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Gene: MSH2 (HGNC:4436) NM_000251.3(MSH2):c.1748A>G (p.Asn583Ser)
Condition: Lynch syndrome (MONDO:0005835) NC_000002.12:9.47471051A>G

Inheritance Mode: Autosomal dominant inheritance CM000664.2:9.47471051A>G
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA019161.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/41645
https://www.ncbi.nlm.nih.gov/gene/4436
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0005835
http://clinicalgenome.org/affiliation/50099
https://cspec.genome.network/cspec/ui/svi/doc/GN137?version=1.0.0
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Evidence submitted by expert panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The MSH2 ¢c.1748A>G variant is predicted as a missense variant, p.(Asn583Ser). It has been identified at an MCAF 95% of 0.00934% in
gnomAD all non-cancer v2.1.1 and Grpmax AF of 0.007999% in gnomAD v4.1. It is not predicted to affect protein function (Prior_utah
(MAPP/PP2 < than 0.11; BP4). The variant did not affect the splicing (pCAS minigene [Pascaline Gaildrat & Stephanie Baert-Desurmont])
and showed proficient function in a calibrated functional assay (PMID 33357406; BS3). The variant was found in a patient with CRC
showing MSS/IHC normal (FHCRC CCFR, Insight database). According to the current guidelines, the variant is classified as likely benign.
(VCEP specifications version 1)

Met criteria codes

BS3 [:] v No effect on splicing (pCAS minigene [Pascaline Gaildrat & Stephanie Baert-Desurmont]). Proficient function in 1
calibrated assay (loss of function score -1,96 in Jia 2021; PMID 33357406; BS3)

BP4 D v It is not predicted to affect protein function (Prior_utah (MAPP/PP2) = 0.000107375002699 which is < than 0.11).
Moreover, it is not predicted to affect splicing (max value SpliceAl 0 and Prior_utah_splicing_de_novo = 0.02).

Not Met criteria codes

PM2 % Allelic frequency in gnomAD all non-cancer v2.1.1 = 0.09336% and gnomAD v4.1 Grpmax AF = 0.007999%

BAl [:] X Allelic frequency in gnomAD all non-cancer v2.1.1 = 0.09336%; MCAF 95% = 0.00934%.

BS2 D X Co-observation with pathogenic variants in MLH1: MLH1 ¢.1852_1854del p.(Lys618del) (CRC age <50 Marseille UMD
db entry); MLH1 ¢.589-1G>T (CRC age 35 Wagner et al., 2003, Chao et al., 2008).

BS1 D X Allelic frequency in gnomAD all non-cancer v2.1.1 = 0.09336%; MCAF 95% = 0.00934%. Allelic frequency in Bridges
consortium: 11/53461 controls = 0.02% (PMID 33471991).

BP5 [:] X 1 patient with CRC showing MSS/IHC normal (FHCRC CCFR, Insight database)
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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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