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Gene: APC (HGNC:324) NM_000038.6(APC):c.123A>G (p.Aladl=)
Condition: familial adenomatous polyposis 1 (MONDO:0021056) NC_000005.10:9.112755013A>G
Inheritance Mode: Autosomal dominant inheritance CM000667.2:9.112755013A>G
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Evidence submitted by expert panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The c.123A>G (p.Aladl=) variant in APC is synonymous (silent) variant that is not predicted by SpliceAl and VarSEAK to impact splicing
(BP4 and BP7 met). This variant is absent from gnomAD v2.1.1 (PM2_supporting). This variant has been observed in heterozygous state in
1 healthy adult individual worth 0.5 healthy individual points in total (BS2_supporting not met; Invitae internal data). In summary, this
variant meets the criteria to be classified as Likely Benign for FAP based on the ACMG/AMP criteria applied, as specified by the ClinGen
InSiGHT Hereditary Colorectal Cancer/Polyposis Variant Curation Expert Panel: BP4, BP7 (VCEP specifications version 1; date of approval
12/12/2022).

Met criteria codes

BP7 D v The ¢c.123A>G (p.Ala41=) variant in APC is synonymous (silent) variant that is not predicted by SpliceAl and
VarSEAK to impact splicing (BP4 and BP7 met).

BP4 D v The ¢c.123A>G (p.Ala41=) variant in APC is synonymous (silent) variant that is not predicted by SpliceAl and
VarSEAK to impact splicing (BP4 and BP7 met).

PM2_Supporting D v This variant is absent from gnomAD v2.1.1 (PM2_supporting).
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Not Met criteria codes

BS2 B D 4 This variant has been observed in heterozygous state in 1 healthy unrelated adult individuals worth 0.5 healthy
individual points in total (BS2_supporting not met; Invitae internal data).
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