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Therapeutic potential of intestinal epithelial NAMPT-mediated NAD+ biosynthesis
in insulin resistance
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i i i The purpose of the present project was to test the hypothesis that
intestinal NAMPT-mediated NAD+ biosynthesis plays a critical role in obesity-associated insulin
resistance. To this end, we generated and analyzed intestinal epithelial cells-specific Nampt

knockout mouse model, namely INKO mice.
We found that INKO mice did not exhibit insulin resistance. However, INKO had decreased production

of glucagon-like peptide-1 (GLP-1), resulting in reduced early-phase insulin secretion and
postprandial hyperglycemia. Importantly, nicotinamide mononucleotide (NMN), a product of NAMPT
reaction, restored intestinal NAD+ levels and increased GLP-1 production in high fat diet-induced
obese mice. Taken together, our results demonstrate that intestinal NAMPT-mediated NAD+ biosynthesis
is essential for a normal glucoregulatory response via regulating GLP-1 production.

This work provides therapeutic insights into intestinal NAD+ biology in the obesity-associated
dysregulation of glucose metabolism.
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