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CARDIAC HYPERTROPHY AND FAILURE: MOLECULAR MECHANISMS OF REMODELING (Invited Lecture)

J.A. Hill
University of Iowa College of Medicine, Iowa City, IA, USA
Disturbances of Ca2+ metabolism are central to the pathogenesis of heart failure both in terms of controlling contractile performance and regulating transcription.  Rapid progress has been made recently in elucidating Ca2+-activated signaling cascades in the heart, including MAP kinases, protein kinase C, Ca2+/calmodulin-dependent protein kinase, and a recently described pathway involving calcineurin, a Ca2+/calmodulin-regulated cytoplasmic phosphatase.  These pathways mediate stress-activated transcriptional programs that culminate in cardiac hypertrophy.  As hypertrophic transformation may be a pathogenic milestone in the development of heart failure, these pathways are potential targets for therapeutic intervention.  We will review recent advances in the fields of hypertrophic signaling in the myocardium, with particular emphasis on mechanisms of structural, functional, and electrophysiological remodeling.







