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            Abstract
Genomic analysis of paired tumorâ€“normal samples and clinical data can be used to match patients to cancer therapies or clinical trials. We analyzed 500 patient samples across diverse tumor types using the Tempus xT platform by DNA-seq, RNA-seq and immunological biomarkers. The use of a tumor and germline dataset led to substantial improvements in mutation identification and a reduction in false-positive rates. RNA-seq enhanced gene fusion detection and cancer type classifications. With DNA-seq alone, 29.6% of patients matched to precision therapies supported by high levels of evidence or by well-powered studies. This proportion increased to 43.4% with the addition of RNA-seq and immunotherapy biomarker results. Combining these data with clinical criteria, 76.8% of patients were matched to at least one relevant clinical trial on the basis of biomarkers measured by the xT assay. These results indicate that extensive molecular profiling combined with clinical data identifies personalized therapies and clinical trials for a large proportion of patients with cancer and that paired tumorâ€“normal plus transcriptome sequencing outperforms tumor-only DNA panel testing.
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                    Fig. 1: Mutational spectrum of the xT 500 cohort.[image: ]


Fig. 2: Predicted TCGA cancer types for samples within each xT 500 cohort cancer type.[image: ]


Fig. 3: Immunogenomic landscape of solid tumors in the xT 500 cohort.[image: ]


Fig. 4: Evidence-based therapy and clinical trial matching.[image: ]


Fig. 5: Tumor-only versus tumorâ€“normal analyses.[image: ]
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