Early Real-World Experience With a Multi-Cancer Early Detection Test

Candace Westgate,' Dallas Kingsbury,2 Martin Poliak,* Jordan Lipton,4 Matthew McMillin,> Louis B. Malinow,° Marc Matrana,” John Beausang,® Geoff Stanley,® Rita Shaknovich,8
Jeffrey M. Venstrom,® Kathryn N. Kurtzman,® Vershalee Shukla®

'Adventist Health, Saint Helena, CA, USA; eFountain Life, Naples, FL, USA; SMedical Clinic of Houston, Houston, TX, USA; 4Signature Healthcare, Charlotte, NC, USA; *UnityPoint Clinic, Peoria, IL, USA;
SDrs. Malinow, Oster, and Malinow, Baltimore, MD, USA: ‘Ochsner Cancer Institute, New Orleans, LA, USA: 8GRAIL, LLC, Menlo Park, CA, USA: 2Vincere Cancer Center, Scottsdale, AZ, USA.

ASCO 2023
June 2-6, 2023
Chicago, IL, USA

INTRODUCTION REAL-WORLD MCED TEST PERFORMANCE IS AS EXPECTED AND CONSISTENT WITH PREVIOUS CLINICAL STUDIES
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PP Y Populatlon Characteristics CSO Predictions O In the real-world population, in both males and females, approximately two-thirds of CSO predictions were

the US among those 50-79 years O The distribution of all CSOs in the real world by sex is presented in Figure 3 associated with cancers without recommended population screening

of age are caused Dy cancers © Mean (standard deviation) ag? orne test_ed population was 58.9 (T1.7) years for females (n=24.016) and : . O CSO distribution is dependent on the distribution of cancer types in the sampled population. The observed
without recommended screening 59.2 (12.0) years for males (n=29.728) (Figure 1A Figure 3. CSO Distribution in the Real World by Sex early real-world use of the MCED test has been skewed toward a high health care utilizer population, which
O Recent technological advances O Tests were ordered and processed from across all US states (including DC and PR) (Figure 1B) tends to be healthier than the general population. Thus, the CSO distribution is not expected to match what
in genome sequencing and Figure 1. Population Characteristics. (A) Age Distribution by Sex, and (B) Geographical Distribution of 0.5l 47 | s observed in the population reflected in SEER
machine learning have facilitated Test Orders ' O For example, lower rates of lung CSO prediction could be attributed to lower incidence of lung cancer in
development of blood-based A. B. [ 35 a largely healthy, well-screened, non-smoking population that are likely to be the early adopters of the
multi-cancer early detection Sox £ 0.2- 27 _ MCE[_) test | | o |
(MCED) tests intended to S 500 M Female 2 = . 50 O Additionally, h|gher than expepted rate of Iyr_nphmd CSO prediction could pe attrlbutgd to the prevalence
complement single-cancer | B Male = | 78 rognd_ of screening - lymphoid cancers having Iong_er than average dwell times leading to several years
screening tests? - 000 0.1 | S 5 8 _ 16 16 N of incidence being detected the first time a population is screened
S # of orders i 5
O An MCED test intended for S 10,000 - \ \ \ \ { T 33 22, © 5 5 5 5 4 Clinical Outcomes
detecting a shared cancer signal 29007 1,000 co M N NN NNNNNRNE I I I I L _ ﬂ I O Early clinical outcomes data from a controlled quality assurance (QA) program showed that a CSD result with
across multiple cancers, including I 100 Q)@%‘\(b%@ C}&'\\@&&@\&O@&c@\&&\(b%@ & @ S @0®@<>J\\® v°°%0e*“\+ 5 ¥ S S E s O %\Q;\\fb\%@@ & a CSO prediction was associated with a diagnosis of invasive cancer across multiple cancer types, including
those without recommended o " \6%@0:\00\@@ @i@i\\&f@@ P08 | \G&OQ Q‘O\Oo\f@@ Cg\@ @\\Q@g&i@@ ;@Q P T early-stage cancers and cancers without recommended screening (Figure 5)
screening, in individuals with ~ Age oo & TS ST & & T e & & O Follow-up though the QA program has been attempted for all individuals with a CSD result and at least 3
an elevated risk of cancer, such o f&o‘“ N « ‘ Q\QQQ"J‘ %06* months since the test result
as those aged 50 or older, has Analvtical Performance ) ) O 72 individuals have a confirmed invasive cancer diagnosis (age range, 25-87 years; male, 61%)
been available as a validated lab Y | | Height of bars represents the fraction of given CSO prediction of all CSO predictions with 95% binomial confidence O 80 individuals have no invasive cancer diagnosis at the time of reporting, additional follow-up is ongoing
developed test since April 202135 O Results were returned for >98% of MCED tests that were ordered, with a mean turnaround time of interval. Numbers above bars indicate number of given CSO prediction. o | | ’
. . 6.7 business days CSO, cancer signal origin; NEC, neuroendocrine cells. © 358 individuals remain under review
© Whenze canczer signa _'S _ . | O  We are pursuing follow-up to determine cancer status for all individuals with CSD, as positive predictive
detected, a “cancer signal Clinical Performance O Infemales, the five most common CSO predictions were breast (24% [47/200]), lymphoid ne_oplasm (18% value cannot be computed until cancer status has been established for this cohort
detected” (CSD) result is _ [35/200]), colon/rectum (14% [27/200]), lung (10% [20/200]), and uterus (9% [18/200]) (Figure 4A) | ) . .
reported with a cancer signal Cancer Signal Detected Rate (CSDR) O In males. the five most common CSO predictions were lymphoid neoplasm (21% [66/310]), prostate (17% O Importantly, of the cases with reported stage (n=38/72), 32% (12/38) were detected at stages I/1l, and 61%
- o ’ ’ (23/38) were detected at stages I/11/11l
origin (CSO) prediction, O The real-world CSDR was 0.95% (95% Cl, 0.87-1.0; 510/53,744) [52/310]), colon/rectum (15.0% [46/310]), head/neck (13% [40/310]), and pancreas/gallbladder (8.0% | o |
a critical aspect of MCED O Real-world CSDR was lower in females (0.8% [0.7-1.0: 200/24,016]) vs males (1.0% [0.9-1.2: 310/29,728]) [25/310]) (Figure 4B) O Cancers diagnosed among the 72 individuals included prostate (n=T1), lymphoma (n=10), breast (n=5).
tests that directs diaanostic (Figure 2) O Comparison with PATHEINDER colon/rectum (n=5), IymE)hO|d Ieukerrya (n=5), he_ad and neck (n—4)i Iung (n—4_), pancreaf (n—4),
| J P plasma cell neoplasm (n=4), ovary (n=3), anus (n=2), esophagus (n=2), liver/bile-duct (n=2), kidney
evaluation O Real-world CSDR increased with age, which as expected was a significant predictor of CSDR (p < 1e-13) O Most common CSO predictions were consistent to those observed in PATHFINDER (Figure 4A and 4B) (n=1), sarcoma (n=1), uterus (n=1), and cancer type unavailable (n=8); most of these cancer types lack
O Examining real-world experience (Figure 2) with PATHFINDER having _a potentially_ Iovve_r pro_portion of Iymphoid neoplasm predictions i_n _females and recommended screening tests (Figure 5)
with the MCED test across age, O Real-world CSDR was consistent with PATHFINDER prostate in males. A detalled comparison is limited by the relatively smaller number of participants and O Notably, CSO prediction accuracy of cases with confirmed cancer diagnoses was high (91%; 59/65). It
sex, and geographic location can O In PATHFINDER, CSDR was lower in females 0.7% (0.5-1.0) vs males 1.2% (0.8-1.7), and increased with corlwsequ_ezrgly smalle”r nu[jn_ﬁcer Of detictted CasSES aTd prleddmtid CS?S”mdPAtTHdFlNDERl (Igmak)les, 3_30’ was consistent with PATHFINDER (84%) and the large-scale clinical validation Circulating Cell-Free Genome
demonstrate how the MCED test age (p<0.007) (Figure 2) males, n=28), as well as differences between a real-world and controlled study population based on age Atlas (CCGA) study (89%)

and risk profile

Figure 4. Distribution of Five Most Common CSOs in the Real World and PATHFINDER in Females and Males
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Figure 5. Cancer Diagnoses in Individuals who took the MCED Test
real-world setting

Figure 2. CSDR in the Real World and PATHFINDER by Age in Females and Males
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prospective, return-of-results O Real-world CSDR was comparable to expected CSDR modeled based on MCED test performance and interval. Numbers above bars indicate number of given CSO prediction.
PATHFINDER study® cancer incidence from Surveillance, Epidemiology, and End Results (SEER)’ — females, 0.96%:; males, 1.1% CSO, cancer signal origin. MCED, multi-cancer early detection; USPSTF, United States Preventive Services Task Force.
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