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H noyvoapxia kot n apmmpiak vréptacn cuvioTodV V0 VOCOAOYIKES OVTIOTNTES TOV GLYVA
cvvumapyovv otov id10 aclevn. And ™ perétn Framingham yvopilovpe myv dueon cvoyétion
TUYLOUPKING Kol apTNPLaKig VIEPTAONS, KAODOS PAVIKE 08 TOATUPAYOVTIKES OVAADTELS OTL OL
nayvoapkotl acbeveig éyovy dimidoia mbavoTnTa EpLEAVIONS VIEPTAONG OE OYECT LE TOVS Amofapeic,
ahha Kot cvEnpévo cuVoAKO Kapdiayyelakod kivduvo. [apdiinia, apketég peréteg Exouv a&loloynoet
™ oyéomn ¢ nuxvoapkiag pe v avénon g palag g aprotepng kothiag. Ot unyaviopoi péow tmv
onoimv N Ttayvoapkic 0dnyel otV avadiapdpe®aon e apioTePS Kothiag anotelolv éva chvleto
nabopuoioroyikd gavopevo. Ibava tailovy onpavtikd poro 1 evepyomoinen TOV GLGTHNATOS
PEVIVIG-0YYE10TEVOIVIG-UABOGTEPOVIG, TO SIEYEPHEVO CLUTOONTIKO VELPIKO GVGTNUA, ] ALENUEVN
£kkpion Aemtivig Kot adumovekTivig, 1 avtiotaon otny vooviivn kai 1 Kepdiokn AmotokiEoTa.
Emmiéov, n noyvoapkio oyetiletar pe apodvvapikés, dopkég ko 1otonadoloyikég petafolréc 6to
veppo, kabog kot pe petafolikés arhowdoelg, mov tpodiadétovy oe veppikn voco. Ot unyavicuoi mov
odnyobv oe veppiki PAGPN paiveton va tepthapPavouy To coTUe pevivig — ayyeloTeveivng —
oAS0oTEPOVIG, TN S1EYEPOT TWV VEPPIKGOV CUUTAINTIKOV VEDP®V, TN GLGGOPELST TOV ATOSOVE 1GTOD
TEPIVEPPIKA KOL TV ALENUEVN EKKPLoT| TG AenTivig KaBdG Kat avooohoykohg Hnyavicpovc.

H aAdootepdvn pmopel va Siadpapaticel onpaviikd poro oty Kapdloxi Kot VEQPIKY vOso.
Kamnoweg and ti¢ kapdiakés emdpaoeig, mov éxovv meptypagei, nepihapfdavovy v vreptpopic TG
aptoTePiig Kolag, T Kapdiax ivoon kot mv vréptacn. Ocov apopa Ty veepikh voco, mpokalei
VrEPTPOPia Kan vepmAacia TV onelpapdtov Kebbg ko Tpoteivovpia. Yo to npiopa avtdv tov
EVPNUATWY, O ATOKAEIOHOG TWV LTOSOYXEWMY TOV HANTOKOPTIKOEODV OTOTEAEL EVOL QUPULOKEVTIKO
010)0. H emhepevovn éxer SramotwOel and peréteg 6Tt ovpPdrdrer o peimon mg palag ™me
aprotepiig Kothiog kabmg kat atov meploptopd g ivwong. Mapdiinia, oe toyoomompéveg peréteg
nopatnpnbnke ehdrtwon g npwteivovpiog. Avtiotoya, dedopéva amd Tuyaomomuéveg HEAETEC
avESEIEAV TV OMOTEAECHATIKOTNTA TG IPPESAPTAVIG 6TV GvadSIEUOPOOT] TG apIoTEPTS KOALaG,
000V apopd ™ peioon g palag g aproteprig kothiog kabdg kot T Beti enidpacm otnv veppiky

Aertovpyia pe ™V gEAdttmon ™ aAfovpvoupiog.

XKomog peritng

H ohykpion g enidpaong mg Oepanevtixing otpammykng BacilOpevng oty eniepevovn Evavtt
™mG PaciCopevne oy 1pPecaptvn 660V apopd TV avadilapopemon ™G aploTepic Kotkiag (ueioon
oV deiktn palag g aprotepng Kothiog palag kat Pertioon tav deiktdv Sractohixng duoieitovpyiag)

Ko T pikpoaifovptvovpio otig 24 efdopades mapakorovfnong.



. |

Tomog peritng

AVOIKTY], TPOOTTIKTY), TUXCIOTOMNHUEVT] HEAETT] AVAOTEPOTNTAS.

Oepanmevtikny rapépPacny peiitng

Ty mapodon perét Ba cvpmepinebovv maxboapkol acBeveic, pe AME 30-40 kg/m® |, 1)
nepLpEpela péong peyaAvtepn tov 102ex. otoug avdpeg kat 88 ex. otig yuvaikeg, niikiag 30-75 etov,
pe onabn apmplakny vréptaon, npotodiayvocbeica (N HETE amd SaKOm TG AVTIWTEPTUCIKIG
ayoyns ywa didompa 3 efdonddwv) otoug omoiovg Ba xopnynBel Bepaneia pe Baon v emrepevovn 1
mv pPecaptdvn.

Iy 1" eniokeyn dreroyng 0o kataypdeetat To TANPES 1ATPIKO 16TOPIKO (ATOMIKO Kol
KANPOVORIKO aVOHVNOTIKO), TO COUATOHETPIKA YOPUKTNPLOTIKG TOL acbevoig (Oyog, Papog, AME kat
neprpépera péong) kot Do mpaypoatomoteitot kKAvikn e€étao.

Ty 2" eniokeyn dwhoyng, o achevic opeilel va TPOCKOUIGEL TIG HETPNGELS APTNPLUKNG TiEoNC
oto onity, Onwg Ho Tov TnmBel (mpwi kot Bpddv), pe kataypaen tov Tidv ™me 2" ko 3™ AMqyng
apINPIaKNG tieong. X povada vréptaons 0o mpaypatoromBody HETPNOELS TG UPTNPLEKNG THEONS
Kot ota 600 v dkpa pe TV Katdhinkn nepyepida, oe 6pbia ko kabioni Oon ka O kataypagei n
péon tipn avtov. Emmiéov, Ba npaypatonombei nhextpokapdioypaonpa ko 0o (ntnbei o facikodg
EPYAOTNPLEKOG EAEYXOG: YEVIKY] QPOTOG, YEVIKT 00p@V, Proymuikog éreyyog mov Oa cvuneprhapPaver
delkTeg VEQPIKNG Kot NTaTIKNG Aettovpyiag, NAeKTpoiTeS, aifBovpivn ovpwv 24dpov Kat deikteg
Bupeoedikng Aettovpyiag. Oleg ot yuvaikeg o€ niikia kunoewg Ba vrofarlovial o€ T€0T
EYKLHOOUVNG, Kt OAot o1 aobeveic Ba vropfdiiovial og 24mpn Kataypa@n opTnNpLaKNS TiEang HEXPL TO
téhog g 2™ eniokeyng Swahoyic.

Katad mv eniokeyn tuyaonoinong, 0o mpaypatomombei vaepnyoypbonua kapdidg, o6mov Ou

ektiunOodv o deiktng paleg apwotepne kowiag (AMAK) kabdg kot ot deikteg S10GTOAKIC

dvorertovpyiag (deiktng Oykov apiotepod kOAmov, E/a, E/e’). IMapdrinia, Bo extiunbel n
pikpoaAPovpvovpia (e Tov vIOAOYIoHO TOV Adyov aiPovpivig ovpwv Tpog kpeatvivn). Ot aobeveig
mov eEakorovbovv va TANpodV Ta KprTpra 16050V Kt amokAetopov, Ba tuyatomombodv (1:1) eite oe
emrepevovn (E) 25mg §00 gopéc nuepnoing, eite oe ipPecaptavn (I) 150mg pa opd npepnoing yia
24 gfdopadec.

H cuppopowon tov acbevaov Oa extiumbel pe tov aplipod tov ddeimv Kovtidv gappdkoy mov o
emoTpapovy. E1ic 8, 16 kot 24 efdopdadeg o1 acbeveic Oa agoroynBodv pe epyaotnplaxés HETPNGELS
(ovpia, kpeatvivy, kabapon kpeatvivng, kAo opod Kal vatplo opov), eved otig 24 eBfdopddeg pe

vrepnyoypagikés petpioelg (AMAK, deiktn oykov apiotepod koAmov, E/a, E/e’, petafolréc g




VIEPTPOQIRG TNg oplotepng  Kowiag) kot pétpnon g pkopaifovpvovpiag  (oAfoupivn

00pwV/Kpeatvivn, o€ Tpwvod delypa ovpwv).

Awapkera TG peAETNG
H ypovikn didpkera ™g perémg o eivar 24 gfdopddsc.

Koatolnktika onpeio aroteleopanikOTTAC
O1 vepnyoypa@ikés arrayég 6cov apopa v aprotepn kokia otovg 6pnveg (LVMI, E/a, E/e’,
LAVI, LA) w¢ povoBepaneia, wg cuvdvacuds pe aprodimivn Kol ¢ cuveLaoUEVN TPITAN aymyn UE

aprodurivn Kat vdamapidn.

Baocwka kpropra ao@aieiog

. ®dvatog, pn Bavatneopo Epgpaypa tov puokepdiov 1 un Bavetnedpo ayyelokd YKeQUAKO
ENEIGOO10

2. Yrotuowd eneicodia kot TV mapakorovinon

3. Metaforég o veppikn Aeitovpyio péow ™G Kpeatvivng opol, 6ToV eKTIpdUEVO pulud
onelpapatikng dmnong ot 8,16 ko 24 efdopddeg

4. MeraPolég ota enineda vatpiov kat kahiov Tov opov ot 8,16 kot 24 efdopddeg

5. Noonieia yoo kapdiayyewakn 1) omowadnmote GAAN cvoTNHATIKY VOGO Katd T SidpKeld Tng

napukorovOnong

Méye0og Tov deiypatog

H vrepoy g Oepomeiag pe Paon mv emhepevovn évavtt g Oepanciog pe Phon mv
pPecaptavn kabopiotke pe mept@dpro 15g v ™ pale g AP kotkiag ko 0,18mg/g yia to log A/K.
Ipoxepévon va emrevydet otaniotik woyds 90%, to péyebog Tov delypatog extipidnke oe 59 acleveic
yioo k@be oxéhog yioo perém avotepoémtag. Adyo g avapevopevng kot 15% amdlelng tov
ovppetexovtmv (drop-out) katd ™ didpkela G HEAETNG, TO TEAMKO péyeBog Tov detypotog ekTipdTan og

68 ovppetéyovieg yua k@be okélog (ovvoro 136 dtouw).

Kipe kproipre g166d0v
O mAnbvopdg g perémg amotereiton and dropo niwkiag 30-75 €1dv mov £xovv vVIOYPAYEL
ovykatdleon, pe Wonady apmplakn vaéptaoy, npwrodiayvecheica (| perd amd Swaxomn g

QVTITEPTAGIKNG oy@yNG Y Sidotnpa 3 efdopadwv), ovotolki aptnpiakn wicon wrpeiov 140-180




mmHg 1 / kat dweotohikn aptnplakn mieon watpeiov 90-120 mmHg, emPefaiwpévn pe 24wmpn
KOTaypaQn aptnplakn mieong Kat tayvoapkia pe AMZ 30-39,99 kg/mz.

Kipwe kpropre amokieropot

e Hiwia <30 etdvn > 75 etav

e Acvteponabdng vréptaon

e lotopikd epgpdypatog pvokapdiov, actaboivg omndayyne, ayyelokol eyKepaAlkol £melcodiov
ToVG TEAELTAiONG 6 HveS

o Xakyupmong Awpnmg tomov 1

e Xpovia ve@piki] vOoog , Tov opiletar og puOpog omepapatikig duidnong <45 ml/min/1,73m’

e LTEVOOT VEPPIKOV OPTNPIOV ARPOTEPOTAELPA

e Ynrepkoiopia (>5mg/dl)

e Awoduvapikd onpoavtik] orpidkn kapdiokn vocog

e Kunon 1 yuvaikeg pe mBavomta kinong dixwe xprion anotedecpatikng pebddov avticOAinymg,
N Aoyeia

e llpoypappatiopévn (EpovpyIkn| 1 Kapdayyelakr) enéupacn Toug ETOPUEVONG 6 UNVES

e AmdAvtn avtévoeldn va Aafel omoladmoTe Katnyopic QUPHAK®OV TOV HEAETOVTOL

*  Avaykn Ayng g umo HEAETN QUPUOKEVTIKNG GY®YNS Yo S1aPOPETIKO AOYO

e TUUUETOYN O€ KAVIKI] HEAETN EPELVITIKOD PUPHAKOD 1) EXEUPATIKNG CLOKEVNG

e Neomaoio vid Oepaneio (aktivobepaneia/imuerodepaneio/avocobepansia)

*  20yypovI CLUCTNHATIKY VOCOS HE TPOCOOKIHO EmPiwong HIKPOTEPO amd TO TEPUG TG HEAETNG

e Onowdnnote KATAGTAOT OV KUTE TV KPion TOL EPELVNTY], LTOPEL VUL EMNPEAGEL SUGUEVOS TNV
AMOTEAECHATIKOTNTA 1)/KatL THY ao@IAels TV VIO HEAET QoppaK@Y (T.Y. KoTdypnon oAkoo,
LPNOT VEPKOTIKOV 0VO1OV, SLVONTIKY VOTEPTON)

e  Ocpuncio pe omorodNmote and Tor axkOAovba Qappoka.:

o And TOL OTOPATOG KOPTIKOOTEPOEWN €VIOC 3 unvav amd v évapén g peréne. H
Oepameia pe CLOTNUATIKE KOPTIKOOTEPOELSN UMAYOPEVETHL ENIONG KOTA TN S1APKELN TG
CUUHETOYNG OTN HEAETN.

o Amnayopedetar n xpovia otabepn ypnon N N mepotacioky xpnon 1ov MEAD (ektog
LopnAng 06ong acmipivng). H gpdvia yprion opiletar o¢ > 3 dradoyikég 1 pun Stadoy ke
nuepeg Oepaneiag ava efdoudda. Emmnpodcbeta, n dwakomtopevn ypnon tov MIAD

anofappivetat Eviova kad '0An ™ ddpkea g peréme. Ta MEZAD, epdoov amarteital,



dev mpémel va ypnoLomoobvtal yu meplocdtepo and 2 nuépes. T doovg ypnlovv
avolyntikng Oepaneiog, katd ) SidpKe TG HEAETNG, CLVICTATAL 1] TAPUKETOUOAN.

o  Hypion copnaBopiipntik®v anocup@opnTik®@v EMTPERETAL, ®OTOC0, 01 EVTOS 1 nuépag
TPV anmd OMOdNTOTE EMOKEYT OTO WTPEio VIEpTaons (aSloAdynon g apTNPLUKIG
nieong).

o Hypnon Beopuihivng emtpénetat, adrd n doon npénetl va eivar otabepn yia tovAdyiotov
4 gPfdopadec mpv amd ™ draroyn Kon kaboOAn tn ddpkela TG HEAETC.

o H ypion tov avactoréwv e @ooodiectepons tOmov 5 emtpénetal, ®OTOCO Ol
CUUHETEXOVTEG OTI] HEAETN TIPETEL VAL AMEXOVV OO TN ANYN
aLTAOV TOV QUPUAK®OV TOVAGYIGTOV pia NUEPQ TPV 0O OTOUONTOTE EMITKEYT).

o H yprion tov a-avactorémv dev emrpénetal, pe egaipeon v aprovlooivny kat v

tapcoviolivr.

Khwvikég mpoektaoeig

H mbavi) tepiocdtepo gupevig petaforn ot Aettovpyio Ko T palo e aptoTepig Kothiog oTo
OKELOG TNG EMAEPEVOVIG EvavTl TG IpPecapTtavng, oe acbeveig pe aptnplaky VIEPTHON Kol TaXLOUPKio
Bo avadeilel 1o KAMVIKO 0QeAOS TOV aviayoviotov ahdootepovne. H meprypagn g oxéong mg
HETABOANG TG UPTNPIAKNG TEGNS 0Ta dVO OKEAN TNG HEAETNG HE TIC LEEPNXOYPUPIKES aAlayéc Oa
Betiboet Ty Katavonon TG ETISPACTS TV SLHQOPETIKOV BEPATEVTIKGOV GTPATNYIK®OV GTNV KapS1aKT)

BAapn.
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Obesity and arterial hypertension are two disease that often co-exist in the same patient.
From the Framingham study, we know the direct correlation between obesity and arterial
hypertension. Multifactorial analyzes have shown that obese patients have a double chance of
developing hypertension and also increased overall cardiovascular risk. At the same time,
several studies have evaluated the relationship between obesity and the increase in left
ventricular mass. The mechanisms through which obesity leads to remodeling of the left
ventricle are a complex pathophysiological phenomenon. The activation of renin-angiotensin-
aldosterone system, the stimulation of sympathetic nervous system, the increased leptin and
adiponectin excretion, the insulin resistance and the cardiac lipotoxicity probably play an
important role. In addition, obesity is associated with hemodynamic, structural and
histopathological changes in the kidney, as well as with metabolic lesions that predispose to
kidney disease. Mechanisms leading to renal damage appear to include the activated renin-
angiotensin-aldosterone system, stimulation of renal sympathetic nerves, accumulation of

adipose tissue, increased secretion of leptin and immunological mechanisms.

Aldosterone can play an important role in heart and kidney disease. Some of the cardiac
effects that have been described include left ventricular hypertrophy, cardiac fibrosis, and
hypertension. As far as kidney disease is concerned, it causes glomerular hypertrophy and
hyperplasia as well as proteinuria. Thus, the blocade of alatocorticoid receptors is a
pharmaceutical target. Studies have shown that eplerone reduce left ventricular mass as well as
reduce fibrosis. At the same time, in many randomized studies, a decrease in proteinuria was
observed. Accordingly, data from randomized studies have demonstrated the efficacy of
irbesartan in left ventricular remodeling in terms of reduction of left ventricular mass and the

positive effect on renal function by lowering albuminuria.

Purpose of study

Comparison of the effect of the eplerenone-based versus irbesartan-based treatment
strategy on left ventricular remodeling (reduction of left ventricular mass index and

improvement of diastolic dysfunction markers) and microalbuminuria at 24 weeks of follow-
up.
Type of study

An open, prospective, randomized study of superiority.



Therapeutic intervention of study

This study will include obese patients with a BMI of 30-40 kg / m2 or a waist
circumference of more than 102cm in males and 88 c¢cm in women, aged 30-75 years with
diagnosted idiopathic arterial hypertension (or after discontinuation of antihypertensive

treatment for 3 weeks) treated with eplerenone or irbesartan.

At the first screening visit, the full medical history, the patient's somatometric
characteristics (height, weight, BMI and waist circumference) will be recorded and a clinical

examination will be performed.

At the second screening visit, the patient is required to provide blood pressure
measurements at home, as requested (morning and evening), recording the second and third
blood pressure values. In the hypertension unit, blood pressure measurements will be performed
at both upper limbs with the appropriate cuff, in a standing and sitting position and their mean
value will be recorded. In addition, an electrocardiogram will be performed and basic laboratory
testing will be required: general blood, urine, biochemical control including renal and hepatic
function markers, electrolytes, 24-hour urinary albumin and thyroid function markers. All
pregnant women will undergo a pregnancy test, and all patients will undergo a 24-hour blood

pressure test until the end of the 2nd screening visit.

During the randomization visit, an echocardiography will be performed, where the left
ventricular mass index (LVMI) and the diastolic dysfunction markers (left atrium volume index,
E /a, E/e) will be evaluated. At the same time, microalbuminuria (by calculating the ratio of
urinary albumin to creatinine) will be assessed. Patients who still meet the entry and exclusion
criteria will be randomized (1: 1) either to eplerenone (E) 25mg twice daily or to irbesartan (I)

150mg once daily for 24 weeks.

Patient compliance will be estimated by the number of empty boxes of medicine to be
returned. At 8, 16 and 24 weeks, patients will be evaluated by laboratory measurements (urea,
creatinine, creatinine clearance, serum potassium and serum sodium), and at 24 weeks with
ultrasound measurements (LAVI, left ventricular volume index, E / a, E / e, changes in left
ventricular hypertrophy) and measurement of microraluminuria (urinary albumin / creatinine in

a morning urine sample).
Duration of the study

The duration of the study will be 24 weeks.



Endpoints

Ultrasound changes in the left ventricle in the six months (LVMI, E/a, E/e, LAVI,LA)
as monotherapy as a combination with amlodipine and as combined triple treatment with

amlodipine and indapamide.

Basic safety criteria

1. Death, non-fatal myocardial infarction or non-fatal stroke

2. Hypotensive episodes during monitoring

3. Changes in renal function (serum creatinine ant the estimated glomerular filtration
rate at 8.16 and 24 weeks)

4. Changes in serum sodium and potassium levels at 8,16 and 24 weeks

5. Hospitalization for cardiovascular or any other systemic disease during follow-up

Sample size

The superiority of eplerenone-based treatment versus irbesartan-based therapy was
determined with a margin of 15g for the left ventricular mass and 0.18mg / g for the log A / C.
In order to achieve a 90% statistical power, sample size was estimated in 59 patients for each
superiority study arm. Due to the 15% dropout loss during the study, the final sample size is

estimated to be 68 participants per arm (136 total).

Main Entry Criteria

The study population consists of 30-75 years old patients with idiopathic arterial
hypertension, initially diagnosed (or after discontinuation of antihypertensive treatment for 3
weeks), systolic office blood pressure of 140-180 mmHg and / or diastolic office blood pressure
90-120 mmHg, confirmed with 24-hour blood pressure recording and obesity with BMI 30-
39.99 kg / m2.

Main exclusion criteria
* Age <30 years or> 75 years
» Secondary hypertension

* History of myocardial infarction, unstable angina, stroke in the last 6 months



* Type 1 diabetes mellitus

» Chronic kidney disease, defined as glomerular filtration rate <45 ml/min/1,73m’
* Stenosis of the renal arteries bilaterally

* Hyperkalaemia (> Smg / dl)

* Haemodynamically significant valvular heart disease

* Pregnancy

* Scheduled surgery or cardiovascular surgery over the next 6 months

* Absolute contraindication to receive any class of drugs being studied

* Need to take the medication under study for a different reason

* Participation in a clinical study of a research drug or invasive device

* Neoplasm under treatment (radiotherapy / chemotherapy / immunotherapy)

* Contemporary systemic disease with life expectancy shorter than the end of the study

* Any situation that may adversely affect the efficacy and/or safety of the drugs under study

(eg alcohol abuse, drug use, mental retardation)
* Treatment with any of the following medicines:

o Oral corticosteroids within 3 months of onset of the study. Systemic corticosteroid therapy

1s also forbidden during study entry.
o The chronic stable use or occasional use of NSAIDs (except low-dose aspirin) is prohibited.

0 The use of sympathomimetic decongestants is allowed, however, not within 1 day before

any visit to the hypertension unit (blood pressure assessment).

0 Use of theophylline is permitted but the dose should be stable for at least 4 weeks prior to

screening and throughout the study.

0 The use of type 5 phosphodiesterase inhibitors is permitted, however, participants in the

study should refrain from taking of these drugs at least one day before any visit.

0 The use of a-inhibitors is not allowed, with the exception of aflfuzosin and tamsulosin.



Clinical Extensions

The possible more favorable difference in left ventricular function and mass in the eplerenone
versus irbesartan arm in patients with arterial hypertension and obesity will reveal the further clinical
benefit of aldosterone antagonists. Describing the relationship of blood pressure change to the two
arms of the study with ultrasound changes will improve understanding of the effect of different

therapeutic strategies on cardiac damage.



