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BACKGROUND COHORT 1: T-LRS does not identify causative variants COHORT 2: ASE analysis identifies MLH1 epimutants

Lynch syndome (LS) increases the risk of developing nuermous cancers. It is caused by inheritable Table 1. T-LRS detected variants in MMR genes. 96 patients underwent T-LRS. Left) Small variants Table 2. Allele Specific Expression identifies 3 patients with monoallelic MLH1 expression.
pathogenic germline variants (PGV) in the DNA mismatch repair (MMR) genes, MLH1, MSH2, MSHSG, prioritized by in-silico predictors were either known benign variants (n=4) or had no supporting RNA ohASER' detected monoallelic expression at 1.2% (3/250). All 3 cases were diagnosed with early
and PMS2, as well as constitutional MLH1 promoter hypermethylation (CMPH or epimutations). evidence (n=1). Right) Structural variants had intronic breakpoints without intersecting coding exons. onset CRC, MLH1/PMS?2 loss in their tumors, but no strong family history.
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