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                                     Abstract
Cells are exposed to a variety of stress conditions during their lifetime. Accumulation of intracellular damage results in loss of protein homeostasis (proteostasis) and cell function, and underlies many pathophysiological disorders and contributes to aging. To limit cellular damage, dedicated quality‐ control mechanisms maintain a healthy proteome by detecting altered proteins and assisting in their refolding, sequestration in specific subcellular compartments, or elimination. The main catabolic mechanisms involved are the ubiquitin‐proteasome and the lysosome‐autophagy pathways, which mediate specific degradation of damaged proteins and organelles and the recycling of the degraded components. In addition, damaged or stress‐inducing intracellular components (e.g., altered proteins, RNA or DNA) can be eliminated from cells by secretion in small vesicles known as exosomes. Clearance of damaged material through exosomes might contribute to the systemic propagation of protective or detrimental signaling responses throughout the organism, adding a new layer of complexity to the pathophysiological consequences of failed cellular quality control. Here, we discuss the evidence that selective incorporation and release of cellular compounds in exosomes is a quality‐control strategy to alleviate intracellular stress. We describe how exosome biogenesis and the autophagy‐lysosomal pathway converge at the endolysosomal compartment for the proper maintenance of intracellular homeostasis. Finally, we highlight how dysregulation of these processes contributes to human disease and aging.
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