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of service-related toxic exposures

i sk for develon Participants Cancer Signal Detection Rate O The median time from MCED test result to cancer diagnosis was 40 days (interquartile range: 32 - 59 days)
anatnus are at fiskior deveioping - - - : for true positives (TPs) and 74 days (interquartile range: 51 - 98 days) for FNs
O As of April 26, 2024, a total of 2924 veterans were enrolled in the REFLECTION study through 7 Veterans O The overall cancer signal detection rate was 1.30% (95% Cl: 0.94 - 1.78%; 37/2854 participants) (Figure 1) P (TPs) ys (interq d YS)
adverse health outcomes, Affairs Healthcare System (VA) sites (Figure S$1); of these, 2854 are currently analyzable (Figure S2) O The point estimate is higher than what has been observed in other populations who received the MCED test Figure 2. Clinical Status at 180 Days of Follow-Up After the MCED Test Result
including several cancers® O VA sites had different underlying demographics and leveraged different recruitment strategies (0.88%° [0.68 - 1.14%] and 0.95%* [0.87-1.0%])
" Cancer Signal
. . : : : : i ' i i i 2854 Participants
. _ involving primary care, specialty care, advertisements, targeted mailed letters, the VA Lun O The higher crude rates in those aged 265 years and males are largely driven by the older men in this cohort, Detected
O Amulti-cancer early detection Preoisio?'w Oncology Program, and a women's health C|iﬂng ° which could be a confounding factor. However, in a multivariable-adjusted logistic regression model, the SRR S N=37 S
(MCED) test, Galleri® (GRAIL, Inc., ’ following factors remained associated with higher odds of having a cancer signal detected (CSD) test ‘ ‘
O Overall characteristics of the cohort are shown in Table 1 result:
Menlo Park, CA), uses targeted .
O Among the 2057 participants with data on environmental exposure, 70% reported exposure to * Age 2 65 years 1915 Participants / Cag:f;cif;‘al /
methylation sequencing of cell- one or more toxic environmental hazard * Male gender g eIl D R B S N=28 ¥
free DNAin the bloodstream Table 1. Characteristics of the VA Cohort » Self-reported first-degree relative with a history of cancer ¢_|_‘
paired with machine learning VA Cohort (N=2854) O The crude cancer signal detection rate varied greatly across the 7 VA sites, ranging from 0% to 8.70%, although
algorithms to detect a cancer Age, median (Q1-Q3), years 62.0 (51.0-71.0) 122 Irzgggeest\/\:/:srlgtg%v;/sszszec)zn in sites with small numbers of participants. Among sites with >100 participants, o o Cr?=n1c§r
| | | Participants Aged 265 years, n (%) 1154 (40.4) _ R ' _ _ _ D@i:f:;'c Diagnosis® | Median (IQR) days to
signaland predict a cancer signal Male, n (%) 2044 (78.6) Figure 1. Variation in Cancer Signal Detection Rate by Population and VA Cohort Subgroups s n=14 diagnostic resolution:
o K 40.0 (32.2-58.8)
origin (CS0O)#© BMI, mean (SD), kg/m?, N=2843 29.7 (5.7) REFLECTION VA Cohort
Race, n (%) Environmental hd
_Of- . Overall Age (years Sex
O When added to standard-of-care American Indian or Alaska Native 11 (0.4) ge (years) Exposure AR
screening, MCED blood tests may Asian, Native Hawaiian, or Pacific Islander 32(1.1) o 40 - <65 265 F M No Yes
. . O : RWE aBased on participants with complete 180 days of follow-up after the MCED test result; additional cancers may be diagnosed during the remainder of the one-year follow-up period.
address unmet medical needs, 5\;2(?( or African American 2600857((27132]?) % e PATHFINDER - IQR, interquartile range; MCED, multi-cancer early detection; PPV, positive predictive value.
ite : ~ . . :
as 570% of cancer deaths are o P 42 (1.5) X a0 O Of the 12 diagnosed cancers following a CSD test result (Figure 3), the most common were lung and
Missi 77.(2.7) £ prostate (n=3 for both)
from cancers that do not have ISSINg : 14 251 ¢
Ethnicity, n (%) S - O 1 (91.7%) participants had new, non-recurrent cancer (1 with unknown recurrence status)
population-based screening Hispanic or Latino 410(14.4) '9,' 2.0 1 O Of cases with reported stage, 54.5% (6/11) were detected at stages |-l and the remaining at stage IV
e 56 9 d d
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strategies Nc_)t H'Span'c or Latino 2205k - 1.30 ¢ 145 Figure 3. A Variety of Cancers Were Diagnosed Within 180 Days of a CSD MCED Test Result
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Cancer, n (%) ' O The distribution of the most common CSO predictions for the 37 participants with a CSD test result was lung Sromet (e Myeloma
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O B J E CT | V E Self-Reported Environmental or Occupational Toxic Exposures (n=7), breast (n=5), stomach/esophagus, lymphoid lineage, colon/rectum (n=4 each), and prostate (n=3) =1 — S (n=1)
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(participants marked all that apply), n (%)2 O Of the 37 participants with a CSD test result, 28 had 180 days of follow-up after the MCED test result, and of Kidney (v=T) o
O To evaluate cancer signal detection Any Exposure, N=2057 1445 (70.3) these, 12 participants were diagnosed with cancer (Figure 2) S Lymphoma
Open Burn Pits/Airborne Hazards, N=2011 746 (37.1 N o o _ (n=1)
- P (37.1) O The 6-month positive predictive value (PPV; 42.9% [95% Cl: 26.5 - 60.9%)]) observed in this cohort is
and cancer outcomes in veterans Gulf War-Related Exposures, N=2011 221 (11.0) S - - - Colon/Rectum
: : comparable to PPVs from prior clinical studies of this test with up to 1year of follow-up (44.4% [28.6 - 79.9%]° (n=2) 1 4 B
with 180 days of follow-up Agent Orange, N=2011 319(15.9) and 43.1% [31.2 - 55.9%]°) [ Prostate (n=3)
after the MCED test result, in a (Iiadltano_n, lt\l_dZS\rt C = T 213457((171'37)) O Two participants with no CSD (NCSD) were diagnosed with cancer (false negatives [FNs])
ontaminated Water at Camp Lejeune, N= : | o
preliminary analysis of the ongoing Other, N=2016 473 (23.5) O These cancers were new, non-recurrent stage lll colorectal and stage non-informative liver cancers. The USPSTF-recommended cancer screening @ No USPSTF-recommended screening
— —— colorectal cancer was detected by a cancer screening exam, likely routine colonoscopy, while the liver
REELECTION d aPercentages were calculated based on participants with available exposure data. ]
stu Y BMI, body mass index; VA, Veterans Affairs Healthcare System. cancer was detected by reported SIgNS and Sym ptoms. CSD, cancer signal detected; USPSTF, US Preventive Services Task Force.
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