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Identification of a Dysferlin Gene Mutation in One Patient Showing
Clinical Manifestation of Miyoshi Myopathy
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Miyoshi myopathy (MM) is caused by the mutations of dysferlin gene (DYSF), which impairs the function of dysferlin
protein causing muscle membrane dysfunction. We report a patient showing the MM phenotype who has a sister with LGMD
2B phenotype, along with the results of the immunohistochemical and molecular analyses of the DYSF gene. Immunohis-
tochemical analysis noted negative immunoreactivity against dysferlin. Direct DNA sequencing of whole exons of DYSF
gene revealed heterozygous nonsense mutations (c.610C>T + ¢.2494C>T). To our knowledge, this is the first reported MM
case with this very combination of heterozygous mutations.
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Figure 1. There is a marked atrophy of calf muscles.
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(A) H&E stain
Figure 2. Serial frozen sections of tibialis anterior muscle were stained with hematoxylin & eosin
(H&E), showing mild variation of fiber size with necrotic/regenerative fibers and endomysial infiltra-
tion of some inflammatory cells. Immunohistochemical analyses with the antibodies against the dys-
trophin (Dys 1, Dys 2, Dys 3), a-sarcoglycan (SG-a), B-sarcoglycan (SG-B), y-sarcoglycan (SG-y),
d-sarcoglycan (SG-0), and dysferlin demonstrated normal expressions of the three domains of dystro-
phin, a, B, y, d-sarcoglycan at the muscle membrane and negative immunoreactivity against dysferlin.
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Figure 3. cDNA sequencing analysis of DYSF gene identified heterozygous mutations consisting of (A)
a nonsense mutation (C.610C>T;Arg204X) and (B) a nonsense mutation (c.2494C>T;GIn832X).
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