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Evidence submitted by expert panel

Hereditary Breast, Ovarian and Pancreatic Cancer VCEP

The ATM ¢.3137T7>C (p.Leul046Pro) variant is absent in GnomAD v2.1.1 (PM2_Supporting). In silico protein predictors (REVEL Impact:
0.854; Align-GVGD: C65) predict that this alteration is deleterious (PP3). This variant has also been observed in a homozygous and
compound heterozygous state (presumed) in multiple individuals with ataxia-telangiectasia (PMIDs: 27664052, 31429931) (PM3_Strong).
In summary, this variant meets criteria to be classified as likely 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 GnhomAD v2.1.1 (PM2_Supporting).
PP3 a v In silico protein predictors (REVEL Impact: 0.854; Align-GVGD: C65) predict that this alteration is deleterious (PP3).
PM3_Strong B v This variant has been observed in a homozygous and compound heterozygous state (presumed) in multiple

individuals with Ataxia-Telangiectasia (27664052, 31429931: PM3_Strong) (4)
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