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Genomic analysis of steroid-sensitive nephrotic syndrome using sibling cases
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To clarify gene for steroid-sensitive nephrotic syndrom (SSNS) we performed
the whole exsome-sequencing of SSNS family with affected sibs, and identified first gene ISTN1, and
identified additional 23 mutations in the ISTNl-related genes.To explore a novel SSNS gene we
screened additional 7 families with affected sibs and found a compound-heterozygous mutations in
ILIRAP gene. Since IL1RAP is a critical subunit of the functional interleukin-1 receptor (IL-1R), we
tested the its functional effect. When stimulated with IL-13 , peripheral blood cells from the
patients produced markedly lower levels of cytokines compared with cells from healthy family
members. Moreover, IL-1R with a variant IL1RAP subunit had impaired binding ability and low
reactivity to IL-1f . To confirm the causality of the mutations in a mouse model we analyzed urine
protein levels in the Illrap knockout mouse. However, the protein level was not different form
wild-type mouse, suggesting necessity of further analysis.
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