Positive MCED test results associated with subsequent
cancer diagnosis In participants in the SYMPLIFY study
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Background & Aims Methods
» The SYMPLIFY study demonstrated positive findings regarding the * We reviewed all cancers that were diagnosed among patients enrolled in the SYMPLIFY study, including

feasibility of using a multi-cancer early detection (MCED) test in a those identified in the case report form, and those diagnosed in the respective national registries within 12
symptomatic population’ months of study enrolment

« Each cancer diagnosis was evaluated for congruence between the cancer site and the symptoms,
diagnostic referral pathway, and MCED test cancer signal origin (CSO)

« Cancers were further characterised based on these congruency groupings and the time between
enrolment and diagnosis to determine whether the MCED test may have provided an added benefit in the
diagnostic process (Fig. 1)

* We were also interested in seeing how many patients who did not - Additional analyses were conducted on cancers that were not detected by standard of care investigations

have cancers detected by standard of care investigations | (SYMPLIFY) but were reported in the respective national registries
(SYMPLIFY) ended up having a cancer reported in the respective

national registries, following recent evidence that patients who

 However, further investigation is necessary to determine how MCED
tests may aid the cancer diagnostic pathway and support the Faster
Diagnosis Standard set out by NHS England, which aims for patients
to receive a cancer diagnosis within 28 days of urgent referral?

Figure 1. Classifications of potential MCED benefit.

undergo urgent referral for investigation of cancer have an increased
risk of receiving a cancer diagnosis in the following five years?
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MCED Benefit
Table 1. Breakdown of MCED test results and benefit for all cancers.
There were 462 cancers diagnosed among the 5,461 patients enrolled in the SYMPLIFY study Characteristic Number (% of all cancers)
throughout the follow-up period. The average number of days between enrolment and diagnosis was MC[\'IED "’:SU“ 89 (3.4
. cgy egative .
50.0 (SD = 68.6, range = 0-362). Of these, 254 (55.0%) cancers were diagnosed within 28 days of A 280 (0.6,
enrolment. Among the total cancers, 280 (60.6%) were diagnosed in patients with a positive MCED MCED benefit
test, and 93 (20.1%) of the total cancers may have derived an additional benefit from the MCED test No b?nefit 369((79-9))
: : Benefit 93 (20.1
result. Table 1 outlines the breakdown of MCED test. results apd the cancers that may have benefitted Diagnosed 28 days after enrolment 1 (8.9)
from the use of the MCED test result in the diagnostic evaluation. Wrong referral pathway 34 (7.4)
RDC referral 18 (3.9)
4 N\( )
Understanding Potential MCED Benefit Subsequent Cancer Diagnoses
TaIc_:Ie 2. Characteristics of cancers that may have benefitted from the MQED test resglt, based on the We found that 18 (228%) of patients who had a positive MCED test with no
various congruency groupings. Presented as the number of MCED benefit cancers with each _ _ _
Legend characteristic. Symptoms, pathway, cancer detected by standard of care investigations (SYMPLIFY) ended up
0 cancers and MCED congruent Symptoms, having a cancer reported in the national registry (Fig. 2). Among the 20
1 to 10 cancers _ butdiagnosed >28 days  MCED  Only MCED Total MCED || ~ancers reported in these patients, 16 (80.0%) were congruent with the MCED
11 t0 20 Cancer Characteristic or referred to RDC congruent congruent benefit o _ _ _ _
=~ tz > zzrr‘]‘;zz Bladder & urothelial tract 5 0 1 3 CSO0. Only 52 (1.0%) of patients with a negative MCED test with no cancer
30 cancers Breast, female | 1 1 2 4 detected by standard of care investigations had a cancer reported in the
Cancer of unknown primary = 0 0 = national registry. Among these 53 cancers, 28 (52.8%) were not congruent
The cancer types that had the Seoee 20 X o S G - - o -
| yp Gallbladder 1 0 0 1 with the symptoms or pathway associated with the initial referral. Including
most benefit were colorectal Head and neck 0 0 1 1 subsequent registry diagnoses resulted in a sensitivity of the MCED test of
= i Liver, bile duct 2 0 0 2 . .. . ..
(n=31), of which 11 cases o I ‘ . 1 » 59.8% (95% Cl: 58.5-61.1), specificity of 98.8% (98.5-99.1), positive predictive
occurred in patients whose % Lymphoid 4 3 : g value of 81.1% (80.1-82.2), and negative predictive value of 96.6% (96.1-
MCED test and symptoms & Oesophagus 0 1 0 1 97.1).
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' ' I wElEl Figure 2. Breakdown of all cancers diagnosed among patients in the SYMPLIFY study either through
dlagnOSIS but \_Nere mcorrectly Pancreas 6 S 0 11 standard of care investigations (SYMPLIFY) or through long-term registry follow-up.
referred to a different Plasma cell 1 0 0 1 SYMPLIFY o
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congruent with the symptoms  ,, Bloating 2 3 0 5 / \ / \
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