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Direct molecular genetic diagnosis and carrier identification in one Emery-Dreifuss muscular dystrophy family
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Emery-Dreifuss muscular dystrophy(EMD) is an uncommon but distinctive type of muscular dystrophy with striking inter and intrafamilial clinical variability. Therefore systematic clinico-genetic correlation studies are needed to better define the X-linked phenotype, to determine the major clinical features at different ages and to precise the diagnosis in sporadic cases. We report a three-generation X-linked EMD family. The propositus,initially seen at 24 years of age had severe,very early onset clinical course. Three affected maternal uncles died suddenly at 32, 34  and 62 respectively. His obligate carrier grand-mother died suddenly at 39 years of age. His sister was asymptomatic except ECG abnormalities. She had three children :a girl and DZ twin boys with normal early motor milestones. At 9 years,both twins had minimal clinical symptoms,moderately elevated CK and cardiac conduction defects. As no samples of  the proband was available,the mutation was identified by direct sequencing of the whole EMDgene on genomic DNA of affected twins. It is a T insertion in exon 2(417 ins T) which results in a frameshift with a stop codon at position 62. The western blot,  performed on lymphoblastoid cell lines,  showed a total absence of emerin in both affected boys ,and normal labelled band in their sister.

