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INTRODUCTION

 Blood-based tests hold great promise as cancer diagnostics, but most current tests are restricted to the analysis of a
single class of molecules (e.g., circulating tumor DNA, circulating mRNA, circulating proteins)**

 The ability to analyze multiple analytes simultaneously from the same biological sample may increase the sensitivity

and specificity of such tests by exploiting independent information among signals®

RESULTS

cfDNA: IcWGS

 IcWGS of plasma cfDNA was able to identify CRC samples with high TF on the basis of large-scale CNV across the
genome (Figure 2)

- High TFs, while more frequent in late-stage CRC samples, were observed in some stage | and Il samples (Figure 2).

High TFs were not observed in samples from healthy individuals or those with non-AAs or AAs

miRNA

« miRNAs suggested as potential CRC biomarkers in the literature tended to be present in higher abundance relative
to other miRNAs (Figure 4)

FIGURE 4. cf-miRNA Sequencing Analysis
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Multi-analyte

Multi-Analyte Profiling Reveals Relationships Among Circulating Biomarkers in Colorectal Cancer

- Strikingly, aberrant profiles across analytes were indicative of high TF (as estimated from cfDNA CNV), rather than

cancer stage (Figure 6)

« All individual analyte profiles were discordant between CRC samples and normal controls

FIGURE 6. PCA of cfDNA, CpG Methylation, cf-miRNA and Protein
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» Principal component analysis (PCA]) was performed per analyte





