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Uplatnenie vysledkov projektu

Uplatnenie vysledkov projektu spo€iva v lepdom pochopeni ulohy CAIX v nadorovom
mikroprostredi. Data z mikroarray a proteomickych analyz je mozné vyuzit ako suéast
Sirokospektralnych porovnavani dat z r6znych experimentalnych zdrojov. Z hladiska
potencionalneho vyuzitia CAIX v terapii nadorov, nase vysledky poodkryvaju signalne drahy
ovplyvnené CAIX s moznym vplyvom na terapiu.

CHARAKTERISTIKA VYSLEDKOV

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

RieSenie projektu bolo rozdelené do troch etap. V prvej etape boli pripravené HeLa a HT-
1080 bunkové modely s inducibilnou shRNA namierenou voci Karbonickej anhydraze 1X
(CAIX). Po blizSej charakterizacii a overeni funkénosti boli tieto systémy vyuZzité na
genomické a proteinové profilovanie. Identifikovali sme viacero génov diferencialne
exprimovanych v bunkach so znizenou expresiou CAIX. Expresia tychto génov ovplyvnila
viacero signalnych drah. Medzi najvyznamnejSie patri bunkova adhézia ktorej ovplyvnenie
sme potvrdili aj funk&nymi testami. Proteomické analyzy na pripravenych bunkovych
modeloch odhalili proteiny ktorych abundancia bola signifikantne ovplyvnena potlacenim
expresie proteinu CA IX. Identifikovali a nasledne na nadorovych xenograftoch sme dokazali
znizenu expresiu niektorych proteinov zahrnutych v glykolytickom nadorovom metabolizme.

Rie&enie projektu prinieslo nové poznatky o molekulovych drahach, ktoré su ovplyvnené
expresiou CAIX v hypoxickom prostredi a pod¢iarkuju dblezitu ulohu CAIX, ako sucasti
nadorového mikroprostredia.

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

Implementation of the project was divided into three stages. In the first stage HeLa and HT-
1080 cells culture models with inducible shRNA directed against carbonic anhydrase 1X
(CAIX) were prepared. After closer characterization and verification of the functionality these
systems were used for genomic and protein profiling. We have identified a number of genes
differentially expressed in cells with reduced expression of CAIX. Multiple signaling pathways
were affected by the expression of these genes. The most important is cell adhesion which
was also confirmed by the functional tests. Proteomic analysis of the prepared cell models
revealed a protein whose abundance was significantly influenced by suppressing the of CA IX
expression. By this approach we identified and subsequently confirmed on tumor xenografts,
reduced expression of certain proteins involved in the glycolytic metabolism of the tumor.

This project has brought new knowledge about the molecular pathways that are affected by
CAIX expression in hypoxic environment, emphasizing the important role of CAIX as part of
the tumor microenvironment.
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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
MVDr. Juraj Kopacek, DrSc MVDr. Juraj Kopacek, DrSc

V Bratislave 25.11.2014 V Bratislave 25.11.2014

" podpis zodpovedného riesitela podpis Statutameho zastupcu prijemcu
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