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Analyses of effects on glucose metabolism and identification of pathogenic
mechanism of insulin-resistant diabetes mellitus due to DNA repair deficiency.
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We have established a system to analyze phosphorylation profiles downstream
of insulin receptor upon insulin and IGF-1 stimulation for human B cell line derived from Bloom
syndrome patients and transformed by Epstein-Barr Virus.In addition, we obtained cell-lines derived
from patients with insulin receptor deficiencies, ataxia telangiectasia, and activated PI3K-delta
syndrome, Baller-Gerold syndrome, Werner syndrome, and LIG4 syndrome for parallel analysis.

Based on clinical information on patients with Bloom syndrome in Japan, we have identified the
presence of insulin resistance that becomes apparent around puberty and IGF-1 non-response that may
be a factor in growth failure as a clinical feature of Bloom syndrome. Given the fact, we plan to

progose a treatment strategy for diabetes mellitus and insulin resistance in patients with Bloom
syndrome.
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