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Investigation of mechanisms on autoinflammatory diseases caused by NLRP1
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We attempted to elucidate the mechanisms by which the NLRP1 point mutation,
identified in a rare disease patient, caused liver cirrhosis. We demonstrated that NLRP1
inflammasome is constitutively activated in liver cell lines derived from this patient; however, we
were not able to clarify the causal relationship between the NLRP1 inflammasome activation in
hepatocytes and liver cirrhosis. We then generated the mice expressing this NLRP1 mutation
specifically in hepatocytes. However, these mice neither exhibited NLRP1 inflammasome activation in
hepatocytes nor liver abnormalities such as liver fibrosis. Accordingly, it was possible to
speculate that in this patient, any infection and/or drug administration had triggered NLRP1
inflammasome activation, induced by this mutation, in hepatocytes. Further examination will be
required to understand the relevant mechanisms.
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NLRP1-P1214L NLRP1 dipeptidyl peptidase 9 DPP9 NLRP1
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A point mutation within the function-to-find domain (FIIND) of human NLRP1 causes an autoinflammatory disease involving
liver fibrosis and dyskeratosis.
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