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Microbiota-derived lactate and dietary responses of colonocytes; molecular bases
for the manipulation of cell turnover by changing eating behavior to avoid

cancer risk

Dohi, Taeko
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Turnover of gastrointestinal epithelial cells arrests at fasting, while
refeeding induces transient hyperproliferation by the action of lumenal lactate produced by
commensal microbiota. In this study, we found that this physiological response of colonocytes to
fasting-refeeding was disturbed in high fat diet-fed obese mice, which resulted in the increased
risk of carcinogenesis. However, we also showed that manipulation of colonocyte turnover with
delivery of lactate into the colon lumen and setting appropriate fasting period was able to reduce
colonic inflammation, promote epithelial repair, and reduce the risk of carcinogenesis.
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