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Evidence submitted by expert panel

Hereditary Breast, Ovarian and Pancreatic Cancer VCEP

The ATM ¢.2T>C (p.M1?) variant impacts the initiation codon and is not expected to produce a fully functional protein (PVS1). This variant
has been observed in a compound heterozygous state in multiple individuals with Ataxia-Telangiectasia (PMIDs: 22146522, 3054930,
12552559, PM3 VeryStrong). This alteration has an allele frequency below 0.001% in the European (non-Finnish) subpopulation in GhomAD
(PM2_Supporting). In summary, this variant meets criteria to be classified as pathogenic. ACMG/AMP criteria applied, as specified by the
HBOP Variant Curation Expert Panel.

Met criteria codes

PM3 _Very D v This variant has been observed in a compound heterozygous state (presumed) in multiple individuals with biallelic
Strong disease (PM3_VeryStrong, PMIDs: 30549301, 12552559, 22146522).
PVS1 [:] v The ¢.2T>C variant impacts the initiation codon which is known to disrupt protein function (PVS1)

PM2_Supporting D v GnomAD AF 0.0009% (EUR) is less than ATM PM2 threshold of 0.001%
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