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MYOCARDIAL FIBROSIS AND LEFT VENTRICULAR DYSFUNCTION ARE ASSOCIATED WITH AN IMBALANCE IN THE MATRIX-DEGRADATING-SYSTEM IN CVB-3 INDUCED CHRONIC MYOCARDITIS 
S Rutschow, M Pauschinger
Charite - Campus Benjamin Franklin, Berlin, Germany
Background: Enterovirus, espessially Coxsackie B3 virus, are a main couse of acute viral myocarditis. The common presence of viral genome in endomyocardial biopsies of patients with DCM demonstrate an interrelationship between myocarditis and DCM. Which causal mechanismen leads the way to left ventricular dysfunction are still speculative.   Methods and Results:  Myocardial tissue of CVB-3 infected and sham infected male swr/J mice (The Jackson Laboratory, Bar Harbor) were analysed on day 4, 7 and 28 post infection by semiquantitative RT-PCR, gelatin zymography, ELISA, immunhistochemistry and sirius red staining after hemodynamic evaluation.  After an increased contractility and abnormal diastolic function at 4 days postinfection Coxsackievirus infection caused significant left ventricular dysfunction at 7 and 28 days post-infection. RT-PCR analysis revealed a significantly induced inflammatoric response (IL-1b, IL-6, IL-10, INF-g, TNF-a) over the acute phase, with significantly elevated zytokines (IL-6, IL-10, INF-g) also in the chronic phase. Myocardial CD-3 T-lymphozytes infiltration was significantly elevated on day 7 and 28 post infection. The MMP/TIMP-system was significantly induced over the day 4 and 7 (MMP-2,3,8, EMMPRIN, TIMP-1, uPA, tPA, MMP-2 activity) with a significant dysbalance in the MMP/TIMP-ratio in the chronic phase. Furthermore the total collagen content was significantly increased over 7 and 28 day post infection. Conclusion: Viral persistence, chronicly induced inflammation as well as a significant dysbalance in the matrix degradating system are relevant factors for the development of left ventricular dysfunction with dilated left ventricel and reduced ejection fraction in the chronic phase of viral myocarditis.

