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Variant: NM_000038.6:¢.509 512del

4 .
CA009855 14 HGVS expressions
804 (ClinVar) (4 NM_000038.6:c.509 512del
Gene: APC NC_000005.10:9.112775715_112775718del
Condition: familial adenomatous polyposis 1 (MONDO:0021056) CM000667.2:9.112775715_112775718del
Inheritance Mode: Autosomal dominant inheritance NC_000005.9:9.112111412 112111415del
UUID: 80cd255c-1080-43ea-9aa9-61e2d39fd0c4 CM000667.1:9.112111412_112111415del
Approved on: 2023/2/18 NC_000005.8:9.112139311_112139314del
Published on: 2023/3/14 NG_008481.4:9.88195_88198del

ENST00000502371.3:¢.509 _512del
ENST00000504915.3:¢.509_512del
ENST00000505084.2:n.565_568del
ENST00000505350.2:c.*515_*518del
ENST00000507379.6:c.539 _542del
ENST00000509732.6:¢.509_512del
ENST00000512211.7:c.509 _512del
ENST00000257430.9:¢.509_512del
ENST00000257430.8:¢.509 _512del
ENST00000507379.5:¢.539_542del
ENST00000508376.6:c.509 512del
ENST00000508624.5:¢.509_512del
ENST00000512211.6:¢.509 _512del
NM_000038.5:¢c.509_512del
NM_001127510.2:¢c.509_512del
NM_001127511.2:c.539_542del
NM_001354895.1:¢.509_512del
NM_001354896.1:c.509_512del
NM_001354897.1:c.539_542del
NM_001354898.1:c.434_437del
NM_001354899.1:c.509_512del
NM_001354900.1:c.332_335del
NM_001354901.1:c.332_335del
NM_001354902.1:c.539_542del
NM_001354903.1:c.509_512del
NM_001354904.1:c.434_437del
NM_001354905.1:c.332_335del
NM_001354906.1:c.-527_-524del
NM_001127510.3:c.509_512del
NM_001127511.3:c.539_542del
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NM_001354895.2:¢.509_512del
NM_001354896.2:c.509_512del
NM_001354897.2:¢c.539_542del
NM_001354898.2:c.434_437del
NM_001354899.2:¢c.509_512del
NM_001354900.2:c.332_335del
NM_001354901.2:c.332_335del
NM_001354902.2:¢c.539_542del
NM_001354903.2:¢c.509_512del
NM_001354904.2:c.434_437del
NM_001354905.2:c.332_335del
NM_001354906.2:c.-527_-524del
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InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The ¢.509 _512del (p.Aspl70Valfs*4) variant in APC is a frameshift variant located between codon 49 and 2645 and predicted to cause a
premature stop codon in exon 5 in a gene in which loss-of-function is an established disease mechanism (PVS1). This variant has been
reported in > 8 probands meeting phenotypic criteria, resulting in a total phenotype score of 5 (PS4, PMID 1324223, Ambry Genetics,
Invitae, Leiden, Bonn, Melbourne internal data). In addition, this variant has been reported to segregate with FAP in > 10 affected meioses
in 1 family (PP1_Moderate; PMID 1324223). This variant is absent from gnomAD v2.1.1 (PM2_Supporting). In summary, this variant meets
the criteria to be classified as Pathogenic for FAP based on the ACMG/AMP criteria applied, as specified by the ClinGen InSiGHT Hereditary
Colorectal Cancer/Polyposis Variant Curation Expert Panel: PVS1, PS4, PM2_Supporting, PP1_Moderate (VCEP specifications version 1; date
of approval: 12/12/2022).

Met criteria codes

PS4 a v This variant has been reported in > 8 probands meeting phenotypic criteria, resulting in a total phenotype score of 5
(PS4, PMID 1324223, Ambry Genetics, Invitae, Leiden, Bonn, Melbourne internal data).

PP1_Moderate B v This variant has been reported to segregate with FAP in > 10 affected meioses in 1 family (PP1_Moderate; PMID
1324223).

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

PVS1 a v The ¢.509 512del p.(Aspl70Valfs*4) (NM_000038.6) variant in APC is a frameshift variant predicted to cause a

premature stop codon in biologically-relevant-exon 5 leading to nonsense mediated decay in a gene in which loss-of-
function is an established disease mechanism (PVS1).
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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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