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The role of lifestyle-induced intestinal barrier dysfunction in the pathogenesis
of autoinmune pancreatitis
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Although autoimmune pancreatitis (AIP) predominantly occurs in middle-aged
and elderly men, the roles of eating habits and lifestyle in the pathogenesis of AIP are poorly
understood. In this study, we examined whether a high-fat diet (HFD), preferred by middle-aged and
elderly men, increases sensitivity to experimental AIP. We modeled AIP in MRL/MpJ mice by repeated
injections of polyinosinic:polycytidylic acid. HFD exacerbated AIP development and promoted
pancreatic accumulation of interferon (IFN)-a -producing plasmacytoid dendritic cells (pDCs).
Neutralization of type | IFN signaling pathways prevented the development of severe AIP induced by
HFD. In contrast, leaky gut was less likely to be associated with the HFD-induced exacerbation of
AIP, as was_evidenced by the lack of significant alterations in the jejunal or ileal expression of
tight junction proteins. These data suggest that HFD exacerbates experimental AIP through the
activation of pDCs producing IFN-a .
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