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Elucidation of molecular mechanisms of NLRP3 mosaicism
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CINCA syndrome is an autoinflammatory syndrome caused by gain-of-function NLRP3 m
utations. The inheritance of CINCA syndrome is sporadic and autosomal dominant. It has been known that con
ventional genetic analyses fail to detect disease-causing mutations in approximately 50% of patients. We r
eported 70% of mutation negative patients have somatic mosaicism of NLRP3. However, the mechanism of infla
mmation by somatic mosaicism of NLRP3 is not elucidated.

To elucidate the mechanisms of NLPR3 mosaicism, we developed real-time single-cell imaging of IL-1 beta se
cretion. We found found that most of the IL-1 beta secreted cells lost their membrane integrity. Also, we
found IL-1 beta secretion followed to the loss of cell membrane integrity with some lag time.
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