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Optimization of beta-cell reprogramming driven by fasting-mimicking diet
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To monitor newly-generated beta cells, we generated Insl-CreER;ROSA-mTmG
(Insl-neoTimer) mice, in which only newly-generated beta cells were labeled as green/red
double-fluorescent cells. The Insl-neoTimer mice were fed "fast-mimicking diet (FMD)", that is 50%
of the standard daily calorie intake on day 1, 10% of normal daily calorie intake on days 2 to 4,
and then normal chow for 1 week. Five cycles of FMD induced green/red double-fluorescent newborn
beta cells in the islets of Insl-neoTimer mice. As the newly generated beta cells were negative for
Neurog3, which was not consistent with the previous finding that newly generated beta cells were
derived from Neurog3-expressing endocrine progenitors.
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