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Novel therapeutic strategy against heart failure associated with cancer
chemotherapy via the regulation of cardiac mitochondrial metabolism
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We aimed to investigate the mechanisms underlying the progression of heart
failure associated with cancer. For this purpose, we generated several genetically engineered mouse
models and found that several metabolisms and their related molecules (TP53, D-glutamate, peroxisome

proliferator-activated receptor-alpha, and D-f3 -hydroxybutyrate dehydrogenase 1) could be a
potential therapeutic target of heart failure. The inhibition of the p53-TIGAR (TP53-Induced
Glycolysis and Apoptosis Regulator) pathway reduced the oxidative stress and preserved the heart
function in heart failure mice model. We also demonstrated that the p53 pathway was inhibited by
bovine milk orotic acid, suggesting that this agent could be a novel promising drug for heart

failure.
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