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Introduction Results NeXT LB detected a substantial number of distinct variants outside of the footprint of targeted panels in
a head and neck cancer patient cohort

An increasing number of studies have demonstrated the potential use of circulating cell-free DNA 100% sensitivity achieved for SNVs with AF>1%

cfDNA) for diagnosis, prognosis, and disease progression monitoring. However, many of these
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address this, we have developed a whole-exome scale cfDNA platform, NeXT Liquid Biopsy, that 100% sensitivity in each of the 5%, 2.5%, and 1% Horizon dilution samples. Additionally,

enables sensitive detection and tracking of mutations in approximately 20000 genes. The NeXT  the observed AFs were well correlated with the expected AFs in both of the Seracare and
LB platform sequences a triplet of tumor, normal, and plasma samples from a patient, allowing Horizon samples.

NeXT LB technology was applied to profile somatic events in a cohort of 9 head and neck cancer patients. NeXT LB

immuno-oncology related genes. These
observations highlight the extent of
somatic evidence observable through an
exome-scale cell free approach. In
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to enable more uniform coverage across the exome. Additionally, we achieve a high average o - - : : :
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Sensmwty of the NeXT LB platform was evaluated using three_ approaCheS' First, Horizon Figure 1: NeXT LB technology sensitivity with Seracare (A) and Horizon (B) ctDNA reference standards. s
reference materials at 5%, 2.5%, and 1% allele frequency (AF) dilutions were evaluated. Second, 187 23 30 18 34 29 ;‘I‘m” SSNN‘C
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used 50ng input and have 3 replicates at each AF dilutions. To further demonstrate our sensitive

detection at the whole exome scale, we developed a cell culture media system that models the =~ Our internally developed cell media system is whole-exome scale and built upon
shed and degraded tumor DNA fragments seen in human plasma samples. Two breast cancer cell well-characterized cancer cell lines, providing a far broader assessment of accuracy than the
lines, HCC1143 and HCC1954, were selected as a set of high-quality goldset SNVs were already commercially available reference standards. Using this system to measure accuracy across
established as part of the tissue somatic verification. The two cell lines and their corresponding 137 (HCC1143) and 185 (HCC1954) variants, our NeXT LB platform achieved >95% sensitivity
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B-lymphoblast cells were cultured in serum-free media. Cell media was collected after 48-72hr  forvariants with AF>=2%, and between 85% to 92% sensitivity for mutations with AF between 0% —
culture, and cfDNA was extracted for the downstream NeXT LB assay. Here, sensitivity is defined 1% to 2%. Tumor-Pre Plasma-pre Plasma-Post
as the percentage of detected goldset SNVs A HCC1143 B HCC1954 Figure 4: The number (A) and the percentage (B) of Figure 5: Frequently mutated genes in HNSCC, such as TP53, GNAQ, HRAS were
1.00 e e e °© ©° 1.00- T * e o ° tumor-plasma concordant mutations identified from 5 late-stage  also detected in plasma samples (A). Patient 12 who is defined as non-responder
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Clinical Application s o o o *gﬁif, e o * . colorectal cancer patients. clinically also demonstrated increased AF of HRAS mutation post treatment (B).
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Lastly, we demonstrated the power of our NeXT LB technology in providing a much broader view ol oS Conclusion
in mutation landscape profiling, tumor-plasma concordance evaluation, and disease monitoring S I I S G K I FEAC I SN I S G I We have developed a whole-exome scale NeXT LB technology that enables sensitive monitoring and detection of somatic SNVs
using matched tumor, plasma and matched normal samples from nine head and neck cancer AF bins AF bins from cfDNA. The NeXT LB platform generates a much broader view of the tumor mutational landscape from the plasma than
patients (with both pre- and post-treatment samples), as well as five late stage colorectal cancer  Figure 2: NeXT LB technology whole-exome scale sensitivity with HCC1143 (A) and HCC1954 (B) breast cancer cell media system.  typical targeted liquid biopsy platforms. The platform enables broader monitoring of changes in response to cancer therapy, ac-
patients. quired mechanisms of drug resistance, and intra- and inter-tumor heterogeneity.
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