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CARDIAC DYSTROPHINOPATHIES: PREVALENCE AND PHENOTYPES IN PATIENTS WITH IDIOPATHIC DILATED CARDIOMYOPATHY  
M. Pasotti, M. Diegoli, A. Serio, A. Pilotto, N. Marziliano, M. Grasso, F. Gambarin, 
E. Porcu, S. Mannarino, E. Arbustini
Centre for Inherited Cardiovascular Diseases, Pavia, Italy
Objectives: To determine the prevalence of DYS defects in a consecutive series of 408 DCM patients. Background Dystrophin gene (DYS) defects cause three major clinical phenotypes: Duchenne muscular dystrophy (DMD), Becker muscular dystrophy (BMD) and X-linked dilated cardiomyopathy (DCM). In the cardiology setting patients come to the clinical attention for DCM with/without increased serum creatine phosphokinase (sCPK) and/or myopathy. 
Methods and results: DCM was diagnosed according to WHO criteria. The criterion for DYS screening was male sex and the presence of defects of myocyte immunostaining at endomyocardial biopsy. We identified DYS defects in 31 of the 408 probands (7.6%); the defects were exon deletions in 29 and point mutations in 2 cases. The former were single exon deletions in 4/31 (13%); multiple contiguous exon deletions in 18/31 (58%) and multiple non contiguous deletions in 7/31 (22.5%). The point mutations were a splice site mutation in 1 and a stop mutation in one. The mean age at clinical presentation was  34+/-15  years. The 31 probands shared a typical DCM phenotype. Twenty-six (84%) had associated increased sCPK; 19 (61%) had clinical evidence of BMD. During 80+/-41 months of follow-up, 8 (26%) patients underwent heart transplantation, 3 (9.6%) patients died with end-stage heart failure, none died suddenly.  
Conclusions: We confirm the prevalence of about 8% of DYS defects in male patients coming to the cardiological attention with DCM. The recurrent markers are DCM with end-stage heart failure evolution, low arrhythmogenic risk and increased sCPK (61%). 

