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Elucidation of leukemia clone survival mechanism via lipid metabolic adaptation
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Although cell survival/proliferation mechanism via lipid metabolic
adaptation in leukemia cells with isocitrate dehydrogenase (IDH) mutation has been suggested, the
precise molecular mechanism remained unclear. In this study, we identified that phospholipase C
(PLC) gene expression was downregulated by methylation of PLC gene promoter regions, which
downregulated intracellular arachidonic acid level and resulted in resistance to apoptosis in IDH2
mutant cells. To overcome this apoptosis resistance, we revealed that specific inhibitors of
arachidonic acid metabolism in combination with specific inhibitor of mutant IDH2 could induce
apoptosis in IDH2 mutant leukemia cells.
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