ONOMATEMNQNYMO YNOWH®IOY AIAAKTOPA:

MAPIOZ MANAAHMHTPIOY

ZYMBOYAEYTIKH TPIMEAHZ EMITPOMH:

KAGHIHTPIA MAPIA TAZOYAH (EMIBAENON MEAOE AEN)
KAGHIHTHZ NIKOAAOS BAAXOS

KAGHIHTPIA KQN/NA THNIAKOY

TITAOZ AIATPIBHZ:

MPOrNQZTIKOI KAI MPOBAEMTIKOI MAPAFONTES STON KAPKINO TON
QOOHKAQON

NEPIAHWH:

O emBnAIaKGg KapKivog Twy wobnkwv (EKQ) eival n mpwrn aitia Bavdrou
amd yuvaikoAoyIKr KakonBeia Kal o TEPTITOG, KATA O€Ipd BvnTéTNTag, PETAED
OAwv TWV KakonBwv VeOTTAQOUATwWY OTIG yuvaikeg. ZTnv TAciovOTATa TWV
TEPITTWOEWY, 0 EKQ Siayiyvwokeral ot Tpoxwpnuévo otddio (FIGO Il A IV).
Mapd 11 Tpoddoug, TTou agopolv TNV avayvwplion otn madoyéveon Tou EKQ
TwV pETaAAGEEWY Twv yovidiwv Tou opdAoyou avaouvduagpou Kai Tnv
QvaTTugn OTOXEUMEVWY BEPATTEIV WE TN xopriynon PARP avacTtoAéwy, n
didueon emBiwon Twv acBeviv pe otddia Il kar IV (TrepiTrou 75% Twv
TEPITTWOEWY) TTapapével Tepi Ta 4 pe 5 €m. H euaiobnoia ato Aativouyo
avahoyo Trapapével n Baon Tng TPOYVWAONG Kal avTIMETWTTIoNS Tou EKQ. H
avayvwpion Twv acBevwv pe Baon e1dikd XOAPAKTNPIOTIKA Tou dykou Trou Ba
HTTopoudav va emdei§ouv UIKpOTEPN A HEYQAUTEPN euaioBnoia otnv TrAaTiva
Kal TNV TTakAITagéAn, atroteAei onuavrikéraro Tapdyovia 1000 TTPOYVWOTIKG
600 kal TpoBAeTTikS. Doov agopd v TrAativa n emdIopbwan Twv BAaBwv
Tou TpokaAel oto DNA, viveral pe extoud Bdoswv, Kai n €kepacn Tng
mpwreivng ERCC1 éxel Bpebei va oxeriZerar pe v Xnueloeuaiodbnaia oTo
PAPUAKO, XWPiG OUWS Ta ATOTEAéOHATA TWV MEAETWV va gival kKaBopIoTiKd.
AT TNV GAAn pepid n ékepacn TN B-ToupTrouAivng 3 Kai pUBMICTWV Tou
KUTTApIKOU KUKAOU Exel GUOXETIOTED pe TN dpaoTikdTNTa TNG TTaKAITAEANC.




MpoyvwoTtikég  emiong  pbéhog  £xel avayvwpiotei  otn  difénon
HikpoTrepIBAAAOVTOG aTrd T Asp@okuTTapa.

Ta pakpd pn kwdikotrointikd RNAs (IncRNAs) givai evooyevr) RNAs dvw Twv
200 voukAeoTiGiwy, Ta otoia dev ek@palovTal ot TPWTEIVEG. ZTOV dvBpwTTO
€xouv TautotroInBei péxpl ofuepa dvw 10.000 INcRNAS, Ta oTroia BpEBnkav
OTl ETNPEACOUV ONUAVTIKEG KUTTAPIKEC diadikaoieg, 6w n  yovidiakn
EKQPacn, T0 pdmiopa Tou RNA, n TPOTTOTroINGN TNG XPwHaTivng K.AT. Mo
Tpocara BpéBnke 611 Ta INcRNAs ptropei va TapouciGlouv atmoppuBuion A
va €Xouv TTOAUHOPQPITHOUG TTOU aXeTifovtal Le v avamrugn kai e€EAIEn
OIaQopwWV KAKONBWY VEOTTAQOUATWY, HETAEU Twv oTroiwv eival kal o EKQ.
AKOUN TroAupop@iopoi Twy IncRNAs ptropei va OXeTiovTal pe TN TPOYVWon
Tou EKQ oAAG erriong kai pe v euaioBnoia oty TrAaiva. 2ZKOTTOG TNG
mapoloag  pEAETNG  eival  va  avaAuosl avadpouikd ot apyelakd
TaBoAoyoavarouiké UAikG atré acBeveic pe EKQ pe HOPIOKEG TEXVIKEG (OTTLIG
PCR-RFLP) «ai avoooioToxnueia TNV £k@pacn daQopwWy  TTapayOvVTwy-
BiodeikTwyv (INcRNAs, ERCC1, B-TouptrouAivn 3, TILS k.4.) kai va aloAoynoe
TN OXEON TOUG KAl VO GUOXETIOE TNV £KPPACH TOUC LE TIG ETIRIWOEIG (OUVOAIKN
Kal diduean).



NAME OF CANDIDATE:

MARIOS PAPADIMITRIOU

ADVISORY COMMITTEE:

PROFESSOR MARIA GAZOULI (SUPERVISOR)
PROFESSOR NIKOLAOS VLACHOS
PROFESSOR KONSTANTINA TINIAKOU

DISSERTATION TITLE:

PROGNOSTIC AND PREDICTIVE FACTORS IN OVARIAN CANCER

ABSTRACT:

Epithelial ovarian epithelial cancer (EOC) is the leading cause of death from
gynecological malignancies and the fifth most common of all malignancies in
women. In most cases, EOC is diagnosed at an advanced stage (FIGO Il or
IV). Despite advances in the identification of pathogenic variants of genes
involving in the homologous recombination (HR) repair pathway and the
development of targeted therapies with PARP inhibitors, the median survival

of stage Ill and IV patients (approximately 75% of cases) remains at about 4
to 5 years.

Sensitivity to the platinum analogues remains the basis of prognosis and
treatment of EOC. The identification of patients based on specific tumor
characteristics that could be more or less sensitive to platinum and paclitaxel,
is a very important factor of both prognostic and predictive significance.
Regarding platinum cytotoxicity, DNA induced damage is repaired by base
excision, and the expression of ERCC1 protein has been found to be
associated with chemosensitivity to the drug, but the results of the studies are
not conclusive. On the other hand, the expression of B-tubulin 3 and cell cycle
regulators has been associated with paclitaxel activity. A prognostic role has
also been identified for T lymphocyte microenvironment infiltration.




Long non-coding RNAs (IncRNAs) are endogenous RNAs of more than 200
nucleotides that are not expressed in proteins. To date, more than 10,000
IncRNAs have been identified in humans, which have been found to affect
important cellular processes, such as gene expression, RNA splicing,
chromatin modification, etc. It has recently been found that IncRNAs may be
deregulated or present with polymorphisms associated with the development
and progression of various malignancies, including EOC. Even
polymorphisms of INcRNAs may be related to EOC prognosis but also to
platinum susceptibility. The aim of the present study is to analyze
retrospectively in archival pathology material (paraffin blocks) from patients
with  EOC with molecular techniques (such as PCR-RFLP) and
immunohistochemistry the expression of various biomarkers (IncRNAs,
ERCC1, B-tubulin 3, TILS, etc.) to evaluate their relationship and correlate
their expression with survival (total and median).



