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Limb Girdle Muscular Dystrophy VCEP

The NM_000337.6: c.91C>T variant in SGCD is a missense variant predicted to cause substitution of arginine by tryptophan at amino acid
31 (p.Arg31Trp). The highest minor allele frequency for this variant is 0.00009898 in the South Asian population of gnomAD v2.1.1
(3/30310 exome chromosomes), which is higher than the LGMD VCEP threshold for PM2_Supporting (0.00009) (criterion not met). The
computational predictor REVEL gives a score of 0.835, which is above the threshold of =0.70, evidence that correlates with impact to SGCD
function (PP3). In summary, at this time there is insufficient evidence to classify this variant as pathogenic or benign, and it remains a
variant of uncertain significance 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; 01/08/2025): PP3.
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