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KRAS is the most frequently mutated oncogene in human cancer. Pathologies driven by
KRAS mutations are associated with poor response to standard-of-care treatments. The KRAS gene
encodes for a small GTPase regulating cellular pathways involved in signal for growth, proliferation,
and differentiation, and existing in two splice variants. The ambitious aim of this project is to generate
a comprehensive biomolecular and structural characterisation of KRAS isoforms, to elucidate the effect
of its pathological cancer mutations. We will ultimately address the effect that currently known
molecular inhibitors in clinical trials have on different variants of KRAS to establish a platform to
facilitate drug discovery against this protein.

The project will impact Cancer Research by shedding light on primary structural aspects of KRAS
isoforms and their involvement in cancer development. The impact of a similar result would directly
propagate into translational applications where patient-derived models (PDX) can be tested specifically

against KRAS isoforms to support the development of personalized medicine.
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