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THESIS ABSTRACT

The 5-year survival rate for pancreatic cancer is approximately 6-8%,
and new treatment approaches are needed. Activating mutations of
the KRAS gene are found in more than 90% of pancreatic ductal
adenocarcinomas (PDAC), which constitute the majority of
pancreatic cancers. In this thesis study; Genetic expression of the
glycolytic regulator 6-phosphoructo-2-kinase/fructose-2,6-
bisphosphatase-3 (PFKFB3) and the polyamine biosynthesis pathway
rate-limiting enzyme ornithine decarboxylase (ODC1) was detected in
PDAC cell models that have the KRAS mutation and are known to be
metabolically aggressive. and the effects of single and combined
inhibitions on the in vitfro metabolic, proliferative and oncogenic
potential of cells were investigated using pharmacological methods.

Data obtained within the scope of this thesis study; It shows that
suppressing PFKFB3 and ODC1 activities in PDAC tumors, which stand
out with their metabolic aggressiveness and plasticity, may have a
stronger anti-oncogenic effect than single inhibifion in vitro.

APPLICATION AREAS OF THE THESIS RESULTS

Research has been conducted in the field of molecular pharmacology
and drug development, and a new inhibitor drug has been tested for
the first time. The findings obtained here contributed to the literature
for targeted treatment improvement studies in cancer.
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