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Uplatnenie vysledkov projektu

Nadorové mikroprostredie (TME) vyznamne ovplyviuje ,osud“ samotnych nadorovych
buniek a pochopenie vztahov medzijednotlivymi komponentami TME sa ukazuje ako
nevyhnutné pre navrhnutie optimalnej stratégie terapie nadorov. V naSom projekte sme
ziskali viacero prioritnych vysledkov €i uz v oblasti vztahov medzi nadorovymi bunkami a
bunkami TME alebo v oblasti farmakologickej modulacie funkcie jednotlivych zloZiek TME.
Ziskané vysledky davaju novy pohlad na pochopenie mechanizmov medzibunkovych
interakcii ako aj racionalny zaklad pre animalne Studie, ¢o je nevyhnutné pre navrhnutie
novej stratégie terapie nadorov.

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

Projekt priniesol viaceré originalne zistenia, ktoré boli publikované v zahrani¢nych
karentovanych a recenzovanych ¢asopisoch a boli publikované a odprezentované na
viacerych medzinarodnych konferenciach. Medzi najvyznamnejSie vysledky je mozné
povazovat zistenie, Ze bunkové linie pankreatického duktalneho adenokarcindmu (PDAC)
reaguju na Studované fibroblasty (normalne - HF a asociované s nadorom - CAF) odliSne.
Spomedzi mnohych identifikovanych regulaénych molekul iba prozapalovy cytokin IL6 bol v
nasom in vitro modeli jednotne regulovany a zistilo sa, Ze je vyznamne zvySeny v sérovych
hladinach pacientov s PDAC. DalSie identifikované molekuly, ako napriklad IL8, periostin a
MFGES, satiez kriticky podielali na presluchoch ekosystému PDAC, ale ich regulacia/
expresia odhalila urcité variacie. NasSe udaje tiez ukazali, Zze CAF su stabilnejSie ako
epitelialne nadorové bunky, a preto by sa ucinna terapia mala skér zamerat na nadorovu
strébmu, aby bola u€inna ako farmakologicka metdda zvySujuca mieru prezitia pacientov s
PDAC.

TaktieZ sme dokumentovali schopnost extrakty pagastanu konského (HCE) a escinu
modulovat’ niektoré komponenty nadorového mikroprostredia (TME). Escin inhiboval
zakladné kroky angiogenézy, zatialéo HCE moduloval funkciu CAF. Taktiez sme preukazali,
Ze extrakt z liSajnikov a metabolit kyselina fyzodova tiez inhibovali niektoré procesy v TME
vratane epitelovo-mezenchymalneho prechodu, transformacie CAF a angiogenézy.

Suhrn vysledkov rieSenia projektu a naplnenia ciel'ov projektu v anglickom jazyku
(max. 20 riadkov)

This project resulted in several original findings published in international current contents
connect journals and presented at several international conferences. The mostimportant
results we found were that the pancreatic ductal adenocarcinoma (PDAC) cell lines respond
to the studied fibroblasts (normal - HFs and cancer associated - PANFs) differently. Among
many identified important regulatory molecules, only pro-inflammatory cytokine IL6 seems to
be uniformly regulated in our in vitro model and was found significantly increased in serum
levels of PDAC patients. Further identified molecules such as IL8, periostin and MFGES8
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were also critically involved in the crosstalk of the PDAC ecosystem, but their
regulation/expression revealed certain variations. Our data also showed that PANFs are
more stable than epithelial cancer cells, and thus an effective therapy should rather target
the cancer stroma to be effective as a pharmacological weapon increasing the survival rates
of PDAC patients.

Moreover, we also documented the ability of horse chestnut extract (HCE) and escin to
modulate some components of the tumor microenvironment (TME). Escin inhibited the basal
steps of angiogenesis, while HCE modulated CAF function. Furthermore, we revealed that
lichen extract and metabolite physodic acid also inhibited some processes in TME including
epithelial-mesenchymal transition, CAFs transformation and angiogenesis.
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