
2013;8(5-6):229. Cardiologia CROATICA

A
rterijska hipertenzija (AH) joπ uvijek predstavlja glavni
Ëimbenik koji doprinosi globalnom opteÊenju bolesti-
ma. Diljem svijeta prevalencija je 26%, πto ukupno iz-

nosi 1 milijardu osoba. Obzirom na oËekivani porast udjela
starijih osoba u svijetu do 2025. godine, predvia se da Êe
prevalencija AH porasti na 29%. Kardiovaskularne (KV) bo-
lesti, ukljuËujuÊi i moædani udar, infarkt miokarda, i zatajiva-
nje srca predstavljaju vodeÊi uzrok smrti i invalidnosti u svi-
jetu; poviπena vrijednost arterijskog tlaka (AT) uzrokuje 62%
sluËaja moædanog udara i 49% sluËaja koronarne bolesti sr-
ca. Pribliæno 7,6 milijuna smrtnih sluËajeva (13% do 15% od

H
ypertension remains a major contributor to the global
burden of disease. The worldwide prevalence is 26%,
totalling 1 billion people. Because a larger proportion

of the world’s population is expected to be older in 2025, the
prevalence of hypertension has been projected to increase
to 29% by that time. The cardiovascular (CV) disease, inclu-
ding stroke, myocardial infarction, and heart failure, is the
leading cause of death and disability worldwide; elevated
blood pressure (BP) accounts for 62% of stroke and 49% of
coronary heart disease cases. Approximately 7.6 million
deaths (13% to 15% of the total) and 92 million disability
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SAÆETAK: Poviπeni arterijski tlak (AT) jedan je od najvaæ-
nijih Ëimbenika rizika za kardiovaskularni (KV) pobol i smrt-
nost, a sniæavanje vrijednosti AT povezano je sa smanje-
njem uËestalosti koronarnih dogaaja. UnatoË tome, ma-
nje od jedne treÊine hipertenzivnih bolesnika u Europi ima-
ju adekvatnu kontrolu vrijednosti AT. Poboljπanje stupnja
primjerene kontrole AT, a time i smanjenje KV pobola i smrt-
nosti trenutaËno predstavlja velik izazov u svakodnevnoj
kliniËkoj praksi. Mnogim bolesnicima potrebna su dva ili vi-
πe antihipertenziva za postizanje ciljnih vrijednosti AT pre-
poruËenih prema smjernicama. Rezultati istraæivanja uka-
zuju da fiksna kombinacija (FDC) perindoprila s amlodi-
pinom predstavlja uËinkovito i dobro podnoπljivo lijeËenje u
bolesnika koji se ne mogu zadovoljavajuÊe kontrolirati mo-
noterapijom te u bolesnika kod kojih su druge terapijske
kombinacije neuËinkovite. Fiksna kombinacija perindoprila
s amlodipinom omoguÊava dobar stupanj kontrole vrijed-
nosti AT u svakodnevnoj kliniËkoj praksi. Dobra uËestalost
kontrole vrijednosti AT bi se mogla objasniti sinergistiËkim
djelovanjem dviju komponenti, πto dovodi do poveÊanog
smanjenja AT uz smanjenje uËestalosti nuspojava, πto
moæe imati pozitivan utjecaj na pridræavanje lijeËenja. Fiks-
na kombinacija perindoprila s amlodipinom koju proizvodi
Krka dostupna je u punom rasponu doza, pruæajuÊi fleksi-
bilno i uËinkovito lijeËenje arterijske hipertenzije.
KLJU»NE RIJE»I: arterijska hipertenzija, kontrola vrijed-
nosti arterijskog tlaka, antihipertenzivna uËinkovitost,
perindopril, amlodipin.

SUMMARY: Elevated blood pressure (BP) is one of the
most important risk factors for cardiovascular (CV) morbid-
ity and mortality, and BP lowering is associated with reduc-
tion of coronary events. Despite this, less than one-third of
hypertensive patients in Europe have adequate BP control.
Improvement of the rates of adequate BP control and
thereby a reduction of CV morbidity and mortality, current-
ly represent a major challenge in the daily clinical practice.
Many patients require two or more antihypertensives to
achieve guideline-recommended BP targets. Findings
from different studies have demonstrated that the fixed-do-
se combination (FDC) perindopril/amlodipine is an effec-
tive and well tolerated treatment in patients uncontrolled
with monotherapy, and in patients inadequately managed
on another combination therapy. The perindopril/amlodip-
ine FDC provides good rates of BP control in daily clinical
practice. These good rates of BP control could be ex-
plained by the synergistic mode of action of the two com-
ponents, leading to enhanced BP lowering and reduced si-
de effects, which may have a positive impact on treatment
adherence. Krka’s perindopril/amlodipine FDC is available
in the full range of doses, providing a flexible and effective
treatment of hypertension. 
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svih ukupno) i 92 milijuna godina æivota zbog nesposobnos-
ti u svijetu se pripisuju uËinku AH u 2001.1

Meutim, unatoË svim tim Ëinjenicama i πirokoj dostupnosti
uËinkovitih antihipertenzivnih lijekova, veÊina hipertenzivnih
bolesnika diljem svijeta nema postignute kontrolirane vrijed-
nosti AT. »ak i meu hipertenzivnim bolesnicima koji se lije-
Ëe, u veÊini zemalja najmanje polovica njih ne postignu tre-
nutno preporuËene ciljne vrijednosti AT. Nedavne kliniËke
studije su dokazale da je adekvatnu kontrolu vrijednosti AT
moguÊe postiÊi kod veÊine bolesnika, ako se primjeni kom-
binacija dva antihipertenziva.2 Meutim, stupnjevi kontrole
AT vidljivi u kliniËkim ispitivanjima nisu tako uspjeπni kod
svakodnevnih pacijenata.3

Snaæni dokazi ukazuju na uËinkovitosti kombinacije antihi-
pertenziva iz skupina angiotenzin-konvertirajuÊeg enzima
inhibitora (ACEI) i blokatora kalcijevih kanala (BKK) uz do-
datna kardio- i renoprotektivna svojstva. Dokazi posebice
ukazuju na to da fiksna kombinacija perindoprila s amlo-
dipinom uËinkovito smanjuje poviπene vrijednosti AT.4

Izraæena antihipertenzivna uËinkovitost fiksne kombinacije
perindoprila s amlodipinom je prikazana u studiji SYMBIO.
To istraæivanje je bilo sprovedeno s namjerom ocjene uËina-
ka sniæavanja vrijednosti AT i podnoπljivosti u stvarnim æi-
votnim uvjetima kliniËke prakse.5 U tromjeseËnoj studiji
SYMBIO, optimizacija lijeËenja fiksnom kombinacijom pe-
rindoprila s amlodipinom je rezultirala kliniËkim i statistiËkim
znaËajnim smanjenjem vrijednosti AT u bolesnika s nedo-
voljnom kontrolom AH i/ili slabom podnoπljivoπÊu prethodne
terapije s ACEI i/ili BKK. Evidentirane su znaËajne promjene
u vrijednostima AT bez obzira na osnovnu teæinu i osnovno
lijeËenje. Srednje vrijednosti sistoliËkog i dijastoliËkog AT
sniæene su sa 158.5 ± 17.5/93.6 ± 9.8 mmHg na 132.9 ±
10.6/80.7 ± 6.2 mmHg (p <0.0001) uunutar tri mjeseca lije-
Ëenja. Ciljni AT je postignut kod 74% svih ispitanika, kod
84% ispitanika s AH 1. stupnja i kod 52% bolesnika s AH 3.
stupnja. LijeËenje je bilo dobro podnoπljivo te je bilo pove-
zano s 58% smanjenjem broja pacijenata koji su zbog am-
lodipina imali perimaleolarne edeme.5

KliniËke prednosti postizanje visoke uËestalosti postizanja
ciljnih vrijednosti AT primjenom fiksne kombinacije perindo-
prila s amlodipinom u πirokom rasponu pacijenata bile su
oËite, osobito u onih koji su prethodno neuspjeπno lijeËeni
prijmjenom viπe antihipertenziva. Fiksna kombinacija perin-
doprila s amlodipinom je vrlo uËinkovita i jednostavna za
koriπtenje moguÊnosti dugoroËnog lijeËenja AH.5

Takoer je i dobro shvaÊena vaænost pravovremene kontro-
le vrijednosti AT za dugoroËno KV zdravlje. SYMBIO studija
je pokazala kliniËki i statistiËki znaËajno smanjenje vrijed-
nosti AT, πto upuÊuje na moguÊe znaËajno smanjenje KV
pobola i smrtnosti. Nadalje, podaci iz prethodne dugoroËne
ASCOT-BPLA studije ukazuju na dugoroËnu dobrobit koja
nastaje lijeËenjem primjenom fiksne kombinacije perindopri-

adjusted life-years worldwide were attributable to high BP in
2001.1

However, despite these facts and the widespread availabili-
ty of effective antihypertensive medications, the vast majo-
rity of hypertensive patients worldwide remain with uncon-
trolled BP. Even among hypertensive patients who receive
treatment, in most countries at least half of them fail to reach
currently recommended BP targets. Recent clinical trials ha-
ve demonstrated that adequate BP control is possible to be
achieved in a majority of patients if combinations of two anti-
hypertensives are used.2 However, the rates of BP control
seen in clinical trials are not replicated in the community-set-
tings.3

Strong evidence supports the antihypertensive efficacy of
angiotensin-converting enzyme (ACE) inhibitor-calcium
channel blocker (CCB) combinations with additional cardio-
protective and renoprotective properties. In particular, evi-
dence suggests that the perindopril/amlodipine  fixed-dose
combination (FDC) effectively decreases BP.4

The pronounced antihypertensive efficacy of the perindo-
pril/amlodipine FDC was demonstrated in the SYMBIO stu-
dy. The study was designed to assess the BP lowering ef-
fects and tolerability under real-life clinical practice condi-
tions.5 In a 3-month SYMBIO study, optimisation of treat-
ment with perindopril/amlodipine FDC resulted in clinically
and statistically significant decreases in BP in patients with
insufficient hypertension control and/or poor tolerance to
previous therapy with an ACE inhibitor and/or a CCB. Signi-
ficant changes in BP were recorded regardless of baseline
severity and baseline treatment. The mean systolic blood
pressure (SBP)/diastolic blood pressure (DBP) had decrea-
sed from 158.5 ± 17.5/93.6 ± 9.8 mmHg to 132.9 ± 10.6/80.7
± 6.2 mmHg (p <0.0001) within 3 months. The target BP was
reached in 74% of the overall patient population, in 84% of
the patients with grade 1 hypertension, and in 52% of the
patients with grade 3 hypertension. Treatment was well tol-
erated and was associated with a 58% reduction in the num-
ber of patients with amlodipine-related ankle edema.5

The clinical advantages of achieving high rates of BP treat-
ment goals with the perindopril/amlodipine FDC in a broad
range of patients were obvious, especially in patients previ-
ously unsuccessfully treated with multiple antihypertensive
therapies. The perindopril/amlodipine FDC is highly effective
and easy to use long-term treatment option for arterial hy-
pertension.5

The importance of timely BP control for long-term cardiovas-
cular health is also well understood. The SYMBIO study
showed clinically and statistically significant reductions in
BP, which suggests a potential significant decrease in CV
morbidity and mortality. Furthermore, data from a previous-
ly reported long-term ASCOT-BPLA study suggested that
long-term benefits would result from treatment with the
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Table 1. Clinical evidence of pronounced antihypertensive efficacy and achievement of blood pressure goals with
perindopril/amlodipine fixed-dose combination (Adapted from: Clin Drug Investg. 2012;32:603-12.).

BP at BP at the  Mean BP Patients 

Study No of Type of Study inclusion end of study reduction achieving 
patients patients duration (mmHg) (mmHg) (mmHg) BP goals (%)

140/90 mm Hg

SYMBIO 2138 uncontrolled 3 months 159/94 133/81 —26/13 74



la s amlodipinom. U ovoj studiji je petogodiπnje lijeËenje am-
lodipinom i perindoprilom dovelo do statistiËki znaËajnog
smanjenja kardiovaskularne smrtnosti (24%), moædanog
udara (23%), ukupnih kardiovaskularnih dogaaja i inter-
vencija (16%), zatajivanja srca (16%), ukupnog broja koro-
narnih dogaaja (13%) i ukupne smrtnosti (11%) u uspored-
bi s lijeËenjem s atenololom i bendroflumetiazidom. Dakle,
dugoroËno se moæe oËekivati da Êe kod bolesnika lijeËenih
fiksnom kombinacijom perindoprila s amlodipinom doÊi do
poboljπanja u smislu KV pobola i smrtnosti povezanih s
smanjenjem vrijednosti AT, kao i do specifiËnih djelovanja
perindoprila s amlodipinom na KV zdravlje.5

Krka je trenutno jedina generiËka tvrtka u Hrvatskoj koja nu-
di cijeli asortiman perindoprila kojim se omoguÊuje prila-
goeni terapijski pristup kod velikog broja hipertenzivnih bo-
lesnika. Od studenoga 2012. godine Krka u svom asortima-
nu perindoprila u Hrvatskoj ima dodanu novu fiksnu kombi-
naciju perindoprila s amlodipinom pod nazivom Dalneva®.
Krkina fiksna kombinacija perindoprila s amlodipinom je do-
stupna u πirokom rasponu doza (4 mg /5 mg, 8 mg /5 mg, 4
mg /10 mg i 8 mg /10 mg), pruæajuÊi fleksibilno i uËinkovito
lijeËenje hipertenzije kod bolesnika u Hrvatskoj. Dalneva® se
indicira kao zamjenska terapija za lijeËenje AH i/ili stabilne
koronarne bolesti srca kod bolesnika koji se veÊ kontroliraju
perindoprilom i amlodipinom kad se istodobno daje u istim
dozama. Indikacija se temelji na vrsti postupka registracije.
Sve trenutne kombinacije perindoprila s amlodipinom u Hr-
vatskoj imaju istu indikaciju. 

perindopril/amlodipine FDC. In this study, five years of treat-
ment with amlodipine/perindopril led to statistically signifi-
cant decreases in CV mortality (24%), stroke (23%), total
CV events and procedures (16%), heart failure (16%), total
coronary events (13%) and all-cause mortality (11%) com-
pared with treatment with atenolol/bendroflumethiazide.
Thus, in the long term, patients treated with the
perindopril/amlodipine FDC would be expected to benefit
from improvements in CV morbidity and mortality associat-
ed with BP reduction as well as from perindopril/amlodipine-
specific effects on CV health.5

Krka is currently the only generic company in Croatia that
offers the entire perindopril portfolio which enables a tai-
lored therapeutic approach in a broad range of hypertensive
patients. Since November 2012, Krka has added to its pe-
rindopril portfolio in Croatia a new perindopril/amlodipine
FDC named Dalneva®. Krka’s perindopril/amlodipine FDC is
available in the full range of doses (4 mg /5 mg, 8 mg /5 mg,
4 mg /10 mg, and 8 mg/ 10 mg), providing flexible and effec-
tive treatment of hypertension for the Croatian patients. Dal-
neva® is indicated as substitution therapy for the treatment
of hypertension and/or stable coronary artery disease in pa-
tients already controlled with perindopril and amlodipine gi-
ven concurrently at the same dose level. Indication is based
on the type of registration procedure. All currently available
perindopril/amlodipine FDCs in Croatia have the same indi-
cation. 
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