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Background: Some patients with hypertrophic cardiomyopathy (HCM) also present with skeletal myopathy and Wolff-Parkinson-White (WPW) syndrome: mutations in the genes encoding the alpha-2 subunit of AMP-activated protein kinase and the lysosome-associated protein-2 (LAMP-2) have been identified in these patients, suggesting some patients have Danon disease. In this study we investigated the frequency of LAMP2 mutations in an unselected male pediatric HCM population.Methods and Results: LAMP2 was amplified from genomic DNA isolated from peripheral lymphocytes of 35 male patients with HCM and analyzed by direct DNA sequencing.  In 2 of the 35 (5.7%) probands, nonsense mutations were identified.  In one family the proband presented with HCM, WPW and skeletal myopathy as a teenager, while his carrier mother developed DCM during her 40s. The other proband presented initially with HCM as a teenager which rapidly progressed to DCM and heart failure: skeletal myopathy and WPW were also noted.  The teenage sister of the proband is a carrier of the same LAMP2 mutation and had HCM without skeletal myopathy or WPW. Skeletal muscle biopsy sections from the probands revealed absence of LAMP-2 upon immunohistochemical staining.  Conclusions: LAMP2 mutations may account for a significant proportion of cases of HCM in children, especially when skeletal myopathy and/or WPW are present, suggesting Danon disease is an under-recognized entity in the pediatric cardiology community. 

