Evaluation of QIAGEN Clinical Insight as a content resource for gy Cou nsy
variant curation in a CLIA laboratory

Samuel Cox', Kambiz Karimi', Krista Moyer', H. Peter Kang', Eric A. Evans', Sara Tanenbaum?, Dan
Richards?

1. Counsyl, 180 Kimball Way, South San Francisco, CA 94080
2. QIAGEN, 1700 Seaport Blvd, Redwood City, CA 94063

Introduction Results

Counsyl is a health technology company that offers an expanded carrier screen for >175 of the most relevant recessive diseases We found 89.3% (2075/2324) of article-variant pairs identified by Counsyl to be present in QCl’s variant-specific reference lists.
and a panel of up to 36 genes for hereditary cancer risk assessment. The identification of articles mentioning a specific QCI held 13,938 additional article-variant pairs for the evaluated variants, reflecting the comprehensive nature of their
disease-gene variant is crucial to the accurate and robust appraisal of variant pathogenicity, and forms a central component of article-centric approach, which aims to capture all publications for a given variant (below, left). By contrast, for reasons of
manual curation at Counsyl. Counsyl performs “real-time” curation of variants identified across our NGS-based screening efficiency, Counsyl curates a sufficient number of literature references to reach pathogenicity thresholds.

products. Within our curation workflow, automated proprietary software initially classifies detected variants with high population
frequency or which have not been previously reported. The remaining variants undergo curation by PhD scientists and genetic
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Conclusions

The goal of this evaluation was to assess whether utilization of QIAGEN'’s variant-specific bibliographies could match the level of accuracy and quality of Counsyl’s more time-intensive manual article selection approach. We conclude that there are clear benefits for
adopting QCI for reference identification: an exceptionally high variant-specific article coverage, and significant time savings in a search process that can take up to “45 minutes. The results also serve to validate the efficacy of Counsyl’s previous article search and
selection method, with the vast majority of variant classifications being unaltered by use of QIAGEN'’s bibliographies. Counsyl now employs QCI bibliographies for every curated variant. Consequently, manual search methods are still employed at Counsyl, but can now be
reserved for variants nearer VUS/pathogenic evidence thresholds.

QCI has already proven a valuable resource for increasing the efficiency of Counsyl’s in-house curation. Work is underway to additionally incorporate QIAGEN’s continually-updated bibliographies into the automated components of our variant classification workflows: the
initial software-based auto-curation step for newly-identified variants, and the identification of those requiring re-curation in response to new publications becoming available. Accordingly, we expect QCI to further contribute to Counsyl’s continuing efforts to improve
turnaround time by increasing curation efficiency while maintaining classification accuracy in patient reports.



