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Drug discovery targeting Hippo-YAP pathway for heart regeneration
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Accumulating data suggest that new cardiomyocytes in adults are generated
from existing cardiomyocytes throughout life. To enhance the endogenous cardiac regeneration, we
performed chemical screenings to identify compounds that activate pro-proliferative YAP and TEAD
activities in cardiomyocytes. We synthesized a novel fluorine-containing compound (TT-10) from the
biologically hit compound. TT-10 treatment in mice ameliorated myocardial infarction-induced cardiac

dysfunction. In addition, TT-10 markedly promoted cell cycle activation and increased cell division
of human induced pluripotent stem cell-derived cardiomyocytes. Stimulating cardiomyocyte

proliferation and/or protection with TT-10 might complement current therapies for myocardial
infarction.
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