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ABSTRACT 
My research focuses on dysregulated signal transduction pathways in cancer that drive chemoresistance. Through experimental studies, I have contributed to elucidating the roles of FK506-binding protein 51 (FKBP51) in tumor aggressiveness. In particular, I was the first to identify the deregulated expression of FKBP51 in melanoma, demonstrating its role in sustaining cancer stemness programs and epithelial-to-mesenchymal transition (EMT), as well as mediating NF-κB–induced resistance to anticancer treatments. More recently, I have initiated a line of research investigating immune tolerance, centered on a splice variant of the FKBP5 gene, FKBP51s, which was first discovered in my laboratory in 2015. This isoform was identified in the blood of melanoma patients and later confirmed in tumor cells and the tumor microenvironment, where it is associated with PD-L1. FKBP51s expression in peripheral blood mononuclear cells (PBMCs) constitutes an immune signature of melanoma patients, linked to tumor-induced immunotolerance, and holds promise as a biomarker for monitoring patients undergoing immunotherapy. Mechanistically, FKBP51s promotes PD-L1 expression by acting as a foldase involved in its post-translational modifications. My studies have shown that FKBP51s supports tumor-associated macrophages in both melanoma and glioblastoma patients, contributing to an immunosuppressive tumor microenvironment. Additionally, my research on PD-L1 has recently expanded into new functional territories beyond its canonical role as an immune checkpoint. We are exploring non-canonical PD-L1 isoforms and their functions in intracellular compartments, particularly in the nucleus. These emerging functions appear to be involved in the regulation of glioma growth, suggesting that PD-L1, beyond immune modulation, may also act as a direct regulator of tumor cell biology. Collectively, my research aims to uncover novel mechanisms of tumor immune evasion and resistance to therapy, with a particular focus on the FKBP51/FKBP51s axis and PD-L1. These findings provide a deeper understanding of cancer progression and pave the way for the development of more effective diagnostic tools and therapeutic strategies.
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