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C150RF48 is the inducing factor of thymic autophagy that regulates autoimmunity.

Takakura, Yuki
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TECs (Thymic epithelial cells) show high autophagy activity without
starvation. This implies that such stress-independent autophagy might contribute to self-protein
degradation for generating self-antigen peptides in TECs. Consistently, autophagy in TECs is
important for acquisition of T cell self-tolerance. However, the mechanism by which TECs induce
autophagy in the absence of starvation is unknown. We found novel autophagy-inducing factor C150RF48

in TECsS.C150RF48 reduces the mitochondrial membrane potential and lowers intracellular ATP levels,
thereby activating AMP-activated protein kinase and its downstream ULK1. C150RF48-/- mice show a
reduction in stress-independent autophagy in TECs. Moreover, C150RF48-/- mice develop autoimmunity,
which is consistent with the fact that the stress-independent autophagy in TECs is crucial for the
thymic self-tolerance. These results suggest that C150RF48 induces stress-independent autophagy,
thereby regulating self-tolerance.
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