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KEY TAKEAWAYS

INTRODUCTION - Diagnostic Resolution was Achieved in 82% of Participants After Initial Diagnostic Evaluation, and CSO-Directed Initial Evaluation led to Diagnostic Resolution in
O United States Preventive Services Task Force-recommended cancer the MajOrity (78%) Of Cases

screening tests have reduced cancer-related mortality but are only

e Tor 2 [o cancertypes T nat represent iess han 26% of cancer » Although Whole-Body Imaging (WBI) was Useful for Non-Localizing CSOs (Hematologic or Indeterminate), WBI did not Contribute to Diagnostic Resolution in
O Multi-cancer early detection (MCED) blood tests that detect a cancer 51% of Participants

signal from Cirqulating cell-free DNA can complementexisting single- | - . . . . . o . o .

e o o ey * Scteening festior cancers for whieh » All Participants Reached Diagnostic Resolution, Including Those who Required Additional Workup Following Initial Evaluation
7 dovloped and valdated In the Giouling Gel-Froe Genome Atis study + A Similar Number of Imaging Tests and Diagnostic Procedures Were Performed in True Positive and False Positive Participants

(CCGA; NCT02889978)8°

O The prospective cohort PATHFINDER study (Figure 1) enrolled 6,662
participants from 7 US institutions between December 2019 and

December 2020 to assess the feasibility of implementing MCED testing Diagnostic Resolution WBI
in outpatient settings for adults without clinical suspicion of cancer aged _ o _ | _ o _ | | | _ _ _ o _
>50 years' O Ninety-two participants in PATHFINDER had a cancer signal detected by an early version of the MCED test O WBI was ordered for specific indications in 27 cases, including 9 with a prior cancer history, 10 with non-localizing CSO (9 hematologic and
O For those with a cancer signal detected from an early MCED O This retrospective analysis was limited to the 39 participants who had cancer signal detected results by both MCED test versions (early version used in 1indeterminate), and 1 with both (Figure 3)
test version, a predicted CSO(s) was reported to help guide PATHFINDER and refined version now commercially available) and diagnostic evaluation triggered by MCED test results (Figure 2) O  WBI imaging was funded by the study sponsor
diagnostic evaluations O Diagnostic resolution was achieved in 32/39 (82%) participants after initial evaluation, while 7/39 (18%) required additional workup before achieving O WBI did not contribute to diagnostic resolution in 20/39 (51%) of participants
© Diagnostio evaluations were not prescribed by the protocol and diagnostic resolution Figure 3. Detailed Breakdown of the Use of WBH
were periormed at the discretion ot the ordeting provider at the O Additional workup of the 7 participants not achieving initial diagnostic resolution was based on persistent clinical suspicion of cancer due to prior

SpONSOrs cost cancer history (n=1) or abnormal/equivocal findings on initial evaluation (n=6) Cancer Signal Detected in Both Test Versions

O Duration and extent of diagnostic evaluations were assessed . | . _ . . . :
0 . . . O Additional workup led to diagnostic resolution in all 7 cases (3 with cancer and 4 with no cancer, confirmed at end of study) (Figure 2) _
O Blood samples were retrospectively analyzed with a refined MCED test N =39
version; these results were not returned to participants Consistency of Initial Diagnostic Evaluations With CSO Predictions
O Here, we report an analysis of PATHFINDER study results for those | | | o | | | | o | _ i 1)
participants that had a cancer signal detected by MCED testing O Diagnostic resolution after initial evaluation was achieved in 25/32 (78%) by CSO-directed initial evaluation (Figure 2)
I — a I —
Figure 1. PATHFINDER Study Design Figure 2. Diagnostic Resolution in Participants With Cancer Signal Detected by Both MCED Test Versions and Breakdown of the Consistency of Initial Diagnostic Evaluations WBI Used For Evaluation (n = 27) WBI Not Used For Evaluation (n = 12)
Q 2 o a e Day1 —e Day 15 With CSO Predictions i
PN N = _’ &l — o . I | .
Adults 250 years enrolled — L Rl Cancer Signal Detected in Both Test Versions WBI Contributed WBI Did Not Contribute
vzir;)hr?:nlals‘lvsig]eosultngg(:IZitci:g:aolrrtiz:k ordered for Participants® and shipped generaF':ed to DlagnOSIS to DlagnOSIS 12/39 (31 %)
I
: I
| 1 | 19/39 (49%) 8/39 (20%)
I ﬁ Signlal Detected ] No Signa: Detecteccii ﬁ
ro—— oo 7 brovider determines follow-u articipant counseled (L
| ey o T ey o Commimracommence l l
I S Sl ; iagnostic Resolution® . . . - _— . . . . I I I
e Cancer or mo cancer | Diagnostic Resolution Achieved After Initial Diagnostic Resolution Not Achieved WBI Not Contributory to Diagnosis
Tt ) —_ | Evaluation (n = 32) After Initial Evaluation (n = 7) 20/39 (51%)
H: Asse(;as‘gge;ts‘l?::gnths Asseizre‘ge;ts‘ltza:r:lgnths H:
_ _ , o _ _ _ i IWBI was used for evaluation in these 27 cases for the following reasons: prior cancer history (n=9), non-localizing CSO (n=10), prior cancer history and non-localizing CSO (n=1), confirmatory
“Previous history of cancer, smoking, and genetic risk. *Also collected at other time points during dditional luati testing (n=2), confirmatory testing and staging (n=1). and no reason identified (n=4). WBI, whole-body imaging.
the study. cDefined as date when ordering physician determines to end diagnostic evaluation Additional Evaluation
triggered by a cancer signal detected test result. . . .
MCED, multi-cancer early detection. ! 7 l Diagnostic Evaluation by Cancer Status and CSO Accuracy
Not Diagnosed With Not Diagnosed With O The mean number of imaging tests and diagnostic procedures required to reach diagnostic resolution was similar in true positives (2.8) and false
Diagnosed With Cancer Cancer, Confirmed Diagnosed With Cancer Cancer, Confirmed positives (2.6) (Table 1)
at End of Study at End of Study

Table 1. Diagnostic Evaluation by Cancer Status and CSO Accuracy

OBJECTIVES m . e e
| | | | | | l l l l Participants with cancer signal detected by both test versions (N=39) 2.7 (1.9) 2 (1, 3) 0, 8
O Retrospective analysis of vyhether_the diagnostic evalgat_|ons n - _ _ . - _ _ . True positives (n=21) 2.8 (1.9) 3 (2. 3) 0.8
PATHFINDER were appropriately directed by CSO predictions using Initial Evaluation Consistent With CSO? Initial Evaluation Consistent With CSO? - five & te CSO (n=18) 2.8 (2) 2.5 (2, 3) 0.8
prespecified criteria (see Methods) fue positive & accurate CSO (n= ' 2 < ’
O Assessment of the residual risk of cancer after negative or equivocal 16/18 (89%) 9/14 (64%) 2/3 (67%) 3/4 (75%) True positive & inaccurate CSO (n=3) 3 (1) 3 (2.5,3.9) 2,4
initial evaluation False positiveb (n=18) 2.6 (2.1) 2 (1, 3.8) 0, 8
" : : : : . o . o
O Utility of WBI in diagnostic evaluation Total: 25/32 (78%) Total: 5/7 (71%) aCancer signal detected and diagnosed with cancer. °Cancer signal detected but not diagnosed with cancer.
O Evaluation of the number of imaging tests and diagnostic procedures CSO, cancer signal origin; IQR, interquartile range; SD, standard deviation.
needed to reach diagnostic resolution for true positive and false aConsistency with CSO prediction, regardless of cancer diagnosis.
positive results CSO, cancer signal origin.
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