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Limb Girdle Muscular Dystrophy VCEP

The NM_000023.4: c.574C>T p.(Arg192Ter) variant in SGCA is a nonsense variant predicted to cause a premature stop codon in biologically

relevant exon 5/10, leading to nonsense mediated decay in a gene in which loss of function is an established disease mechanism (PVS1).

This variant has been detected in four individuals with autosomal recessive limb girdle muscular dystrophy, all of whom were homozygous

for the variant. Consanguinity was reported in one of the four families (1.0 pt, PMID: 26934379, 22303798; PM3). The variant has also been

reported to co-segregate with autosomal recessive limb girdle muscular dystrophy in eight affected meioses from four families

(PP1_Strong; PMID: 26934379, 22303798). At least one patient with this variant displayed progressive limb girdle muscle weakness and

reduced expression of alpha-sarcoglycan protein in skeletal muscle, which is specific for SGCA-related LGMD (PP4; PMID: 26934379)

(capped with PP1_Strong). The highest population minor allele frequency of this variant in gnomAD v2.1.1 is 0.00001 (1/71080 alleles) in

the European (non-Finnish) population, which is lower than the VCEP threshold (0.00009) for PM2_Supporting, meeting this criterion

(PM2_Supporting). In summary, this variant meets the criteria to be classified as Pathogenic for autosomal recessive limb girdle muscular

dystrophy based on the ACMG/AMP criteria applied, as specified by the ClinGen LGMD VCEP (LGMD VCEP specifications version 1.0.0;

01/07/2025): PVS1, PP1_Strong, PP4, PM3, PM2_Supporting.

Met criteria codes

PP4   At least one patient with this variant displayed progressive weakness, myopathy on EMG, and reduced expression of

encoded sarcoglycan protein complex in the muscle biopsy by IHC, which is highly specific for autosomal recessive

limb-girdle muscular dystrophy (PP4; PMID: 26934379) (capped with PP1_Strong).

PM3   This variant has been detected in 4 individuals with autosomal recessive limb-girdle muscular dystrophy. All

individuals were homozygous for the variant. Three probands were reported to come from non consanguineous

families and one family did report consanguinity (Max of 1 PM3 points awarded, PMIDs: 26934379, 22303798) (PM3).

PP1_Strong   The variant has been reported to segregate with autosomal recessive limb girdle muscular dystrophy in 8 affected

meioses from 4 families (PP1_Strong; PMID: 26934379, 22303798).

PM2_Supporting   The highest population minor allele frequency of this variant in gnomAD v2.1.1 is 0.00001 (1/71080 alleles) in the

European (non-Finnish) population, which is lower than the VCEP threshold (0.00009) for PM2_Supporting, meeting

this criterion (PM2_Supporting).

PVS1   The NM_000023.4: c.574C>T p.(Arg192Ter) variant in SGCA is a nonsense variant predicted to cause a premature

stop codon in biologically relevant exon 5/10, leading to nonsense mediated decay in a gene in which loss of

function is an established disease mechanism (PVS1).

https://cspec.genome.network/cspec/ui/svi/doc/GN189?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN189/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50061
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