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Insight into TGFβ/Zeb1 circuitry promoting melanoma Zeb1 circuitry promoting melanoma 
immunotherapy resistance through endothelial cell 
anergy

Although immune checkpoint blockade (ICB) therapies generated great enthusiasm and hope in 
oncology among patients, clinicians and researchers, their efficacy is still limited to a minority of 
cancer patients. An accurate understanding of biological mechanisms at the base of ICB response, 
so far elusive, is mandatory and promises the development of novel combinatorial therapeutic 
protocols to increase the percentage of ICB responders. Since it has been established that tumor 
microenvironment (TME) is implicated in the modulation of the antitumor immune response, studies 
focusing on the crosstalk between tumor cells and TME cellular components will help to fulfil this 
knowledge gap. 
The present proposal will be assembled with the intent to elucidate the molecular mechanisms 
implemented by tumor associated endothelial cells (TECs) to support immune response evasion 
and ICB resistance development in melanoma. The overall goal will be the characterization of TEC 
role in TME to overcome ICB primary and acquired resistance in melanoma patients, hoping to 
define novel drugable targets able to avoid anergy and endothelial mesenchymal transition 
favoring the cytotoxic immune cell function.
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