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The Complexity of Cancer Mutations

Integrating Small Variant Calls from RNA and DNA

Through next-generation sequencing, we have come to understand cancer as a genomic disorder affecting key genes in cell growth and survival pathways. Cancer is a All Variants (SNVs/Indels) Somatic SNV Mutations in
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fusions, alternative splicing, changes in gene expression, and more. We must assess the different types of cancer mutations to accurately determine prognosis and make RNA Only ﬁ By performing small variant calling in both DNA and
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Different assays are capable of detecting different variant types. In cancer there are a wide array of different variant types that can act as driver mutations. In order to detect DNA Only have been missed if assessing only one of the two
all of the major variant types, one must assess both DNA and RNA. Moreover, given the mixed purity and heterogeneity of neoplastic tissues, a limit of detection down into o 100 500 300 0 molecules. In addition, variants displaying skewed
the single digit percentile range is vital. allelic expression may alter diagnostic conclusions.
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A comprehensive, high depth cancer panel applied to both DNA and RNA from the same sample is well equipped to assess all of these features, and has the unique advantage

of internal cross-validation.

Designing an Optimized Cancer Panel

Integrating Copy Number and Gene Expression
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We took a data-driven approach to generating a list of all cancer-
relevant genes by referring to numerous databases and the literature,
as well as key cancer pathways. We also scrutinized the list for any
key cancer genes that may have been missed manually. We arrived
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