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We identified high-frequency somatic NLRC4 mosaicism as a cause of CAPS
phenotype in a patient who lacks NLRP3 mutation through phenotype dissection using patient-derived
iPS cells. For the analysis of pathophysiology of chondrohyperplasia in CAPS, we stablished isogenic

iPSCs with wild-type and mutant NLRP3 derived from CAPS patients carrying NLRP3 somatic mosaicism,
and found that mutant iPSCs produced larger chondrocyte masses through increased expression of the
chondrocyte master regulator SOX9. We also investigated the pathophysiology of AGS
§Aicardi-Goutieres Syndrome) by using IFIH1 mutant mice. These mice showed increased transcript
evels of type | interferon response genes in various organs and encephalitis-like brain lesions,
indicating that these mice are useful as an AGS disease model.
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