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                                    Abstract
Nonaka distal myopathy (as described in Japan) and the quadriceps-sparing inclusion body myopathy type 2 constitute the same pathological entity, distinguished by the sparing of quadriceps. The onset of symptoms occurs between 20 and 30 years of age, with weakness in the anterior distal legs, progressively leading to a stepping gait. Pelvic and femoral muscles are later involved, but the quadriceps muscles are spared for a long time. The upper limbs (shoulders, wrist extensors, hands) are affected late in the disease course. Neck flexors may be weak. Facial and ocular muscles are also normally spared, along with cardiac and respiratory muscles. The disease progresses slowly, with wheelchair bound appearing 10–20 years after the onset. Muscle imaging is useful for detecting quadriceps sparing. Muscle biopsy shows rimmed vacuoles and congophile amyloid deposits, with occasional inflammatory features. Filamentous inclusions can be detected by electron microscopy in vacuolated fibers. The disease was recognized to be due to mutations in the GNE gene (Table 37.1), which encodes an enzyme (UDP-N-acetylglucosamine-2-epimerase/N-acetylmannosamine kinase) involved in the sialic acid biosynthetic pathway.
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