Research

§ Ambry Genetics’

A TEMPUS COMPANY

For Your
Practice

Advancing Gene Characterization in Hereditary
Cancer: Lessons and a Real-World Example
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BUILDING A FOUNDATION FOR GENE-DISEASE VALIDITY (GDV)
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These findings emphasize the value of applying evidence Disputed <0

thresholds and performing regular re-curation to maximize yield
while minimizing ambiguity.



EVIDENCE SCORING IN ACTION

Building on these established GDV criteria, the characterization of RPS20 illustrates the stepwise
process by which evidence accumulates for an emerging gene-disease association. Although early
studies identified this gene as a candidate for colorectal cancer (CRC) predisposition, the rarity of
pathogenic variants made it difficult for independent groups to generate sufficient data, and without
Ambry’s proactive evidence generation, RPS20 remained a limited-evidence gene (Figure 2). By
leveraging a large clinical cohort, researchers were able to track segregation across numerous families
and perform both case-control and case-case analyses.?

Figure 2. Impact of proactive data generation on GDV
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Results indicate that CRC risk associated with RPS20 may even exceed that of well-established Lynch

syndrome genes such as MLHT (Figure 3). Functional studies further supported a role in tumorigenesis,
providing the critical evidence to elevate RPS20 GDV score to moderate, allowing actionable results to
be reported. These findings not only strengthened gene-disease validity but also have the potential to

inform future clinical management recommendations for patients with RPS20 variants.

Figure 3. CRC risk in individuals with pathogenic variants in RPS20 and Lynch syndrome genes
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SUMMARY

Together, these studies illustrate how systematic evaluation and real-world case discovery work in
tandem: broad frameworks help laboratories prioritize genes for inclusion, while detailed family-based
investigations, such as RPS20, show how new genes are validated. This dual approach ensures that
cancer genetic testing remains both clinically meaningful and scientifically rigorous.
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