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We explored the effects of X-linked inhibitor of apoptosis associated factor

1 (XAF1) on B -cell function and progression of diabetes in vivo. Pancreatic B -cell-specific XAFl
overexpressing (Xafl Tg) mice and their wild-type (WT) littermates were fed either a normal diet or
a high-fat diet (HFD).
HFD-fed Xafl Tg mice demonstrated increased (3 -cell apoptosis, lowered insulin expression, and
impaired glucose tolerance compared with WT mice fed the same diet. Pancreatic B -cell XAFl
expression was enhanced via HFD-induced, macrophage-derived interferon 3 (IFNB ), which promoted 3
-cell apoptosis and led to a reduction in insulin secretion and progression of diabetes. Since
bacterial endotoxin also stimulates IFNB production from macrophages, it may indicate an
association between low-grade inflammation-induced pancreatic B -cell XAF1l expression and
ggagerbation of diabetes, thus providing insight into the mechanism of [ -cell mass reduction in

iabetes.
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