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Abstract
Protein prenylation is an irreversible post-translational modification in which prenyltransferases attach an isoprenoid to a C-terminal CaaX-motif. This
protein modification determines the localization and biological function of proteins. Targeting protein prenylation would be an exciting way to modulate
their activity spectrum.
Recently, we developed cell-permeable CaaX-peptides that impaired Ras protein localization and their biological function as a molecular switch. The
peptides combined a cell-penetrating peptide (CPP) with a C-terminal CaaX-motif of Ras proteins. They highly accumulated inside cells and exhibited
pronounced toxicity to KRas mutated pancreatic cancer cells bearing a G12D mutation (PANC-1). Also, CaaX-peptides altered Ras localization causing a loss
of membrane integrity and decreased KRas levels in PANC-1 cells. This likely affected other interactors as, for instance, the expression of the tumor
suppressor and negative regulator of KRas, neurofibromin-1 (NF-1).
Based on these findings, my study aims to further investigate intracellular processing of CaaX-peptides and to study their influence on KRas expression and
. membrane localization, and how they affect distinct KRas interactors. )
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CaaX-1 alters Ras regulators and downstream effectors
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