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REGULATION OF CARDIAC MUSCARINIC RECEPTORS IN CHAGAS DISEASE: IN VIVO AND IN VITRO ANALYSES 
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Objective: to determine the status of muscarinic acetylcholine receptor (mAChR) in an in vitro an in vivo Chagas disease models. Background: Chagas disease is a public health problem in Latin American countries. Patients with chronic Chagas disease develop a cardiomyopathy. Two theories have attempted to explain the origin of cardiomyopathy: the neurogenic theory explains it on the bases of parasympathetic denervation with concomitant sympathetic hyperactivity; the immunogenic theory, explains it as the result of immune factors activity. Methods: we evaluated mAChR expression by 3H-QNB binding, protein expression by 3H-Leucine uptake, and total protein by colorimetric assay using two Chagas diseases models. In an in vivo model, composed of rats chronically infected with the Chagas disease-causing agent Trypanosome cruzi (TC), we tested the mAChR expression on heart regions and peripheral blood mononuclear cells (PBMC) homogenates. In an in vitro model, composed of rats’ primary myocardiocytes, we tested the mAChR expression model in myocardiocytes co-cultured with PBMC and TC. Results 1) mAChR were up-regulated in both PBMC and right ventricular myocardium of chronic chagasic animals, 2) mAChR were up-regulated in myocardiocytes trans-chamber co-cultured with either PBMC plus TC or with PBMC plus TC cultures’ conditioned medium, 3) 3H-Leucine uptake was increased in myocardiocytes cultured in PBMC plus TC cultures’ conditioned medium 4) Non-activated PBMC, from rats chronically infected with TC, displayed a reduction in total protein content. Conclusion: our results strongly suggest that pro-inflammatory soluble mediators play a role in the regulation of mAChR expression in chronic Chagas disease models.

