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AN UNAPPRECIATED ROLE FOR UBIQUITIN LIGASES IN EXPERIMENTAL CARDIAC HYPERTROPHY 
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Cardiac hypertrophy requires active synthesis of sarcomeric and other proteins as cardiomyocytes enlarge and, conversely, reversal of cardiac hypertrophy requires the removal of a significant fraction of contractile proteins from cardiomyocytes. These processes are tightly regulated, and the signaling and transcriptional pathways that govern them have been elegantly described. Less well known are the mechanisms by which protein turnover is regulated during normal and abnormal cardiac biology. Our recent efforts have defined multiple roles for ubiquitin ligases in the heart to regulate cardiomyocyte function. These ubiquitin ligases include atrogin-1/MafBX, MURFs1-3, and CHIP. These ubiquitin ligases affect protein turnover, cell signaling responses, and cardiac metabolism in unsuspected ways. The biology of ubiquitin ligases in the context of cardiomyocyte function will be summarized, and the roles for these ubiquitin ligases will be discussed as potential therapeutic targets.

