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ALS is a fatal neurodegenerative disease that is often associated with mutations in TARDBP (TDP-43) and C9ORF72 genes, which are involved in RNA 
metabolism and protein-quality control systems, including autophagy. FTD has a similar pathogenetic mechanism. Cytoplasmic aggregates of TDP-43 
represent a neuropathological hallmark of ALS and FTD, namely TDP-43 proteinopathies. TDP-43 is also recruited into stress granules (SG), RNA/protein 
complexes formed in response to cellular stress. A failure of SG clearance by autophagy may lead to pathological TDP-43 aggregates,  thus promoting ALS/FTD 
pathogenesis; however, the issue is still under debate. Therefore, our aim is to investigate ALS/FTD- related molecular mechanisms underlying the 
intersection between SGs, TDP-43 aggregation, and autophagy. As an endpoint, the effects of genetic and pharmacological modulation of autophagy will be 
tested on TDP-43 pathologicalaggregation, aimed at developing new therapeutic strategies for ALS/FTD.
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