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Establishment of mouse model of chronic mucocutaneous candidiasis disease and use
them to find therapeutic target
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We clarified the impact of STAT1 GOF mutations on the development of IL-17
producing T cells. We first investigated the effect of IFN-a/b, IFN-g and IL-27, cytokines that
predominantly activate STAT1, in the differentiation of naive T cells into IL-17A-producing cells. We
observed a much stronger reduction of the proportion of IL-17A T cells in the patients than in healthy
controls. These data suggested that the poor development of IL-17 T cells in patients heterozygous for
STAT1 alleles could result from enhanced IFNs and IL-27 responses via STAT1. We then treated cells with
neutralizing antibodies (Abs) against IFN-a/b, IFN-g and IL-27. The combination of these Abs rescued the
development of IL-17 T cells in CMCD patients carrying STAT1 mutations. These experiments established a
key mechanism underlying impaired development of IL-17 T cells in the patients. This discovery also give
us a new potential therapeutic target to cure host susceptibility to Candida in those patients.
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