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Anotace:

Aktivace onkogen(l v nadorové burice vede nejen ke zvySené bunécéné proliferaci, ale soucasné zvysuje
proteosyntézu. Nadprodukce proteinll spojenych s genomovou nestabilitou vede u nadorovych bunék k
aktivaci stresové odpovédi, kterd kompenzuje vznikly proteotoxicky stres. Cilem disertacni prace je
studium onkogenni signalizace, jejiho vlivu na proteosyntézu a bunécnou stresovou odpovéd. Vliv
onkogen( na aktivaci stresové odpovédi a citlivost na proteotoxicky stres bude analyzovan na bunécéné
Urovni pomoci editace genomu a ektopické genové exprese. Vytvorené bunécéné linie budou pouzity k
testovani rGznych protinddorovych IéCiv a ke zjisténi, zda se proteostatické mechanismy a stresova
odpovéd podileji na jejich protinadorovém ucinku. Aktivace stresové odpovédi ve vztahu k onkogenni
signalizaci a odpovédi na terapii bude rovnéz studovana ve vzorcich nadorové tkané pacient. Vysledky
studie by mély ukazat, jak se aktivace stresové odpovédi podili na terapeutické odpovédi latek
ovliviujicich proteinovou homeostazu bunék. Vysledky doktorské prace by mély ukazat roli stresové
signalizace v odpovédi na terapii a odhalit nové moZnosti terapeutickych zasahl zamérenych na
proteostazu nadorovych bunék.
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Abstract:

Activation of oncogenes in a tumor cell not only leads to increased cell proliferation, but simultaneously
increases proteosynthesis. The overproduction of proteins associated with genomic instability leads to



the activation of a stress response in cancer cells, which compensates for the resulting proteotoxic stress.
The aim of the PhD thesis is to study oncogenic signalling, its influence on proteosynthesis and the cellular
stress response. The effect of oncogenes on the activation of the stress response and sensitivity to
proteotoxic stress will be analyzed at the cellular level using genome editing and ectopic gene expression.
The established cell lines will be used to test various anticancer drugs and to determine whether
proteostatic mechanisms and the stress response are involved in their antitumor effect. Activation of the
stress response in relation to oncogenic signaling and response to therapy will also be studied in patient
tumor tissue samples. The results of the study should show how the activation of the stress response is
involved in the therapeutic response of substances affecting the protein homeostasis of cells. The results
of the PhD thesis should show the role of stress signaling in the response to therapy and reveal new
possibilities of therapeutic interventions targeting tumor cell proteostasis.



