The ClinGen Evidence Repository is an FDA-recognized human genetic variant database
containing expert-curated assertions regarding variants' pathogenicity and supporting
evidence summaries. [Pisclaimer]

Variant: NM_000038.6(APC):c.1312+3A>C

Version: 1.0

) ']
CA6586559201 HGVS expressions
486792 (ClinVar) [4 NM_000038.6(APC):c.1312+3A>C
Gene: APC (HGNC:324) NM_000038.6:c.1312+3A>C
Condition: familial adenomatous polyposis 1 (MONDO:0021056) NC_000005.10:9.112819347A>C
Inheritance Mode: Autosomal dominant inheritance CM000667.2:9.112819347A>C
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InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The NM_000038.6(APC):c.1312+3A>C variant in APC is an intronic variant, which is located at the 3rd nucleotide in intron 10. This variant
has been reported in 2 probands meeting phenotypic criteria, resulting in a total phenotype score of 2 points (PS4_Moderate, Ambry
Genetics internal data, Tsukanov et al 2017; Russian Journal of Genetics, 2017, Vol. 53, No. 3, pp. 369-375). This variant is absent from
gnomAD v2.1.1 (PM2_Supporting). The results from two in silico splicing predictors (SpliceAl and MaxEntScan) indicate that this variant
may affect splicing by disrupting the donor splice site of intron 10 of APC (PP3). Moreover, this variant has similar in silico predictions
compared to another noncanonical splicing variant at that same nucleotide position (c.1312+3A>G) (ClinVar ID: 217924), which is
classified as pathogenic for FAP by the ClinGen InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP (HCCP VCEP) (PS1). 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 HCCP VCEP: criteria PS1, PM2_Supporting, PP3, and PS4_Moderate applied (VCEP specifications version v2.1.0;
date of approval 11/24/2023).

Met criteria codes

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

PP3 D v The results from two in silico splicing predictors (SpliceAl and MaxEntScan) indicate that this variant may affect
splicing by disrupting the donor splice site of intron 10 of APC (PP3).


http://clinicalgenome.org/affiliation/50099
https://cspec.genome.network/cspec/ui/svi/doc/GN089?version=2.1.0
https://cspec.genome.network/cspec/ui/svi/doc/GN089/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50099

PS4 _Moderate B v This variant has been reported in 2 probands meeting phenotypic criteria, resulting in a total phenotype score of 2

points (PS4_Moderate, Ambry Genetics internal data, Tsukanov et al 2017; Russian Journal of Genetics, 2017, Vol. 53,
No. 3, pp. 369-375).

PS1 a v This variant has similar in silico predictions compared to another noncanonical splicing variant at that same
nucleotide position (c.1312+3A>G) (ClinVar ID: 217924), which is classified as pathogenic for FAP by the ClinGen
INSIGHT Hereditary Colorectal Cancer/Polyposis VCEP (HCCP VCEP) (PS1).
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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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.
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