Performance of an extracellular vesicle based ovarian cancer screening test in longitudinal
preclinical samples from women with high grade serous ovarian cancer - an exploratory
subgroup analysis
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INTRODUCTION

» Screening for ovarian cancer (OC) that relies on CA125 and imaging lacks early-stage sensitivity and specificity.

EV-based blood test and CA125 performance

Sensitivity

* In the United Kingdom Collaborative Trial of Ovarian Cancer Screening (UKCTOCS) there was a significant decrease (10%) in
late-stage high grade serous carcinoma (HGSC) but no decrease in deaths. The authors concluded that to achieve mortality
reduction, novel methods are required that detect more women with HGSC, earlier in the course of the disease. 12
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» Extracellular vesicles (EVs) in blood offer increased sensitivity due to their abundance and specificity through the detection of

multiple colocalized cancer-related biomarkers. 0.750 {

 We previously reported the development of EV-based blood test. Following a training study the test was locked (biomarkers,

classifier, cut-off) and consistent assay performance was observed in an independent cohort. 34 0.500 4

» Here we report on the performance of the EV-based blood test in a retrospective-blinded-evaluation nested within the UKCTOCS

which represents the intended target population for clinical application of this test. : ’
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. . . . . . *EOC = Epithelial ovarian cancer, iEOC = Invasive epithelial ovarian cancer
1. Menon, Usha, et al. "Ovarian cancer population screening and mortality after long-term follow-up in the UK Collaborative

Trial of Ovarian Cancer Screening (UKCTOCS): a randomised controlled trial." The Lancet 397.10290 (2021): 2182-2193.
2. Menon U, et al. “Tumour stage, treatment, and survival of women with high-grade serous tubo-ovarian cancer in
UKCTOCS: an exploratory analysis of a randomised controlled trial.” Lancet Oncol. (2023):1018-1028.
3. Winn-Deen, Emily S., et al. "Improving specificity for ovarian cancer screening using a novel extracellular vesicle—based
blood test: performance in a training and verification cohort." The Journal of Molecular Diagnostics 26.12 (2024): 1129-
1148.

Fig. 2 EV-based blood test and CA125 (R&D Systems) sensitivity and specificity by group, 0-12 months prior to diagnosis, primary

Fig. 1 Longitudinal cases. 5 out of 6 cases were detected earlier by the EV-based blood test than by CA125 (Roche _ _ . . . .
analysis (cases <28 hours prior to spin) and secondary analysis (cases <56 hours prior to spin).

Elecsys®, cut-off 35U/mL) and one case was detected earlier by CA125.

o « The sensitivity 0-12 months prior to diagnosis (Dx) of HGSC of the EV-based blood test was 83% (89% Stage l/ll) and CA125
« Three cases were detected by the EV-based blood test only 9.2, 3.3, and 15.2 months before clinical Dx (C, D and E). (R&D Systems) at a cut-off of 15.5 U/mL was 68% (46% Stage I/ll), P = 0.11 McNemar test.
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