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            Abstract
The clinical classification of hereditary sequence variants identified in disease-related genes directly affects clinical management of patients and their relatives. The International Society for Gastrointestinal Hereditary Tumours (InSiGHT) undertook a collaborative effort to develop, test and apply a standardized classification scheme to constitutional variants in the Lynch syndrome–associated genes MLH1, MSH2, MSH6 and PMS2. Unpublished data submission was encouraged to assist in variant classification and was recognized through microattribution. The scheme was refined by multidisciplinary expert committee review of the clinical and functional data available for variants, applied to 2,360 sequence alterations, and disseminated online. Assessment using validated criteria altered classifications for 66% of 12,006 database entries. Clinical recommendations based on transparent evaluation are now possible for 1,370 variants that were not obviously protein truncating from nomenclature. This large-scale endeavor will facilitate the consistent management of families suspected to have Lynch syndrome and demonstrates the value of multidisciplinary collaboration in the curation and classification of variants in public locus-specific databases.
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                    Figure 1: Overview of the five-tiered InSiGHT classification guidelines.[image: ]


Figure 2: Outcome of standardized five-tiered InSiGHT classification of constitutional MMR gene variants.[image: ]


Figure 3: Classifications of all documented unique variants by variant type.[image: ]


Figure 4: Contribution of microattribution to the classification of variants that are not obviously truncating.[image: ]


Figure 5: Probabilities of pathogenicity for 481 class 3 missense variants of uncertain effect derived by in silico analysis.[image: ]
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