip
Chang mat do thay 36 1 Khong thudmg - -
the ) elip
ROI logn vi gide = Khéng thirimyg -
e ST | ﬂp
Hai chimgp ngogi thap - Khidng -
ﬂuudlu_ __ n | Thuimg gip Thirimg gap -
Tang truomg lyre | - Rithiégm | -
Dj cam Khing thuimg Khing thuimg -
eap zip
Bénh thian Kinh ngogi bién, | - Riit hiém -
bénh thin kinh |
Bubn ngy B _J[_ﬁliﬁlfuﬁmg Thuimg gap -
LN glp
T
I8 B Rip
Run | = Khong thuimg =
. gip
Cridam eam giie Khdng thirmg -
I_Ii...:q - = T 1 co— m
_luw Roi logn thi prie ~ Miém Khimg thuvmg -




https://trungtamthuoc.com/

| | ap |
Sty gim thy e ~ Khing thisimg Khing thuomg -
o pdp uap
R&i loan tai vimé | Viem i Hiém Khiing thirimyg -
dao wip
Chang mi Rﬁﬁng thurimg - Khéng thuomg
| idp gip
Rai logn tim Hioi hip Khong thuimg | Thuomg gap -
lp
Ngit Hiém - =
Nhip tim nhanh | Khong thuimg ER =
| i
Logn nhip tim (bao - Rilt hiém -
gom nhip tim chim,
uhip nhanh thit va
rung nhi)
| Nhéi miu eo tim . Rat hidm -
i logn Fro mit - Thuimg gip =
mach Hy huyét ip Hiém Khéng thirmg =
1 eip
Ha huydt dp thé dimy Khomy thuimg o =
o glp
Vidm mach _ - Rat hicm Khong ro
Roi logn trung Ho . K hing muun,_g Riit hiém Khing thuimg
thill v lng 2dp gip
ngye Kho the - Khing thunimg 7
wap
Brau hay hong Khang thiimg = =
ep
Vidm mii - Khdng thuimg =
4 - — ﬂp
R B dlg dhiy Pau byny. dut thwomg vi | Khing thutmg | Thuing gap | Khang twong
g eip #ip
B Thay a8 thoi quen di tién| - Khong thuomg | =

12




https://trungtamthuoc.com/

— edp
Tio bon | Khong thuimg - -
il gdp
inchay Khong thinmg | Khéng thuimg -
: pap wap
Khi miéng Khang thinmg | Khéng thuimg -
— B#p m
Kho tidy = Khang thiimg -
———————— el m
Viem dg day -- Rt hidm
Tang siin mnom - Riit hiém -
Buon ndn Khing thuimg | Thuimg gap -
| #dp
Vidm tyy - Rt hidm -
Ndn mu - khing thuémg -
| wap
_ Phi mach rugt - - YVery rure
Rai loan gan Xét nghig¢m chire nang - Rt hiém * Khiing i
il gan bil thutmg. bao phm
tang bilirubin mau,
Viém gan - Rt hiém -
1 mit trong gan, ving - Rt hiém —~
i
Rai logn da v T Rung t6e - '
- Bhing thurmg -
md dunii iy n:ﬂp
Phi mach - Rt hiém JKhﬁng 1o
Viém da bong nudic - - [Khing rd
Ban do Khing thuimg - =
i gip
Hing ban da dang | - Rat hiém -
Phiit ban todan thin Hiem Khiing thurimg -
—— — i
Ting tidt mo hii Hidm Khing thuimg -

ip
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Liét nidu

14

" Phan tmg nhay cam vii = Khéng thudimg -
fan. s
Ngira Hiém Khing thwimg | Khéng ro
- . — m
Ban xudt huvdr AT = Khing thuimg -
Phin ban Khing thmg | Khéng thurimg Khing ri
e o b ip elp
D divi miu Khing thuimg -
— —— al — Eﬂp
Me day v ciic dang phit | — Rt hiem -
ban khic
Viém du troc vy - Rist hiém -
Hoi chimg Stevens. | Rt hiém -
Johnson
Phii Quinck - Rit hiem a
Hogi i bidu bi do die 1h | - Khimg ro -
| Réi logn co swong | Pau khap Khong thuimg Khong thuimg -
vih mid Tidn kéy pap eip
Dau lumg | Khing thuomg | Khing thirémg -
2ap gdp
Sung khip Khéng thuimg - =
wip
Co thilt co | Hiém Khing thiimg
Brau = |
o = Khéng thumg | Khangra |
s o LT —— o Eﬁﬂ
Sung mit ca - Thuimg gap =
Cam wide nlag ne  Hiém -
R loan thin va _'Tﬂng?uuliﬂinﬂ_nﬂu = - 1
= ...I-.—.-._I... N — --.. H-hﬁnnm I
Roi loan tidu tign - Khing thuimg ]
=ap
Ticu dém Khéng thurimg -
sl
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Tidu dit Hidm Khdng thusmg -
glp
| Tiéu nhidy Hidm = -
' Suy thin va suy giam = - Khing ro
chire ndng thin
Rai logn sinh dyc | Bd1 le N Khing thuimg =
vit v wip
R loan cureomg duomg Hidm - -
NI hoa Tyen Vi o nam - Bhdng thinmg -
gid Lip
| RAi Togn toin thin | Suy nhuoe Thuimg gip | Khong thuimg =
| vt tgi ehd diing elp
thisde Khochiw, mitmoi = Khdng ihwimg = |
chung sip
Mét mai Thimg gdp | Thutmg gap | Khong thirtng
| gdp
Pl mgt Thuomg gap v - ,’
 Bde hoa, do himg mat | Thirimg gap = S |
[ Day ngye khing do tim = - Khing thuimg -
| gip
If'hEn - Ii Thirimng gi!:r Thuimg gap =
Phii ngogi bidn ! Thidmg gap - -
| Pau - | Khéng Ihuimg ==
2dp
Phi lom Thuimg gap = =
- Xét nghigm Tang kali mau *'J - = Khang o
Tang cin i . Khing thiimg -
| L il
Citam ciin - Khéng thuimg -
| | @

t':Phﬂnhhnphah:;pmi:inhuungﬂ

il

Thing tin bi sung v& phili hp thude

Phis ngogi vi. min e dung phy da duos bid dén
thiip hom & nhimg bénh nhin ding phdéi harp amlodipine'v
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amlodipine dom die. Trong cic thi nghigm Lim sang mi ddi co doi chimyg, ty 16 phi ngogi vi theo ligu
dung duge ghi nhin nhir sau:

Ty 1§ phdn trim bénh nhin Valsartan (mg) |
| wip phil ngogi vi 0 l 40 80 160 320
L Amlodiping tmg) T 0 | 3n 55 | 24 6 | 09
25 | &0 J 23 T 24 39
‘ |T_ M| 48 23 2] 24
| B 103 | NA NA L 95

Ty I¢ trung binh cin phi ngogi vi khi sir dung phéi hop amlodipine/valsaran (tinh ding déu gitm cic

i [idu) la 5.1%,

Thing tin bé sung vé timg thanh phitn dom I

Clic phan (my ¢6 hai da timg doe bao cdo v Mot trong cde thanh phin riéng 1é (amlodipine hodc

valsartan) eling ¢o thé li cic phin img cd hai tiém ting cua amlodipine/valsartan, ngay ca khi chira

e quan st thisy trong ede thir nghigm lim sang hode trong gial dogn hiu mii.

Amlodiping

] I_hm'm'_gﬁp s T_H;mgu.. l.ht'fl_lu. mit, hoi hip danh ring nge, dﬂu-hung. bucn ndn, |

phi mat ¢i chin,

"ﬁ.ﬂfrfgu, lhn}_dﬁi Lim |rmé.'{_hﬁr.::—gﬁm lo étu), rim cam, nIn, rii logn

vi gide, ngi, glam cam gide, 16§ logn thi gide (bao gém nhin doi), 0 |

tai, hy huyés dp, kho tha. viém mii, ndn. kha tidu, rung toe, ban xud

huyet, thay i miu da. tang tiée md hoi, ngir, phit bun, dau co, chudt

vt o daw, r6i logn tiéu tign, tiéu nhidu Bn. bis Iyre, chimg to vit &

mam, dau ngue, mé moi, ting cin, st edin,

Lulin. o

Rit hidm pip Gim boch ciu, giam 13 clu. phan (mg di img, thng duimg huyet,

Uing truomy lic co. binh Iy thin kinh ngoai bién, nhéi miy co tim,

logn nhip tim (hao pom nhip cham, nhip nhanh that va rng nhi), viém

mach, viém tyy, viém dg disy. phi dgi lgi. viém gan, viing da, ting men
gan (phan lon phic hap vidt t me), phi mach, hong ban da dang, miy

| day, viém da troc vav, hi chimg Stevens—Johnson, phit Quincke.

| phan img nhay cam dnh sdng.
sl

Chura 1) tin siul Hogi ur bidu bi nhidm i

i —

Hiém gap

(*) Phdn Iém phu hop vin tink trane G mi,
Cae tridmg hop ngogi thip hiém 2hp dd duoe hio edo hi ding amlodipine.
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Valsartan
 Chus rd tin suitt: giam hemoglobin, glam hematocrit, gidm bych ciu trung tinh, gidm tidy
edie, thng kali miy, Hing men gan (hao gom ting bilirubin méau), suy thiim vit thn thuong chire
ndng thin. tng creatinin mébu, phi mgeh, day co. vigm mach, phin tmg qud man (bao gém e
hiji chimg giimg bénh huvét thanh)
Théng bao ngay cho bac s3 hofie duoe 5§ khi gip cde e dyung khing mong mudn nhu trén khi six dung
thuie hode bdo cdo cie phin imig €0 hai cua thuoe vé Trung tm Thing tin thube vi Theo ddi phin (mg
et hai cun thude (ADR) Qube Gia,

13, QUA LIEU VA XU TRI
Trifu chirg

Hign chua co dir ligu vé qua lidu VALTEAM 107160, Trigu chimg chinh co thé glip khi qud lidu
valsurtan 18 hy huyét ap rd rét kém theo chong mat.

Qua lieu amlodipine co thé gy gifin mach ngogi vi qud mire vii od khi niding giy nhip tim nhanh phin
X{. D ed hao ciao vé tinh trang ha huvét dp 1wan thin nghicm trong va kéo ddi, bao pdm ci sbe co thi
diin dén v vong. lién quan dén amlodi pine.

Phii phoi khing do tim da durge ghi nhdn hidm gip nhir mit hiu qui cia qudl licu amlodipine, cé thé
khiri phit mudn (trong vong 2448 gitr sau khi ubng) va eo the can hi trp ho hip, Cac bign phap hoi
sine som (bao gom b dich qua mic) nhim duy i udi mdu va cung lugng tim co thé 1 véu 1 pop
phin thie diy bién chimg iy,

Nur iri

Neu bénh nhin mid wdng thude, &6 thé i nhéc giv non hode rm da diy. Vide sir dung than hogt tinh
o cac tinh nguyén vidn khoe manh ngay lip e hobe trong ving hai gitr sau khi uong amlodipine da
duge chimg minh 13 lim giam ding ké sy hap thy amlodipine,

Trrimg hop qua lidu VALTEAM 107160 phy ha huyit dp eb ¥ nghia ldm sang cdn duge didu trj hi trr
tim mach tich eye, bao gdm theo dai thuimg xuyén chire ning tim va ha hip, ké can chi, theo dai thi
tich djch tuin hoan vii lugng nwde téu, C6 the i ding thude co mach dé phye héi triremg Iyre mgeh v
huyet dp, vin didy kign khéng cd chong chi dinh dbi vai thude ndy,
Teém tinh mach calcium gluconate cd thé e lgi trong vige dao nginpe tde dung cia thude chen kénh
calgi,
L4 valsartan va amlodipine déu kho dune loai bo bing thim tich miy

4. DAC TINH DUQC LLC HOC:

Nhom dwge Iy: Cac thude e ding lén hé renin-angiotensing chén déi khing angiotensin 1l dang phai
harp: chiit dii khang angiotensin 11 vl thude chen ke canxi,
M ATC: COSDBO)
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VALTEAM 100160 két hop hai bop chit diéy iri uing huyét dp véi co ché bb trg dé kidm sodt huyét dp

@ nhimyg bénh nhin b tng huyé ap vo can: amlodipine thujc nhom thube dbi viin calei v valsartan
thudc nhom thude dbi viin thy the angiotensin 11 (Ang 1), Sy ki hop hai thinh phin néy c6 e dying

bl 1 cho e dung didu 1y iang buyét ap, fam giam huyet dp dén mdt mire 4§ manh hom so vai khi
dimg mdi thanh phin dim doe.

Valsartan

Valsartan [ mot chat dbi viin thy thé angiotensin 11 ¢o hoat tinh, mgnh va dic hidu ding durimg uéung, tig
ding mdt ciach chon loe 1én logi thy thé AT1 chiy wach nhiém doi vai cae e dung 45 bidt cia angiotensin
I, Neng &b cua angiotensin 11 trong huyét womg tng 1én sau khi thy thé ATI bi e ché bing valsartan ¢
the kich thich thu thé A2 Khdng by dc ché, von co tde dyung dbi trong van thy thé ATL. Valsartan khimg
cho thily bt ky hoat tinh néo cia chils diing viin timg phin tai thy thé AT1 vi e & yre eao hon nhidu (ghp
khoang 20.000 Lin) d8i vai thy thé AT] so vari thy thé AT2. Valsartan khng (e ché men chuyén
angiotensin (ACE), con duge goi 13 kininase [, chuyén angiotensin | thanh angiotensin 11 v lm thodi
bién bradvkinin. 13 Khing ed tie dung nio tén men chuyén unglotensin v khing ting tiém hre el
bradykinm hode chit P, thude doi khding this thé angiotensin ) khing chic eo lién quan vai ho, Trong che
thir nghiém lim sang so sanb valsartan vai mdt chit ire ché men chuyén ungiotensin, ¥ 1¢ ho khan thip
hon ding ké (P <0,05) & nhimg bénh nhdn dugs dicu 1 biing valsarian (2,6%) 50 véi nhimg bénh nhin
duype didu tej bing chdt e ché men chuyén angiotensin (7.9%), Trong mit thir nghigm lim sang & hénh
nhdn ¢6 tién sir ho khan trong khi dang didy 11 bing chat i ché men chuyén angiotensin. 19,5% ngun
tham gia thir nghi¢m duge didy trj biang valsarisn va 19% i duge didu i bing thude lipi tiéu thineride
b ho 50 veri 68.5% nguiv duge didu tri bang chit irc ché men chuyén angiotensin (P < 0,05). Valsartan
khdng gin két hoje chen cic this th hormanc khic hode chen kénh fon ma da bidt i quan wong trong vige
didw hoa tim migch,

Viée sir dung valsartan cho bénh nhan by tdng husct ap dan dén gitm huyer ap ma khing anh huromg
dén nhip mach

O hitu hét bénh nhén, sau khi ding mdt liéu dom dwimg udng, ki phit e dung dicu tr ting huyét ap
XAy m trong vong 2 gidr vil sy giam huyét dp dat dinh trong vong 4-6 gio. Thc dung didu trj tang huydy

ap kew dai trén 24 gidr sau khi ding thude. Trong thed gian diing Kip lai, tic dyng glam huydt dp t6i dn

o bat ky lidu ditng niw thuimyg dat dugre trong vong 24 wén va duy tri trong sudt thin gian didu r daj
han. Ngimy valsanan doi ngit khdng lidn quan v tang huyét dip hii ung hodic cac phin img ¢o hgi
Khie trén lam sang,

T'rén bénh nhin suy tim mign tinh (NYTIA d9 11 - IV, valsartan & durgre chimg minh [am gidm ding ke
thivi glan ndim vign & bénh nhin b suy tim man tinh (48 -1V theo phin logi cua HYi Tim New York -
NYHAL Loi dch dat duge nhidy nhdi o oynh nhin khing didu tri chilt ire ché men chuvén angiotensin
hijic thude chen beta. O bénh nbidn sau nhdi muy co b, valsartan eon cho Ihﬂ}' lam giam ty 1& nr vong

18



https://trungtamthuoc.com/

do tim mach o nhimg bénh nhin 43 dn dinh trén lim sdng voi suy thédn i hodic roi logn chire ndng that
tridi sau khi by nhdi maw co tim.

Amlodipine/Valsartan

Syt phii hop gitra amlodipine v valsartan cho thity hidu qua gigm huyét dp mang tink edng hgp phy
thuije liéu trong win b3 khodng lidy didy . Tie dung hy huyét ap cia mit lide dom 16 phii hop kéo
dati trong 24 pio,

Cac thir nghigm dii chimg vii gid durge

Hom 1.400 bénh nhin tng huyét dp 08 duge dicy trj vl Amlodipine/Valsartan mit lin mdi ngay trong
hai thir nghigm dSi chimg voi gin diroc. Cac bénh nhdn truimny thanh méic tng huyét &p nguyén phii
mue & nhg dén vie (huvét dp tim truomg khi npoi >95 v <110 mmHy) da dige dua vito nghién cira,
Nhimg bénb nhin e nguy eo tim mpch cao - suy tim, dii thio dutmg typ I v typ I khing kidm sodt
oL, tién sir nhdi mau co tim hode dit quy trong ving mét ndm - da bi logi khii nghién e,

Cae thw nghigm cé déi chimg vai thude déi chidu trén binh nhin khing dip img don irj lifu

MOt thu nghiém da trung tim, ngdu nhién, ma doi. dbi chimg véri thude ddi chidu vi thiét ké shem
song song cho thiy 1 1§ dat huyét ap muc tidu (huyét ap dm truemg khi ngdi & thid didm day <90
mmHg vio cudi nghién i) & nhimg binh nhin khong kidm sogt diy du v valsartan 160 mg dom i
i 75% o nhom duge didu 1 bing amlodipine valsartan 10 mg/160 mg; 62% & nhom ding
armlodipine valsartan 5 mp/160 Mg S0 sinh vin 3% o nhom tidp e ding valsarinn |60 mg dom tri.
Vide b sung amlodipine 10) mE v 5 mg mung gl miee giam huyet dp tdm thutim truomg thém Lin
gt 16,0048 mmHy vi 3,.9/2.9 mm| lige 50 vin nhom chi tigp e dung valsartan |60 mg.

Mt nghién ciru khae, cling viai thidy ké twemg e (da trung tim, ngdu nhién, mi dai. doi chimg hogt
chit, nhém song song), dupc tidn hanh trén cic binh nhin khing kidm sodt ddy di voi amlodipine 10
mg dom 1, cho thay: 78% bénh nhin ding amlodipine'valsartan 10 mg/160 mg dgt huvér ap mue tidy
Sa sanh voni 67% ¢ nhom licp e dung amlodipine 10 mg demn try.

Vige bo sung valsaran 160 mg givp giam thém 2,9/2.) mmHg huyét dp 1@m thu'tam trromg 5o v
nhom chi ding amlodipine 10 mg,

Nghién ciru o binh nhin ting huyé Ap mire di ndng

Amladipine'Valsaran ciing duoe dink wilh tronge widd nghién cou dbi chimg hogt chit tén 130 bénh
nhin g huyct dp ed huyd ap tam annong Khi ogdi truny bink i >110 mmHg dén <120 munH .
Frong nghién ciru ndy (huvé ap nen trung binh la 171113 mmbg), phic di Amlodipine/'Valsartan %
me 1ol mg ting licu dén 10 mg/160 mg lim giam huyé ap khi ngai 36729 mmHg. so vdi 3228
mmg & nhim ding lisinopril hydrochlorathinzide 10 mg12.5 mg ving lidy dén 20 mg/12,5 mg.
Trong hai nghign et theo dai Ty dii, 14 duny coa Amlodipine/Valsartan 43 durcre duy tri trong hom
mit ndm. Vige ngimg sir dyng 3o ngir Amlodipine/Valsartan khing lién quan dén vige huyér ap
ting nhanh.
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Cde véu 10 nhur tudi, i tinh, chung e hode chi 36 khéi e thé (BMI) (=30 kg/m?, <30 kg/m?) khing
anh hirong dén dap umg cia bénh nhdn v A mlodipine'Valsarian.

Amlodipine/Valsartan ¢hirg dwoe nghién e 1rén hit k¥ nhom bénh nhin nao ngodi thng huvét 4p.
Valsartan 43 duge nghién ciu trén bénh nhin sau nhii My co tim vi suy tim. Amlodipine 48 durpe
nghicn cdu trén bénh nhin dau thit ngwe dn dink man tinh, day thit ngye do co thit mach vinh va
benh Iy mach vinh d3 duge xic dijnh qua hinh anh dong mach vanh,

Amlodipine:

Phanh phin amlodipine cioa VALTEAM 100160 ngdn can sy di qua mang cin fon calel vilo co tim vi
e trom mach maw. Co cheé tac dyng ching tang huyét ép cla amlodipine 14 do téc dung lim gidn trye
tiép cor trom mach mau, giy ra glam khing lre cun mach miu mgogi bidn vii giam heyét dp. Cic dir ligu
trén thye nghiém cho thiy 1a amlodipine pin két viri ca vi il két hop vai dihvdropyridine vi khong
phai dilydropyridine. Tién trinh co thil eor tim vii co tron mpch méu phy thude vio su di chuyén cic
lon calel 1 ngogi bio vao bén trong nhimg ¢ hio nity qua cie kénb jon dic higu.

Sau khi ding cde lidu didu 1rj cho bénh nhin bi ting huyét ap, amlodipine lam gifin mach din dén
gifim huyét dp khi ndm ngira vi khi dimg. Sir giam huyét ap niy khang kém theo thay doi dang ké ciia
nhip tim hofic nding 4 catecholamine trong huyét twemg khi ding thube trong thir gian dai.

NOng dd thude tromg huyi TRCng €O fuemg quan vii L dung trén ca bénh nhin tré va bénh nhin cso
Luii.

O bnh nhin ting huvis ap ¢o chire ndng thin binh thuromy, lidu didu i e amlodipine din deén giim
khdng lyc cia mach mau thin v lam ting e 47 loe coa chu than vi Iremg huyet twong qua thin higy
qua md khing lam thay doi vé phin dogn loc hode protein nidy,

Cung nha cie thude chen kénh cale khae, e chi 6 byt d0ng hoe dii vin chise ning tim khi nghi va
khi ging sire (hoge di timig bude ) o bénh nhin oo chie niing tam thidt binh thuimy duge diéy 1 bing
amlodipine thutmg cho thdy ting b vé chi 56 tim mg khdng anh huomg ding ké wén dPdi hodic rin
fp sudt cuoi Ky tdm truomg o tim thilt e hode trén thé tich mgu. Trong ¢de nghign cing vé huvér ding
hoe. amlodipine khing lién quan v tae dyng inotropic m tinh khi dirge ding & mire lidge didu 11 cho
diing viit thi nghigm v ngwin binh thiimg. ngay ca khi ding ket hop v thude chen beta cho ngun,
Amlodipine khing lim thay dibi chire nang nin soong nhi hofic ddn truvén nhi-thdn o ding vit hoje
ngudi binh thuimg. Trong ede nghin cing lim sing rong 36 amlodipine duge ding két hop voi thude
chen beta cho bénh nhén b ting huyvéy dp holic dau thin ngye, khéng quan st thity phiin img phy néo
vé e thing s trén didn tim 48,

S dyng o binh nhin ting huyvér P

Mt nghidn ciu mi déi ngliu nhsien & 1 B et bgnh vd e vong, gol 18 Nghién cin Didy irj Hg Huvét
Ap v Gidm Ma Mau dé Npan Ngim Nhdi May Co Tim CALLHAT), 48 duge thie hign dé so sinh cie
ligu phip méi hom: amlodipine 2.5-10 mg'ngay (chen kinh canxi) hode lisinopril 10-20 mg/ngay ((rc
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ché men chuyén) nhar lidy phip déu Ly so v chlonthalidone 12.5.25 mg/mgdy (thuoe loi tidy thiuzide)
trang dicu irj ting huyét ip mire d nhe dén brung birih.

Fong ciing o6 33.357 banh nhin thng huyét dp 1ir 55 wdi tro lén durge phin nhdm ngdu nhién vi theo
4di trung binh 4,9 ndm. Cic bénh nhin co it nhidl mit véu 1d nguy ¢ bénh tim mpch vinh, bao gom:
nhdi min co tim e diy hoge ddt guy (=6 thing e khi nhip vign) hodic ¢6 i ligu chimg minh
che bnh Iy tim mach o vitm khic (51.5% 1ing & bénh nhingy téu dinimg 1ype 2 (36.1%5), cholestero|
HDL thap <35 my/dl huode <0906 mmol/| (11.6%), ting gdnh that trdi chin dodn qua dién tim 46 hoac
sidu im tim (20.9%), hat thudc 14 hign tad (2).0%y),

Chi tidu chinh la s két bop gitra e vong do binh tim mach viinh vl nhdi mau co tim khing chée
Khimg oo sy khic bidt ding ké v& chi ticy chinh gitra ligu phip amlodipine va ligu phap
chlorthalidone: 1y 18 rai ro (RR} 0.98. khoang tin ey U5% (0,90-1,07), p=0.65. Trong ede chi tigu phy,
LI suy tim (mdn thinh phdn eon chi tidy ki herp Bénh tim mgeh) cao hom dang ké & nhim amlodipine

0 v nhdm chlorthalidone (10.2% so vii 7. 7%, RR 1.38, khoang tin clly 95% [1.25-1,52), p<0.001},
Tuy nhién, khing cd sy khac bigt ding ké vé 1 vong do mgi nguyén nhin git ligu phap amlodipine

vad lidu phip chlorhalidone (RR 0.96, Khadng tin ey 95% |0,89- 1.02], p=0,20).

Valsartan

Valsartan 14 mdt chit déi viin thy thé angiotensin 11 ¢o hogt tinh, manh v dge hidu ding dwimg udng. tic
ding mdt cach chon loe lén logi thy thé AT chiu trich nhi¢m ddi véi ede tic dyng da bict cin angiotensin
L. Nong di cia angiotensin 11 trong byt turmig ting 1én sau khi thy thé AT) bi (e che bing valsartan of
the kich thich thu thé AT2 khiong Bj e ché. vin e0 e dung doi trong vii thy thé ATI. Valsartan khing
cho thity bit ky hoat tinh nio cin chi ding viin timg phin tai thy thé AT1 vis co ai lyre cao hom nhidu (gip
khoang 20,000 lin) déi ver thy thé AT so vai thy thé ATl Valsartan khing (e ché men chuyén
angiotensin (ACE}), con dugre ol [a kininase 1, -.:I1u;rén angiotensin [ thanh mngiotensin 11 va lim thodi
bién bradykinin. Do khing b tic dung ndo wén men chuyén angiotensin va khing ting tiem lie cim
bradykinin hoge chit P, thude déi khdng thy the angiotensin Il khing chic e Tign quan vai ho. Trong cie
thar nghié¢m 1im sang so sinh valsaran voi mt chin e ehé men chuyén angiotensin, ty 1§ ho khan thip
hem diing ké (P <0,05) ¢ nhimg bénh ahin duoc dicy trj bing vilsartan (2.6%) so v nhimg bénh nhin
duge didu tr bing chit ie ehé men chuyén angiotensin (7,9%). Trong mot thir aghigm lam sang ¢ bénh
nhin o tién sit ho khan trong khi dang didu tri bing chilt (e ché men chuyén angiotensin. 19.5% nguiri
tham gia thy nghiém duoc didy tri bilng valsartan vi 9% Nz duoe dicu tr bing thube lgi ticu thinzide
bi ho se vii 68.5% nguoi duere didu ir bing chilt i ché men chuyén anpiotensin (P < 0,05). Valsarian
khng gin ké hoge chen cic thy thé hormane khide hode chen kénh ion ma da bid 1a quan trong trong vide
didu hiva tim mich.

Vige sir dung valsartan cho bénb nhin bj ting huyér dp din dn giam huyét dp ma khiing dnh huromg
dén nhip mgch,

21



https://trungtamthuoc.com/

O hiu hét bénh nhdn, sou khi ding mdt ligu don duimg ubng, khoi phat e dyng didu 1ri ting huyét ap
ey ratrong vong 2 gid v sy giam huvet dp dat dinh trong vong 4-6 gidr. Tac dung didu tri tang hu;ﬂf-t
Ap kéo dii trén 24 gio sau khi ding thude. Trong thiv gian ding 13p lgi, tie dung giam huyét ap 18§ da
o bt ky liéu ding ndo thudmg dat duge trong vieg 2-4 tudn vi duy tri trong sudt thi gian didu trj dai
han, Ngimg valsartan djt ngdt khimg lién quan vi ting huvét dp hdi img ho@ic cic phin (mg oo ha
khae trén ldm sing.

Khie: thude chin kép he renin-angistensin-aldosterone (RAAS)

Hai thir nghigm ngiy nhién, cb &b chimg Iim (ONTARGET [ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial] vd VA NEPHRON-D [The Veterans Affairs
Nephropathy in Diabetes]) di nghidn ciru vige su dung két hop thude e ché men chuvén ACE vai
thude ddi khing thy thé angiotensin 1l (ARB).

ONTARGET la mit nghidn eiru duoe thire hién 1én bénh nhin cé tién sir bk tim mach hofic bénh Iv
mich mau ndo, hofe binh tieu duimg 1pe 2 di kém vai 160 thiemg eo quan dich. VA NEPHRON-D
[ nghién e rén bénh nhidn tiéu dudng tvpe 2 vi bénh thin do tidy ety

Cde nghién ciu nay cho thily khing oo e dyng lgi ich ding ké doi vii cic két qua vie thiin va‘hode
tim mach vi 1y 1& wr vong. trong khi cd sir gia tng nguy co ting kali mauw, thn thuomg thin edp vivhode
ha huyét dp so vl didu ey chom tr Fig. Viin e de tinh duge 19 womg e clia chiing, nhimg két (ui niy
cling o gid tj doi voi cde thude e chié ACE va ARB khae

Do da, can thude e che ACE v ARI khidng nén dirge sir dung dong thin & bénh nhin ¢d bénh thin
dor i duimg (xem phin 4.4),

ALTITUDE (Nghién cira Aliskiren trong Bénh Ticu Butmg Type 2 vai Cae Két Qua Tim Mach v
Phiin) I mdt nghién ciu duge thiét ké dé kiém tr lgi ich coa vige thém aliskiren vio lidy phap chudn
viri thude tre ché men chuyén ACE holic ARH cho bénk nhdn tid dirimg type 2 vi bénh thiin man tink,
benh tim mach. hode ca hal. Nghién ciu dii bj dimg lai som do ¢6 nguy oo ting ede két qud bit loi, T
vong do tim mgeh v dit quy déu xudt hign thardmg xuyén hom & nhom aliskiren so vii nhém gia duge,
vil ede the dung bat loi, vic dung bt lgi nghiém tong ding ehi v (ving kali méu, hy huyét &p vi suy
thin) duoe bdo cio nhidu hon & nhom aliskiren so vii nhom gid dice.

15, DAC TINH DUGC DONG HOC

Sy tuyén tink

Valsartan vi amlodipine cho thity duge ding hoe tuyén tink,

Amlodiping

Hip thu: Sau khi dimg dhrmy wing amlodipine don die vii lidu did tri, nong d dinh cia amlodipine
trong huyét twong dgt duoe sau 6-12 gicr. Sinh kha dyng ryvét doi duge tinh 14 64 -80%. Sinh kha dung
cua amlodipine khong bj anh huimg do ding thirc in.
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Phin bé: The tich phin bé khoang 21 livkg. Cic nghien ciru in vitro v amlodipine cho thiy khoang
97.5% thudc trong twin hodn gin két vis protein huyét taomg, Amlodipine di qua nhaw thai va dwoc bal
tit v sl me.

Bién dii sinh hoe: Amlodipine dupe chuyén hoa manh (khoang 90%) & gan thanh ede chit chuvén
hoa khdng ed hogt tinh,

Thiii trir: Sy déo thai amlodipine khoi huy& wong ¢6 dgng 2 pha vai thid gian ban thai cudi cing
khoang 30-50 pidr. Nong ¢d thude trong huvei o «r trang thin on dinh dgt duge sau khi ding lign
tpe trong 7 - B ngiy. 10% amlodipine ban diu vi 60% chit chuyén hoa cia amlodipine duge thai trir
qua nurdee fiéu.

Valsartan

Hip thu: Sau khi dimg dinimg umg valsartan don ddc, ndng 45 dinh cia valsartan trong huyét twong
dat duge sau 2 - 4 gid Sinh khi dyng wyé d6i trung binh ta 23%. Thive dn lam gidm mire tidp xie vii
vilsaran (duge do bang dign tich dinsi dudmg cong - ALIC) khoang 40% vi ndng 45 dinh trong huyét
wong (C max) khoang 50%., mie di khodng 8 giir sau khi ding thube, ndng 4§ valsartan trong huyét
tuwmg nhu nhau & phim da an vi nhém nhin 60, Tuy nhidn s giam dién tich dudi didmg cong ndy
khong kém theo sy gidm co ¥ nghfa ldm sing +¢ hidu qui didu td, vi vy valsartan co thé dimg ciing
hode Khdng cung voi thire fin.

Phin b The tich phin bé cus valsaran o trang thai dn dinh sau khi ding duimg tinh mach khoang | 7
lit cho thidy valsartan khong phin bb rdng ri vio cde md. Valsartan ghn két manh v protein huyél
thanh (94 - 97%), ¢hd véu 1i albumin huvét thanh

Bién dbi sinh hye: Valsartan khong duge bién ddi dén mdt mire 4 cao vi chi khodng 20% lidu diing
duree tim thay lai dundi dang cie chit chuyén boa. Min chdt chuvén haa hydroxy da durgre tim thiv trong
huyét tumg i ndng do thip (dwoi 10% cua dign tich dudi dwimg cong cha valsartan), Chit chuyén hoa
nay khimg co hogt tinh duge 18,

Thai trir: Valsartan cho thdy ddng hoc pliin /i theo kicu ham s md da bdi (ta o < | gid va 1z P
Khodng 9 git). Valsartan chi véu duge thal dunsi dang kKhéng d6i trong phin (khodng 83% lidu ding)
Vi trong mue ey (khodng 13% lide dang ). chu véu 1 thudbe ding khong don Sau khi dimg dudmg tinh
mgch. d thanh thai cua valsartan trong huyét uemy khoang 2 §itgid va df thanh thai cla thube qua
than 1a 0,62 lvgss (khoang 30 dd thanh thai wan phin). Théi gian ban thii cao valsaran 14 6 gidr.
Valsartan/ Amlodipine

Sau khi ding VALTEAM 10/160 duimg uong, ndng dé dinh coa valsartan trong huyét twemg dat duge
sau 3 gier vl nong & dinh cia amlodipine irong huyét wong dgt duge sau 6 - 8 widy. The & vi mirc dd
hip th VALTEAM 10/160 twomg dwong visi sinh kha dyng cos valsartan vé amlodipine khi duge
dimg dudn dang cac vién riéng &

Cie nhdm bénh nhin dic bift
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Nhom tre em (dudi 18 tubi)

Khong cd dir héu duge dong hoc od siin ddi vid nhém tré em.

Bénh nhin cao tubi (65 twii tro 1én)

Thi gian dat dén nong d§ dinh trong huyét womg cua amlodipine gidng nhau & nguii cuo tudi vi
nguriri tre. O bénh nhin cao tudi, dii thanh thai cua amlodipine o6 xu hudmg gidm, lim ting digén tich
durri dunimg cong (ALC) vib ting thi gian bén by,

ALC trung binh h§ Illérl'l.g cun valsartan o ngudn cao wdi cao hon 70% so v g tré wdi, vi vily ciin
thiin trong khi tng lidu,

Suy thin

Dure ding hoe con amlodopine khdng bi anh huemg ding ké do suy thin, Nhu mong doi d0i vid mde
hop chilt ma diy thanh thai qua thin ehidm ch 100, tng 45 thanh thai trong huyét tong., khing cé méi
fién quan rd gita chire ndng thin (duge do hing 46 thanh thai creatinine) vi mie tiép xic vii valsartan
(duge do bing dign tich dugi dutmg cong) o nhitmg bénh nhdn ¢o cdc mike d5 suy thin khac nhau. Vi
vily. benh nhin bi suy thin nhe dén wrung binh ¢o thé dimg lidu khei diu thing thudmg (xem phin
LIED LUGNG VA CACH DUNG vii xem thém phin CANH BAO VA THAN TRONG).

Suy gan

D ligu lim sdng vé vige sir dung amlodipine o bénh nhin suy gan rit hgn ché. Bénh nhin suy gan co
di thanh thai amlodipine giam din dén 1@ng didn tich dui dinmg cong (AUC) khoang 40 - 60%, Vé
trurg binh, o bénh nhin bi bénh gan man tinh nhe dén trung binh, mire tidp xde vii valsarnan (durgre do
bang trj so dign tich dui dwime cong) glip hai Lin mie tiep xie duge thay o nhimg nguéi tinh nguyén
khoe manh (teemg img vii ol giod vi edn ngng ), Can thin trgng o bénh nhdn bj bénh gan {xem phan
LIEU LUGNG VA CACH DUNG v xem thém phiin CANH BAO VA T IAN TRONG).

16, DU LIEU AN TOAN TIEN LAM SANG

Amlodipine/V alsartan

Trong mét logt e nghién efru v& an todn tién [im sing dugre tidn hinh & mdl s lodi ddng vt voi
am|edipine valsaran, khing eo phat hign nie lam bogi trir vide sir dung lidu didu trj cus
amlodipine/valsairtan & nguin, Cac nghién cuu irén déng viit kéo dii 13 win da dupe tidn hanh voi
dang két hop amlodipine/valsartan & chudt v khi dudi sc, edng nhw cée nghién el trén chut cdng
dé didu tra dide tinh dbi voi su phi trién phdi-thai.

Trong mdt nghién cir 13 wdn vé doe 1ink dimg duimg udng trdn chudt comg. di quan st thity vidm té

hao tuyen da diy o lidn quan v amlosdipine valsaran wén chudt due & lidu > 348 m'kg/ngly vi
trém chudu edi o lidu > 7.5/120 mpkgngay. Chus quan sat thiy the dung ndy trong nghién cirm 13 tudn
wén khi dudi soe & bat k¥ Hiéu nso, me di di quan st thily vidm rudt gid trén khi dudi soc chi vai lidy
cao (khing o vic dung nao o lidu < 5/%0 mg/kgngay). Cac tic dung phy ve tidu hoa 43 quan it thiy

24



https://trungtamthuoc.com/

trong cie the nghi¢m lam sing voi Amludipine 10 mg/Valsartan 160 mg & dang két hop it gip hon so
vani khi dimg cac don e lidu womg ung.

Dang phoi hop amlodipine valsartan chirm dinge thie nghigm vé kha ning gy dot bién, giy giy nhidm
se the. higu suit sinh san hole khi niing giy ung thir vi khdng c6 bing chimg vé bt k¥ tromg e nio
gitra 2 hop chit nay

Amlodipine

D ligu an toan ddi vii amlodipine ciing 3 duge thiét lgp tht vé ca lam sing vi tién lam sang. Khong
quan sat thiy ce phit hign ¢ lién quan trong cie nghién cine vé ki nfing gdy ung th, khi nang gy
dit bién. Khing co tac dyng trén kha nang sinh san cia chuit cing dwge didu tri bing amlodipine
(ehudt dye trong 64 ngity vt chudt cdi trong 14 ngay trude khi gioo phéi) o céc lidu dén 10 mgkgngiy
(eip & lin lidu 16i da khuyén cio cho ngwsi 1 10 mg tinh trén co 50 mg/m’, dym trén cdn ndng cia
bénh nhdn 1a 30 kg),

Amlodipine 48 cho cée két qua dm tink khi duee thir nghiém timg thanh phin ridgng r2 vé kha nidng gdy
dit bién, gy gly nhidm sic thé, higu sudl sinh san va khi ndng giy ung thu,

Valsartan

D ligu tién ldm sdng tir e ngghién cini thong thismg vé dirge 13 an todn, dbe tinh v gen, khi ning
gly ung thir vi anh huimg tién kha ning sinh sin cho thiy khéng c6 méi nguy hidm diic bidt ndo trén
GO

Durgre 1§ an todn vie die tinh dai ban: Trong min logt cdc nghién ciru tién lim sang duge tidn hanh
trén mdit s lodi ddng viit, khdng e cde phat hign lim loat tris vige sir dung licu didu 1 cun valsartan &
ngu,

Trong cae nghién ciru vé an todn tién lim sing, lid cao valsartan (200-600 mg'kg thé trong/mudy) di
iy ra trén chudt chng sy giam cie thang sé vé hing cdu (hiéng cdu, hemoglobin, hematoerit) vi diu
higu thay ddi vé huydt ddng o thin (Niv uré huydt ting nhe. ting san Ong thin vi ting bach ciu &
kidm trén chudt cing dye), Nhimg liéu ndy irén chugt el (200 vi 600 mg/kgngiy) gép khoang 6-18
lin lidu i da kh uyén ¢av cho ngun theo cich tinh lidu theo mg/m?® (tinh todn gid dinh v licu uua:lg
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3200 mg/ngiy trén bénh ahin 60 k). O khi dudi sbe voi cde lidu nong img. che thay ddi 13 trong N
tuy ning hom, dfc bid 14 & nhimg binh nhin ma cie thay ddi phdt trién thanh bénh thin bao gdm ca ‘“"'-——'

niter uré mau vik creatinine ting, Phi dgi 1@ bao canh cdu thin ciing ¢l gdp & ci hai lodi, Tét cé nhimg
thay doi duge xem L gdy m bai e dung duge |5 coa valsartan tao ra ha huyét ap kéo diii. dae biét rén
khi duoi soc. BXi v cde lidu didu i cua valsartan o nyurini, sir phi dgi 18 bao canh ciu thin duimg nhu
khang 6 bat k¥ lign quan ndo,

13 tinh sinh sin: Trong mdt aghién el vé kha ndng sinh san ién chudt céng, valsartan khing co tac
dyng khong mong mudn 1eén hidu sudt sioh san o chuft cdng dye va cdi & mie lidu uong 1én dén 200
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mg/kg/ngdy. xap xi 18 ln liéu i da Khuyén cdo trén nguin theo cach tinh lidu theo mg/m* (tinh todn
it djnh mit lidu ing 320 mg/ngiy trén binh nhin 60 kg),

Tinh giy djt bién: Valsartan khong ¢6 khi ndng giy dit bién & cdp dd gen hofic nhidm sic thé trong
nhicu nghién eiru in virro chudn v nghién cimi dde tinh gen in vive.

Tinh giy ung thi: Khing ¢ bing chimg v& tinh gily ung thur khi ding valsartan cho chudt nhit va
chudt chng trong 2 nam o mie lidu Kn dén 160 v4 200 m 2kE ngdy tong img

17, HAN DUNG: 36 thang ké tir ngay san xui

18. BIEU KIEN BAO QUAN: Nui khis rio, nhigt dd khidng qué 30°C, tranh dnh sing.

19. QUY CACH DONG GOI: Hap 3 vi x 10 vidn nén bao phim

20. TIEU CHUAN CHAT LUGNG: Titu chudn cor s

21 TEN, DIA CHI OO SO SAN XUAT:

Nhit san xwitt: Cong ty oo phin duge phim 1raimg The

Try so: 86 93 Linh Lang, phutmg Cng Vi, quin Ba Dinh, thanh phi Ha Nai

Ba chi whi mdy: Chi nhinh CONG TY €O PHAN DUGC PHAM TRUGNG THO

L M1, duimp N3, Khu cdng nghiép Hoa Xa, phuimg Lic hoa. thanh phé Nam Dinh, tinh Nam BDinh.

26



