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RET is the functional receptor tyrosine kinase for growth factors of the GDNF family. Gain-
of-function genetic lesions convert RET into a driver oncogene in several human 
malignancies, including papillary thyroid carcinoma, medullary thyroid carcinoma and lung 
adenocarcinoma. Our project aims at: i) elucidating the mechanisms through which various 
genetic lesions (gene fusions, InDels, single amino-acid substitutions) activate RET 
oncogenic potential; ii) characterize the activity of rationally-designed RET small molecule 
kinase inhibitors (TKIs); iii) characterize the molecular mechanisms mediating RET 
resistance to RET-targeted TKIs. These studies are run in collaboration with the group of 
Francesca Carlomagno at the DMMBM. 
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