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Evidence submitted by expert panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The NM_000038.6(APC):c.220+2T>A variant in APC occurs within the canonical splice donor site (+2) of intron 3. RT-PCR and CaptureSeq of
patient cDNA demonstrated that the variant impacts splicing by creating a substantial but incomplete aberrant splice defect that is
predicted to cause a premature stop codon (r.220+1_220+15ins15 (p.K73_E74insGRF*)) (PVS1, [internal data from Ambry Genetics, Invitae,
Copenhagen University Hospital]). This variant has been reported in 25 probands/families meeting phenotypic criteria, resulting in a total
phenotype score of 13.5 points (PS4, [Ambry Genetics, Invitae]). Moreover, the variant has been observed in heterozygous state in 20
additional individuals with a “Colorectal cancer/polyposis associated phenotype,” however, the available phenotype information is not
sufficient to assign phenotype points (Invitae). This variant is absent from gnomAD v2.1.1 (PM2_Supporting). In summary, this variant
meets the criteria to be classified as Pathogenic for autosomal-dominant inherited FAP based on the ACMG/AMP criteria applied, as
specified by the ClinGen InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP: PVS1, PS4, PM2_Supporting (VCEP specifications v2.1.0;
date of approval 11/24/2023).

Met criteria codes

PS4 D v This variant has been reported in 25 probands/families meeting phenotypic criteria, resulting in a total phenotype
score of 13.5 points (PS4, [Ambry Genetics, Invitae]). Moreover, the variant has been observed in heterozygous
state in 20 additional individuals with a “Colorectal cancer/polyposis associated phenotype,” however, the available
phenotype information is not sufficient to assign phenotype points (Invitae).
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PM2_Supporting B v This variant is absent from gnomAD v2.1.1 (PM2_Supporting).

PVS1 a v The NM_000038.6(APC):c.220+2T>A variant in APC occurs within the canonical splice donor site (+2) of intron 3. RT-
PCR and CaptureSeq of patient cDNA demonstrated that the variant impacts splicing by creating a substantial but
incomplete aberrant splice defect that is predicted to cause a premature stop codon (r.220+1_220+15ins15
(p.K73_E74insGRF*)) (PVS1, [internal data from Ambry Genetics, Invitae, Copenhagen University Hospital]).
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