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Evidence submitted by expert panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The ¢.715G>C variant in APC is a missense variant predicted to cause substitution of alanine by proline at amino acid 239 (p.Ala239Pro).
This variant has been observed in = 35 heterozygous individuals with no features or family history of FAP, worth = 10 healthy individual
points (BS2; Ambry, Invitae internal data). The highest allele frequency of this variant in gnomAD v2.1.1 (non-cancer) is 0.0002269 in East
Asian population, which is higher than the ClinGen InSiGHT Hereditary Colorectal Cancer/Polyposis Variant Curation Expert Panel (HCCP
VCEP) threshold (= 0.00001) for BS1 (BS1). Finally, APC is defined by the HCCP VCEP as a gene for which primarily truncating variants are
known to cause disease (BP1). In summary, this variant meets the criteria to be classified as Benign for FAP based on the ACMG/AMP
criteria applied, as specified by the HCCP VCEP: BS1, BS2, BP1. (VCEP specifications version 1; date of approval 12/12/2022).

Met criteria codes

BP1 D v APC, in which the variant was identified, is defined by the ClinGen InSiGHT Hereditary Colorectal Cancer/Polyposis
VCEP as a gene for which primarily truncating variants are known to cause disease (BP1).

BS2 D v This variant has been observed in = 35 heterozygous individuals with no features or family history of FAP meeting =
10 healthy individual points (BS2; Ambry, Invitae).

BS1 D v The highest population minor allele frequency of the variant c.715G>C in gnomAD v2.1.1 (non-cancer) is 0.0002269
(4/17632 alleles) in East Asian population, which is higher than the ClinGen InSiGHT Hereditary Colorectal
Cancer/Polyposis Variant Curation Expert Panel threshold (= 0.00001) for BS1.
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Not Met criteria codes

BP4 B D 4 The results from =2 in silico splicing predictors (SpliceAl, varSEAK) support that this variant does not affect splicing
(BP4 not applicable for missense variant).
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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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