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Variant: NM_001130987.2(DYSF):c.2554A>G (p.lle852Val)

cara77344 HGVS expressions

94289 (ClinVar) (4 NM_001130987.2(DYSF):c.2554A>G (p.lle852Val)
Gene: DYSF (HGNC:8291) NM_001130987.2:c.2554A>G

Condition: autosomal recessive limb-girdle muscular dystrophy NC_000002.12:9.71564202A>G

(MONDO:0015152) CM000664.2:9.71564202A>G

Inheritance Mode: Autosomal recessive inheritance NC_000002.11:9.71791332A>G

UUID: e670c716-71d2-4c5a-9f1lc-dec8f61eb22b CM000664.1:9.71791332A>G

Approved on: 2025/1/8 NC 000002.10:9.71644840A>G

Published on: 2025/1/8 NG_008694.1:9.115580A>G
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Evidence submitted by expert panel

Limb Girdle Muscular Dystrophy VCEP

The NM_003494.4: c.2500A>G variant in DYSF, which is also known as NM_001130987.2: c.2554A>G p.(lle852Val), is a missense variant
predicted to cause substitution of isoleucine by valine at amino acid 834 (p.lle834Val). The filtering allele frequency of the variant is
0.08367 for African/African American genome chromosomes in gnomAD v2.1.1 (the lower threshold of the 95% CIl of 1541/31380), which is
higher than the VCEP threshold of 0.003 (BAl). The SpliceAl score for this variant is 0, which suggests it does not impact splicing and is
below the LGMD VCEP threshold of <0.05. The computational predictor REVEL gives a score of 0.08, which is below the LGMD VCEP
threshold predicting a benign impact on DYSF function (=0.1) (BP4). In summary, this variant meets the criteria to be classified as Benign
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): BA1, BP4.
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BP4 D v The SpliceAl score for this variant is 0, which suggests it does not impact splicing and is below the LGMD VCEP
threshold of =0.05. The computational predictor REVEL gives a score of 0.08, which is below the LGMD VCEP
threshold predicting a benign impact on DYSF function (=0.1) (BP4).

BAl D v The filtering allele frequency of the variant is 0.08367 for African/African American genome chromosomes in
gnomAD v2.1.1 (the lower threshold of the 95% CI of 1541/31380), which is higher than the VCEP threshold of 0.003
(BA1).
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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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