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introduction Key Takeaways

. g : « The sensitivity 0-12 months prior to diagnosis of HGSC of the EV-based blood test
[ -
The EV-based blood test has Slgnlflcantly hlgher was 82% (85% Stage I/ll) and CA125 at a cut-off of 15.5 U/mL was 63% (46%

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

« In the United Kingdom Collaborative Trial of Ovarian Cancer Screening (UKCTOCS) there was SenSItIVIty and Sp@lel Clty over CA125 (CUt'Off 15.5 Stage I/ll), P = 0.011 McNemar test. (Fig 1)
3significapt:ecrﬁas_?h(lo%)hin Iate-st?gde Qighh grade ;erous ovarlign ca(ljnce.r (HGSC)I but Eod U/m |_) N asym ptOmaUC women » The specificity in controls, of the EV-based blood test was 97.7%, and of CA125
ecrease in deaths. The authors concluded that to achieve mortality reduction, novel methods ' . :
- was 95.5%, P = 0.005 McNemar test. (Fig 1
are required that detect more women with HGSC, earlier in the course of the disease.!23 y The EV bIOOd teSt may be Su Itab l S fOr Oovarian cancer ’ (Fig 1)
« Extracellular vesicles (EVS) in blood offer increased sensitivity due to their abundance and screenin g - ) ;\e ALIJ/ICI:) O_lj (;ng;t(gSB%”é): to dllﬁlg)r;OSISC:z;hSe (If:\_/—bza;sed blood test was 0.94 (0.98
: - : i - _ _ age and 0. : age or . (FIg
specificity through the detection of multiple colocalized cancer-related biomarkers. Fig 1. EV-based blood test and sensitivity and specificity by group, 0-12 month prior to
- The Mercy Halo EV-based blood test was locked (biomarkers, classifier, cut-off) following a diagnosis — e * The EV-based blood test was able to detect HGSC up to 3 years prior to diagnosis.
training study, after which we observed consistent assay performance in an independent - SpeCIfICIty SenSItIVIty (Table 1)
cohort ' * In samples from women with a false positive transvaginal ultrasound (TVUS FP)
« Here we report on the performance of the EV-based blood test in a retrospective-blinded- = 5g. : o who underwent trial surgery in the USS arm and had benign pathology, the specificity
evaluation nested within the United Kingdom Collaborative Trial of Ovarian Cancer Screening $ ' of the EV-Blood Test was 97.6% and of CA125 was 89.5%. (Fig 1)
(UKCTOCS) which represents the intended target population for clinical application of this test. [—
: 0.6 -
[® :
Ccon CI USIONS ®) . Fig 2. ROC Curves for EV-based blood test and for HGSC for samples
« The EV-based blood test is capable of highly sensitive and specific detection of early-stage O 0.4 g ) ° —_ drawn 0-12 months prior to diagnosis. (*P < 0.05 Delong’s Test)
HGSC in asymptomatic postmenopausal women with superior sensitivity and specificity £|2 = i A. All stage, 0-12 months (*) B. Early stage (I/11), 0-12 months (*)
com ared to CA125 cut-off 15.5 U/mL . S TETTTTTITT. FrTT T T T T s PR, e eeerierenseeens|eennnenan | |
p ( ) a §02* : o 1.00 1.00
« The rigor of the PRoOBE design and use of the best possible cut-off for the CA125 comparison ~ ‘ % —
supports the conclusion that the EV-based blood test may be suitable for ovarian cancer 00 — — — :
screening. Borderline Non-HGSC HGSC iEOC HGSC iEOC HGSC iEOC 0.75 0.75
J Group : Confrols  TVUSFP | ""goc NonEOC  "“igoc Allstage  Stagelll Stage IV : £ =
* Future researc_h WI|! focu§ on the_ ev_aluatlon of the EV-based blood test in samples from ovarian o, i 97.7 97.6 9 17 29 82 85 82 ' ® ®
cancer screening trials with longitudinal data. 5 = 050 = 050
N, : 1149/1176, 84/86, 3/32, 1/8, 217, 42/51, 11/13, 31/38, 3 3
95%Cl i 96.7-98.5 91.9-99.7 3-64 3-56 8-64 69-92 55-95 66-92 o o
Methods 2 2
1024 1 5 = c
STUDY SAMPLES TESTS : : 0.251 0.251
DESIGN Donated at enrollment for use in secondary Cut-offs Independently :
studies, follow-up via national registry established @ 98%SP 2 56 _ ’
0 o
Cases (164" of 181) EV-based 2 s : 0.001 ~ | | | | 0.001 ~ | | | |
55-74 yrs, OC diagnosis, 0-36 months S i . 0.00 0.25 0.50 0.75 1.00 0.00 0.25 0.50 0.75 1.00
Ultrasounl;’ scsresemng arm prior to sample draw blood test ; 64 ’ False positive rate False positive rate
EDRN-PRoBE* poa—— Cut-off 0.25 S} . _
Prospective-specimen ontrols (1176* of 1310)
LLection, UKCTOCS 10:1 by age, no OC LO _14- o
retrospective-blinded- e thin it CF\l| 2 16 = Table 1. EV-based blood test and sensitivity for 13-24, and
evaluation S : 25-36 months prior to diagnosis by stage
Noscrﬂ,igarm TVUS FP (86* of 100) <2 4- —— P J y >ad
Samples drawn 0-6 months prior to false U 8 — 4 EV based blood CA125
positive, surgery with benign findings HGSC iEOC test % (N. 95% Cl
« Denotes samples excluded due to operator error, low sample volume or quality issues 1 ; B d I N HGSC HGSC .Eoc HGSC .Eoc HGSC Eoc: % (N, 95% CI) 0 ( 1 0 )
: oraeriine on- | | 1 : _ _
References Group : Controls  TVUS FP EQC Non-EOC EOC All Stage  Stage Il Stage IV : 13-24 All Stage 25 (7128, 11-45) | 25 (7/28, 11-45)
o 1 63 46 68 Months Stage I/l 0 (0/6, 0-39) 33 (2/6, 4-78)
e gy P12 Ul Tt s S AT A L . S Stage IV 32 (7122, 14-55) | 23 (5122, 8-45)
. enon, Usha, et al. "Mortality impact, risks, and benefits of general population screening for ovarian cancer: the randomised controlled trial." Hea N, = 1124/1176, 77/86, ) 1/86, 3/7, , . , : - -
i !\I'AechnolénghAss;slsmI(\-:-/lntt(Vl/:?:chepstetr, Enkgland;j(goz;):tl-;lg.. popuet g e DreToss fnd FeomellecalHealh 95%Cl . 94.2-96.7 81.1-95.1 18-49 3-56 16-75 48-76 19-75 51-83 25-36 All Stage 15 (6/40! 6 30) S (2/40’ 1 17)
3. Menon U, et al. “Tumour stage, treatment, and survival of women with high-gradle serous tubo-ovarian cancer in UKCTOCS: an exploratory analysis of a Months Stage /Il 50 (3/6, 12-88) 17 (1/6, 0-64)
4, f:;e(inl:/llj:gacr(;?tsrﬁlIgtdatlr.lfllf;ivlget];f:\t/ggsglo.rfzo?fsgl\?:lﬁ;;gjso-fabiomarker used for classification or prediction: standards for study design." Journal of the National *EOC = Eplth6|la| ovarian cancer, IEOC = Invasive epithe“al ovarian cancer Stage ”I/IV 9 (3/341 2_24) 3 (1/34’ 0'15)
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