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SAZETAK: Kontrola arterijskoga tlaka (AT) primarni je klinicki cilj zbrinjavanja bolesnika s arterijskom
hipertenzijom (AH). U Hrvatskoj samo 20 % bolesnika s AH-om uspijeva postici kontrolu AT-a, pri ¢emu
postoji nejednakost izmedu muskaraca (15 %) i Zena (25 %). Ovom je problemu posvec¢ena pozornost
u nedavnim raspravama i istrazivanjima, u kojima je fokus bio na razlikama u kontroli AT-a s obzi-
rom na spol. Ispitivanje PRECIOUS dizajnirano je radi procjene odgovora hipertenzivnih muskaraca
i Zena na lijecenje dvojnim i trojnim fiksnim kombinacijama u jednoj tableti: perindopril i amlodipin,
odnosno perindopril, indapamid i amlodipin. Rezultati upué¢uju na to da pocetak antihipertenzivnog
lijeCenja u bolesnika s novodijagnosticiranom AH-om ili intenzifikacija lijeCenja u nekontroliranih
bolesnika (dvojnim ili trojnim) fiksnim kombinacijama na bazi perindoprila dovodi do uéinkovitog
smanjenja AT-a 1 u muskaraca i u Zena, uz vece apsolutno smanjenje u Zena. Nakon 16 tjedana 75 %
muskaraca i 87 % Zena postiglo je kontrolu AT-a mjerenim u ordinaciji. Ispitivanje je takoder pokazalo
znatna smanjenja u 24-satnom AT-u i centralnome sistolickom tlaku. Ukupno 68 % muskaraca te 76 %
Zena postiglo je ciljni 24-satni sistolicki tlak, dok je 68 % muskaraca i 73 % Zena postiglo kontrolu cen-
tralnoga sistolickog tlaka. Neovisno o parametru, Zene su postigle bolju kontrolu AT-a nego muskarci.
Ova saznanja upucuju na djelotvornost i sigurnost fiksnih kombinacija na bazi perindoprila u obaju
spolova, uz primjetne razlike u odgovoru AT-a na terapiju.

SUMMARY: Blood pressure (BP) control is a primary clinical objective in managing patients with hy-
pertension. In Croatia, only 20% of patients with hypertension achieve BP control, with a disparity
between men (15%) and women (25%). To address this issue, recent discussions and investigations
have focused on sex-related differences in BP control. The PRECIOUS trial was designed to evaluate
the treatment response to dual and triple single-pill combinations (SPCs) of perindopril/amlodipine
and perindopril/amlodipine/indapamide in men and women with hypertension. The results indicate
that initiating antihypertensive treatment in newly-diagnosed patients or intensifying treatment in
uncontrolled patients with perindopril-based SPCs (dual and triple) leads to effective BP reduction in
both men and women, with higher absolute reduction in women. After 16 weeks, 75% of men and 87%
of women achieved office BP control. The trial also demonstrated significant reductions in 24-hour BP
and central systolic BP (cSBP). A total of 68% of men and 76% of women achieved the target 24-hour
systolic BP, while 68% of men and 73% of women attained cSBP control. Regardless of the examined
parameter, women achieved better BP control than men. The findings highlight the efficacy and safety
of perindopril-based SPCs in both sexes, with notable sex differences in BP response.

KLJUCNE RIJEC!I: kardiovaskularne bolesti, arterijska hipertenzija, arterijski tlak, fiksna kombinacija,
perindopril.

KEYWORDS: cardiovascular diseases, arterial hypertension, blood pressure single-pill combination,
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Uvod Introduction

Kardiovaskularne bolesti (KVB) glavni su uzrok
smrti opcenito, a danas to ¢ak u ve¢oj mjeri vri-

Cardiovascular diseases (CVDs) are the predomi-
nant cause of death globally, and are today at an
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jedi u Zena u usporedbi s muskarcima®. Hrvatska slijedi sli-
¢an obrazac, tako da su KVB-i ve¢ desetlje¢ima vodec¢i uzrok
smrtnosti. Prema podatcima objavljenima 2021. godine, 23
184 osobe u Hrvatskoj umrle su od KVB-a, Sto ¢ini 37 % svih
umrlih. Analiza s obzirom na spolu pokazuje da je to uzrok
smrtiu 41,8 % Zena i 32 % muskaraca.?

Unato¢ tomu S$to je arterijska hipertenzija (AH) znacajan
promjenjiv ¢imbenik rizika koji pridonosi ovakvom visokom
opterec¢enju KVB-om?® u Hrvatskoj, gotovo polovica (48 %)
odraslih osoba u dobi izmedu 30179 godina ima AH, pri c¢emu
je prevalencija visa medu muskarcima (51 %) nego medu Ze-
nama (45 %). Medu oboljelima 75 % njih ima dijagnozu AH-a,
no samo 54 % prima terapiju. U¢inkovita kontrola arterijskoga
tlaka (AT) postiZe se samo u 20 % bolesnika s AH-om *

Sa svrhom poboljSanja trenutacne situacije s kontrolom
AT-a, u posljednje se vrijeme temeljito raspravlja 1 istrazuje o
razlikama s obzirom na spol.® Obje skupine europskih smjer-
nica za zbrinjavanje AH-a (Smjernice Europskoga drustva za
hipertenziju iz 2023. za zbrinjavanje arterijske hipertenzije i
Smjernice Europskoga kardioloskog drustva iz 2024. za zbri-
njavanje povisenoga arterijskog tlaka i hipertenzije) govore o
razlikama s obzirom na spol u nizu aspekata, od epidemiolo-
gije i patofiziologije do oSteé¢enja organa posredovanog hiper-
tenzijom (HMOD), antihipertenzivnog lije¢enja, ciljnih vrijed-
nosti AT-a te kardiovaskularnih (KV) ishoda.®”

Medutim, zbog manjka podataka specificnih za spol, smjer-
nice preporuc¢uju primjenu kombinacijske terapije u vecine
bolesnika s hipertenzijom, i u muskaracaiu Zena. Preferirani
oblik u bilo kojem koraku lije¢enja jest fiksna kombinacija li-
jekovau jednoj tableti jer ona bolesnicima omogucuje da osta-
nu na jednostavnom rezimu lijeGenja, cijelo vrijeme sa samo
jednom tabletom, ¢ime se povecava vjerojatnost adherencije
za terapiju i napretka k boljoj kontroli AT-a.® Oc¢ekuje se da ¢e
takav pristup bitno povecati kontrolu nad AT-om s trenuta¢no
niskih razinau Hrvatskoj (15 % u muskaraca te 25 % u Zena)*na
priblizno 60 % s terapijom dvojnom kombinacijom te ¢ak 90 %
s trojnom kombinacijom u jednoj tableti.®

Zasad se zna da postoje vazne razlike izmedu spolova,
u rasponu od interakcije AT-a s KV rizicima i komorbidite-
tima, patofizioloskog mehanizma koji regulira AT, razvoja
AT-a tijekom Zivota, razvoja AH, HMOD-a koje se odnosi na
srce 1 arterije, utjecaja incidentnih KVB-a te razlika u u¢inku
antihipertenzivnog lije¢enja.® Osim navedenog, poznate su
i razlike s obzirom na spol u propisivanju razli¢itih skupina
antihipertenziva, pri ¢emu se Zenama ¢esce propisuju diure-
tici, a muskarcima inhibitori angiotenzin-konvertaze (ACEi) i
blokatori kalcijevih kanala (CCB-i).>#° Opcenito govoredi, broj
antihipertenziva koji se propisuje za oba spola je sli¢an (2 u
Zenai 2,1 umuskaraca).®

Rezultati klinickog ispitivanja s fiksnim
kombinacijama lijekova u jednoj tableti
(klinicko ispitivanje PRECIOUS)

Klini¢ko ispitivanje PRECIOUS dizajnirano je tako da ispituje
odgovor na lijeCenje u muskaraca i Zena lijecenih dvojnim i
trojnim fiksnim kombinacijama lijekova u jednoj tableti (pe-
rindopril/amlodipin i perindopril/indapamid/amlodipin), pri
¢emu je ispitivana konvencionalna mjera djelotvornosti lije-
¢enja, kao sto je kontrola nad AT-om.*

Ovo 16 tjedana dugo intervencijsko, otvoreno, prospek-
tivno, multicentri¢no klini¢ko ispitivanje ukljuc¢ivalo je 440
odraslih ljudi s esencijalnom AH-om. Provodilo se u sedam
zemalja, ukljucéujucéi Hrvatskuy, iz koje su bila uklju¢ena 53 bo-
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even higher level in women in comparison with men!. Croatia
follows a similar pattern, with CVDs being the leading cause
of mortality for decades. According to published data for 2021,
23184 people in Croatia died from CVDs, which accounts for
37% of all deaths. Analysis by sex shows that CVDs were the
cause of death in 41.8% of women and in 32.0% of men.?

Despite hypertension being a significant modifiable risk
factor contributing to this high CVD burden?®in Croatia, nearly
half (48%) of adults aged 30 to 79 years have hypertension, with
the prevalence being higher among men (51%) than women
(45%). Among those affected, 75% have been diagnosed with
arterial hypertension (AH), yet only 54% were receiving treat-
ment. Effective blood pressure (BP) control was achieved only
in 20% of patients with hypertension.*

Sex-related differences have recently been more thorough-
ly discussed and investigated, with the goal of improving the
current situation of BP control.® Both European guidelines for
the management of AH (the 2023 ESH Guidelines for the man-
agement of arterial hypertension and the 2024 ESC Guidelines
for the management of elevated blood pressure and hyperten-
sion) discuss sex differences across a range of aspects, from
epidemiology and pathophysiology to hypertension-mediated
organ damage (HMOD), antihypertensive treatment, target BP
values, and cardiovascular (CV) outcomes.®”

However, due to lack of sex-specific data, the guidelines
recommend the use of combination therapy in most patients
with hypertension, both men and women. Single-pill combi-
nations (SPCs) are the preferred form of therapy at all treat-
ment steps, as this enables patients to remain on a simple
treatment regimen with a single pill throughout the treat-
ment, thus increasing the likelihood of adherence to therapy
and progressing to better BP control.® Such an approach is
expected to markedly increase BP control from the current
low levels in Croatia (15% in men and 25% in women)*to ap-
proximately 60% with the use of dual combination therapy
and even 90% with triple combination therapy.®

Currently, it is known that important sex differences exist,
ranging from the interaction of BP with CV risks and comor-
bidities, the pathophysiological mechanism regulating BP,
development of BP over the course of a patient’s life, develop-
ment of AH, HMOD in the heart and the arteries, impact on in-
cident CVDs, and differences in the effect of antihypertensive
treatment.® In addition to the above, there are known sex dif-
ferences in prescription of different classes of antihyperten-
sives, with women more often being prescribed diuretics and
men more often receiving angiotensin converting-enzyme
inhibitors (ACEi) and calcium channel blockers (CCBs).5%9 In
general, both sexes are prescribed a comparable number of
antihypertensives (2 in women and 2.1 in men).®

Clinical Trial Results With Single-Pill
Combinations (Precious Clinical Trial)

The PRECIOUS clinical trial was designed to assess the treat-
ment response in men and women to perindopril/amlodipine
and perindopril/amlodipine/indapamide dual and triple SPCs
by evaluating a conventional measure of treatment efficacy
such as BP control .

This 16-week interventional, open-label, prospective, inter-
national, multicenter clinical trial assessed 440 adults with
essential hypertension. It was conducted in seven countries,
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lesnika. Klini¢ki rezultati nisu procjenjivani zasebno za svaku
zemlju.***2 Analiza razlika s obzirom na spol i dob provedena
je za 399 bolesnika: 254 muskarca i 145 Zena u dobi od 35 do
74 godine. Iskljuc¢eni su bolesnici mladi od 35 te stariji od 74
godine jer njihov broj nije bio dovoljan za usporedbu.*®

Pri ukljucenju, prethodno nelijeceni bolesnici ili bolesnici
¢iji AT nije bio kontroliran na prethodnoj monoterapiji ili dvoj-
noj terapiji koja nije uklju¢ivala perindopril ni amlodipin svr-
stani su u skupinu koja je primala dvojnu fiksnu kombinaciju
s pocetnom dozom od 4/5 mg perindoprila/amlodipina (P/A).
Bolesnici ¢iji AT nije bio kontroliran na prethodnoj dvojnoj ili
trojnoj terapiji svrstani su u skupinu koja je primala trojnu
fiksnu kombinaciju s poc¢etnom dozom od 4/5/1,25 mg perin-
doprila/indapamida/amlodipina (P/1/A) (slika 1). Ako nije po-
stignuta kontrola AT-a mjerenog u ordinaciji, po¢etna je doza
titrirana u intervalima od 4 tjedna na 8/5 mg, 8/10 mg P/A ili
8/2,5/10 mg P/1I/A u skupini na dvojnoj fiksnoj kombinaciji, od-
nosno na 8/2,5/5 mq ili 8/2,5/10 mg P/A/I u skupini na trojnoj
fiksnoj kombinaciji. Ordinacijski AT mjerili su kvalificirani
zdravstveni djelatnici validiranim automatiziranim tlako-
mjerom, u skladu s protokolom u Smjernicama ESH-a. Dvade-

including Croatia, from which 53 patients were recruited. The
clinical results were not evaluated separately for each coun-
try.?*2 Analysis of sex- and age-related differences was con-
ducted for 399 patients: 254 men and 145 women aged 35-74
years. Patients under 35 and over 74 were excluded due to in-
sufficient numbers for comparison.*

At inclusion, naive or patients uncontrolled on previous
mono or dual therapy other than perindopril and amlodipine
were assigned to the dual SPC arm with an initial dose of 4/5
mg perindopril/amlodipine (P/A). Patients uncontrolled on
previous dual or triple therapy were assigned to the triple SPC
arm with an initial dose of 4/5/1.25 mg perindopril/amlodi-
pine/indapamide (P/A/I) (Figure 1). If office BP control was not
achieved, the initial dose was up-titrated in 4-week intervals to
8/5 mg, 8/10 mg P/A, or 8/10/2.5 mg P/A/I in the dual SPC arm
and to 8/5/2.5 mg or 8/10/2.5 mg P/A/Iin the triple SPC arm. Of-
fice BP was measured with a validated automated BP-measur-
ing device by qualified health professionals following the ESH
guidelines protocol. Ambulatory blood pressure measurement
(ABPM) was performed at baseline and at the end of the trial
(Mobilograph PWA).

440 patients included in the Full Analyses Set (FAS)*

NO drug

1 drug

for BP lowering

Prior treatment &
treatment allocation

/ v

perindopril/amiodipine

FIGURE 1. Study treatment design.

for BP lowering

for BP lowering

for BP lowering
2
TRIPLE
SPC ARM

perindopril/amlodipine/indapamide

*All 440 patients included in full analysis set (FAS) were allocated to either the dual single-pill combination (SPC) arm or the triple SPC arm.

**Patients previously treated with two antihypertensive medications were allocated ata 1: 1 : 1 ratio to either the dual or the triple SPC arm, with the excep-
tion of patients previously treated with perindopril and amlodipine who were allocated to the triple SPC arm.
***Patients previously treated with three antihypertensive medications other than perindopril, indapamide, and amlodipine.

setéetirisatno mjerenje AT-a (ABPM) provedeno je na pocetku
1 na kraju klini¢kog ispitivanja (Mobilograph PWA).

Zasamo 4 tjedna zabiljeZeno je znatno smanjenje AT-a mje-
renog u ordinaciji (-16,1/-10,1 mmHg) u odnosu prema sred-
njoj pocetnoj vrijednosti.®* Do kraja ispitivanja (nakon 16 tje-
dana) srednja vrijednost AT-a mjerenog u ordinaciji smanjila
se u skupini na dvojnoj fiksnoj kombinaciji sa 156,3 + 10,9/98,6
+8mmHgnal28,4+94/81,7+72mmHg, au skupini na trojnoj
fiksnoj kombinaciji sa 157,9 + 12,6/97,5 £ 9,5 mmHg na 1277 +
11,4/80,3 + 75 mmHg (za 16 tjedana) (slika 2).!? Apsolutna sma-
njenja sistolickog tlaka (ST) mjerenog u ordinaciji i smanjenja
dijastolickoga tlaka (DT) bila su veéa u Zena u svim dobnim
skupinama. Medutim, razlike izmedu spolova nisu bile sta-
tisticki znacajne.!® Udio bolesnika koji su postizali kontrolu
nad AT-om rastao je pri svakom posjetu.* Na kraju ispitiva-
nja (nakon 16 tjedana) 75 % muskaraca i 87 % Zena postiglo je
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After only 4 weeks, a significant decrease in office BP was
observed (-16.1/-101 mmHg) from the mean baseline! By
the end of the study (after 16 weeks), mean office BP in the
dual SPC arm decreased from 156.3+10.9/98.6+8 mmHg to
128.4+9.4/81.7+7.2 mmHg, and decreased in the triple SPC arm
from 157.9+12.6/97.5+9.5 mmHg to 127.7+11.4/80.3+7.5 mmHg (in
16 weeks) (Figure 2).!? Absolute office systolic blood pressure
(SBP) and diastolic blood pressure (DBP) reductions were higher
in women in all age groups. However, sex differences were not
statistically significant.’® The proportion of patients reaching
BP control increased with each visit.** At the end of the trial (af-
ter 16 weeks) 75% of men and 87% of women achieved office BP
control with the SPC treatment strategy (Figure 3).1°

After 16 weeks, an average 24 h SBP decrease was observed
in the dual SPC arm, from 142.9+9.6 mmHg to 125.0+9.8 mmHg,
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Mean office SBP Average 24h SBP Average 24h cSBP
mmHg mmHg mmHg
160 156.3 160 160
147.3
142.9
140 140 140
12; 4
127.7 125 " 3
120 120
"5" 147 [ DualSPC Arm
B Triple SPC Arm
100 100
B0 80
Visit1 Visit 5 Visit1 Visk § Visit 1 Visit5 Visit1 Vist 5 Visit1 Visit5 Visit 1 Visit 5
Dual SPC Triple SPC Dual SPC Triple SPC Dual SPC Triple SPC
Arm Arm Arm Arm Arm Arm

1 all p<0.001 compared 1o baselne in both treatment amms

FIGURE 2. Blood pressure reductions after 16 weeks (visit 2) in the dual and triple single-pill combination (SPC) arms.

SPB (systolic blood pressure), cSBP (central systolic blood pressure)

kontrolu AT-a mjerenog u ordinaciji slijede¢i strategiju lijece-
nja fiksnom kombinacijom (slika 3).1°

Za 16 tjedana zabiljeZeno je prosjeéno smanjenje vrijedno-
sti 24-satnog ST-a u skupini na dvojnoj fiksnoj kombinaciji sa
142,9 £ 9,6 mmHg na 125,0 + 9,8 mmHg, a u skupini na trojnoj
fiksnoj kombinaciji sa 147,3 + 11,8 mmHg na 124,3 + 10,2 (sli-
ka 2)."2 Sli¢no kao i s AT-om mjerenim u ordinaciji, apsolut-
no smanjenje 24-satnog AT-a bilo je vec¢e u Zena, no razlike
izmedu spolova nisu bile statisticki znacajne. Ukupno 68 %
muskaracai 76 % Zena postiglo je ciljne vrijednosti 24-satnog

Proportion of MEN and WOMEN (aged 35-74)
reaching BP control (%)

Office BP < 140/90 mmHg

24h SBP < 130 mmHg

whereas a decreased was observed in the triple SPC arm from
147.3.9411.8 mmHg to 124.3+10.2 (Figure 2).* Similarly to office
BP, the absolute reductions in 24 h BP were higher in women,
but the sex differences were not statistically significant. In to-
tal, 68% of men and 76% of women achieved target 24 h SBP.
BP control rates were higher for office BP than for 24 h SBP
in both sexes, due to the lower rate of success for 24 h DBP
(Figure 3).1°

The PRECIOUS clinical trial also reported results on central
systolic blood pressure (cSBP), a relevant prognostic risk fac-

cSBP < 120 mmHg

FIGURE 3. Proportion of men and women achieving blood pressure (BP) control in 16 weeks.

cSBP (central systolic blood pressure)
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ST-a. Stope kontrole AT-a bile su vise za AT mjeren u ordina-
cijl nego za 24-satni ST za oba spola zbog slabijeg postizanja
24-satnog DT-a (slika 3).1°

Klini¢ko ispitivanje PRECIOUS takoder je dalo rezultate i za
centralni sistoli¢ki tlak (cST), vazan prognosticki ¢imbenik
rizika, za koji nedostaju podatci o kontroli s pomocu fiksnih
kombinacija. Za 16 tjedana prosje¢ni cST smanjio se sa 132,1 +
9,4 mmHg na 115,4 + 8,9 mmHg za dvojnu fiksnu kombinaciju
te sa135,8 £ 11,1 mmHg na 114,7 + 9,8 mmHg u skupini na troj-
noj fiksnoj kombinaciji. Sva smanjenja AT-a bila su statistic¢ki
znacajna (p < 0,001) (slika 2).'?Smanjenje vrijednosti cST-a na
manje od 120 mmHg postignuto je u 68 % muskaraca te u 73 %
Zena (slika 3).2°

Rasprava

Kontrola AT-a ostaje glavni klini¢ki cilj zbrinjavanja bolesni-
ka s AH-om.® Unato¢ razli¢itim dostupnim strategijama lije-
¢enja, trenutacno manje od cetvrtine bolesnika u Hrvatskoj
koji se lijeCe od AH-a uspijeva posti¢i adekvatnu kontrolu AT-
a.? Uc¢inkovito zbrinjavanje AT-a klju¢no je za smanjenje rizi-
ka od KV dogadaja i za poboljSanje sveukupnog KV zdravlja u
muskaracaizena.®

Rezultati ispitivanja PRECIOUS pokazuju da strategije lije-
¢enja na bazi perindoprila — dvojna fiksna kombinacija (pe-
rindopril/amlodipin) i trojna fiksna kombinacija (perindopril/
amlodipin/indapamid) — rezultiraju uéinkovitim smanjenjem
AT-a mjerenog u ordinaciji, to dovodi do visokih stopa posti-
zanja ciljnih razina AT-a mjerenog u ordinaciji u muskaraca i
Zena nakon cetiri mjeseca lije¢enja.

Jo§ jedan vazan fokus u ispitivanju PRECIOUS bila je proc-
jena djelotvornosti ispitivanih lijekova u snizivanju 24-sat-
nog AT-a. DvadesetCetirisatno mjerenje AT-a vrijedan je
dodatak rezultatima mjerenja AT-a u ordinaciji kako bi se is-
pitala djelotvornost strategija za antihipertenzivno lijecenje.®
U ispitivanju PRECIOUS nakon ¢etirli mjeseca aktivnog lije-
Cenja zabiljeZena su statisti¢ki znacajna 1 klini¢ki zna¢ajna
smanjenja 24-satnog AT-a, §to je dovelo do visokih stopa kont-
role 24-satnog ST-a u obaju spolova.

Povoljne ishode postizanja ciljnih razina i smanjenja vri-
jednosti AT-a mjerenog u ordinaciji te 24-satnog AT-a dodat-
no su potkrijepila klini¢ki znatna smanjenja 24-satnog cST-a
zabiljeZena u ovom ispitivanju. Ispitivanja su pokazala da je
u bolesnika s AH-om centralni tlak patofizioloski bitniji nego
brahijalni tlak jer je cSKT jace povezan s oSte¢enjem organa
posredovanim hipertenzijom i bolji je prediktor KV dogadaja.
Medutim, i dalje nedostaju vazni podatci o ishodima poveza-
nima sa zivotom. Antihipertenzivni lijekovi pokazuju razlici-
te u¢inke na centralni i brahijalni tlak.*® Ispitivanje PRECIO-
US pokazalo je da je ¢ST statisticki znac¢ajno smanjen na <120
mmHg. Visok postotak bolesnika postiZe kontrolu cST-a, $to
potvrduje koristi od lije¢enja fiksnim kombinacijama na bazi
perindoprila za snizivanje AT-a.

Sveukupno smanjenje AT-a bilo je vece i brZze u Zena, a po-
sebice u mladih Zena u usporedbi s muskarcima iste dobi.
Razlog tomu mogao bi biti to Sto u Zena razli¢iti fizioloski
mehanizmi imaju brzi odgovor na odabrane antihipertenzi-
ve ili na regulaciju AT-a.** Neovisno o vrsti izmjerenog tlaka
(AT mjeren u ordinaciji, 24-satni AT, centralni tlak), Zene su
postizale bolju sveukupnu kontrolu AT-a. Sli¢no tomu, ispiti-
vanje IDEAL, koje je ukljuc¢ivalo 122 prethodno nelije¢ena bo-
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tor, for which data about control with SPC were lacking. After
16 weeks, the average cSBP decreased from 132.1+9.4 mmHg to
115.4+8.9 mmHg in the dual SPC arm and from 135.8+11.1 mmHg
t0114.7+9.8 mmHg in the triple SPC arm. All BP reductions were
statistically significant (p < 0.001) (Figure 2).!* A reduction of
cSBP below 120 mmHg was achieved by 68% of men and 73% of
women (Figure 3).1°

Discussion

BP control remains the main clinical goal in the management
of patients with hypertension.® Currently, despite various avail-
able treatment strategies, fewer than % of patients treated for
hypertension in Croatia achieve adequate BP control 2 Effective
BP management is essential for reducing the risk of cardiovas-
cular events and improving overall CV health in both men and
women.®

The results of the PRECIOUS trial demonstrate that the per-
indopril-based treatment strategies — dual SPC (perindopril/
amlodipine) and triple SPC (perindopril/amlodipine/indapam-
ide) — result in effective reduction of office BP, leading to high
rates of office BP target achievement in men and women after
four months of treatment.

Another important focus of the PRECIOUS trial was the as-
sessment of the efficacy of the studied medications in lowering
24 h BP. ABPM constitutes a valuable supplement to office BP
results in the assessment of the efficacy of antihypertensive
treatments strategies.® In the PRECIOUS trial, statistically sig-
nificant as well as clinically meaningful reductions in 24 h BP
were observed after four months of active treatment, leading to
high rates of 24 h SBP control in both sexes.

Favorable outcomes in office BP and 24 h BP target achieve-
ment and reductions were further supported by the clinically
significant decrease in 24 h ¢SBP observed in this trial. Previ-
ous studies have demonstrated that central BP in patients with
hypertension is pathophysiologically more relevant than bra-
chial BP, as cSBP is more strongly associated with HMOD and
is a better predictor of CV events. However, relevant data on life
outcomes are still missing. Antihypertensive drugs exhibit dif-
ferential effects on central and brachial BP.** The PRECIOUS tri-
al demonstrated that cSBP statistically significantly decreased
to <120 mmHg. A high percentage of patients achieved cSBP
control, confirming the BP-lowering benefits of perindopril-
based SPC treatment.

Overall BP reduction was greater and faster in women, es-
pecially in younger women compared with same-aged men.
This could be due to a better response in women to the selected
antihypertensives or to the regulation of BP by different physi-
ological mechanisms.* Irrespective of the BP parameter exam-
ined (office BP, 24 h BP, cSBP), women achieved better overall BP
control. Similarly, the IDEAL trial, which included 122 naive pa-
tients with hypertension, demonstrated that indapamide and
perindopril led to a greater reduction of office SBP in women '
Additionally, treatment with amlodipine was associated with a
stronger antihypertensive effect in women.®

Conclusion

The results of the PRECIOUS trial showed that treatment with
perindopril-based dual and triple SPCs was effective and safe
in both sexes, with important sex differences. The trial contrib-
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lesnika s AH-om, pokazalo je da su indapamid i perindopril u uted significant data to the expanding body of evidence on
zena doveli do ve¢eg smanjenja AT-a mjerenog u ordinaciji.’® sex differences in hypertension.

Usto, lije¢enje amlodipinom bilo je povezano sa snaznijim an-
tihipertenzivnim u¢inkom u Zena.'

Zakljucak

Rezultati ispitivanja PRECIOUS pokazali su da je lijeCenje
dvojnim i trojnim fiksnim kombinacijama na bazi perindopri-
la bilo uc¢inkovito 1 sigurno za oba spola, no s vaznim razli-
kama izmedu spolova. Spomenuto ispitivanje dodalo je vazne
podatke sve veéem tijelu dokaza o razlikama izmedu spolova

koje postoje kod hipertenzije.
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