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Criteria Specification Information


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA151456.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/3038
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

to the ACMG/AMP Variant Interpretation Guidelines for ATM
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Evidence submitted by expert panel

Hereditary Breast, Ovarian and Pancreatic Cancer VCEP

The ATM ¢.1066-6T>G variant has a GhomAD (v2.1.1) filtering allele frequency of 0.2081% (NFE) which is above the ATM BS1 threshold of
.05% (BS1). In silico predictors (SpliceAl Acceptor Loss 0.62; MaxEntScan -2.49) are indeterminate about whether this variant affects
splicing. This variant has been observed in a homozygous and compound heterozygous state (presumed) in multiple individuals without
Ataxia-Telangiectasia (BP2_Strong, GTR Lab IDs: 61756, 26957, 500031). In summary, this variant meets criteria to be classified as benign
based on the ACMG/AMP criteria applied as specified by the HBOP Variant Curation Expert Panel

Met criteria codes

BP2_Strong D v This variant has been observed in a homozygous and compound heterozygous state (presumed) in multiple
individuals without Ataxia-Telangiectasia (BP2_Strong, GTR Lab IDs: 61756, 26957, 500031).

BS1 D v This variant has a GhomAD (v2.1.1) filtering allele frequency of 0.2% (NFE) which is above the ATM BS1 threshold of
0.05% (BS1).

Not Met criteria codes

PM2 X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BAl [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 D % In silico predictors (SpliceAl Acceptor Loss 0.62; MaxEntScan -2.49) are indeterminate about whether this variant
affects splicing.
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https://erepo.genome.network/evrepo/ui/summary/classification/bccd9f16-4086-4c14-8d78-04c52ad58630/version
https://cspec.genome.network/cspec/ui/svi/doc/GN020/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50039
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