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                    Abstract
The disorder was first described in 2001 in a large Italian-Spanish family in which patients presented with proximal weakness of limb-girdle muscles with variable onset ranging from 1 to 58 years of age. Two forms were delineated based on age at onset: a juvenile form with onset before age 15 years (66 %) and an adult-onset form starting around the third or fourth decade (28 %). Weakness in the pelvic girdle muscle was more severe and occurred earlier than in shoulder girdle. In the more severely affected patients, distal muscle weakness occurred in the advanced stages of the disease, when also winging scapulae, scoliosis, and occasional facial weakness were present. No cardiac involvement or cognitive impairment was reported. Respiratory involvement was found in patients with juvenile-onset and severe phenotype. The disorder has recently been recognized to be due to mutations in the TPNO3 gene, encoding transportin-3 protein (Table 8.1).
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