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NEPIAHWH

Ot awpatoloyikég kakoriBeteg anoteholv Mepinou T0 7% Tou OUVOAOU TWV Hopdwv Kapkivou ctov
avBpwno, Wetafl Twv onoiwv o MOAamAS puéAwpa (MM) kat n Xpovia Aepdokutrapiky Asuxatpic
(XAA). Napd v afloonpeiwtn npdodo Twv BepaNEUTIKWOY TIPWTOKOAAWY QVTLHETWITLONE TOao tou MM,
600 kat g XAA, Ta uPnAd TOCOoTA UNOTPOTC Kat avtiotaong ot Bepaneia napapévouv onuavikn
npokAnon ywa tn BeAtiwon tne Siayeiplonc Twv acBeviv. Zuvenwg, n akpLBrig mpdyvwon kat npoRAen
avtanodkplong otnv Bepanela twv acBevidv  amoteAolv  onpavtika epyadela t600 yia TNV
napakoAouBnon twv agBeviwy, 600 Kal yia TNV Xprion EEATOMKEUHEVWY BepaneuTIKWY MPWTOKOAAWV.
Ito maiolo auto, N avanTuén CUYXPOVWY TEXVIKWY LOPLOKAC Blodoylag/Siayvwotikic, Exel Steuplvel
o paopa avalitong Blodeiktwy, pe To evliadépov va éxet otpadel ota pn kwdikd popla RNA, kaBug
Kat otnv HEAETN Kal avamTugn pn emepBatikwv TEXVIKWVY uypric Blolac. Doov adopd ta pn KwWbKa
HOpla RNA (ncRNAs) amotedolv popla ta onoia Sev petadpalovtal oe NMPWTEIVEC Kat propolv va
SuakplBolv pe Bdon to péyeBog Toug, oe Suo peydleg katnyoplec, Ta HIKpa Hn Kwdka popta RNA
(small ncRNAs, sncRNAs), pe prikog Ayotepo and 200 voukAeotibia, kat Ta MeydAa Kwdikd popla RNA
(long ncRNAs, IncRNAs) pe prkog peyaAitepo Twv 200 voukheotidiwv. Ta ncRNAs amoteAolv Loyupouc
PUBLLATEC TNG yoVISLaKrG EkPpaonG Oe HeTa-UETaypadIkd Kal EMLYEVETIKG eninedo, Siadpapartilovrag
KEVIPIKO pOAO OTNV KAPKIVOYEVEDN, YeyovoTa Tou Ta KaBloTolv wc QVEPXOHEVOUG HopLakolc
Prodeixteg ka mBavolg BepameuTikols oToXoUG. ARd TNV GAAN HEPLE Evtovo EPELVNTIKG evBLadEpov
OUYKEVIPWVEL N avamtugn Texvikwv uyprig Broiag kat iaitepa n avaAuon tou eAeuBépou KuTTapwy
DNA (cell free DNA, cfDNA). To ¢fDNA amnoteAel to ovvolo Twv Bpavopdtwy tou DNA nou evronifovral
otnv kukAodopia oe Tpripata uikoug 160-180bp. O un enepBotikdc TPOIOC Adng Twy Selypdtwy
HeAéTnG, ouvdudlel tnv elkoAn mapakoholBnon Tou acBevolg pe tautdxpova HELwHEVO KAOTOC,
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kaBlotwvrag v peAétn tou cfDNA wc Ml Sefapevi mapoxic XpRoldwy, Hn EMEPATIKWV,
SLayvwoTkwy Kat TpoyVwWoTKWwY edappoyiv otov TopEa TN oykoAoylac.

Z1oxo¢ NG napoloag S8aktopikic SlatplBAc sivat n Sepedvnan tou BroAoyikol Kkat KAwikoU pdAou
Twv Sladopetikwy Tafewv pn kwdikwv poplwv RNA, uéow avdantuéng peBodoloyuwv aviyvevang kat
afloAoynong toug oe acBeveic pe MoAAamAd HUEAwpa Kkat Xpovia Aspdokuttapikh Asuyatpla.
NapdAnAa, otéxog pag eivat kat n PeAétn kat KAWIKA agloAoynon tou cfDNA oe aoBevelc pe moAarhod
HUEAWHQ Kat Xpovia Aepdokuttapik Asuyatula.
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ABSTRACT

Hematological malignancies account for 7% of all types of cancer in humans, including multiple myeloma
(MM) and chronic lymphocytic leukemia (CLL). Despite the progress of new therapeutic protocols
against MM and CLL, high levels of relapse and cure resistance remain a challenge for improving
patients’ management. Therefore, an accurate prognosis and prediction of response to the treatment of
patients are important tools, both for monitoring patients and for the use of personalized treatment
protocols. Due to those facts, the investigation and establishment of new cancer biomarkers are an
emerging necessity. The development of modern molecular biology/diagnostics techniques has
broadened the search for biomarkers, bringing non-coding RNAs and non-invasive liquid biopsy
techniques to the spotlight, underlying their dynamics as biomarkers. Non-coding RNAs are stratified
based on their length to small non-coding RNAs, sncRNAs (<200nt), and long non-coding RNAs, IncRNAs
(>200nt), and have emerged as the most potent regulators of gene expression at a post-transcriptional
and epigenetic level, playing a central role in carcinogenesis, making them potential molecular indicators
and therapeutic targets. Cell-free DNA (cfDNA), double-stranded, highly fragmented extracellular DNA,
160-180nt in length, is released into the circulation through mechanisms of cell death and carries
information about the dynamics of cancer-specific genetic and epigenetic alterations. Several studies,
considering the non-invasive methodologies of extracting cfDNA, combining the easy monitoring of the
patients at a reduced cost, have marked the potential value of cfDNA in diagnostic and prognostic
applications in the field of oncology.

Among the objectives of this doctoral dissertation is the investigation of both the biological and clinical
role of various non-coding RNA classes, through the development of methodologies for their detection
and evaluation in multiple myeloma and chronic lymphocytic leukemia patients. Furthermore, a key
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purpose is the study and clinical evaluation of ¢fDNA in multiple myeloma and chronic lymphocytic
leukemia patients.

AG©HNA
2022




