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Danon disease, an X-linked dominant vacuolar cardiomyopathy and skeletal
myopathy, is caused by primary deficiency of lysosome-associated membrane protein-2 (LAMP-2). The
clinical features and the prevalences of Danon disease have not been well established. On a nationwide
survey, we identified 28 Danon disease patients (16 men and 12 women). Hypertrophic cardiomyopathy (HCM)
was documented in most men, while dilated cardiomyopathy was more common among women. Pathologically, we
found autophagic vacuoles with sarcolemmal features (AVSF) and LAMP-2 deficiency in muscle fibers. AVSF
expressed virtually all sarcolemmal proteins on their vacuolar membranes. In addition, variable proteins
associated with autophagic pathway were expressed in AVSF. In conclusion, Danon disease is a very rare
muscular disorder and may be primarily caused by lysosomal dysfunctions. Cardiomyopathy is the most
important prognostic factor and the main cause of death among Danon disease patients.
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