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SPI-B PLAYS A PROTECTIVE ROLE IN PRSSURE OVERLOAD-INDUCED HEART FAILURE THROUGH ATTENUATION OF CARDIAC INFLAMMATION 
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Chronic hypertension can initiate the development of cardiac hypertrophy, ultimately resulting in congestive heart failure. It is widely accepted that inflammation with migration of bone marrow-derived cells into the heart is involved in the pathogenesis of pressure overload-induced cardiac hypertrophy and fibrosis. Spi-B, a member of Ets transcription factor family, is thought to be involved in immunomodulation. To investigate the pathophysiological roles of Spi-B in pressure overload-induced cardiac hypertrophy and heart failure in mice, male Balb/c (WT) and Spib deficient (Spi-B-KO) mice were subjected to transverse aortic constriction (TAC). Cardiac hypertrophy, fibrosis, cardiac function by echocardiography and expression of cardiac remodeling-related molecules, inflammatory cytokines and chemokines were examined. Three weeks after TAC, Spi-B-KO mice exhibited more significant loss of cardiac function with severer cardiac hypertrophy and fibrosis, compared with WT mice, indicating that Spi-B played protective roles in TAC-induced cardiac hypertrophy, fibrosis and heart failure. Consistently, the intracardiac expression of col1a1 and col3a1 was more significantly increased throughout the experimental period, whereas that was transiently increased at 3 days after TAC in WT mice. Intracardiac gene expression for inflammatory cytokines and chemokines was also augmented and sustained in Spi-B-KO mice, compared with WT ones. In addition to the above differences between WT and Spi-B-KO mice, intracardiac gene expression for the matricellular protein such as osteopontin, tenascin, periostin and versican was much higher in Spi-B KO mice. These observations suggested that Spi-B plays protective roles in the pathogenesis of pressure overload-induced heart failure through negative regulation of immune-responses to cardiac mechanical stress.

