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Lovropn mepidqyn Atduktopudis Aratpipig

Eisaywyii: H avaion tov popakod mpogik Tov 6ykov kat 0 VAGAOYIGHGS TG TG TMB (Tumor Mutational
Burden) mpoypatonosital 68 KapKiviké 1016 EYKAEIGHEVO OE Tapapivi). ITopOhe ooTd £3E1 APKETE HEIOVEKTNATO
nov oyetilovion Kuping pe my enepPatikétnia g Sedikaciog Afyng vikod, £vd oUYVA DEV ATOTOTAOVEL EMUPKAG
v e1EpOYEVEI TOV Gykov, Sucyaipévovtag TV Bepamevtikd] Apoctyyion). Avu@étwg, 1 CGP (Comprehensive
Genomic Profiling) ka1 0 vroAoyepdg tov TMB oto théopa (PlasmaTMB-PTM B) avrnimpoosmnetovy 1 fiodoyia
00 Kapkivoy, KoBIoTOOY EQIKTH TV napakoiovbnen tov aobevolc og TPOYHATIKG YPOVO KO OVOUEVETOL VC.
VREPIOYDOLY TOV 16TOD, OF MEPUITMOEIG |1 NPOCPAGIOV/EYYEPNOIHOL OYKOV KOl HETOOTOTIKOV aAhorboemv.
Ip6PAnpa mopapével 1) pn enapkiig TUTOTOINGN (standardization) tov pedododoyidv aviivong ot midopo (Whole
Exome Sequencing / otoyevpéva panel yovidinv) xaldg xat 10 m0G00TA acvppovicg o0 petald Tov
SrapopeTikdY TEXVOAOYIDY, 660 Kal petagd 1670 Kot TAGOHOTOS.

M#0odoc: Qo mpaypatonombei anopdévaon kapkvikod DNA omd 16700g £YKAEIOPEVOLG OF mopopivy Kot
amopdvnot eretBepov kukhogopodvtog DNA and nhaopa, o 100 acBeveic pe ov pmoyf 6yko. @a yivern avaivon
yevopukod mpogik oe TAGoHO Kat o€ 1016 Kat Bo avomruyBet kotéAAnhog akyopiBjog i Tov Tposdiopiopd Tov
PTMB. Emmhéov 8o amopovabel 10 YEVETIKG VAIKO T@V AEVKOKUTIGp®V Twv acfevdy, Gote va yiveln TOVTOTOIN G
TOV PETOAARYDV OV aVTIOTOOOV OMOKAEIGTIKG 0TO EAEDOEPO KAPKIVIKG DNA. H aviyvevon petoaddaydv Bu
npaypatonomOel pe ) pébodo aAinrodynong emdpevng Yevidg (otoysvpévo panel yovidiemv). Télog, Ba yiver
GUYKPIOT] TV OMOTEAESHATOV Kot PE S10QOpETIKT mAuT@Oppa aAAniodynane.

Amoteifoparo: H pehét Ba eonidogl ot otaniotiki avéivon tov dedopgvay, T olykplon g avTAODHEVTG
mnpogoplag amd 1616 kot TAGopa Kot TV mapakorovinen v acbeviv (follow-up) mov B AdPovv Bepaneia
paom g vyprig froyiag. Zxomdg efvanr va afohoynBei 1 Khviki yxpnowpémta e vYpYS Proyiag v v
Kafnuepivi) KAk Tpagn.

Tupmépacpa: Hoyph Proyia Sovaton vo anotehéaet pio evokhokiki, pn enepPoniki kot eEloov agiomotn pébodo
CGP avéivong xat pétpnong Setktdv yio oroyebovon Bepanein ko avocobepaneia.
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Brief Summary of the PhD Thesis

Introduction: Tumor molecular profiling and TMB (Tumor Mutational Burden) assessment is currently performed
via analysis of paraffin-embedded (FFPE) cancer tissue. Nevertheless, it has several disadvantages, mainly related
to the invasiveness of the method, while it does not adequately capture the heterogeneity of the tumor, complicating
the therapeutic approach. In contrast, CGP (Comprehensive Genomic Profiling) and TMB (PTMB) assessment
through liquid biopsy overcome such disadvantages, enabling the real-time monitoring of patients. Liquid biopsies
are expected to outperform tissue biopsies, in cases of inaccessible/unresectable tumors and metastatic lesions.
However, there is no sufficient standardization of plasma protocols (Whole Exome Sequencing / targeted gene
panels). Furthermore, different levels of concordance between different technologies and in matched tissue and
plasma genomic profils are observed.

Methods: Tissue DNA, from paraffin-embedded tissues (FFPE), and cell free DNA (cfDNA) from plasma will be
extracted from 100 patients with solid tumors. Plasma and tissue genomic profiling will be carried out by next-
generation sequencing (targeted gene panel). An appropriate PTMB algorithm will be developped. Additionally, the
isolated genomic DNA from whole peripheral blood will be used for the characterization of ctDNA (circulating
tumor DNA) — derived only variants. Finally, the genomic profiling data will be compared to those produced from
a different sequencing platform.

Results: The study will focus on the statistical analysis of the NGS obtained data, the comparison between tissue
and plasma derived information and the follow-up of patients, treated based on liquid biopsy results. The purpose of
this study is to evaluate the clinical utility of liquid biopsy for daily clinical practice.

Conclusion: Liquid biopsy might be an alternative, non-invasive and equally reliable method of CGP analysis for
targeted therapy and immunotherapy.



