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SAZETAK: Arterijska hipertenzija se povezuje s poveca-
nim rizikom od koronarne bolesti srca, srcanog zatajivanja,
moZdanog udara, bolesti bubrega i recidivirajucim kardiova-
skularnim epizodama. Snizavanje vrijednosti arterijskog tlaka
dovodi do znacajnog smanjenja rizika od kardiovaskularnog
pobola i smrtnosti. Ucinkovitost valsartana, vodeceg svjetskog
antagonista angiotenzinskih receptora dobro je dokazana u ra-
zlicitih skupina pacijenata. Krkin valsartan i kombinacije nje-
govih fiksnih doza s hidroklorotiazidom (Valsacor®, Valsacom-
bi®) su medu prvim generickim valsartanima koji svojom do-
stupnoscu omogucuju moderno lijecenje arterijske hiperten-
zije vecem broju pacijenata.

KLJUCNE RIJECI: valsartan, arterijska hipertenzija, arterij-
ski tlak, antagonisti angiotenzinskih receptora.

ABSTRACT: Hypertension is associated with an increased
risk of coronary heart disease, heart failure, stroke, renal disea-
se and recurrent cardiovascular events. Lowering blood pres-
sure results in significant decreases in the risk of cardiovascu-
lar morbidity and mortality. The efficacy of valsartan, the lea-
ding angiotensin receptor blocker in the world has been well
demonstrated in various patient groups. Krka’s valsartan and
its fixed-dose combination with hydrochlorothiazide (Valsa-
cor®, Valsacombi®) were among the first generic valsartans,
which made modern treatment of hypertension accessible to a
greater number of patients.
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zdravstveni problem diljem svijeta, jo$ uvijek se slabo

dijagnosticira i lije¢i. Dobrobit snizavanja vrijednosti
arterijskog tlaka (AT) hipertenzivnih pacijenata na pobol i
smrtnost dobro je utemeljena, a vecini pojedinaca je po-
trebno vise lijekova kako bi postigli kontrolu AT".

Iako arterijska hipertenzija (AH) predstavlja znacajan

Antagonisti angiotenzinskih receptora (ARB) su visoko
ucinkoviti lijekovi za snizavanje povisenih vrijednosti AT.
Imaju dokazan renoprotektivan uc¢inak, smanjuju kardiov-
askularni (KV) rizik, pruzaju zastitu organa te predstavljaju
jednu od najbolje podnosenih vrsta antihipertenzivih lije-
kova’.

Valsartan je nepeptidni ARB koji selekivno blokira ve-
zanje angiotenzina Il na receptore angiotenzina Il tipa 1.
Mnoge klinicke studije su dokazale ucinkovitost, podnos-
ljivost i sigurnost valsartana u snizavanju AT u razlicitih
skupina pacijenata te u poboljsanju KV ishoda, kao i isho-
da kroni¢ne bolesti bubrega®.

Glavne prednosti primjene valsartana i kombinacije
njegovih fiksnih doza s hidroklorotiazidom su sljedece:

1. Brza uspostava kontrole vrijednosti arterijskog tlaka

Brzo snizenje AT moze smanijiti kardiovaskularni rizik
povezan s AH’. U klinickim studijama srednje vrijeme pos-
tizanja ciljnog AT (<140/90 mmHg) je u usporedbi s place-
bom nastupilo znacajno ranije s valsartanom i valstar-
tanom/hidroklorotiazidom. Nije bilo razlika u sigurnosti i
podnosljivosti izmedu skupina pacijenata’.

yet remains under-diagnosed and under-treated.

The morbidity and mortality benefits of lowering
blood pressure (BP) in hypertensive patients are well estab-
lished, with most individuals requiring multiple drugs to
achieve BP control™.

Hypertension is a major health problem worldwide,

Angiotensin receptor blockers (ARB) are highly effec-
tive at reducing BP; they exhibit renoprotective properties,
reduce cardiovascular risk, provide organ protection, and
are among the best tolerated classes of antihypertensives’.

Valsartan is a nonpeptide ARB that selectively blocks
the binding of angiotensin Il to the angiotensin Il type 1 re-
ceptor. Many clinical studies have demonstrated the effica-
cy, tolerability and safety of valsartan in lowering BP in a
variety of patient populations and in improving outcomes
in cardiovascular disease and chronic kidney disease®.

In general, the major benefits of treatment with valsar-
tan and its fixed-dose combination with hydrochlorothia-
zide are:

1. Rapid blood pressure control

Prompt reduction of BP may reduce the cardiovascular
risk associated with hypertension’. In clinical studies, the
mean time to achieving BP goal (<140/90 mmHg) occurred
significantly earlier with valsartan and valsartan/hydro-
chlorothiazide in comparison with placebo. There were no
differences in safety or tolerability between patient groups®.
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2. 24-satna kontrola arterijskog tlaka

Ucinkovitost valsartana i kombinacije valsartan/hidro-
klorotiazid je u cijelom nizu klini¢kih studija procijenjena
pomocu 24-satnog kontinuiranog mjerenja AT. Opcenito,
rezultati su za valsartan i valsartan/hidroklorotiazid po-
kazali dosljedno snizenje AT-a tijekom cijelog 24-satnog
intervala doziranja, uz usporedivo dnevno i no¢no snize-
nje. Kao sto je prikazano (slika 1, slika 2), snizenje vrijed-
nosti AT od pocetnih vrijednosti je odrzavano tijekom ci-
jelog intervala doziranja, oponasajuci normalne ciklicke
promjene AT".
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2. 24-hour blood pressure control

The efficacy of valsartan and valsartan/hydrochloro-
thiazide has been evaluated, using 24-hour ambulatory BP
monitoring, in a number of clinical studies. In general, re-
sults demonstrated consistent BP reduction throughout the
24-hour dosing interval for valsartan and valsartan/hydro-
chlorothiazide, with daytime and night-time reductions be-
ing of comparable magnitude. As shown (Figure 1, Figure
2), reductions in BP from baseline were maintained
throughout the dosing interval, mimicking normal circadi-
an variations in BP"”.
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3. Ucinkovitost u posebnih populacija pacijenata

a. Pacijenti starije Zivotne dobi

U nekoliko studija procjenjena je ucinkovitost i sigur-
nost valsartana u monoterapiji i u kombinaciji s hidroklo-
rotiazidom u pacijenata starije Zivotne dobi. Snizenje vri-
jednosti sistolickog i dijastolickog AT bila su klinicki i sta-
tisticki znacajna, a promjene sistolickog AT su opcenito
bile vise kod starijih nego kod mladih ispitanika'".

b. Pacijenti s dijabetesom

Nekoliko klinickih studija je procijenilo ucinkovitost
valsartana i valsartana/hidroklorotiazida u pacijenata s di-
jabetesom, mikroalbuminurijom i proteinurijom. Valsartan
se pokazao ucinkovitim i sigurnim za ove ispitanike".

c. Pretili pacijenti

Valsartan bi mogao imati prednosti za pretile pacijente
buduci da se pokazalo da znacajno snizava vrijednost lep-
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3. Efficacy in special populations

a. Elderly patients

Several studies have evaluated the efficacy and safety
of valsartan in monotherapy and in combination with hy-
drochlorothiazide in elderly patients. Reductions in sys-
tolic and diastolic BP were clinically and statistically signif-
icant, with systolic BP changes generally being higher in
elderly patients than in younger subjects'".

b. Patients with diabetes

Several clinical studies have evaluated the effect of val-
sartan and valsartan/hydrochlorothiazide in patients with
diabetes, microalbuminuria and proteinuria. Valsartan has
been shown to be efficacious and safe in this population®.

c. Obese patients

Valsartan may offer advantages in obese patients be-
cause it has been shown to lower significantly the plasma
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tina u plazmi (10% od osnovne vrijednosti), vrijednost re-
zistina (14-18% od osnovne vrijednosti) te homeostatskog
modela procjene inzulinske rezistencije (12-20% od os-
nove vrijednosti)'.

4. Dodatni ucinci pored kontrole vrijednosti
arterijskog tlaka

a. Kardiovaskularni ishodi

U cijelom nizu velikih klinickih istrazivanja ustanovlje-
na je vrijednost valsartana u smanjenju KV pobola i smrt-
nosti kod visokorizi¢nih pacijenata. Studije Val-HeFT i
VALIANT su pokazale da je KV dobrobit valsartana uspore-
diva s inhibitorima angiotenzin konvertirajuceg enzima
(ACE), uz bolju podnosljivost. U studiji VALUE je terapija
valsartanom i amlodipinom rezultirala sli¢nim stopama za-
jednickih KV ishoda (10,6% i 10,4%, za svaku)"".

b. Cerebrovaskularni ishodi

Velike studije su dokazale da valsartan snizava rizik od
mozdanog udara u stupnju slicnom onom koji se postize
ACE inhibitorima ili amlodipinom'.

c. Ishodi kod bolesti bubrega

Poboljsanja ishoda pomocu valsartana kod kroni¢ne
bolesti bubrega ukljucuju statisticki i klinicki znacajno sni-
zenje mikroalbuminurije kod pacijenata s dijabetesom tipa
2; ¢ini se da su ucinci neovisni 0 njegovoj sposobnosti sni-
Zavanja vrijednosti AT. Valsartan je takoder ucinkovit u
snizavanju izlucivanja proteina u urinu kod pacijenata s
nedijabetickom bubreznom insuficijencijom®.

d. Metabolicki ishodi

Valsartan je u kratkoro¢nim klinickim studijama po-
boljsao ili stabilizirao cijeli niz znakova metabolicke funk-
cije kod odredenih skupina pacijenata ili je bio metabolic¢-
ki neutralan u usporedbi s ostalim antihipertenzivima'.

10

E_
8

Figure 3. Frequency of » N
cough. S

4

2_ 1 .50/0
Placebo

5. Sigurnost i podnosljivost

Profil podnosljivosti valsartana je neovisan od dozi i
trajanju lijecenja te dosljedan bez obzira na dob, spol i et-
nicku pripadnost pri dozama do 320 mg/dnevno. Uce-
stalost i tezina nuspojavaa kod valsartana/hidrokloro-
tiazida je sli¢cna onima kod pacijenata na monoterapiji val-
sartanom ili onih na placebu. Osnovna prednost ARB nad
ACE inhibitorima se odnosi na smanjenu ucestalost kaslja
(slika 3) i angioedema”.
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leptin level (10% from baseline), the resistin level (14-18%

from baseline), and the homeostasis model assessment of
insulin resistance (12-20% from baseline)™.

4. Effects beyond blood pressure control
a. Cardiovascular outcomes

A number of large outcome clinical studies have esta-
blished the value of valsartan in reducing cardiovascular
morbidity and mortality in high risk patients. The studies
Val-HeFT and VALIANT have demonstrated that valsartan
is comparable with angiotensin-converting enzyme (ACE)
inhibitors in terms of cardioprotective benefits, however,
better tolerated. In the VALUE study, valsartan and amlo-
dipine-based therapy resulted in similar rates of the com-
posite cardiovascular endpoint (10.6% and 10.4%, respec-
tively)™".

b. Cerebrovascular outcomes

Large-scale studies have shown that valsartan reduces
the risk of stroke to a degree similar to that observed with
ACE inhibitors or amlodipine'.

c. Renal outcomes

Improvements in chronic kidney disease outcomes re-
ported with valsartan include statistically and clinically
meaningful reductions in microalbuminuria in patients
with type 2 diabetes; effects appear to be independent of
its BP lowering capability. Valsartan is also effective in
lowering urinary protein excretion in patients with nondia-
betic renal insufficiency".

d. Metabolic outcomes

In short-term clinical studies, valsartan has improved or
stabilised a number of indices of metabolic function in cer-
tain groups of patients or was metabolically neutral com-
pared with other antihypertensive agents®.
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5. Safety and tolerability

The tolerability profile of valsartan is independent of
dose and duration of treatment, and is consistent regardless
of age, sex and ethnic group at dosages up to 320 mg/day.
The frequency and severity of adverse events with valsar-
tan/hydrochlorothiazide are similar to those of patients on
valsartan monotherapy or receiving placebo. The main ad-
vantage of ARB over ACE inhibitors relates to the reduced
incidence of cough (Figure 3) and angioedema”.
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U nizu klinickih studija je dokazano da valsartan i
kombinacije njegovih fiksnih doza s hidroklorotiazidom
smanjuju incidenciju KV i cerebrovaskularnih epizoda kod
pacijenata sa sr¢anim zatajivanjem, disfunkcijom lijeve kli-
jetke nakon infarkta miokarda, dijabetesa i kroni¢ne bole-
sti bubrega te kod drugih skupina pacijenata koje imaju
rizik KV epizoda. Krkin valsartan i kombinacija njegovih
fiksnih doza s hidroklorotiazidom (Valsacor®, Valsacombi®)
su stoga vrijedne terapije za podrucje kardiorenalne medi-
cine.
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Valsartan and its fixed-dose combination with hydro-
chlorothiazide have been proven in a number of clinical
studies to reduce the incidence of cardiovascular and cere-
brovascular events in patients with heart failure, left ven-
tricular dysfunction following myocardial infarction, dia-
betes and chronic kidney disease, and in other groups at
risk for cardiovascular events. Krka’s valsartan and its fi-
xed-dose combination with hydrochlorothiazide (Valsa-
cor®, Valsacombi®), are thus valuable therapies in the field
of cardiorenal medicine.
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