Comparing comprehensive NGS panel(s) based approach to tissue whole exome sequencing (WES)
using matched tissue and circulating tumor DNA from late-stage colorectal cancer patients.
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INTRODUCTION RESULTS CONCLUSIONS

Developments in next generation sequencing technology, both, in targeted
panel approaches and whole exome sequencing (WES) have allowed for the
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tumor type, stage, cfDNA degradation and clearance mechanisms3. Tumoral and WES platforms. A total of 889 variants
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Additionally, we leverage our CRC datasets to demonstrate that
specific mutated alleles are overrepresented in cfDNA compared
to their corresponding mutations in tumor tissue. This
observation suggests increased ctDNA shedding by tumors
characterized by specific genetic signatures. Alternatively, this
observation might imply the existence of undetected distal
metastatic sites which contribute specific mutated alleles such as
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Patient 1 Colon Cancer Stage lllB  Female Caucasian 68 _ _ _ _ _ Figure 5: Correlation of allelic frequency of common variants between the three Figure 7. The number of DDR gene mutations and TMB correlation analysis using TxDNA Suryamohan and Marco Corbo from Medgenome Inc. for their
Patient 2 Rectal Cancer Stage lIB Female Caucasian 78 Figure 3: (A) Oncoplot displaying the top 20 genes with largest number of variants detected datasets; cfDNA TSO500, Tissue TSO500, and tissue whole exome sequencing. We TSO500 data from late-stage CRC samples. Here a larger panel of approximately 200 DDR expertise in bioinformatics and data analysis efforts.
Patient 3 Colon Cancer Stage llB  Female Caucasian 61 across the three me?gg(%lggles_.hThlsl graph ‘?'ep'fts m(ljJtatlons_ in ciDNA W'thdan UPP‘: trlang:e, observed a significant correlation across WES and TSO500-called variants; A: TSO500 related genes was used. TMB was calculated using the lllumina TSOS00 recommended _
Patient 4  Colon Cancer Stage IC Female Caucasian 75 mutations in tissue with a lower triangle and mutation in exome data with a circle. tissue/TSO500 cfDNA r2=0.81 (889 variants), B: WES/TSO500 cfDNA r2=0.84 (17 algorithm. The increase in number of mutations in DDR genes represented on TSO500 panel DISCLOSURES
: _ Furthermore, the samples are stratified by tumor stage. (B) The same analysis as in (A) was variants), and C: WES/Tx TSO500 r2=0.91 (47 variants). Note: variants at 0.5 (50%) positively correlates with the increased TMB. TMB is plotted as a continuous gradient and further
Patient 5 Colon Cancer StagelV  Female Caucasian 81 applied to a panel of 35 DNA damage repair (DDR) genes known to have a functional role in VAF were overrepresented in cfDNA dataset, whereas in the TXDNA TSO500 samples arbitrarily divided by a tiered TMB cut-off strategy: “Low” (<4) and “High” (>4) TMB (blue line This study was funded by EMD S_erono, a part of Merck KGaA
Patient 6 Colon Cancer Stage IVA Female Caucasian 65 colorectal cancer development qnd progression and previously publl_shed5. Notg: Patient 7 only the corresponding variants are distributed across a frequency gradient (5A). across). Red arrow demarcates an outlier with the “Low” TMB (A). By eliminating a “Low” TMB Darmstadt Germany. All authors of this poster are employed by EMD
Patient 7* Colon Cancer Stage IVA  Male  Caucasian 55 had plasma sample and no tissue sample for TSO500 analysis and Patient 4 only had data point it is possible to achieve a high correlation score between the number of mutations in Serono, a part of Merck KGaA Darmstadt Germany or Merck KGaA,
Patient 8 Colon Cancer Stage IVA Female Caucasian 58 tissue sample available. DDR genes and TMB in "High” TMB CRC samples (B). Darmstadt Germany
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