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The investigation of the mechanism of beta cell dedifferentiation aiming for new
therapy of diabetes mellitus
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Wolfram syndrome, caused by the WFS1 gene mutations, is characterized by
insulin-dependent diabetes mellitus. Genetically determined pancreatic 3 cell loss results from
augmented ER and oxidative stresses. This study revealed that in the Wfsl-deficient mice B cells
become dedifferentiated and revert to endocrine progenitor-like cells, and a subset of them takes a

cell fate. It was also demonstrated that genetic inhibition of Txnip, which is a stress response
molecule involving in various cellular processes, maintains 3 cell identity and completely prevents
diabetes progression in the Wfsl-deficient mice. In this study, for the first time, we clearly
showed a disease model that caused diabetes mainly due to B cell dedifferentiation, and identified

a novel therapeutic target.
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