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Development of the treatment by investigating the mechanism of disseminated BCG
in patients with RORgT deficiency
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We performed whole exome analysis in patients with Mendelian Susceptibility
to Mycobacterial Diseases (MSMD) and/or Chronic Mucocutaneous Candidiasis (CMC). Through this study,

we succeeded to identify two familial cases with RORy T deficiency. Two novel homozygous mutations
in RORC, encoding RORy T, were identified. These two mutations introduced Jurkat cells, an
immortalized line of human T lymphocyte cells, failed to upregulate IL17A mRNA, whereas WT RORC
introduced cells upregulated them. We thus concluded that identified mutations were loss-of-function
or severely hypomorphic. We are planning to pursue molecular mechanism of this disorder by
investigating the patients’ cells, together with collecting detail clinical records.
Simultaneously, we have tried to generate inducible conditional-Rorc knockout mouse. We are now
investigating generated mouse whether the genetic elimination is obtained by the plpC injection.
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