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Pgthomechanism of autophagy system and pathomechanism in rare intractable muscle
iseases
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In many muscle diseases, pathomechanism associated with autophagy system has
not been well established. First, inclusion body myositis (IBM) may be caused by secondary
dysfunction of autophagy. We identified muscle fibers with positive antibodies against cytosolic-5"
-nucleotidase 1A pathologically in IBM. We considered that these expression leaded to high
sensitivity and high specificity on the diagnosis of IBM. Next, Danon disease, an X-linked dominant
vacuolar cardiomyopathy and skeletal myopathy, is caused by primary dysfunction of autophagy. On a
nationwide survey in Japan, we identified 39 patients from 20 families with Danon disease.
Cardiomyopathy, the main cause of death, was documented in all patients. In addition, we identified
12 patients from 4 families with XMEA. Pathologically, we found autophagic vacuoles with sarcolemmal
features (AVSF) in both Danon disease and XMEA. AVSF expressed virtually all sarcolemmal proteins
on their vacuolar membranes.
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