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Impairment of myocardial contractility in severe sepsis/septic shock in the absence of preload and afterload has been recognized as an important factor that contributes to the high mortality in critically-ill patients. Evidence from our laboratory indicates that myocardial structural changes could be responsible for sepsis-induced myocardial dysfunction. Taking into account that the contractile machinery inside the myofibers must remain intimately connected with the membrane and extracellular matrix and the intercalated discs maintains myocardium integrity by the en-to-end connection of myocytes, the expression of the cell scaffold protein and extracellular matrix and intercellular communication and mechanical coupling between the neighboring cardiomyocytes during severe experimental sepsis induced by cecal ligation and puncture (CLP) were studied. Decreased expression of proteins involved in formation of gap junctions (connexin-43) and adherens junctions (N-cadherin) were noticed. These alterations may result in loss of intercalated disc structural integrity, changing the mechanical and electrical-chemical coupling between neighboring cardiomyocytes. Additionally, we demonstrated the decrease of dystrophin and dystrophin-glycoprotein complex (DGC) components resulting from severe septic injury. The reduction or loss of dystrophin is the primary event followed by myofilamentar degeneration. The decrease of glycoproteins associated with dystrophin and laminin were secondary events. These results demonstrate that during experimental CLP sepsis there is loss of proteins involved in both the remodeling of the intercalated disc and the glycoproteins expression implicated in the mechanical link between the intracellular cytoskeleton and extracellular matrix, thus suggesting that these myocardial structural changes can be implicated in sepsis-induced cardiac depression (Grants: FAPESP and CNPq).

