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Limb Girdle Muscular Dystrophy VCEP

The NM_000070.3: c.700G>A variant in CAPN3 is a missense variant predicted to cause substitution of glycine by arginine at amino acid
234 (p.Gly234Arg). This variant has been detected in at least four unrelated individuals with LGMD (PMID: 26484845, 32896923, 34720847,
37589857), including confirmed in trans and in unknown phase with a pathogenic variant (c.1746-20C>G, 1.5 pts, PMID: 34720847,
37589857) (PM3). At least one patient with this variant displayed progressive limb girdle muscle weakness as well as absent expression of
calpain-3, which is highly specific for CAPN3-related LGMD (PP4_Strong; PMID: 34720847). The variant was also reported to co-segregate
with the disease in two affected family members from a single family (PP1; PMID: 37589857). This variant is absent from gnomAD v2.1.1
and v.3.1.2 (PM2_Supporting). The computational predictor REVEL gives a score of 0.93, which exceeds the VCEP threshold of =0.70,
evidence that correlates with impact to CAPN3 function (PP3). Another missense variant at the same codon, ¢c.701G>A p.(Gly234Glu), has
been classified as pathogenic for autosomal recessive limb girdle muscular dystrophy by the LGMD VCEP (PM5). 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): PM3, PP4_Strong, PP1,
PM2_Supporting, PP3, PM5.

Met criteria codes

PP1 D v The variant was also reported to co-segregate with the disease in two affected family members from a single family
(PP1; PMID: 37589857). (capped with PP4_Strong)

PP3 D v The computational predictor REVEL gives a score of 0.93, which exceeds the VCEP threshold of =0.70, evidence that
correlates with impact to CAPN3 function (PP3).

PM3 D v This variant has been detected in at least four unrelated individuals with LGMD (PMID: 26484845, 32896923,
34720847, 37589857), including confirmed in trans and in unknown phase with a pathogenic variant (c.1746-
20C>G, 1.5 pts, PMID: 34720847, 37589857) (PM3).

PM5 D v Another missense variant at the same codon, c.701G>A p.(Gly234Glu), has been classified as pathogenic for
autosomal recessive limb girdle muscular dystrophy by the LGMD VCEP (PM5).

PP4_Strong D v At least one patient with this variant displayed progressive limb girdle muscle weakness as well as absent
expression of calpain-3, which is highly specific for CAPN3-related LGMD (PP4_Strong; PMID: 34720847).

PM2_Supporting D v This variant is absent from gnomAD v2.1.1 and v.3.1.2 (PM2_Supporting).
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BP2 G % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PVS1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP7 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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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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