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Limb Girdle Muscular Dystrophy VCEP

The NM_000023.4: c.662G>C variant in SGCA is a missense variant predicted to cause substitution of arginine by proline at amino acid 221
(p.Arg221Pro). This variant has been detected in at least one individual with autosomal recessive limb girdle muscular dystrophy who was
compound heterozygous for the variant and a pathogenic variant (¢c.585-1G>A, 1.0 pt, Washington University internal clinic data
communication) (PM3). At least one patient with this variant displayed progressive limb girdle muscle weakness and absent expression of
alpha-sarcoglycan protein, which is highly specific for SGCA-related LGMD (PP4_Strong, Washington University internal clinic data
communication). This variant is absent from gnomAD v2.1.1 and v3.1.2 (PM2_Supporting). The computational predictor REVEL gives a
score of 0.765, which is above the threshold of =0.70, evidence that correlates with impact to SGCA function (PP3). In summary, this
variant meets the criteria to be classified as Likely 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): PM2_Supporting,
PP3, PM3, PP4_Strong.

Met criteria codes

PP4_Strong D v At least one patient with this variant displayed progressive limb girdle muscle weakness and absent expression of
alpha-sarcoglycan protein, which is highly specific for SGCA-related LGMD (PP4_Strong, internal laboratory
contributor).

PM2_Supporting [:] v This variant is absent from gnomAD v2.1.1 and v3.1.2 (PM2_Supporting).

PP3 D v The computational predictor REVEL gives a score of 0.765, which is above the threshold of =0.70, evidence that
correlates with impact to SGCA function (PP3).

PM3 D v This variant has been detected in at least one individual with autosomal recessive limb girdle muscular dystrophy
who was compound heterozygous for the variant and a pathogenic variant (c.585-1G>A, 1.0 pt, Internal laboratory
contributor) (PM3).

Not Met criteria codes

PS1 D x
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PM1 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM5 a % There are three other ClinVar variants at this codon but at the time of curation they all have a classification of
uncertain significance.

PM4 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS4 G % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS3 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS2 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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