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ABSTRACT 
Senescence is a state of proliferative arrest which has been described as having both a protective mechanism against the malignant transformation of cells, as well as detrimental effects. These pathological effects have been attributed to the acquisition of an enhanced secretory profile targeted towards inflammatory molecule and tissue remodeling agents known as the Senescence-Associated Secretory Phenotype (SASP). The diverse and varied effects are driven by heterogeneity in the composition of SASP, which is influenced by different factors including cell type, senescence trigger and disease state. As with the more traditional “soluble” SASP, more recent studies have highlighted the role of extracellular vesicles (EVs) within the SASP. EVs serve as vehicles for different cargos-including proteins, nucleic acid and metabolites-that can initiate intracellular signaling. Notably, they offer a mechanism for the functional transfer of molecular information between senescent cells ant their surrounding microenvironment.
An emerging trend of thought proposes that EVs play a role in facilitating tumor progression and chemoresistance via signaling between tumor cells and conferring paracrine senescence on neighboring cells. In this context, EVs derived from cancer cells which have undergone chemotherapy-induced senescence (TIS), may represent a route through which TIS cancer cells dispose of proteins and contribute to cancer cell survival and resistance to chemotherapy. Whilst the enhanced secretome of senescent cells has been extensively investigated, changes in EVs secretion by Therapy-induced senescence cells has only recently received significant research interest.
By using different lung cancer cellular models, both NF-kB proficient and NF-kB deficient, of chemotherapy induced-senescence, and the combination of different unbiased screening and molecular approaches, we are investigating the role of SASP and EVs in the modulation of cancer chemoresistance and tumor microenvironment modulation, and the role played by the RelA/p65 subunit of the NF-kB family of transcription factor in modulating these processes. 
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