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Molecular pathological analysis of infectious disease development using
gain-of-function STAT1 knock-in mice.
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Patients with gain-of-function (GOF)-STAT1 mutations display a broad variety
of infectious and autoimmune manifestations in addition to chronic mucocutaneous candidiasis (CMC),
and those with severe infections and/or autoimmunity have a poor prognosis. In this study, we

generated GOF-StatlR274Q mice to better understand the disease pathogenesis caused by GOF-STAT1
mutations in humans. The mice replicated the human molecular and cellular phenotypes by presenting
with hyperphosphorylation of STAT1 upon cytokine stimulation and impairment of Thl7 cells in the
small intestine. Moreover, GOF-StatlR274Q mice might show slightly increased susceptibility to C.
albicans infection, probably because of impaired IL-17-based immunity. The GOF-StatlR274Q mice
established here should be a useful model to understand the human primary immunodeficiency disease
caused by GOF-STAT1 mutations.
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Human gain-of-function STAT1 mutation disturbs
IL-17 immunity in mice., International Immunology, 2020, 32(4):259-272.
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