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92638 (ClinVar) 4 NM_000203.5:c.24C>A
Gene: IDUA (HGNC:3425) NM_000203.5(IDUA):c.24C>A (p.Ala8_Ala9=)
Condition: mucopolysaccharidosis type 1 (MONDO:0001586) NC_000004.12:9.987108C>A
Inheritance Mode: Autosomal recessive inheritance CM000666.2:9.987108C>A
UUID: e23cadf4-f755-4a73-aaae-370c5d6e2464 NC_000004.11:9.980896C>A
Approved on: 2025/1/2 CM000666.1:9.980896C>A
Published on: 2025/1/2 NC 000004.10:9.970896C>A
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Evidence submitted by expert panel

Lysosomal Diseases VCEP

The NM_000203.5:¢c.24C>A variant in IDUA is a synonymous (silent) variant (p.Ala8=). The Grpmax Filtering AF (95% confidence) in
gnomAD v4.1.0 is 0.5236 in the Admixed American population. This is higher than the ClinGen Lysosomal Diseases VCEP’s threshold for
BAl (>0.005), and therefore meets this criterion (BAl). There is a ClinVar entry for this variant (Variation ID: 92638). In summary, this
variant meets the criteria to be classified as benign for mucopolysaccharidosis type 1. IDUA-specific ACMG/AMP criteria applied, as
specified by the ClinGen Lysosomal Diseases Variant Curation Expert Panel (Specifications Version 1.0.0): BAl. (Classification approved by
the ClinGen Lysosomal Diseases Variant Curation Expert Panel on January 2, 2025)

Met criteria codes

BAl B v The Grpmax Filtering AF (95% confidence) in gnomAD v4.1.0 is 0.5236 in the Admixed American population. This is
higher than the ClinGen Lysosomal Diseases VCEP’s threshold for BA1 (>0.005), and therefore meets this criterion
(BA1). Note: gnomAD v4.1.0. states "discrepant frequencies" between genomes and exomes. The Grpmax Filtering
AF is 0.5498 in exomes, 0.4749 in genomes, and 0.5236 overall, all in the Admixed American population and all
meeting the BA1 threshold.
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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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