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Establishment of novel therapeutic strategies for diabetes by increasing
pancreatic beta-cell mass through targeting of intracellular lipid signaling
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Although a loss of B -cell mass is observed in both type 1 and type 2
diabetes, there are no clinical therapeutics for diabetes that target (3 -cell proliferation. The
present study was designed based on our findings that DGKO -deficient mice show improved glucose
tolerance and suppression of diabetes progression by increasing the number of pancreatic islets. The

present study demonstrated that B -cell-specific knockout of DGKO , rather than indirect effects of
non-specific DGKd knockout in other tissues such as the brain, leads to islet proliferation in
vivo, and that proliferating islets are composed of mature (3 -cells. Our findings also provide
insight into the regulation of DGKd localization in pancreatic B -cells. This study suggests that
regulating the expression and localization of DGKd could be a potential target for novel
therapeutics for diabetes via [ -cell proliferation.
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