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TITAOX EPEYNAX- AIAAKTOPIKHY AIATPIBHX
Ta kvkho@opoOvta Micro RNA mg pvOpietéc g avTomdkpiong 6 amd Tov
GTONOTOS VT KTIKA 6TV KOATIKTY poppapuyn: avelnmnon véov frodeiktov.

Iepidinyn

H xoAnuc poppapoyn eivar n o cvyvn appubuio otnv KAWIKN tpdén Kot £vog amd
TOVG KOPLOVG EMPOPVLVTIKOVG TAPEYOVTES EYKEPAAIKOV ETEIGOSTIOV Kot BvnooTnTog
7oV amoppéel and avth). O onuavTKOg POAOG TV A0 TOV GTOUATOS OVTITNKTIKAOV
QOPUAK®V GTNV TPOANYT TOL EYKEPOAIKOD EMEIGOO10V Kal TG EUPOANG o€ acBeveic
LE KOATIKY] LOPUOPLYN Elval 0modedEYUEVOC. ZUEPO SLUPOPETIKES PAPUOKEVTIKES
emAoyég etvan dtabéoipes. Ta amd Tov GTOUATOG YOPNYOVLEVO OVTUTNKTIKA QAPLLOKO,
N YOPNYNON TOV OTOI®V EVOEIKVUTOL GTNV KOATIKY LOPLAPVYT, TEPIAOUPEVOLV Ta
TOALOTEPA KOVLOPIVIKG OVTITNKTIKG OVOp@OpivT), 0GEVOKOVLLAPOAT KOt
QOVIPOKOLULOVY, Kot Ta vedtepa avTimnkTikd. Ta eykexpiuéva og Evpamn kot
EALGSa vedTepa avTimKTiKd TEPIAAUPAVOLV TOV GUEGO avasTOAEN TNG OpouPivng
vropmykatpdvn (PRADAXA) kot toug avacstoAeic Ttov mapdyovia Xa
papo&aumdavn (XARELTO) ko am&apmdvn (ELIQUIS).

[Ma to Kovpapvikd avTIINKTIKA, GLUTEPTAAUPAVOLEVTS TNG AGEVOKOVUOPOANG TTOV
Katd kupro Adyo yopryeitor oty EALGSa, elvar evpémc yvmoTo Tt vITapyEL LEYAAN
TOWKIAOLOPPIO TNV AVTOTOKPIOT] KO TV AToTOVUEVT dOCT QUPUAKOV avAIEGH
010G acBeveic. AV 1 TOKIAOLOPQiN EMNPEALETAL GNUOVTIK( OO T1) YEVETIKY)
ovotaon TV atopey. [IEpav avtov, n mbavn exidpacn ENYEVETIKMOV TPOTOTOMGEDV
Kol GuYKeKpLéEvVa TV kKukhogopovvtov MICFORNAS (MiIRNAS) oty avtarndkpion
TOV 0O TOV GTOUOTOG AVTUTNKTIKMV, OgV £xel peAetnOet.

O IpoToyeveig 6TOYOL TG TAPOVSUS pELETNG EivaL:

1. n pelémn g dapopikng ékepacng Tov MIRNAS og acOeveic ue un Parfidikn
KOATIIKY] LLoppLopLyn Tov Eekivovv topa Bepameio pLe omd Tov GTOHOTOC
QVTUTNKTIKA Kot 1] GOYKPLon TG o€ Kabe as0evr| Eeymplotd, aALd Kol PeToEy
TV ac0evOV TOL AAUPEVOVY PAPLOKO SLOPOPETIKMV KATNYOPUDV.

2. m depedvnon Tev aAlaydv g ékppacng Tov MIRNAS og acbeveic mov
Aoppévouy amd Tov GTOUTOG OVTITNKTIKY oy®YN TN OTIYU ELPAVIONG
AVETIOOUNTOV EVEPYELDV.

3. M onovpyia Kot peAétn Tov puiuotikdv Skt «MIRNA-MRNA-yovidio»
mov oyetTilovTon Pe TNV od TOL GTOUOTOG AVTUTNKTIKY Ay®yn.

4. 1M TOVTOTOINGT TOV HOPLOKAOV UNYOVIGLMV TOV SETOLV TNV OVTUTNKTIKOTN T
LE VEOTEPA OVTITNKTIKA QAPLAKO KOl 1] TOLTOTOIN oM THavOV d10popdv
avlpeca oto Tpio SLPOPETIKAE PAPLAKO TNG KATYOPIG.



AgvTEPOYEVEIG GTOYOL TG PEAETYG ElvaL:
1. m ovykpion g aAlayng g Pacikng Ekepacng Tmv MIRNAS avaueca og
aoBeveic pe un PaAPiotkn KOATIKY LOpLOPLYN KOl GE VYIEIC.
2. 1M TOVTOTOINOT VE®V YEVETIKAOV BLOSEIKTOV TOL HUopoV va, peketndovv
TEPOLTEP® MG TTPOG T1 GLGYETIOT TOVS LE TNV OVTATOKPIGT GTO VEOTEPO OTTO
TOV GTOUOTOG AVTUTNKTIKA.
3. 1M tavtomoinon g “KANPOVOUIKOTNTOS TOL oG OLPEVYEL” TNV
AVTOTOKPIGT] GTO KOVLOPIVIKG OVTUTKTIKA.
ATOTEPOC GTOYOG TNG LEAETNG EIVOL 1) TOVTOTOINGN VE®V UNYOVIGULAOV dPACTC TOV
QOPUAK®V Kol KUKAOPOPOUVT®V PLOSEIKT®V Yo TNV TapakorlovOnon g Oepaneiog
LE A TOL GTOUOTOG AVTITNKTIKO QOPLLOKAL.

Circulating Micro RNAs as regulators of the response to oral anticoagulants in
atrial fibrillation: seek of novel biomarkers.

Abstract

Atrial fibrillation is the most common arrhythmia in clinical practice and one of the
main aggravating factors of stroke and mortality resulting from it. The important role
of oral anticoagulants in the prevention of stroke and embolism in patients with atrial
fibrillation has been demonstrated. Different pharmaceutical options are available.
Oral anticoagulants, which are indicated for atrial fibrillation, include the older
coumarin anticoagulants warfarin, acenocoumarol and phenprocumone, and the newer
anticoagulants. Newer anticoagulants approved in Europe and Greece include the
direct inhibitor of thrombin dabigatran (PRADAXA) and the inhibitors of Xa
ribaroxaban (XARELTO) and apixaban (ELIQUIS).

For coumarin anticoagulants, including acenocoumarol, which is mainly administered
in Greece, it is widely known that there is great diversity in response and the required
dose of medication among patients. This diversity is greatly influenced by the genetic
makeup of individuals. In addition, the potential effect of epigenetic modifications,
and in particular of circulating microRNAs (miRNAs) on the response of oral
anticoagulants, has not been studied.

The primary objectives of this study are:

1. to study the differential expression of miRNAs in patients with non-valvular
atrial fibrillation who are now starting treatment with oral anticoagulants and
its comparison in each patient individually, but also among patients receiving
medication of different categories.

2. toinvestigate changes in the expression of miRNAs in patients receiving oral
anticoagulant therapy at the time of adverse events.

3. to study the “miRNA-mRNA-genes” regulatory networks related to oral
anticoagulant therapy.

4. to identify the molecular mechanisms that govern anticoagulation with newer
anticoagulants and find possible differences between the three drugs.

Secondary objectives of the study are:

1. the comparison of the change in baseline expression of miRNAs between

patients with non-valvular atrial fibrillation and in healthy ones.



2. the identification of new genetic biomarkers that can be further studied in
relation to their response to newer oral anticoagulants.
3. the identification of the "missing heritability” in response to coumarin
anticoagulants.
The ultimate goal of the study is to identify new mechanisms of action of drugs and
circulating biomarkers in order to monitor treatment with oral anticoagulants.






