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Expert Panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP [

Criteria Specification Information

Evidence submitted by expert panel

InSiGHT Hereditary Colorectal Cancer/Polyposis VCEP

The NM_000249.4: c.2041G>C variant in MLH1 is a missense variant predicted to cause substitution of Alanin by Prolin at amino acid 681
(p.Ala681Pro). The variant is not reported in gnomAD (PM2_supporting). The variant was detected in 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). In summary, this
variant meets the criteria to be classified as a variant of uncertain significance (VUS) for Lynch-Syndrome based on the ACMG/AMP criteria
applied, as specified by the ClinGen InSiGHT Hereditary Colorectal Cancer/ Polyposis VCEP: PM2_SUP, PP4 (VCEP specifications version 1)

Met criteria codes
PM2_Supporting D v The variant is not reported in gnomAD v4.1 (PM2_supporting)

PP4 D v 1 CRC/Endometrial MSI-H tumours using a standard panel of 5-10 markers and/or loss of MMR protein expression
consistent with the variant location (PP4)

Not Met criteria codes

PP1 D X Total segregation odds 2.03, threshold for PP1 is >2.08

PM5 D % Missense change at an amino acid residue where a different missense change was classified by this VCEP as
Pathogenic on the protein level and not due to aberrant splicing; variant p.Ala681Thr is InSiGHT class 5, but PP3_SUP
does not apply, therefore PM5 not met

Curation History (@'


https://erepo.genome.network/evrepo/ui/summary/classification/df18e6c7-94e5-47d6-96b7-87325d098b9d/version
http://clinicalgenome.org/affiliation/50099
https://cspec.genome.network/cspec/ui/svi/doc/GN115?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN115/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50099

Showing 1 to 1 of 1 rows

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.
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