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Uplatnenie vysledkov projektu

PARP protein bol identifikovany ako potencialny novy terapeuticky ciel u refraktérnych
TGCTs a na zaklade tychto vysledkov bola zahajena klinicka Studia fazy Il s cielom overit
efektivitu gemcitabinu, karboplatiny a PARP inhibitora veliparibu u refraktérnych TGCTs, teda
ide o vysledok vyskumu s premietnutim sa do klinickej praxe.

Analyza expresie FBN1 ukazal Ze sa jedna o novy a dosial nepopisany marker intratubularnej
germinativnej neoplazie (IGCNU), €o je mozné vyuzit v diagnostike IGCNU, ide teda opat

o vysledok vyskumu s aplikaciou v klinickej praxi.

PD-L1 bol identifikovany ako novy prognosticky faktor u pacientov s TGCTs a zavoven
predstavuje aj potencialny novy terapeuticky ciel. Na zaklade tohto vysledku bol pripraveny
navrh klinickej studie fazy Il u refraktérnych TGCTs.

Zistenie, ze refraktérnost ¢asti TGCT pacientov pravdepodobne spociva v zvySenej aktivite
DNA opravnych nukleaz otvara nové terapeutické moznosti vo vyuziti inhibitorov procesov
opravy DNA pri lieCbe takychto pacientov.

Experimentalne data generované projektom su podkladom pre dal$i vyskum v danej oblasti.

CHARAKTERISTIKA VYSLEDKOV

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v slovenskom jazyku
(max. 20 riadkov)

Testikularne nadory zo zarodo¢nych buniek (TGCTs) su mimoriadne chemosenzitivne so
zvySujucou sa incidenciou na Slovensku, pricom ide o naj¢astejSi nador u mladych muzov.
Napriek vysokej kurabilite, malé percento pacientov nedosiahne trvalu remisiu a ochoreniu
podlahnu. Cielom rieS§eného projektu bola identifikacia biomarkerov spojenych so zlyhanim
Standardnej lieCby, vytvorenie tkanivovej banky nadorov semenikov, ako i skumanie
mechanizmov opravy DNA v suvislosti s rezistenciou na lie€bu. V ramci nasho projektu sa
nam podarilo identifikovat' viacero novych biomarkerov spojenych s chemorezistenciou,
asociovanych s klinicko-patologickymi charakteristikami nadoru, toxicitou chemoterapie

a prognozou pacientov. NajdéleziteSimi z nich su karboanhydraza CAIX, cytokinovy profil,
protein FBN1 a predovSetkym protein PD-L1 a protein PARP, ktoré zaroven predstavuju aj
potencialne terapeutické ciele pri TGCTs. Priamym vystupom projektu do klinickej praxe je
zah3jenie klinickej Studie fazy Il s cielom vyuzZit inhibiciu PARP proteinu v liecbe
refraktérnych TGCTs, ako i rozbehnutie prac na iniciacii dal$ej klinickej studie fazy Il
zameranej na inhibiciu PD-L1 u refraktérnych TGCTs. FBN1 protein bol identifikovany ako
novy marker intratubularnej germinativnej neoplazie s potencialnym vyuzitim

v histopatologickej diagnostike. Vytvorenie tkanivovej banky TGCTs dava aj do buducnosti
moznost rychlej validacie kandidatnych biomarkerov pri TGCTs. Identifikované zmeny

v ucinnosti opravy DNA u refraktérnych TGCTs mézu prispiet k lepSiemu poznaniu
mechanizmu ich rezistencie s naslednym vyuZzitim pri priprave novych klinickych studii
zaloZzenych na pouZiti inhibitorov Specifickych proteinov/enzymov opravy DNA. Vzniknuta
kooperacia medzi klinickymi a experimentalnymi pracoviskami v ramci projektu dava
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predpoklad pre pokra¢ovanie vyskumu TGCTs aj do buducnosti.

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v anglickom jazyku
(max. 20 riadkov)

Testicular germ cell tumors (TGCTs) are extremely chemosenzitivhe tumors with increasing
incidence in Slovakia, being the most common cancer in young men. Despite the high curable
rate, a small percentage of patients fail to reach sustained remission and succumb to disease.
The goal of this project was to identify biomarkers linked to treatment failure, the
establishment of a tissue bank of a testicular tumor, as well as exploring the mechanisms of
DNA repair in respect of the resistance to the treatment. In our project, we have identified
several new biomarkers associated with chemoresistance, associated with clinicopathological
characteristics, toxicity of chemotherapy and prognosis of patients. The most important of
them are carbonic anhydrase CAIX, cytokine profile, protein FBN1 and especially protein PD-
L1 and PARP protein, which constitute a potential new therapeutic targets for TGCTSs. Direct
output of the project into clinical practice is to commence clinical phase Il in order to use
PARP inhibitors in the treatment of refractory TGCTs as well as start-up works on the
initiation of further Phase 1l trial aimed to inhibit PD-L1 in refractory TGCTs. FBNL1 protein was
identified as a new marker of intratubular germ-cell neoplasia with potential use in
histopathological diagnosis. Creating a tissue bank of TGCTs also gives the possibility of
future rapid validation of candidate biomarkers in TGCTs. Identified changes in the efficiency
of DNA repair in refractory TGCTs can contribute to a better understanding of the
mechanisms of resistance to their subsequent use in the preparation of new clinical trials
based on the use of inhibitors of specific proteins / enzymes repair DNA. The resulting
cooperation between the clinical and experimental research laboratories of the project makes
for the continuation of research TGCTs in the future.
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Svojim podpisom potvrdzujem, Ze Udaje uvedené v zaverecnej karte su pravdivé a uplné
a suhlasim s ich zverejnenim.

Zodpovedny riesitel Statutarny zastupca prijemcu
Doc. MUDr. Michal Mego, PhD. Prof.MUDr.Juraj Sterio, DrSc

V Bratislave 26.01. 2016 V Bratislave 26.01. 2016

" podpis zodpovedného riesitela podpis Statutarneho zastupeu prijemeu
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