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In this study, we established a mouse hyperglycemia model usin? Brolonged
high-fat diet (HFD) ingestion, and analyzed the changes in the distribution of immunoglobulins in
the lamina propria and the effect of an SGLT inhibitor phlorizin% on neurons in the myenteric
plexus. In HFD mice, a significant increase in the blood glucose level was observed at the age of 20
weeks as compared with the normal diet mice. Furthermore, the number of IgA plasma cells decreased
in the lamina propria. Compared to STD mice, those on a prolonged HFD had decreased varicosity
number and smaller varicosity minor axis in the neurons of the myenteric plexus. In HFD mice,
phlorizin treatment resulted in ameliorated hyperglycemia and increased synaptic vesicle of
varicosities in the myenteric plexus. These results support the notion that nerve damage underlies
diabetic symptoms of mucosal immune functions and dysmotility, and reveals adaptive enteric nerve
system responses to the prolonged ingestion of a HFD.
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