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Key Takeaways

« Screening for ovarian cancer (OC) that relies on CA125 and imaging lacks early-stage : Co Cee :
sensitivity. In the United Kingdom Collaborative Trial of Ovarian Cancer Screening * The EV-based blood test has hlgh senS|t|V|ty and SpECIfICIty for HGSC In

(UKCTOCS) there was a significant decrease (10%) in late-stage high grade serous asymptomatic postmenopausal women

carcinoma (HGSC) observed in the multimodal screening arm. The authors concluded that to e The EV-blood test may be suitable for ovarian cancer screening.
achieve a statistically significant mortality reduction, novel methods are required that detect

more women with HGSC, earlier in the course of the disease.123 Figure 1 . EV-based blood test sensitivity and specificity by group, 0-12 months prior to diagnosis

« Extracellular vesicles (EVS) in blood offer increased sensitivity due to their abundance and ifici SenSItIVIty

specificity through the detection of multiple colocalized cancer-related biomarkers.

 The EV-based blood test was locked (biomarkers, classifier, cut-off) following a training
study, after which we observed consistent assay performance in an independent cohort.

« Here we report on the analytical and clinical 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.

« Samples from patients who had a false positive result in the USS (ultrasound screening) arm
and underwent trial surgery resulting in benign findings were also evaluated.

EV-blood Test

Conclusions

 The EV-based blood test is capable of highly sensitive and specific detection of early-stage
HGSC In asymptomatic postmenopausal women

* The rigor of the prospective-specimen-collection, retrospective-blinded-evaluation (PRoBE) ' Borderline Non-HGSC HGSC iEOC HGSC iEOC HGSC iEOC:i

design* supports the conclusion that the EV-based blood test may be suitable for ovarian Group Controls TVUSFP EOC Non-EOC iEOC All Stage  Stage l/ll  Stage IlIl/IV
cancer screening. '
% 97.7 97.6 9 17 33 384 39 382
* Future research will focus on the evaluation of the EV-based blood test in samples from
_ _ _ _ _ _ P N, 1149/1176, 84/86, 3/32, 1/6, 210, 36/43, 8/9, 28/34,
ovarian cancer screening trials with longitudinal data. 95%ClI 96.7-98.5 91.9-99 7 3-64 3-56 10-70 70-98 57-98 66-92
» Control data demonstrates highly reproducible day to day assay performance *EOC = Epithelial ovarian cancer, iEOC = Invasive epithelial ovarian cancer
Methods
Figure 2. ROC Curves for EV-based blood test for HGSC Table 1. Table of QC Control performance over 37 days of
STUDY SERUM SAMPLES using-HGSC-samples drawn 0-12 months prior to diagnosis. this clinical evaluation study
DESIGN Donated at enrollment for use in secondary
studies, follow-up via national registry 10
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collection, UKCTOCS Matched to cases 10:1 by age, no OC Cut-off 0.25 B. Stage (I/ ") 9 6
retrospective-blinded- before/within trial Cut_omndependenﬂ; 0 O E 0.4
evaluation NS established @ 98%SP Zu >I O
. TVUS FP (86* of 100) 5 0.6 - ML
No screening arm ] > N’ 0 2 *
Samples drawn 0-6 months prior to false -5
positive, surgery with benign findings G 2 -
(a
* Denotes samples analyzed after exclusion of samples due to operator error, low sample volume or guality issues L 00 . | | |
: 2 0.4 Control 1 Control 2 Control 3
- QC Controls Preparation - 3 OnHo ONHo ONHo
Individual standard deviations are used to calculate the intervals
. ntified EV’ _
COV413A cell Transfer to EV collection, 9—“;‘“ “te dei‘:l oY 0.2 y o o o
culture Depleted Media concentration and P can ' ' '
EV enrichment human plasma SD 0.007 0.023 0.006
0.0 -F - | - | ! %CV 20.9% 12.7% 0.6%
0.0 0.2 0.4 0.6 0.8 1.0
A El\llf isolattled from human B Canc_er-s;t)e:iti‘ic bio:narl:)erl(\ibs EV-based blood Test: False Positive Rate
CoTES, PTESIR, 0T SETH T dctsctioniprobes. A. EVs were enriched from human serum by R It
7\ A A SEC (size exclusion chromatography). ESUILS
) - ‘\ Capture Ab Detection Ab1 Detection Ab 2 B. Antibodies to Cancer-associated’ Ce”_
SECEgE(EnrchedEvs Y surface biomarkers used for EV capture * The sensitivity 0-12 months prior to diagnosis of HGSC of the EV-based blood test was 84% (89% Stage |/11)
- 7N Q ( Ne \ /= and detection were conjugated to magnetic
som R j beads (capture) or complementary DNA- » The specificity of the EV-based blood test was 97.7%
- | conjugated oligonucleotides (detection).
A - #N C. SEC-enriched EVs were captured using » The AUC 0-12 months prior to diagnosis of the EV-based blood test was 0.94
HEEHEEE ERiies el B it antibody-functionalized magnetic beads.
D. Immunocaptured EVs were then incubated » In samples from women with a false positive transvaginal ultrasound (TVUS FP) who underwent trial surgery in
C Immunoaffinity D petection of colocalized biomarkers VV_Ith two addltlongl canc.er-specn‘lc ] U _
SIS R Dl e e biomarker detection antibodies. The the USS arm and had benign pathology, the specificity of the EV-Blood Test was 97.6%. (Figure 1)
dsDNA oligonucleotides contain single-
stranded overhangs which ligate only when * In positive QC controls the %CV was 0.6% and in negative controls the %CV was 12.7% to 20.9%

In proximity on the same EV to a
complementary probe-antibody, generating
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