The paperwork matters! Phenotypic information significantly impacts

variant interpretation in hereditary cancer testing
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criteria, such as SDHB and SDHC.

= |nclusion of clinical case
report evidence resulted in
a P/LP classification in 126

of these variants (47%). CAS E EXAM P L E
Evidence not applied B Addition of clinical case report evidence

was not required for a P/LP classification Clinician-provided patient information is particularly valuable as many classified variants are only

We assessed how frequently exclusion of this clinical evidence would have
resulted in a classification of Variant of Uncertain Significance (VUS) instead
of P/LP, possibly affecting clinical management of patients.
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= Patient phenotypic data can play a critical role in the variant interpretation process.
Among the five main evidence categories in Sherloc (Figure 1), the Clinical

Observations sub-category contains evidence types related to case report criteria (i.e.. * We demonstrate that a substantial proportion of our P/LP cases would have otherwise remained VUSs, suggesting our current
compelling phenotypic presentations in a tested individual), segregation of the variant pool of VUSs hold the potential for reclassification considering additional case report evidence.
within a single family or multiple unrelated families, and de novo events (Table 1), = Ordering providers may profoundly influence variant classification by sharing complete, accurate personal and family history data.
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