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Introduction

LGMD2B and Miyoshi Myopathy are overlapping disorders caused by There is a common mutation in ANO5 segregating in the Northern European
mutations in Dysferlin population and we have now shown that this mutation is in linkage

However, there is also genetic heterogeneity and recently mutations in ANO5 disequilibrium with adjacent markers, indicating a founder effect.

have been identified in a several families with a phenotype resembling The phenotype of this prevalent cause of LGMD is described below.
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Electrophoretograms of genomic DNA sequencing show heterozygous ¢.1733T>C p.Phe578Ser and ¢.191dupA mutations in patient UK9 (A), and M O re th a n te nfO I d I n Creased C K (2 0/2 O )

protein alignment of residue Phe578 (B). Heterozygous c.1391delC_insAT and c.191dupA mutations in patient UK10 (C). Electrophoretograms of
genomic DNA sequencing of patient G2 show heterozygous ¢.2272C>T (p.Arg758Cys) and c.191dupA mutations (D). His unaffected father carries

the ¢.2272C>T mutation and unaffected mother carries the ¢.191dupA mutation. Protein alignment of residue Arg758 (E). Electrophoretograms of P - I I I - b k 2 0/2 O
genomic DNA sequencing show heterozygous ¢.2018 A>G (p.Tyr673Cys) and c.191dupA mutations in patient G3A and G3B (F). Unaffected family rOXI I I Ia Owe r I l I l Wea n eSS
members are carriers of either the ¢.2018A>G mutation (I-1, 11-3, 11-5) or for the ¢.191dupA mutation (I-2, II-4). Protein alignment of residue Tyr693
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of patient G2 showing severe atrophy of quadriceps and calves. (E) Focal atrophy of biceps muscles of patient UK12. ] 1085 3000 ) o
(F), (G) and (H) Severe hamstrings and quadriceps atrophy in patient UK3 and UK11. (1) Knee hyperextension in Legend: Pt: patient number; CK: creatine kinase; UL: upper limbs; LL: lower limbs; AS: asymmetry; diff: able with difficulties; N.A: data not

patient UK7A. available; LGMD: limb girdle muscular dystrophy; DM: distal myopathy; RS: nigid spine; TA: Achilles tendons; SA: sleep apnoea: KH: knee

hyperextension; IHD: 1schemic heart disease; RRF: reduced respiratory function * patient UK1B deceased at the age of 68 years of Bladder
cancer. The patient was last seen 1n clinic at the age of 65 vears.

CO NC I LIS | OoNnsS The exon 5 ¢.191dupA mutation of ANOS is a frequent cause of LGMD

Patients with the common ANOS mutation have a homogenous phenotype. The limited numbers of
other mutations make conclusions tentative, but no clear genotype-phenotype correlations have
emerged

Mutations in ANOS represent a common cause of adult onset muscular dystrophy with high CK and
mutation screening, particularly of the common mutation c.191dupA, should be an early step in the
diagnostic algorithm of patients fitting this clinical description
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