i/ AA}KO

I'Mﬁ
Tithog TG £pevvag: AvElvon Kou HeAET) pn kodikdv popiov RNA og 6ykovg tov YOG TPEVIEPIKOD
GLOTNUOTOS

Tpwpeiic emrpomi: Ap. lodvvng I'kpvidtoog, Koabnymtig Xepovpywig, latpuen Zyokfy EKIIA, A’
Xepovpyu] Khvuc TNA AATKO (emBrénov), Ap. Avipéag Xopirog, Kadnymtig, Tunpe Buokoyiag,
EKTIIA, Aapdokog Emvpidov, Enikovpog Kabnyntic, Odovtiatpiki Yyoin EKIIA

MepiAnwn

O KapPKivOG TOU TTaXEOG EVTEPOU Eival N OUXVOTEPN KOKOHBEIO TOU YQOTPEVIEPIKOU OUCTAMOTOS Kal
uTTeUBUVOC yia TTAvw aTré 60.000 Bavdroug aTnv Eupwirn Tnaiwg, gvw uttoAoyileTan 611 EpgaviovTal
150.000 véeC TTEPITTTWOEIS avd €T0G. TO TTOCOCTO epgaAvVIoNg TNG vooou Exel augnBei Tig TeAeuTaieg
BEKOETIEC OE OAEC TIC XWpES. Ooov agopd TOV KOPKivo Tou aTOUAXOU (] yaoTpikd KapKivo), aTTOTEAEI TOV
BEUTEPO TTIO CUXVA EUPAVICOHEVO KAPKIVO TTAYKOOHiWG. ZTNV ATTWw AvartoAn, 6TTwg lamwvia kar TaiBav,
0 KAPKIVOG TOU GTOPAXOU OTTOTEAEI TNV TTIO ETTIKPATOUCA pop@r veotrAaaiag pe peyaAn Bvnaiuornta.
T6G0 0 KAPKIVOS TOU TTAYKPENTOG OCO0 KAl O KAPKIVOG TOU HTTaTOg oTTOTEAOUV TI HOPPEG EKEIVEG HE TNV
peyaAUTepn BvnaipdTnTa.

Av Kal BN XPNCIHOTTOIOUVTAl GTOUG GUYKEKPIEVOUG TUTTOUG KOpPKiVOU OPIGHEVO! TTPOYVWOTIKOI
HoplaKoi OeikTEG, £VTOUTOIG KavEig OEv €XEl XOPOKTNPIOTEN WG grrapkri. EmiTAéov, dev utrdpyxouv
guaioBnTol popiakoi BeEiKTEG yia TNV TTPOBAEYN avTaToKpIaNng OTa didgopa €idn xnueloBeparteiag.
KaBiotaral avaykaia n eEUpean VEWV TTAVEA poplakwy BelkTwyv TTou de Ba TeplopifovTal HOVO OTn
Bidlyvwar), aAd o poAog Toug Ba ETTEKTEIVETAI TNV TTPOYVWON TNG vooou Kal TNV TTPORAewn NG £§ENIEAS
e. TardveA autd Ba TTPETTEl va TTAPEXOUV TUVOUROHEVN Anpogopia arrd TTOAAATTAG ETTITTEST HOPIAKNG
avaAuong oUTWE WOTE VO EVOWHATWVOUV TNV ETEPOYEVEIQ TTOU TTOPATNPEITAI GTOUG CUYKEKPIUEVOUS
TUTTOUC Kapkivou. O TTpWTEGOEG Eival pia opada popiwv TTou gUTTAEKOVTQI OTNV QVATTTUEN Kai T €5EAIEN
TOU KApKivou PECW TTOMATTAWY PNXOVIOHWY 6TTWG: a) N pubuion g BiodiaBeaIpudTNTAG AUENTIKWY
mapayéviwy, B) n pubuion Tng evepyoTnTag UTTOBOXEWY TTOU  CUMPMETEXOUV OTNV  KUTTOPIKN
onuatodétan, y) n pUBHIoN TNg oUCTACNG TG ESWKUTTAPING ouciag kail 8) n EVEPYOTTOINGT HOVOTTATIWY
KUTTAPIKAG €MRIWONG KAl N avacTOAf] HOVOTTATILV KUTTOPIKOU Bavdarou. ZUYKEKpIUEVA O€ TToAAOUG

KOPKIVOUC £XEI BPEBET va EUTTAEKETAI TO HOPIOKO dikTuo Trou TrepIAapBaver Tig TTpwredoeg: UPAR-UPA-

PAI-1-MMPs-PARs-KLKs.



Etropévwg, Uia TTOMGA UTTOTXOHEVN oTPATNYIKN £ival 0 CUVBUACHOS TNG HOPIOKKG TTANPOPOPIag
a6 Ta ETITTES EKPPACNS TOU BIOAOYIKOU GEOVA OYKOOXETICOHEVWV yovidiwv (mpwreivn, mMRNA) kai Twv
PUBUICTIKWV TOUG Hopiwy  (Un KwiIKA uépia RNA, ncRNAs) pe armotéAeoua v KOATAOKEUN] HOPIOKWY
Tpo@iA TTou Ba avravakAoUv TV ETTIBETIKOTNTA TOU KAPKIVOU TOU TTaXE0G EVTEPOU Kl AAAWV KapKivwy
TOU YOOTPEVTEPIKOU GUOTAUATOG Kal Ba Ptropolv £UKOAQ VO UETAQPOCTOUV OF BEiKTEG TTPOYVWONG TNG
VOOOU. EKOTTOC TNG TTapoloag EPEUVAS ival N HETAQPATT TNG BioAoyIkAg TTAnpopopiag Trou Ba TTPoKUYEI
amroé TNV avaluon TG EKPPAcg TOU aVWTEPW poplakoU BIKTUOU o€ éva VEO TTAVEA LE TTPOYVWOTIKA agia
yla TOUG HEAETWHEVOUG KOPKIVOUG, TO oTToio Ba evioxUel Toug ABN XPNOIHOTTOIOUHEVOUG DEIKTES
mpoyvwong. Ta amoreAéoparta g mapoloag EPEUVNTIKIS TTPOTACNS QVOMEVETAI VO obnyroouv oTn
ETQTPOTTH TOU TTPOPIA EKPPACTG TUYKEKPIHEVWV popitV TTOU OXETI(oVTaI ITXUPA HE TNV £ZENIEN KapKivwy
YOOTPEVTEPIKOU OUCTIHATOG O€ £va HOPIaKS epyaheio To otToio Ba TTPOCPEPE! HE guKoAia kal xaunAd
KOGTOC XPAOIMES TTANPOQOPIEG OXETIKA UE TNV EYKAIPN Bidyvwon kal Tpdyvwaon Twy acBeviv evw Ba

BonBroe atn diadikacia Ayng aTmoQacEwy kaTd T BepareuTikr Slaxeipion NG vooou.
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Abstract

Colorectal cancer is the most common malignancy of the gastrointestinal system and responsible for over 60,000
deaths in Europe annually, with an estimated 150,000 new cases per year. The incidence of the disease has increased
in recent decades in all countries. Regarding gastric cancer, it is the second most frequently occurring cancer
worldwide. In the Far East, such as Japan and Taiwan, gastric cancer is the predominant form of neoplasia with
high mortality. Both pancreatic cancer and liver cancer are the forms with the highest mortality rates.

Although certain prognostic molecular markers are already used for these types of cancer, none have been deemed
sufficient. Additionally, there are no sensitive molecular markers for predicting response to various types of
chemotherapy. Therefore, it becomes necessary to find new panels of molecular markers that are not only limited
to diagnosis but also expand their role to predict disease prognosis and progression. These panels should provide
combined information from multiple levels of molecular analysis to incorporate the heterogeneity observed in these
types of cancer. Proteases are a group of molecules involved in the development and progression of cancer through
multiple mechanisms such as: a) regulation of the bioavailability of growth factors, b) regulation of receptor activity
involved in cellular signaling, ¢) regulation of extracellular matrix composition, and d) activation of cell survival
pathways and inhibition of cell death pathways. Specifically, in many cancers, the molecular network involving the
proteases uPAR-uPA-PAI-1-MMPs-PARs-KLKs has been found to be implicated.

Therefore, a highly promising strategy is to combine molecular information from the expression levels of oncogene-
related biological axis (protein, mRNA) and their regulatory molecules (non-coding RNA, ncRNAs) resulting in
the construction of molecular profiles that will reflect the aggressiveness of colorectal cancer and other
gastrointestinal cancers and can be easily translated into disease prognosis indicators. The aim of this research is to
translate the biological information derived from the analysis of the expression of the above molecular network into
a new panel with prognostic value for the studied cancers, which will enhance the already used prognosis indicators.
The results of this research proposal are expected to lead to the conversion of the expression profile of specific
molecules strongly associated with the progression of gastrointestinal cancers into a molecular tool that will easily
and inexpensively provide useful information regarding early diagnosis and prognosis of patients while assisting in
the decision-making process for therapeutic management of the disease.



