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HGVS expressions

NM_000070.3:c.328C>T

NM_000070.3(CAPN3):c.328C>T (p.Arg110Ter)

NC_000015.10:g.42384501C>T

CM000677.2:g.42384501C>T

NC_000015.9:g.42676699C>T

CM000677.1:g.42676699C>T

NC_000015.8:g.40463991C>T

NG_008660.1:g.41399C>T

ENST00000349748.8:c.328C>T

ENST00000357568.8:c.328C>T

ENST00000397163.8:c.328C>T

ENST00000466369.5:n.559C>T

ENST00000483208.5:n.559C>T

ENST00000495723.1:n.559C>T

ENST00000549793.5:n.559C>T

ENST00000638141.2:n.343C>T

ENST00000673705.1:c.19C>T

ENST00000318023.11:c.328C>T

ENST00000349748.7:c.328C>T

ENST00000357568.7:c.328C>T

ENST00000397163.7:c.328C>T

NM_000070.2:c.328C>T

NM_024344.1:c.328C>T

NM_173087.1:c.328C>T

NM_024344.2:c.328C>T

NM_173087.2:c.328C>T

Pathogenic

Met criteria codes 4

PVS1 PP4_Moderate

PM2_Supporting PP1

Not Met criteria codes 22

BS2  BS1  BS4  BS3  BP4  BP3

BP1  BP2  BP5  BP7  PM1
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 Criteria Specification Approval History

 Criteria Specifications for this VCEP

Limb Girdle Muscular Dystrophy VCEP

The NM_000070.3: c.328C>T p.(Arg110Ter) variant in CAPN3 is a nonsense variant predicted to cause a premature stop codon in

biologically relevant exon 2/24, 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 trans with a second CAPN3 variant in at least three unrelated individuals with LGMD

(PMID: 26677118, 18854869). At least one patient with this variant displayed progressive limb girdle muscle weakness and reduced

calpain-3 protein expression, which is specific for CAPN3-related LGMD (PP4_Moderate; PMID: 18854869). The variant has also been

reported to co-segregate with the disease in one affected family member (PP1; PMID: 26677118). The highest population minor allele

frequency in gnomAD v2.1.1 is 0.000008793 (1/113722 exome alleles) in the European (non-Finnish) population, which is less than the

VCEP threshold (≤0.0001) (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, PP4_Moderate, PP1, PM2_Supporting.

Met criteria codes

PVS1   The c.328C>T p.(Arg110Ter) variant in CAPN3 is a nonsense variant predicted to cause a premature stop codon in

biologically relevant exon 2/24 leading to nonsense mediated decay in a gene in which loss-of-function is an

established disease mechanism (PVS1).

PP4_Moderate   At least one patient with this variant displayed progressive limb girdle muscle weakness and reduced calpain-3

protein expression, which is specific for CAPN3-related LGMD (PP4_Moderate; PMID: 18854869).

PM2_Supporting   The highest population minor allele frequency in gnomAD v2.1.1 is 0.000008793 (1/113722 exome alleles) in the

European (non-Finnish) population, which is less than the ClinGen LGMD threshold (≤0.0001) (PM2_Supporting).

PP1   The variant has been reported to c-segregate with the disease in one affected family member (PP1; PMID:

26677118).

Not Met criteria codes

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

the guideline

BS1   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

BS4   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

https://cspec.genome.network/cspec/ui/svi/doc/GN187/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50061


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

the guideline

BP4   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

BP3  No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

BP1  No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

BP2   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

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

the guideline

BP7   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM1  No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM3   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM5   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

BA1   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM4   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM6  No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PS1   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PS2  No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline



ClinGen Terms of Use.

¤ Powered by BCM's Genboree.

Curation History 

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.

PS3   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PS4   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PP2  No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PP3   No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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