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Variant: NM_001130987.2(DYSF):c.5977G>T (p.Glu1993Ter)

CA3472264070 HGVS expressions

2674990 (ClinVar) [4 NM_001130987.2(DYSF):c.5977G>T (p.Glu1993Ter)
Gene: DYSF (HGNC:8291) NM_001130987.2:c.5977G>T

Condition: autosomal recessive limb-girdle muscular dystrophy NC_000002.12:9.71679149G>T

(MONDO:0015152) CM000664.2:9.71679149G>T

Inheritance Mode: Autosomal recessive inheritance NC_000002.11:9.71906279G>T

UUID: 18d31a5f-ea98-4ab2-80fc-927245377ba8 CM000664.1:9.71906279G>T

Approved on: 2025/1/8 NC 000002.10:9.71759787G>T

Published on: 2025/1/8 NG_008694.1:9.230527G>T
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Evidence submitted by expert panel

Limb Girdle Muscular Dystrophy VCEP

The NM_003494.4: ¢c.5860G>T p.(Glul954Ter) variant in DYSF, which is also known as NM_001130987.2: c.5977G>T p.(Glul993Ter), is a
nonsense variant predicted to cause a premature stop codon in biologically relevant exon 52/55, leading to nonsense mediated decay in a
gene in which loss of function is an established disease mechanism (PVS1). This variant has been confirmed in trans with a pathogenic
variant in an individual with LGMD (c.857T>A (p.Val286Glu), 1.0 pt, PMID: 33927379) (PM3). This individual displayed progressive limb-
girdle muscle weakness and absent dysferlin protein expression, which is highly specific for DYSF-associated LGMD (PP4_Strong). This
variant is absent from gnomAD v2.1.1 and v3.1.2 (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; 01/08/2025): PVS1, PM3, PP4_Strong, PM2_Supporting.

Met criteria codes

PM3 D v This variant has been confirmed in trans with a pathogenic variant in an individual with LGMD (c.857T>A
(p.Val286Glu), 1.0 pt, PMID: 33927379) (PM3).

PP4_Strong D v At least one patient with this variant displayed progressive limb-girdle muscle weakness and absent dysferlin protein
expression, which is highly specific for DYSF-associated LGMD (PP4_Strong, PMID: 33927379).
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PM2_Supporting B v This variant is absent from gnomAD v2.1.1 and v3.1.2 (PM2_Supporting).

PVS1 a v The NM_003494.4: c.5860G>T p.(Glul954Ter) variant in DYSF, which is also known as NM_001130987.2: c.5977G>T
p.(Glul993Ter), is a nonsense variant predicted to cause a premature stop codon in biologically relevant exon 52/55,
leading to nonsense mediated decay in a gene in which loss of function is an established disease mechanism (PVS1).
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