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Evaluation of a tissue-free genome-wide methylome enrichment assay for detecting molecular
residual disease (MRD) in patients with head and neck squamous cell carcinoma (HNSCC)
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- Squamous cell carcinomas comprise ~90% of head The updated classifier demonstrated strong performance for recurrence detection in Table 1. Demographics and clinical characteristics - Tissue-free, blood-based MRD testing using a
and neck cancers. patients with HNSCC ' genome-wide methylome enrichment platform is
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: fAt ough ~8 h/o Of patients wit HNSQ%? O'reseo'g' ,”e + MRD detection using the updated classifier was highly prognostic for RFS in patients with HNSCC treated with curative intent, regardless of HPV status.
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° zecurrgnce IS Gssocglotedlwnh pc;or sur\g;/;:ll, but early (HR, 48.2 [6.0, 389.1]), a subgroup with high unmet need for tissue-free testing options. sex. n (%) Female 24 (21%) Treatment, surgery 14 (12%) HNSCC, including those who did not undergo surgery
etection may enable salvage therapy. - MRD detection was also associated with OS (HR, 60.2 [8.0-455.0]). Male 93 (79%) n (%) A s ont 5 (7%) and may not have tissue samples available for
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- We previously reported clinical validation of a - Performance of the updated classifier (Table 2) did not significantly differ from that of the previously White 87 (74%) R tumor-informed testing.
tissue-free, genome-wide methylome enrichment reported classifier’ Race, n (%) N o 15 (13%) surgery + RT 12 (10%) - Introduction of an indeterminate threshold may
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MRD assay for recurrence detection in head and Hypopharynx 3 (3%) improve test performance, particularly in the group
neck cancer.® . CMRD - dict R tients with HNSCC (A) Missing 15 (13%) Larynx 16 (14%) of patients with HPV+ OPSCC; further exploration in
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evaluate the effect of defining an indeterminate test v g ' Cancer site/ Oropharynx 63 (54%) robust, sensitive, and minimally invasive approach
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- MRD testing was performed using an assay based Time (Months) Time (Months) - Future studies are needed to generate real-world
on gil'l_:etre\ metﬂylased DNA immL(mfiAprgf;pitqti)on C oy IS D HPV- HNSCC No Surgery dhotq oln incilteltermingte rlesolur;ciclm and toﬁflj.ndefrstand
and high throughput sequencing (cfMeDIP-seq) as | B _ B : : : : the utility of longitudinal methylome profiling for
previously described.8® H0 bt 100 | e Table 2. Performance of genome-wide methylome enrichment assay with and without an clinical decision-making.

indeterminate zone (1Z) for recurrence detection in patients with HNSCC (N=117)

0.75- HR: 24.4 (7.1, 84.4)
Log-rank test P-value: <0.0001
Median lead time (range): 2.1 (0.2-10.8) months;

0.75 - HR: 48.2 (6.0, 389.1)
Log-rank test P-value: <0.0001

- First, an updated version of the previously validated
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