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Variant: NM_000051.3(ATM):c.1442T>G (p.Leu481Ter)
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453367 (ClinVar) (4 NM_000051.3(ATM):c.1442T>G (p.Leu481Ter)
Gene: ATM (HGNC:472) NM_000051.3:c.1442T>G
Condition: ATM-related cancer predisposition (MONDO:0700270) NC_000011.10:9.108250907T>G
Inheritance Mode: Autosomal dominant inheritance CM000673.2:9.108250907T>G
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA382534080.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/453367
https://www.ncbi.nlm.nih.gov/gene/472
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0700270
http://clinicalgenome.org/affiliation/50039
https://cspec.genome.network/cspec/ui/svi/doc/GN020?version=1.1.0
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Evidence submitted by expert panel

Hereditary Breast, Ovarian and Pancreatic Cancer VCEP

The ATM ¢.1442T>G (p.Leud481Ter) variant is expected to produce an NMD-prone transcript due to a nonsense or frameshifting event
(PVS1). In the absence of potential splicing rescue mechanisms in ATM, all PVS1-eligble truncating variants are expected to be pathogenic
based on the existence of known pathogenic C-terminal truncations in the last exon (PM5_Supporting). This variant has been observed in a
compound heterozygous state (confirmed) in one individual with Ataxia-Telangiectasia (PMID 21665257: PM3_Strong). This variant is
absent in GhomAD v2.1.1 (PM2_Supporting). In summary, this variant meets criteria to be classified as pathogenic based on the ACMG/AMP
criteria applied as specified by the HBOP Variant Curation Expert Panel.

Met criteria codes

PM2_Supporting B v This variant is absent in GhomAD v2.1.1 (PM2_Supporting).
PVS1 a v Expected to produce an NMD-prone transcript due to a nonsense or frameshifting event (PVS1).
PM5_Supporting B v In the absence of potential splicing rescue mechanisms in ATM, all PVS1-eligble truncating variants are expected to

be pathogenic based on the existence of known pathogenic C-terminal truncations in the last exon (PM5_Supporting)

PM3_Strong a v This variant has been observed in a compound heterozygous state (confirmed) in one individual with Ataxia-
Telangiectasia (PMID 21665257: PM3_Strong) (4 POINTS)
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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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