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High Mobility Group Box 1 (HMGB1) is a nuclear DNA-binding protein that has multip
le functions, however little is known about the effects of nuclear HMGB1 on fetal gene expressions under h
ypertrophic stimulation. We observed decreased nuclear HMGB1 expression in human failing hearts and pressu
re overloaded mice heart. Nuclear HMGB1 decreased in response to endothelin-1 (ET-1) or angiotensin 11 (AT
1) stimulation in cardiomyocytes, where nuclear HMGB1 was acetylated and translocated to the cytoplasm. O
verexpression of nuclear HMGB1 attenuated ET-1 or ATII induced fetal gene expression such as ANP and BNP a
nd induction of cardiomyocyte hypertrophy. These results suggest that the maintenance of stable nuclear H
MGB1 levels prevents hypertrophy and heart failure.
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