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Evidence submitted by expert panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The NM_000038.6(APC):c.1743G>C (p.?) variant in APC is a G to non-G change at the last nucleotide of exon 14. It is predicted to cause
skipping of exon 14, resulting in an in-frame deletion of an exon with sufficient supportive clinical data (PVS1_Strong). This variant has
been reported in 1 family meeting phenotypic criteria, resulting in a total phenotype score of 1 (PS4_Supporting [Ambry Genetics]). The
variant has been reported in 5 additional probands with a colorectal cancer/polyposis associated phenotype not meeting phenotypic
criteria (internal data Labcorp Genetics [formerly Invitae] and Ambry Genetics) and 1 proband without any clinical information (GeneDX).
This variant is absent from gnomAD v2.1.1 (PM2_Supporting). In summary, this variant meets the criteria to be classified as Likely
Pathogenic for autosomal-dominant inherited FAP based on the ACMG/AMP criteria applied, as specified by the ClinGen InSiGHT Hereditary
Colorectal Cancer/Polyposis: criteria PVS1_Strong, PS4_Supporting and PM2_Supporting applied (VCEP specifications v2.0.3; date of
approval 7/24/2023).
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PVS1 Strong [:] v The NM_000038.6(APC):c.1743G>C (p.?) variant in APC is a G to non-G change at the last nucleotide of exon 14. It is
predicted to cause skipping of exon 14, resulting in an in-frame deletion of an exon with sufficient supportive clinical
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data (PVS1_Strong).

PS4_Supporting a v This variant has been reported in 1 family meeting phenotypic criteria, resulting in a total phenotype score of 1
(PS4 _Supporting [Ambry Genetics]). The variant has been reported in 5 additional probands with a colorectal
cancer/polyposis associated phenotype not meeting phenotypic criteria (internal data Labcorp Genetics [formerly
Invitae] and Ambry Genetics) and 1 proband without any clinical information (GeneDX).

PM2_Supporting a v This variant is absent from gnomAD v2.1.1 (PM2_Supporting).
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