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SAZETAK: Medu 67 analiziranih ¢imbenika visoki arterijski tlak (AT) identificiran je kao glavni ¢imbe-
nik rizika za smrtni ishod i invalidnost. Kontrola vrijednosti AT-a jos je uvijek daleko od razine koja bi
bila nuZzna za smanjenje kardiovaskularnog rizika, a lijeCenje bolesnika s arterijskom hipertenzijom
i dalje je izazov u svakodnevnoj klinickoj praksi. Smanjenje ucestalosti kardiovaskularnih dogadaja
tijekom lijecenja perindoprilom potkrepljuje koncept dodatnih zastitnih kardiovaskularnih u¢inaka
perindoprila i uz snizivanje vrijednosti AT-a. U¢inkovita kontrola AT-a, kao $to je to dokazano u kli-
nickim studijama s Krkinim perindoprilom i njegovim fiksnim kombinacijama doza s indapamidom
I amlodipinom, zajedno s dobrom podnosljivoséu i pogodnim jednodnevnim doziranjem, u pacijenata
dovodi do pozitivnhog u¢inka na ustrajnost lijeGenja, Sto je klju¢an korak prema postizanju ciljnih vri-
jednosti AT-a.

SUMMARY: High blood pressure has been identified as the leading risk factor, among 67 studied, for
death and disability. Blood pressure control is still far from what would be necessary to reduce the car-
diovascular risk. The treatment of hypertensive patients remains a challenging issue in daily clinical
practice. The reduction in cardiovascular events with perindopril supports the concept of cardiovas-
cular protective effects of perindopril beyond blood pressure lowering. Effective blood pressure con-
trol, as demonstrated in clinical studies with Krka's perindopril and its fixed-dose combinations with
indapamide and amlodipine, together with good tolerability and convenient once-daily dosing, have a
positive impact on patients’ adherence to the treatment — which is a crucial step towards reaching the
blood pressure targets.
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Uvod

Visoki arterijski tlak (AT) medu 67 analiziranih
¢imbenika identificiran je kao glavni rizi¢ni ¢cimbe-
nik za smrtni ishod i invalidnost.! Kontrola vrijed-
nosti AT-a jo$ je daleko od onoga $to bi bilo nuzno
za smanjenje kardiovaskularnog rizika?Klinicka
su ispitivanja pokazala da lijeCenje arterijske hi-
pertenzije smanjuje rizik od nezeljenih ishoda
kardiovaskularnih bolesti, uklju¢uju¢i novonastale
mozdane udare (za 35 do 40 %), infarkt miokarda (za
15 do 25 %) i zatajivanje srca (do 64 %).! Na globalnoj
razini, normalizacija AT-a na vrijednosti < 140/90
mmHg postize se u manje od 50 % hipertonic¢ara.?
To upucuje na to da je lijeCenje bolesnika s arte-

Introduction

High blood pressure has been identified as the
leading risk factor, among 67 studied, for death
and disability.! Blood pressure (BP) control is
still far from what would be necessary to reduce
the cardiovascular risk.? Clinical trials have
shown that treatment of hypertension reduces
the risk of cardiovascular disease outcomes, in-
cluding incident stroke (by 35 to 40%), myocar-
dial infarction (by 15 to 25%), and heart failure
(by up to 64%).! On the global level, BP normali-
zation to below 140/90 mmHg is achieved in no
more than 50% of hypertensive patients.? This
suggests that despite comprehensive guide-
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rijskom hipertenzijom i dalje izazov u svakodnevnoj klini¢koj
praksi usprkos iscrpnim smjernicama i brojnim klini¢kim
ispitivanjima.?

Pri optimizaciji u¢inkovitosti antihipertenzivnog lije¢enja,
klju¢ni su ciljevi sljedeci:?
- normalizacija vrijednosti AT-a tijekom 24 sata
- prevencija/regresija oStecenja ciljnih organa
- smanjenje nezeljenih kardiovaskularnih dogadaja.

Ucinci perindoprila nisu ograniceni na
smanjenje vrijednosti arterijskoga tlaka

Perindopril je lipofilni ACE inibitor s dugim djelovanjem uz
izrazeni u¢inak smanjenja vrijednosti AT-a tijekom 24 sata,
a uzima se jedanput na dan.?® Ima bolje dokumentiranu va-
skularnu penetraciju u usporedbi s lijekovima iste klase te
najbolje dokumentiranu djelotvornost s obzirom na vise pa-
rametara za procjenu vaskularne disfunkcije ili strukturnih
promjena u razli¢itim segmentima arterijskoga stabla.? Tako-
der pokazuje visok afinitet za tkivni angiotenzinkonvertira-
juéi enzim i organoprotektivne uc¢inke, pogotovo pri primjeni
vec¢ih doza.? PoboljSanje u ravnotezi angiotenzin II — bradi-
kinin koju postiZze perindopril ima viSe pozitivnih uc¢inaka
na kardiovaskularni sustav, ukljuéujuéi antihipertenzivne
i antiaterosklerotske ucinke.® Velike klini¢ke studije, poput
istrazivanja EUROPA i PROGRESS, analizirale su ucestalost
nezZeljenih kardiovaskularnih ishoda i dokazale da primjena
perindoprila smanjuje ucestalost kardiovaskularnih dogada-
ja u velikoga broja bolesnika. Smanjenje u ucestalosti neze-
ljenih kardiovaskularnih dogadaja bilo je i ve¢e nego §to bi se
moglo o¢ekivati na temelju opaZzenoga smanjenja vrijednosti
AT-a primjenom perindoprila, $to upu¢uje na specificne an-
tiaterosklerotske i protuupalne uc¢inke te u¢inak na disfunk-
ciju endotela.® Ishodi spomenutih i drugih klini¢kih studija
potkrepljuju hipotezu da perindopril ima dodatne protektivne
kardiovaskularne u¢inke, osim smanjenja vrijednosti AT-a.?

Normalizacija vrijednosti arterijskoga tlaka
Krkinim perindoprilom

Ucinkovitost 1 sigurnost lijecenja Krkinim perindoprilom?* ili
primjena dvostruke fiksne kombinacije doza perindoprila s
indapamidom bile su predmet istrazivanja u 4574 pacijenta
s blagom do umjerenom arterijskom hipertenzijom (srednja
dob 62 + 12,3 godine; 49 % muskaraca i 51 % Zena). Sudjelovalo
je 1726 (37,7 %) pacijenata koji dotad nisu primali antihiper-
tenzive. Od 2814 pacijenata koji su vec¢ bili lijeCeni antihiper-
tenzivima, njih 81,4 % bilo je lijeceno drugim ACE inhibitori-
ma. Nakon 4 mjeseca lijeCenja uo¢eno je statisticki znacajno
smanjenje vrijednosti sistolickoga arterijskog tlaka (SBP) i
dijastoli¢koga arterijskog tlaka (DBP). Prosjeéno smanjenje
vrijednosti SBP-a bilo je 22,8 mmHg (sa 157,5 na 134,7 mmHg;
prosjec¢no relativno smanjenje 14,7 %) te 10,4 mmHg za DBP
(s 91,8 na 81,4 mmHg; prosje¢no relativno smanjenje 11,3 %).
Na kraju studije 80 % pacijenata imalo je normalne vrijednosti
AT-a 0d 140/90 mmHg ili niZe. Promjene u vrijednostima SBP-
a1 DBP-a prikazane suna slici 1.
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lines and numerous clinical trials, the treatment of hyper-
tensive patients remains a challenging issue in daily clinical
practice.?

When optimizing the efficacy of antihypertensive treat-
ment, the crucial goals are:?
- BP normalization lasting 24 hours;
- prevention/regression of target organ damage;
- reduction of cardiovascular events.

Effects of perindopril are not limited to
blood pressure reduction

Perindopril is a long-acting once-daily lipophilic ACE inhibi-
tor with a pronounced 24-hour BP lowering effect.?® Perindo-
pril has greater documented vascular penetration than other
medicines of the same class and the best documented effi-
cacy with respect to several parameters assessing vascular
dysfunction or structural alterations in different segments
of the arterial tree.? It exhibits high affinity for the tissue an-
giotensin-converting enzyme and organ-protective effects,
especially when used in higher dosages.? Improvement in
the angiotensin II-bradykinin balance, achieved by perindo-
pril, has a number of beneficial effects on the cardiovascular
system, including antihypertensive and antiatherosclerotic
effects.® Large morbidity-mortality clinical studies, such as
EUROPA and PROGRESS, have shown that antihypertensive
treatment with perindopril reduces or prevents cardiovas-
cular disease in a wide range of patients.® The reduction in
cardiovascular events was higher than could have been ex-
pected from the observed reduction in BP achieved with per-
indopril. These findings suggest specific anti-atherosclerotic
and anti-inflammatory effects, as well as effects on endothe-
lium dysfunction.® The outcomes of these and other clinical
studies support the concept of cardiovascular protective ef-
fects of perindopril beyond blood pressure lowering.?

Blood pressure normalization with Krka's
perindopril

The efficacy and safety of treatment with Krka's perindopril*
or the fixed-dose combination of perindopril and indapamide
were assessed in 4,574 patients with mild to moderate arterial
hypertension (mean age 62112.3 years; 49% of male and 51% of
female patients). There were 1,726 (37.7%) patients who had not
been treated for hypertension before inclusion in the study.
Among the 2,848 patients who had previous antihypertensive
therapy, 81.4% had been treated with other ACE inhibitors.
After 4 months of treatment, a statistically significant reduc-
tion in both SBP and DBP was observed in the patient popula-
tion. The mean decrease in systolic blood pressure (SBP) was
22.8 mmHg (from 157.5 to 134.7 mmHg; mean relative reduc-
tion 14.7%) and in diastolic blood pressure (DBP) 10.4 mmHg
(from 91.8 to 81.4 mmHg; mean relative reduction 11.3%). At the
end of the study, 80% of the patients had a normalized BP of
140/90 mmHg or lower. The changes in SBP and DBP values
are shown in Figure 1.
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FIGURE 1. The number of patients with substantially lowered blood pressure increased already in the first month after intro-

duction of perindopril or perindopril/indapamide therapy. The majority of patients moved into the controlled blood pressure
zone, which was even more obvious after 4 months of treatment.

Najcesc¢e primjenjivane doze bile su sljedec¢e: Perineva* 4
mg 1 Co-Perineva* 4 mg/1,25 mg. U vecine pacijenata nije bilo
potrebno titrirati dozu tijekom istrazivanja.

Lije¢enje Krkinim perindoprilom i fiksnom kombinacijom
doza perindoprila i indapamida bilo je povezano s odlicnim
ustrajnoséu u pacijenata: 72,5 % pacijenata potpuno se pri-
drzavalo terapijskoga protokola te uzelo sve propisane doze,
17,5 % pacijenata jednom je zaboravilo uzeti lijek, a samo 9,6%
zaboravilo ga je uzeti dvaput. To se takoder moZe pripisati vi-
sokoj podnosljivosti lijeka u studiji, jer u 97 % pacijenata nisu
registrirane nuspojave.

Tijekom studije oko polovice pacijenata redovito je kod kuce
pratilo i dokumentiralo svoje vrijednosti AT-a. Vrijednosti AT-a
bile su znatno smanjene (p < 0,0001) u objema skupinama paci-
jenata. U skupini koja je sama pratila svoje vrijednosti prosjec-
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The most commonly used doses were Perineva* 4 mg and
Co-Perineva* 4 mg/1.25 mg. In most patients, no adjustment
of dosage was necessary during the study duration.

The treatment with Krka's perindopril and the fixed-dose
combination of perindopril and indapamide was associated
with an excellent adherence: 72.5% of the patients completely
adhered to the treatment protocol and took all prescribed dos-
es, 17.5% of the patients forgot to take the medicine once and
only 9.6% forgot to take it twice. This can also be attributed to
good tolerability of the study medicine, since 97% of the pa-
tients had no adverse reactions.

During the study approximately half of the patients requ-
larly monitored and recorded their home BP values. The BP
levels were significantly reduced (p <0.0001) in both groups of
patients. In the self-monitoring group, the mean SBP reduc-



no je smanjenje SBP-a bilo 25,6 mmHg, a prosjeéno smanjenje
DBP-a bilo je 11,8 mmHg. U skupini bez samostalnog pra¢enja
prosjecno je smanjenje SBP-a bilo 23,2 mmHg, a prosjec¢no
smanjenje DBP-a bilo je 11,1 mmHg. Razlike u smanjenju vri-
jednosti izmedu sistolickih i dijastolickih vrijednosti medu
dvjema skupinama bile su statisticki znacajne.

Iz gore navedenih rezultata moze se zakljuciti da samostal-
no pracenje AT-a takoder moZe pridonijeti dobroj stopi norma-
lizacije AT-a u pacijenata.

Fiksna kombinacija doza perindoprila s
amlodipinom za pacijente s poviSenim
vrijednostima arterijskoga tlaka i dodatnim
cimbenicima rizika

Djelotvornost perindoprila u lijeGenju hipertenzije doku-
mentirana je u nekoliko velikih klini¢kih studija u kojima su
dokazani pozeljni u¢inci na smanjenje nezeljenih kardiova-
skularnih dogadaja i smrtnih ishoda, osobito u kombinaciji
antagonistom kalcija (amplodin) ili diuretikom (indapamid).®
Perindopril primijenjen u fiksnoj kombinaciji s amlodipinom
ili indapamidom izrazito je djelotvoran i u kontroli vrijednosti

AT-aikardiovaskularnoj prevenciji,® $to je osobito vazno u bo-
lesnika s dodatnim kardiovaskularnim ¢imbenicima rizika.®

Ukupno je 3821 pacijent s arterijskom hipertenzijom bio
ukljuéen u neintervencijsku klini¢ku studiju COMPLIANT
Od svih pacijenata 88% je imalo dodatne kardiovaskularne
¢imbenike rizika. Dislipidemija je bila naj¢es¢i ¢imbenik ri-
zika 1 bila je prisutna kod 55 % oboljelih, nakon ¢ega slijedi
abdominalna pretilost koja je bila prisutna u 45 % pacijenata.
Trec¢ina oboljelih imala je dva dodatna ¢imbenika rizika uz
hipertenziju, a 26 % imalo ih je tri ili viSe. U studiju su bila
ukljucenai 752 (20 %) pacijenta koji prije uklju¢ivanja u studiju
nisu bili lije¢eni antihipertenzivima. Medu 3069 (80 %) paci-
jenata koji su ve¢ bili lijeceni zbog hipertenzije, veéina ih je
vec¢ primala RAAS inhibitore (n = 2497), i to pretezno ACE in-
hibitore te antagoniste kalcija (n = 849), dok su ostali pacijenti
(n = 1257) primali druge antihipertenzive. Pri uklju¢ivanju u
studiju, 55 % pacijenata dobilo je Krkinu fiksnu kombinaciju
perindoprila s amlodipinom Dalneva* 4 mg/5 mg. Na kraju
istrazivanja 37 % ispitanika imalo je poc¢etnu dozu. Veéa doza
perindoprila od 8 mg zapoceta je u 42 % pacijenata na pocetku
istrazivanja. Tijekom studije doza se mogla titrirati, tako da
je do kraja istraZivanja 55 % pacijenata primilo visu dozu pe-
rindoprila (tablica 1). U slucaju titriranja doze, lije¢nici su se
vec¢inom odlucivali na vise doze obiju aktivnih tvarl.
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tion was 25.6 mmHg and the mean DBP reduction 11.8 mmHg.
In the group without self-monitoring, the mean SBP reduction
was 23.2 mmHg and the mean DBP reduction 11.1 mmHg. The
differences in SBP and DBP reduction between both groups
were statistically significant.

From the above results it can be concluded that patients’
self-monitoring of BP could also have contributed to good
rates of BP normalization.

Fixed-dose combination of perindopril and
amlodipine for patients with higher blood
pressure levels and additional risk factors

The efficacy of perindopril in the treatment of hypertension
has been documented in several large-scale clinical stud-
les, particularly in combination with the calcium antagonist
amlodipine or the diuretic indapamide, showing beneficial
effects in reducing cardiovascular events and mortality.5 Per-
indopril in the fixed-dose combination with amlodipine or
indapamide is highly effective for both BP control and car-
diovascular prevention,® which is especially important in pa-
tients with additional cardiovascular risk factors.®

A total number of 3,821 patients with arterial hyperten-
sion were included in the non-interventional clinical study
COMPLIANT.” Of these, 88% had additional cardiovascular
risk factors. Dyslipidemia as the most frequent risk factor
was present in 55% of the patients, followed by abdominal
obesity in 45% of the patients. A 33% portion of the patients
had 2 additional risk factors apart of hypertension, and 26%
had 3 or more additional risk factors. The population included
752 (20%) patients who had no antihypertensive therapy prior
to inclusion. Among 3069 (80%) patients who had been previ-
ously treated for hypertension, the majority had therapy with
RAAS inhibitors (n=2497), mainly ACE inhibitors, and calcium
antagonists (n=849), the rest of the patients (n=1257) received
other antihypertensive therapies. At inclusion, the patients
were prescribed Krka's fixed-dose combination of perindopril
and amlodipine; Dalneva* 4 mg/5 mg was prescribed to 55% of
the patients. At the end of the study, 37% of the patients still
had the same dose. The higher dose of perindopril, 8 mg, has
been introduced in 42% of the patients at the beginning of the
study. During the study, the dose could be adjusted if neces-
sary, so by the end of the study 55% of the patients received
the higher dose of perindopril (Table 1). In case of dose adjust-
ment, physicians mostly decided to prescribe higher doses of
both active ingredients.

TABLE 1. Dosing of Krka's fixed-dose combination of perindopril and amlodipine during the study. At the end of the study, 37%

of the patients were still treated with perindopril/amlodipine 4 mg/5 mg. The higher dose of perindopril, 8 mg, which offers
better blood pressure reduction and organ protection, was not taken advantage of to an optimal extent.

Perindopril / Amlodipine Tst visit 2" visit 31 visit
4mg/5mg 52% 40% 37%
4mg/ 10 mg 7% 8% 7%
8mg/5mg 28% 31% 30%

8 mg/ 10 mg 14% 21% 25%
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FIGURE 2. Systolic blood pressure (SBP) and diastolic blood pressure (DBP) were statistically significantly reduced already af-

ter the first month of treatment with Krka's fixed-dose combination of perindopril and amlodipine. After 4 months, the patients
reached an average SBP of 135.7 mmHg and an average DBP of 81.3 mmHg.
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FIGURE 3. Blood pressure was further reduced after introduction of the fixed dose combination of perindopril and amlodipine

in patients previously treated with other antihypertensive drugs.

ACEI = ACE inhibitor; CCB = calcium channel blockers; D = diuretic; BP = blood pressure; SBP = systolic blood pressure; DBP = diastolica blood pressure.

Nakon cetiri mjeseca lijecenja vrijednosti AT-a u svih su
bolesnika bile statisti¢ki zna¢ajno smanjene, neovisno o po-
¢etnome stupnju arterijske hipertenzije. Do kraja studije pa-
cijenti su imali prosje¢nu vrijednost AT-a od 135,7/81,3 mmHg
(slika 2).

Uvodenje Krkine fiksne kombinacije perindoprila s amlodi-
pinom dovela je do daljnjega smanjenja vrijednosti AT-a u us-
poredbi s prijasnjim lije¢enjem, uklju¢ujuc¢i ACE inhibitore, an-
tagoniste kalcija, kombinaciju ACE inhibitora s antagonistom
kalcija i kombinaciju ACE inhibitora s diuretikom (slika 3).

Podnosljivost lije¢enja s Krkinom fiksnom kombinacijom pe-
rindoprila s amlodipinom bila je dobra: 94 % pacijenata nije imalo
nikakve nuspojave. NajceSc¢e nuspojave vezana uz lijecenje tije-

O Cardiologia Croatica
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After four months of treatment, the BP levels were statisti-
cally significantly reduced in all patients, irrespectively of the
initial stage of hypertension. By the end of the study the pa-
tients had an average BP level of 135.7/81.3 mmHg (Figure 2).

The introduction of Krka's fixed-dose combination of per-
indopril and amlodipine resulted in further BP reduction if
compared to previous therapies, including an ACE inhibitor, a
calcium antagonist, a combination of an ACE inhibitor and a
calcium antagonist or a combination of an ACE inhibitor and
a diuretic (Figure 3).

Treatment with Krka's fixed-dose combination of perindo-
pril and amlodipine was well tolerated: 94% of the patients
experienced no adverse reactions. The most common treat-



kom studije bili su periferni edemi (3,2 %), kasalj (0,8 %) te eritremi
(0,5 %). Hipotenzija je bila primije¢ena u 10 (0,3 %) pacijenata.

Prema misljenju lije¢nika, ustrajnost je porasla s 90,6 % pa-
cijenata koji su se pridrzavali lije¢enja nakon jednog mjeseca
na 94,5 % nakon 4 mjeseca. Udio pacijenata koji su sami za
sebe rekli da se pridrZzavaju uputa vezanih za lije¢enje bio je
jo$ 1 vedi, ¢ak 98,3%, nakon 4 mjeseca lije¢enja Krkinom fik-
snom kombinacijom perindoprila s amlodipinom.

Zakljucak

Klini¢ka je djelotvornost perindoprila dokazana, kao 1 njego-
va sigurnost i dobra podnosljivost.® Visa se doza preporucuje
za vecu kontrolu vrijednosti AT-a i kardiovaskularnu zastitu
hipertoni¢ara.® Primjena Lijecenja fiksnim kombinacijama
doza vazna je moguc¢nost za u¢inkovitu kontrolu vrijednosti
AT-a u klini¢koj praksi, a perinodpril davan u fiksnoj kombi-
naciji doza s diuretikom indapamidom i antagonistom kalcija
amplodinom veoma je u¢inkovit i u kontroli AT-aiu kardiova-
skularnoj prevenciji.®

Rezultati klini¢kih studija s Krkinim perindoprilom i njego-
vim kombinacijama s indapamidom i amlodipinom dokazuju
da se ti lijekovi mogu u¢inkovito primjenjivati u lije¢enju hi-
pertenzije.*” Dobar profil podnosljivosti te pogodno doziranje
jedanput na dan imaju pozitivan u¢inak na pridrzavanje upu-
ta vezanih za lije¢enje*” — Sto je kljucan korak prema postiza-
nju ciljnih vrijednosti arterijskoga tlaka.®

*Krkin se perindopril zbog zakonskih razloga prodaje pod razli¢itim ime-
nima. Lijekovi iz opisanih klinickih studija bili su perindopril koji je proi-
zvela Krka, koji se u Sloveniji prodaje pod imenom Prenessa®, a u Hrvat-
skoj kao Perineva®, fiksna kombinacija doza perindoprila s indapamidom
koji je proizvela Krka, koja se u Sloveniji prodaje pod imenom Prenewel®,
a u Hrvatskoj kao Co-Perineva® te fiksna kombinacija doza perindoprila
s amlodipinom koji je proizvela Krka, koja se u Sloveniji prodaje pod ime-
nom Amlessa®, a u Hrvatskoj kao Dalneva®.

Kmecl A, Barbi¢-Zagar B, Knavs Vrhunec P

ment-related adverse events observed during the study were
peripheral edema (3.2%), cough (0.8%) and erythema (0.5%).
Hypotension was observed in 10 (0.3%) patients.

In the physicians’ opinion, adherence to treatment in-
creased from 90.6% of adherent patients after 1 month to 94.5%
after 4 months. The patients evaluated themselves as adher-
ent in an even higher number, reaching 98.3% after 4 months
of treatment with Krka's fixed-dose combination of perindo-
pril and amlodipine.

Conclusion

The clinical efficacy of perindopril was demonstrated, as well
as its safety and good tolerability.® The higher dosage is sug-
gested for a greater BP control and cardiovascular protection
in hypertensive patients.’ The combination therapy is an im-
portant option for effective BP control in clinical practice, and
perindopril in the fixed-dose combination with the diuretic
indapamide and the calcium antagonist amlodipine is highly
effective in both BP control and cardiovascular prevention.’

The results of clinical studies with Krka’'s perindopril and
its combinations with indapamide and amlodipine demon-
strate that can effectively be applied in hypertension man-
agement.*” The good tolerability profile of these medicines
and convenient once-daily dosing have a positive impact on
patients’ adherence to the treatment*” — which is a crucial
step towards reaching the blood pressure targets.?

*Krka's perindopril is marketed under different brand names due to re-
gulatory reasons. The study medicines in the presented clinical studies
were perindopril produced by Krka, which is marketed in Slovenia under
the brand name Prenessa® and in Croatia under the brand name Perine-
va®, the fixed-dose combination of perindopril and indapamide produced
by Krka, which is marketed in Slovenia under the brand name Prenewel®
and in Croatia under the brand name Co-Perineva® and the fixed-dose
combination of perindopril and amlodipine produced by Krka, which is
marketed in Slovenia under the brand name Amlessa® and in Croatia un-
der the brand name Dalneva®.

LITERATURE HHLEEEEEEEEEEREREEEE R R E e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
1. SPRINT Research Group, Wright JT Jr, Williamson JD, Whelton PK, Snyder JK, Sink KM, et al. A Randomized Trial of Intensive versus Standard Blood-Pressure Control. N Engl J Med.

2015;373(22):2103-16. DOI: http://dx.doi.org/10.1056/NEJMoal511939

2. TaddeiS.RAS inhibitors’ dose-dependent efficacy: myth or reality? Curr Med Res Opin. 2015;31(7):1245-56. DOI: http://dx.doi.org/10.1185/03007995.2015.1053047
3. FerrariR. Angiotensin-converting enzyme inhibition in cardiovascular disease: evidence with perindopril. Expert Rev Cardiovasc Ther. 2005;3:15-29. DOI: http://dx.doi.org/10.1586/14779072.3.1.15

4. Final report. Postmarketing surveillance study of the efficacy and safety of perindopril (Prenessa®) or perindopril and indapamide (Prenewel®) in the treatment of arterial hyperten-

sion. Data on file. Krka, d. d., Novo mesto, Slovenia, 2010.

5. Ghiadoni L. Perindopril for the treatment of hypertension. Expert Opin Pharmacother. 2011;12(10):1633-42. DOI: http://dx.doi.org/10.1517/14656566.2011.585460
6. FerrariR. Optimizing the treatment of hypertension and stable coronary artery disease: clinical evidence for fixed-combination perindopril/amlodipine. Curr Med Res Opin.

2008;24(12):3543-57. DOL: http://dx.doi.org/10.1185/03007990802576302

7. Final Report. Non-interventional follow-up of efficacy and safety of treatment with fixed-dose combination of perindopril and amlodipine (Amlessa®) in patients with arterial hyper-
tension and the impact of additional risk factors for cardiovascular diseases on patient compliance (COMPLIANT). Data on file. Krka, d. d., Novo mesto, Slovenia, 2016.

8. Chiolero A, Burnier M, Santschi V. Improving treatment satisfaction to increase adherence. J Hum Hypertens. 2016;30(5):295-6. DOI: http://dx.doi.org/10.1038/jhh.2015.89

Cardiologia Croatica O
2016;11(5-6):207.






