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Bethlem myopathy: a slowly progressive myopathy with contractures and hyperlaxity: Case report
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Department and Research Institute of Rehabilitation Medicine, Severance Rehabilitation Hospital, Yonsei University College of Medicine, Seoul, Korea
Introduction: Bethlem myopathy(BM) is caused by mutations in the genes encoding collagen VI subunits which are the important components of the extracellular matrix. Most cases are inherited in an autosomal dominant manner. The disease is characterized by progressive proximal muscle weakness, flexion contractures of joints, hypermobility of interphalangeal joints, keloid formation, and follicular hyperkeratosis.

Case description: An 11-year-old girl visited with a gait disturbance since the age of 4 years. The motor development was a little late in childhood, but there was no big difference. Physical examination showed symmetrical quadriplegia (Medical Research Council grade 3 proximally and 4 distally), Bilateral ankle plantarflexion contractures with distal hyperlaxity of bilateral wrists and fingers, swan neck deformity and genu valgum. Gower sign, pes equinus gait and Trendelenburg gait pattern were seen. Creatine kinase were elevated and needle electromyography revealed myopathic features. No clear pathologic gene was found in the targeted next generation sequencing for neuromuscular disease, including DMD and the other 41 genes. But, a c.1056+1G>A mutation was confirmed by an additional test for the COL6A1 gene.

Conclusion: The c.1056+1G>A mutation resulted in exon-14-skipping, leading to formation of an abnormal collagen VI protein with an in-frame deletion of 18 amino acids from the triple helical domain of the α1 chain. This mutation was found in patients with the BM phenotype. It is not often included in general genetic testing. Careful medical history and detailed physical examination are important for differential diagnosis of these myopathies.
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