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Ewsayoyi: H pebulioon tov RNA oty N6 Oéom ™ adevivig (m6A) anotehei iy mo oLYVI|
K SloTnpnpEV ECOTEPIKT] YNHIKT TpoTOTOiNGN ToL evkapumTikod RNA kat d50v apopa T0
mRNA ghéyyer nodhamia otddia Tov petaforicpod 1ov, 6T6E To PATIoU, TV ££080 4md ToV
TOPRVa, T HETAPpaTT, T oTabepdTNTa Kat Ty amodounon tov popio, puBuilovrag v
yovidiaxn £kgpaon. H mposbnkn mg peboropddag emreieiton and éva copmhoko
neBudtpavepepdonc. to onoio cvykpoteiton Kvping omd Tig npoteivec METTL3, METTLI14 ko
WTAP. Zm cvvéyeia vdpyovv mpoteives . o1 omoieg avayvopilovy Kt mpocdévovim OTIC
nebvhimpéveg Béoerg tow mRNA, iadpapartilovrag onpaviikd poro oty enetepyasia Tov.
Térog vapyovv évlvpa (FTO xen ALKBHS), ta onoia eivan vrevBuva yia NV anopaKpuven
tov peBuiopddov. Meétes éxovy deiel 6m n peburioon tov RNA katéyen ONUAVTIKO pOAO
1060 611 POBUIOT PUGIOAOYIKGOY BIOAOYIKDY AEITOLPYIGY TOV KUTTEPOL OGO Kl oy
nabofoioyia kar avantuén Supopmv voonuatmy Tov avBpdmvou opyavicpon, 6meg KOpKivog
KOl VEDPOVATTUEIKES S10Tapayéc. ZNHavTikog Puiveto and melpapatika dedopéva va sivon o
poAog mg peburinong ka oy abnposkinpwtiky Kapdiayysiaki voco, dmov emmpealer m
A£ITOVPYIC TOV HAKPOPGY®Y, TOV EVOOIMAMAKOY Kal AE1OV HuTKGV Kuttapwv. Aedopévov 6ti
afmpockinpwTiky Kapdiayysiakt vOoos rapapével ) tpdTy witia Bvntomrag TOYKOGHImGE,
xpEIdCovTan vEa Sedopéva amd petappaoTikn pevva, 1) onoia Oa exTiurost T oyéon g RNA
peburioong pe v abnpopatiki voco otov avpono.

Zxomdc: Na diepevvnbei n oygon g m6A peburinong tov RNA kat te ékppacnc tov
mpoteivoy METTL3, METTLI14, WTAP pe mv napovsio tapaydviov Kapdiayyelakon
KWvOOVOD, HE TNV DapEn Kat EKTaoN TS TPOUING Kot KAVIKG EKONANC tONPOSKANPOTIKAG
vooov kabmg Kt pe Tov EKTIHGuEVO Kapdiayyetakd kivéuvo, dneg avtde kabopiletat amd tic
katevOovriipieg odnyisg e Evponaikig Kapdoroyikic Etapiag yio mv TPOATYT NG
KOpdayyElaKg vooou.

MimbBvepde: EZmy perém) o cvpmepiin@body cuvoiika 500 acbeveic. O TAnBuopoe Hu
dunpebei e 3 vroopddes: AcBeveig pe 0&D oTegaviaio chvdpopo (OZE) (n=100), acbeveic pe
otabepr) otepaviaia vooo (EN) (n=100) ket dropa xwpic Kapdiayysiaky voso (n=300).
MéBodou: [Iporertan yia pia guygpovikod tomov perém). Okot o1 cuppetéyoveeg Ou Sivovy
AEMTOUEPES 16TOPIKG Kt B voPadlovian 6e KAk EEETAOT), NAEKTPOKUPSIOYPaEN A,
apodnyio yia froynpikés e€etdoeic kat anopévoot v RNA 1oV HoVOKUTTapmY Tou
MEPUPEPTKOD iPaTOS Y10t PETPNOT TOV emmédmV TN MO6A RNA pebuiioong kot tov emnédov
Exppaong TV tpwteivév METTL3, METTL14, WTAP. Mn napepBatikoi deixtec YYEIKIG




YNPUVGTC. OTWE 1] TUYDTNTA TOL GPLYHIKOD KVpatoc (PWV) kapotidwv-pnpiaionv, 6eikTee
AVUKADUEVOV KOPATOV 0pTIS, SEIKTEC LTOKAIVIKIC abnpoakApmong OTKE TO ThY0S TOL £60)-
pecov yrovae (IMT) kapwtidwy Kat pnprlaiwy aptnplov, n Hepsn eonpoUATIKOV TAUKOV
kebag kat 0 gpupofpayioviog deiktg Ba adioioynbov.
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Abstract

Background: N6-methyladenosine (m6A) RNA methylation is the most prevalent, preserved
internal RNA modification in eukaryotic cells. As far as mRNA is concerned, it controls multiple
stages of RNA metabolism, such as splicing, nuclear export, translation, stability and
degradation, contributing to regulation of gene expression. Responsible for the transfer of the
methyl group is the methyltransferase complex, which is mainly comprised of METTL3,
METTLI14 and WTAP proteins (writers). M6A-binding proteins (readers) recognize and
specifically bind to m6A affecting the fate of the RNA molecule and finally demethylases (FTO
and ALKBHS) (erasers) are responsible for removing the methyl group. Studies have shown that
m6A RNA methylation plays an important role in regulation of many cellular functions as well
as in occurrence and development of various human diseases, such as cancer and
neurodevelopmental disorders. According to predominantly experimental data, m6A RNA
methylation seems to be involved in atherosclerotic cardiovascular disease, by affecting the
function of macrophages, endothelial and vascular smooth muscle cells. Considering that
atherosclerotic cardiovascular disease remains the leading cause of death worldwide, there is
need of new data derived from translational research, which will evaluate the relationship of
RNA methylation with atherosclerosis in humans.

Aim: To investigate the relationship of m6A RNA methylation levels as well as METTL3,
METTLI14 and WTAP expression levels with the presence of cardiovascular risk factors,
presence and extent of subclinical and clinically overt atherosclerosis as well as estimated
cardiovascular risk, according to ESC guidelines on cardiovascular disease prevention.
Population: In this study 500 patients will be enrolled. The population will be divided into 3
subgroups: Patients with acute coronary syndrome (ACS) (n=100), patients with stable coronary
artery disease (CAD) (n=100) and patients without cardiovascular disease (n=300).

Methods: This is a cross-sectional study. Patients’ evaluation will include a complete medical
history, physical examination, biochemistry test and blood samples for measurement of m6A
RNA methylation levels as well as METTL3, METTL14 and WTAP expression levels. Non-




invasive markers of vascular ageing including carotid-femoral pulse wave velocity (PWV),
arterial wave reflections and markers of subclinical atherosclerosis including measurement of
intima-media thickness of carotid and femoral arteries, presence of atherosclerotic plaques as
well as ankle-brachial index will be assessed.




