
The ClinGen Evidence Repository is an FDA-recognized human genetic variant database

containing expert-curated assertions regarding variants' pathogenicity and supporting

evidence summaries. [Disclaimer]

Variant: NM_000535.7(PMS2):c.241G>T (p.Glu81Ter)

Version: 2.0

CA366744765 

439243 (ClinVar) 

Gene: PMS2 (HGNC:5395)

Condition: colorectal cancer, hereditary nonpolyposis, type 4

(MONDO:0013699)

Inheritance Mode: Autosomal dominant inheritance
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Evidence submitted by expert panel
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Likely Pathogenic

Met criteria codes 2

PM2_Supporting PVS1

Evidence Links 0

Expert Panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP 

Criteria Specification Information

 Criteria Specification: ClinGen InSiGHT Hereditary

Colorectal Cancer/Polyposis Expert Panel Specifications to

the ACMG/AMP Variant Interpretation Guidelines for PMS2

Version 1.0.0

 Criteria Specification Approval History

 Criteria Specifications for this VCEP

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The c.241G>T (p.Glu81Ter) (NM_000535.7) variant in PMS2 is a nonsense variant predicted to cause a premature stop codon in exon 3 in a

gene in which loss-of-function is an established disease mechanism (PVS1). This variant is extremely rare (1 in 1594104 alleles) in gnomAD

v4.1 (PM2_Supporting). In summary, this variant meets the criteria to be classified as likely pathogenic for Lynch-Syndrome based on the

http://clinicalgenome.org/affiliation/50099
https://cspec.genome.network/cspec/ui/svi/doc/GN139?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN139/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50099
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ACMG/AMP criteria applied, as specified by the ClinGen InSiGHT Hereditary Colorectal Cancer/ Polyposis VCEP: PVS1, PM2_SUP (VCEP

specifications version 1)

Met criteria codes

PM2_Supporting   This variant is extremely rare (1 in 1594104 alleles) in gnomAD v4.1 dataset (PM2_Supporting).

PVS1   The c.241G>T (p.Glu81Ter) (NM_000535.7) variant in PMS2 is a nonsense variant predicted to cause a premature

stop codon in exon 3 in a gene in which loss-of-function is an established disease mechanism (PVS1).
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