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Variant: NM_000535.7(PMS2):c.614A>C (p.GIn205Pro)

cA012420% HGVS expressions

91361 (ClinVar) [ NM_000535.7:c.614A>C

Gene: PMS2 (HGNC:5395) NM_000535.7(PMS2):c.614A>C (p.GIn205Pro)
Condition: colorectal cancer, hereditary nonpolyposis, type 4 NC_000007.14:9.5999199T>G
(MONDO:0013699) CM000669.2:9.5999199T>G

Inheritance Mode: Autosomal dominant inheritance NC_000007.13:9.6038830T>G

UUID: 2a776e9f-b2e7-463d-bf56-00051368951c CM000669.1:9.6038830T>G
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Evidence submitted by expert panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The NM_000535.7: c.614A>C variant in PMS2 is a missense variant predicted to cause substitution of Glutamin by Prolin at amino acid 205
(p.GIn205Pro). This alteration was detected in trans with a mutation in PMS2 (c.1A>G) in an individual meeting the clinical criteria for
CMMR-D (=3 points, table 3 of the ClinGen_InSiGHTColorectalCancer/Polyposis ACMG_Specifications v1), (PM3 met). The Frequency of this
variant in gnomAD V4.1.0 is 0.000037 (0.0037%), which is higher than the ClinGen InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP
threshold (<1 in 50,000 alleles) for PM2_supporting, and therefore PM2_supporting is not met. The variant was detected in at least one
CRC/Endometrial MSI-H tumour using a standard panel of 5-10 markers and/or loss of MMR protein expression consistent with the variant
location (PP4). This missense variant mets the criteria for PP3 (MAPP+PolyPhen-2 prior probability for pathogenicity >0.68 & =0.81). Due
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to insufficient evidence, this variant is classified as a variant of uncertain significance for Lynch-Syndrome based on the ACMG/AMP criteria
applied, as specified by the ClinGen InSiGHT Hereditary Colorectal Cancer/ Polyposis VCEP: PM3, PP3, PP4 (VCEP specifications version 1)

Met criteria codes

PP3 a v Missense variant mets the criteria for PP3; MAPP+PolyPhen-2 prior probability for pathogenicity >0.68 & =0.81
PP4 a v observed in at least one CRC with MSI-H and loss of MLH1/PMS2
PM3 a v This alteration was detected in trans with a mutation in PMS2 (c.1A>G) in an individual diagnosed with colon cancer

at 20 years, duodenal cancer at 41 years, and lymphoma (age at diagnosis was not provided). The proband had a
family history of brain tumors diagnosed in two siblings in their 30s and immunohistochemistry demonstrated loss of
PMS2 protein expression in both tumor and adjacent normal tissue (Senter et al. Gastroenterology. 2008
Aug;135(2):419-28).

Not Met criteria codes

PS3 a P 4 In an in vitro study, this alteration displayed a decrease (~50%) in relative repair efficiency compared to wild type
(100%), but was not classified as repair deficient because it had significantly higher repair levels than a known PMS2
mutation (Drost M et al. Hum. Mutat. 2013 Nov; 34(11):1477-80).

PM2 % The Frequency of this variant in gnomAD V4.1.0 is 0.000037 (0.0037%), which is higher than the ClinGen InSiGHT
Hereditary Colorectal Cancer/Polyposis VCEP threshold (<1 in 50,000 alleles) for PM2_supporting, and therefore
PM2_supporting is not met.
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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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