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BACKGROUND METHODS

» The expansion of next-generation sequencing (NGS) technologies has significantly increased the * Wereviewed GDV curation in the setting of a hereditary cancer predisposition (HCP)
rate of gene discovery in the last decade. MGPT over a 7-year period (2016-2023).

» Standardized gene-disease validity (GDV) curation is essential to inform multigene panel testing * 85genes on HCP-MGPT were classified into five standardized GDV categories at time of
(MGPT) design, variant assessment, and the clinical utility of genetic testing. panel addition.

» GDV curation is dynamic and must consider the continuous learning curve in interpreting genetic * Duringthis time frame, our GDV framework was revised to provide discrete scoring rules
variation. Longer-term trends in GDV scores have not been analyzed in the context of clinical for evaluating gene-disease associations for common disease with heterogeneous
impact on a commercially offered hereditary cancer MGPT. etiologies.

» Unique gene-variant combinations are frequently detected in individuals with common diseases * Reassessment of GDRs was performed, and changes in classifications due to GDV

framework adaptations and/or new evidence were curated.
VUS and positive rates were evaluated by GDV score.

like cancer. Characterizing these gene-disease relationships (GDR) requires multiple lines of
evidence and large population datasets to avoid premature characterization.
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RESULTS FIGURE 2: Variant classification rates by GDV score (2023) TAKE HOME POINTS
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do not increase clinical utility.
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