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PROPOSED RESEARCH ACTIVITIES:
Role of RidA proteins in cachexia and tumor metabolism

The Yjg/YEORO57¢/UK114 superfamily is a group of ubiquitous proteins, with an interesting common
enzymatic property in amino acid metabolism, which leads to their definition of reactive deaminase
intermediates (RidA). In particular, the activity of RidA neutralizes the 2-aminoacrylate intermediate
metabolite, a highly reactive product capable of inhibiting several metabolic pathways. Cell membrane
expression in tumor cells could be related to the defense mechanism of highly proliferating cells against toxic
metabolic products accumulating in the interstitium, representing a new and challenging biological
observation. On the same way, tumor-released toxic metabolites are known to be implicated in tumor
cachexia, a multifactorial disease characterized by body mass loss, negative protein-energy balance and
systemic decline. The present project aims to dissect the effect of RidA proteins on tumor cachexia. We will
assess both the tumor-related RidA activity and its role in tumor metabolism, as well as the possible detoxifying
effects of a systemic RidA activity on circulating tumor catabolites. This will be dissected using in vitro and in
vivo models of cachexia. Drugs to modulate RidA metabolic activity will be developed and tested with the final
goal to target tumor metabolism, systemic toxin release and inflammation.




