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Gene: CAPN3 (HGNC:825) NM_000070.3(CAPN3):c.2182C>T (p.GIn728Ter)
Condition: autosomal recessive limb-girdle muscular dystrophy NC_000015.10:9.42410494C>T

(MONDO:0015152) CM000677.2:9.42410494C>T

Inheritance Mode: Autosomal recessive inheritance NC_000015.9:9.42702692C>T
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Evidence submitted by expert panel

Limb Girdle Muscular Dystrophy VCEP

The NM_000070.3: ¢c.2182C>T p.(GIn728Ter) variant in CAPN3 is a nonsense variant expected to cause a premature stop codon in
biologically relevant exon 20/24, leading to nonsense mediated decay in a gene in which loss of function is an established disease
mechanism. However, this variant affects the last amino acid of the exon and is also predicted to affect splicing, including loss of the
canonical donor site (SpliceAl delta score 0.82, alt score 0.06) and strengthening of an alternative donor site 4 nucleotides into exon 24
(SpliceAl delta score 0.96, alt score 0.97). Use of the alternative donor would also be expected to result in a frameshift and nonsense
mediated decay (PVS1). This variant has been identified in at least three unrelated individuals with clinical features consistent with limb-
girdle muscular dystrophy (PMID: 30919934, 17562833), including in a homozygous state with known consanguinity (0.25 pts, PMID:
30919934, 17562833) and in unconfirmed phase with a variant independently classified as likely pathogenic (c.1466G>A (p.Arg489GiIin),
0.25 pts, PMID: 30919934) (PM3_Supporting). At least one individual with this variant and a second presumed diagnostic CAPN3 variant
displayed progressive limb girdle muscle weakness or had a clinical suspicion of LGMD (PMID: 30919934; PP4). This variant has also been
reported to co-segregate with the autosomal recessive LGMD phenotype in one affected family member (PMID: 17562833, 30919934; PP1).
The highest population allele frequency of this variant is 0.000013354 in the African/African-American population of gnomAD v4.1.0
(1/74884 chromosomes), which is less than the ClinGen LGMD 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 criteria applied, as
specified by the LGMD VCEP (specifications version 2.0.0; 02/10/2026): PVS1, PM3_Supporting, PP4, PP1, PM2_Supporting.

Met criteria codes

PM2_Supporting [:] v The highest population allele frequency of this variant is 0.000013354 in the African/African-American population of
gnomAD v4.1.0 (1/74884 chromosomes), which is less than the ClinGen LGMD VCEP threshold (=0.0001)
(PM2_Supporting).

PP1 D v This variant has also been reported to co-segregate with autosomal recessive LGMD in one affected family member
(PMID: 17562833, 30919934); PP1).

PP4 [:] v At least one individual with this variant displayed progressive limb girdle muscle weakness or had a clinical suspicion
of LGMD (PMID: 30919934; PP4).

PVS1 D v The NM_000070.3: c.2182C>T p.(GIn728Ter) variant in CAPN3 is a nonsense variant predicted to cause a premature
stop codon in biologically relevant exon 20/24, leading to nonsense mediated decay in a gene in which loss of
function is an established disease mechanism. However, this variant affects the last amino acid of the exon and is
also predicted to affect splicing, including loss of the canonical donor site (SpliceAl delta score 0.82, alt score 0.06)
and strengthening of an alternative donor site 4 nucleotides into exon 24 (SpliceAl delta score 0.96, alt score 0.97).
Use of the alternative donor would also be expected to result in a frameshift and nonsense mediated decay (PVS1).
GENEie: 75% probability splice altering NIF impact U5 -81% U1 -46% U6 0% use of the cryptic donor at -4 is found in
52 samples in SpliceVault.

PM3_Supporting D v This variant has been identified in at least three unrelated individuals with clinical features consistent with limb-
girdle muscular dystrophy (PMID: 30919934, 17562833), including in a homozygous state with known consanguinity
(0.25 pts, PMID: 30919934, 17562833) and in unconfirmed phase with a variant independently classified as likely
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pathogenic (c.1466G>A (p.Arg489GIn), 0.25 pts, PMID: 30919934). c.2182C>T (p.GIn728Ter) not found in gnomAD
v2 and so co-occurrence cannot be checked. ¢.1466G>A (p.Arg489GlIn) can be classified as LP without counting data
from the case where it co-occurs with ¢.2182C>T (p.GIn728Ter)
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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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