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In a previous study, the applicant showed in mice that mutations in the type

2 diabetes susceptibility gene Kcngl act to decrease pancreatic B -cell volume via down-regulation
of a non-coding RNA called "Kcnglotl™. In this study, we examined whether similar results were
observed using human iPS cells and human pancreatic islets. When human iPS cells were induced to
differentiate into pancreatic endocrine cells, Kcnglotl expression was upregulated, but KCNQ10T1
expression was downregulated in minor alleles of the KCNQL SNP. KCNQ1OT1 is also expressed in human
islets, but the frequency of minor alleles of the KCNQL1 SNP is significantly lower in Westerners
than in Japanese, so a comparative study was not possible.
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