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INFLAMMATION AND VIRAL INFECTION IN DILATED CARDIOMYOPATHY - PATHOGENESIS AND SPECIFIC THERAPEUTIC INTERVENTIONS (invited Lecture)
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Autoimmunity and viral persistence constitute the predominant prognostic factors of myocarditis progressing to dilated cardiomyopathy (DCM).  Inflammatory cardiomyopathy (InfCM) is diagnosed in 50% of the DCM patients by immunohistochemistry. Furthermore, endothelial induction of cell adhesion molecules (CAMs) in 65% of DCM patients has confirmed that CAMs induction is a prerequisite for lymphocytic infiltration with special reference to cytotoxic lymphocytes. Monoclonality of T lymphocytes, as detected by the PCR analyses of the T-cell receptor, is exclusively present in 50% of the DCM patients, indicating a specific immune response against a single target (either cryptic myocardial or viral) protein. Patients with autoimmune InfCM benefit from immunosuppressive treatment and immunoadsorption by significant improvement of left ventricular systolic function and heart failure symptoms.  The coxsackie-adenovirus receptor (CAR) is exclusively induced in 63% of the DCM patients and both enteroviral and adenoviral genome were detected in a significant proportion of DCM patients. Enteroviral persistence is associated with a worse outcome of DCM patients. Virus elimination, on the other hand, depends on the development of a significant T-lymphocytic infiltration with an antiviral cytokine pattern (interferon [IFN] secretion). In DCM patients with entero- or adenoviral persistence, IFN-beta administration over 6 months leads to viral elimination and cessation of the intramyocardial inflammation, paralleled by a significant improvement of left ventricular systolic function and heart failure symptoms.  The biopsy-guided etiopathogenetic differentiation of DCM has tailored specific treatment strategies: In autoimmune InfCM, immunosuppressive regimens are favorable, whereas patients with viral persistence benefit from antiviral immunomodulation.
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