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BACKGROUND

RESULTS

Ovarian Cancer

o  WGS assay results for the NCO-ovarian cancer participant were compared to an age- and sex-

Endometrial Cancer

o Aberrant copy numbers were observed across multiple chromosomes in the NCO- endometrial
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WGBS Cancer-defining Features

o WGBS outperformed targeted sequencing and WGS prototype assays for cancer detection

o Anoninvasive cell-free DNA (cfDNA)-based cancer detection assay offers the hope of a blood o Inthis post hoc analysis, 8 non-cancer participants were identified with an outlier cancer- . o ) participant who was diagnosed 3 months post-enrollment (Figure 4); this cancer-defining (see poster 3049), therefore, the reasons for the cancer-defining call among the NCO-ovarian
test that might enable early detection, which remains an unmet need. matched non-cancer participant in Figure 3A; chromosomal aberrations were observed for the feature was somewhat less pronounced than the feature from the NCO-ovarian cancer d -l ticipants — both of wh turned tli It on WGBS - losel
' defining feature (non-cancer outlier [NCO]) among training and test sets. NCO ) ticipant. but not for th fcipant ure w what pronou u varl and -lung participants — both of whom returned an outlier resuit on were closely
o Early cancer detection has the potential for better outcomes by reducing cancer -Ovarian participant, but not for the non-cancer participant. participant who was diagnosed with cancer 2 months post-enroliment (Figure 3A). examined.
morbidity and mortality, particularly for those without recommended screening tests (eg, ©  During follow-up, 3 of these NCO participants were subsequently diagnosed with cancer; o A cancer-defining, unusual hypermethylated signature classified by the WGBS assay was also o This participant did not return a result on the WGBS assay (Table 1). As such, no WGBS resullt is o Informative methylation values for NCO-ovarian and -lung participants were clearly separated
some gynecologic cancers). participant characteristics and prototype assay classification features are summarized in detected in this individual (Figure 3B). shown for this participant. from those for the age- and sex-matched non-cancer individuals (and the population of non-
o  Circulating Cell-free Genome Atlas (CCGA) (NCT02889978) is a prospective, multi-center, Table 1. ) P ) i ) Figure 4. CNA Plot for Non-cancer Outlier: Endometrial canoer individuals in general) (F|gu_re 6). providing evidence that these NCO participants had
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participant (bottom). Shown here are normalized log-ratios of amplification and deletions beyond expected depth at each
100kb bin along the genome. Each color reflects an individual chromosome; bins with log-ratios outside 3 SD are colored
red. (B) Integrative Genomics Viewer (IGV)3-5 plots depicting hyper- and hypomethylated locations on chromosome 20
(WGBS assay) in the same participants. Blue depicts unmethylated CpG locations within a cfDNA molecule, red depicts
methylated CpG locations within a cfDNA molecule; each continuous horizontal stripe is one read. Arrow points to
sequencing reads coming from an unusually hypermethylated molecule.

(A) Copy number analysis (WGS assay) of NCO-lung participant. Shown here are normalized log-ratios of amplification and
deletions beyond expected depth at each 100kb bin along the genome. Each color reflects an individual chromosome;
bins with log-ratios outside 3 SD are colored red. (B) IGV plots depicting hyper- and hypomethylated locations on
chromosome 1 (WGBS assay) in the same NCO-lung participant (top) compared to features in an age- and sex-matched
non-cancer participant (bottom). Blue depicts unmethylated CpG locations within a cfDNA molecule, red depicts
methylated CpG locations within a cfDNA molecule; each continuous horizontal stripe is one read. Arrow points to
sequencing reads coming from an unusually hypomethylated molecule.

methylation approach in a cohort of ~3,100 additional samples from the CCGA
study.
o  Taken together, these data suggest that a methylation-based approach for detecting
cancer using cfDNA may have high performance detecting a variety of gynecological
and other cancers.




