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Elucidation of human immunoglobulin class switch recombination mechanism by the
identification of causative gene for hyper-IgM syndrome
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Whole exome sequencing of primary antibody deficiency including hyper- IgM
syndrome (HIGM) type 4 revealed the mutations in 20 genes. Twenty-two patients with activated PI13K&
syndrome (APDS% type 1 were identified from the low-TREC group. Increased transitional B cells /

follicular T cells / plasmablasts and decreased CD4 helper T cells were useful for diagnosis.
Long-term event-free survival was poor, but hematopoietic stem cell transplantation was effective.
Low serum 1gG2 was observed in 90%, and 1gG2 class switch recombination was impaired in vitro. How
activated PI3Kd inhibits 1gG2 class switch will be analyzed in the future.
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