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SAZETAK: Valsartan ima dobar antihipertenzivni ucinak
u svih skupina pacijenata bez obzira na dob, spol i rasu.
Ucestalost nuspojava se ne razlikuje od placeba. Djelovanje
lijeka putem AT1 receptora pokazuje nesavladivi antagoni-
zam koji je povezan s dugotrajnim ucinkom. Studije bioekvi-
valencije su potvrdile da je terapijski profil Krkinog valsar-
tana (Valsacor®) jednak originatoru.

KLJUCNE RIJECI: valsartan, arterijska hipertenzija, arte-
rijski tlak.

tor angiotenzin Il receptora (ARB). Blokiranjem ucina-

ka angiotenzina Il nastalog u sustavu renin-angioten-
zin na AT1 receptoru (Slika 1), valsartan kontrolira ponov-
nu apsorpciju natrija, sekreciju aldosterona, vazokonstrik-
ciju i aktivaciju simpatic¢kog ziv¢anog sustava, $to sve mo-
7e dovesti do povisenja arterijskog tlaka (AT). In vitro, val-
sartan pokazuje sklonost prema AT1 receptoru 20.000 pu-
ta vise nego sto ima sklonost prema AT2 receptoru. Nepo-
stojanje djelovanja na AT2 receptoru predstavlja prednost,
obzirom da taj receptor posreduje u inhibiciji rasta, apop-
tozi i vazodilataciji'.
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Picture 1. Valsartan action mechanism.

Valsartan je ucinkovit antihipertenziv. Brojna klinicka
ispitivanja su dokazala statisticki i klinic¢ki znacajan anti-
hipertenzivni ucinak koji se dugoro¢no dobro odrzava i
povezan je s kontrolom vrijednosti AT tijekom 24 sata uz
primjenu jedne dnevne doze. Tipicne nuspojave antihi-
pertenziva, poput glavobolje, vrtoglavice i umora, nisu bile
cesce kod primjene valsartana u odnosu na placebo®™.

Dokazano je da valsartan sprjecava kardiovaskularni
pobol i smrtnost te da ima dodatne prednosti osim snize-
nja vrijednosti AT. Razlic¢ita klinicka ispitivanja, koja su

ABSTRACT: Valsartan has been found to have good anti-
hypertensive effect in all patient populations, irrespective of
age, sex, and race. It has a side-effect profile indistinguish-
able from that of placebo. Its action at the AT1 receptor dis-
plays insurmountable antagonism, which is associated with a
long duration of action. Bioequivalence studies proved that
therapeutic profile of Krka’s valsartan (Valsacor®) is equiva-
lent to originator.
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sin Il receptor blocker (ARB). By blocking the binding

of angiotensin Il produced by the renin-angiotensin
system at the ATT receptor (Picture 1), valsartan controls
sodium reabsorption, aldosterone release, vasoconstric-
tion, and activation of the sympathetic nervous system, all
of which can increase blood pressure (BP). In vitro, valsar-
tan has an affinity for the AT1 receptor 20,000 times that of
its affinity for the AT2 receptor. The lack of action at the
AT2 receptor may be an advantage because this receptor
appears to mediate growth inhibition, apoptosis and va-
sodilatation'*.

Valsartan is a powerful and highly selective angioten-
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Picture 2. Comparison of efficiency of valsartan and

tebmisartan, 80 mg

telmisartan (according to the literature reference 14).

Valsartan is an effective antihypertensive agent. Nume-
rous clinical trials have shown statistically and clinically
significant antihypertensive effects that is well maintained
in the long term and is associated with BP control over 24
hours after once daily dosing. Typical adverse events re-
ported with antihypertensive drugs such as headache, diz-
ziness, and fatigue were no more frequent with valsartan
than with placebo™.

Additionally valsartan has been also proved to prevent
cardiovascular morbidity and mortality and to have addi-
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ukljucila vise od 50.000 pacijenata, dokazala su prednosti
valsartana u sprjecavanju sr¢anog popustanja, nakon in-
farkta miokarda, kod visokorizi¢nih pacijenata, nefropro-
tektivni ucinak lijeka, kao i sprjecavanje razvoja tipa 2 di-
jabetesa kod bolesnika sa poremecenom tolerancijom
glukoze®™.

U otvorenoj i prospektivnoj studiji istrazivan je ucinak
valsartana na seksualnu funkciju muskaraca s arterijskom
hipertenzijom (AH). Valsartanom su postignuta znacajna
poboljsanja u svim podruc¢jima seksualne funkcije identifi-
cirana Medunarodnim indeksom erektilne funkcije'.

Ucinkovitost valsartana je istrazena u odnosu na ostale
skupine antihipertenziva, primjerice ACE inhibitore, bloka-
tore kalcijskih kanala (BKK), diuretike, beta-blokatore i
druge predstavnike lijekova iz skupine ARB u nizu rando-
miziranih studija koje su obi¢no ukljucivale lijecenje u tra-
janju 8 do 12 tjedana. Valsartan je bio barem jednako
ucinkovit kao sli¢ni lijekovi, uz bitno veci ucinak.

ACE inhibitori i ARB predstavljaju dvije klase lijekova
koje djeluju izravno na renin-angiotenzin-aldosteron sus-
tav (RAAS). Obje skupine lijekova imaju znacajan ucinak
na snizenje vrijednosti sistolickog i dijastolickog AT kod
populacije ispitanika s AH, ali se njihovo podnosenje i
nuspojave bitno razlikuju. Iritirajuci suhi kasalj koji se opa-
7a kod 15% bolesnika dugotrajno lije¢enih ACE inhibitori-
ma ne karakterizira primjenu valsartana®”. Stoga se paci-
jentima s kasljem nakon ACE inhibitora moZe preporuciti
lijecenje valsartanom.

U odnosu na amlodipin, lijek iz skupine BKK, ucinak
valsartana na vrijednosti AT je bio slican ili visi, uz manje
nuspojava. U odnosu na BKK, valsartan nije uzrokoao peri-
ferne edeme i imao je nizu ucestalost drugih nuspojava™*'.

Valsartan snizava AT jednako ucinkovito kao i beta-
blokator atenolol u slu¢ajevima teskog stupnja esencijalne
hipertenzije. Bolesnici su bili lijeceni primjenom 160 mg
valsartana ili 100 mg atenolola tijekom razdoblja od 6
tjedana. Ucinak dva lijecenja oba lijeka bio je komparabi-
lan (sniZenje vrijednosti AT za 30 i 20 mmHg za vrijednos-
ti sistolickog i dijastolickog AT kod valsartanske grupe, od-
nosno 25,5 i 20,4 mmHg za sistolicki i dijastolicki AT u
onih na atenololu). U pacijenata lijecenih atenololom regi-
strirano je statisticki znacajno sniZenje frekvencije srca u
sjedecem polozaju u odnosu na grupu lijecenu valsarta-
nom. U skupini pacijenata lijecenih valsartanom bilo je
manje potrebe za dodatnom antihipertenzivnom terapijom
u odnosu na atenolol"”.

U usporednoj studiji kod nelijecenih pacijenata s blag-
im do umjerenim stupnjem AH primjenom valsartana u
dozi od 160 mg i telmisartana 80 mg, bolesnike se nasu-
mi¢no rasporedivalo na uzimanje spomenutih lijekova
ujutro. Na pocetku i nakon 3 mjeseca lijecenja ucinjeno je
kontinuirano 24-satno mjerenje AT. SniZenje prosjecnih
vrijednosti AT tijekom 24 sata (Slika 2) bilo je znatno iz-
dasnije u skupini pacijenata na valsartanu (18,6/12,1
mmHg) nego u onih na telmisartanu (10,8/8,4 mmHg)".

Valsartan predstavlja suvremeni antihipertenzivni lijek
iz grupe ARB kojeg karakterizira odli¢cna podnosljivost. To
je indiciran za lijecenje AH i sr¢anog popustanja (NYHA
klasa 1I-1V) kod bolesnika koji ne podnose ACE inhibitore.
Takoder je indiciran za poboljsanje prezivljenja nakon in-
farkta miokarda kod klinicki stabilnih bolesnika sa simp-
tomima ili radioloskim nalazom popustanja lijeve klijetke
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tional benefits beyond BP lowering. Different clinical trials,
involving more than 50.000 patients, have demonstrated
cardioprotective benefit of valsartan in heart failure (HF),
after myocardial infarction (MI), in high risk patients, renal
protection and prevention of development of type 2 diabe-

tes in patients with impaired glucose tolerance®".

In open and prospective study it was investigated the
effect of valsartan on sexual function in hypertensive
males. Valsartan was associated with significant improve-
ments in all domains of sexual function identified by the
International Index of Erectile Function'.

Efficacy of valsartan has been extensively investigated
in comparison with other antihypertensive agents, such as
angiotensin-converting enzyme (ACE) inhibitors, calcium
channel blockers (CCBs), diuretics, beta blockers and other
ARBs in a series of randomized, parallel group studies with
duration of treatment usually between 8 and 12 weeks.
Valsartan is at least as effective as comparator drugs and re-
sponse rates are usually higher.

There are two classes of drugs that act directly on re-
nin-angiotensin-aldosterone system (RAAS), the ACE inhi-
bitors and the ARBs. Both classes of drugs produce a com-
parable reduction in systolic and diastolic BP in hyperten-
sive populations; however, tolerability and adverse reac-
tions differ between these classes. The irritating cough seen
in 15% of patients treated with ACE inhibitors, in the long
term does not seem to occur with valsartan®”. Patients hav-
ing cough after an ACE inhibitor could be therefore pro-
posed to valsartan treatment.

In comparison with CCB amlodipine, the BP efficacy of
valsartan was similar to or greater than that of amlodipine,
with fewer side-effects. Unlike CCB valsartan does not cau-
se peripheral oedema. The lower rate of adverse events
was significantly in favor of valsartan®®",

Valsartan lowers BP as effectively as beta-blocker ate-
nolol, as shown in a study with severe essential hyperten-
sion. Patients received 160 mg valsartan or 100 mg ateno-
lol for 6 weeks. Efficacy was comparable between the two
treatments (reduction of 30 and 20 mm Hg for systolic and
diastolic BP, respectively at valsartan group and 25.5 and
20.4 mm Hg for systolic and diastolic BP, respectively at
atenolol group). Atenolol group had a statistically signifi-
cant reduction in the sitting heart rate when compared to
the valsartan group. There was less need for additional an-
tihypertensive therapy at patients receiving valsartan com-
pared with those receiving atenolol"”.

In comparative study with valsartan 160 mg and telmis-
artan 80 mg in untreated patients with mild to moderate
hypertension, patients were randomly assigned to valsartan
160 mg or telmisartan 80 mg each morning. Ambulatory
BP was measured at baseline and after 3 months of treat-
ment. The BP reduction was significantly greater over 24
hours (Picture 2) with valsartan (18.6/12.1 mmHg) than
with telmisartan (10.8/8.4 mmHg)".

Valsartan is a modern antihypertensive drug from the
group of ARB. It is a representative of the most prescribed
ARB worldwide with an excellent tolerability profile. Val-
sartan is indicated for the treatment of hypertension and
heart failure (NYHA class 1I-IV) in patients intolerant to
ACE inhibitors. It is also indicated to improve survival fol-
lowing MI in clinically stable patients with signs, symp-
toms or radiological evidence of left ventricular failure
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i/ili sistolicke disfunkcije lijeve klijetke. Tablete valsartana
kojeg proizvodi Krka (Valsacor®) su bioekvivalentne origi-
natoru $to dokazuju studije bioekvivalencije koje su prove-
dene sukladno medunarodnim standardima (EMEA, FDA).
Valsacor® je razvijen koristeci inovacijski pristup sa farma-
ceutskom formulacijom zasticenog patenta. Lijek je vec
registriran u 19 europskih drzava. Druga prednost Krkinog
valsartana je predstavljaju filmom oblozene tablete koje se
mogu razdijeliti u jednake polovice, $to je dokazano pri-
likom ispitivanja na lomljenje'.
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and/or left ventricular systolic dysfunction. Krka’s valsartan
tablets (Valsacor®) are bioequivalent to the originators, as
proven by the bioequivalence studies performed according
to the international standards (EMEA, FDA). Valsacor® was
developed by using an innovative approach with patent-
protected pharmaceutical formulation. The drug has been
already registered in 19 European countries. Additional be-
nefit of Krka’s valsartan is that tablets are film-coated and
can be divided into equal halves, which was proven with
the breakability tests'®
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