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INTRODUCTION KEY RESULTS: A CSO-GUIDED DIAGNOSTIC STRATEGY INCORPORATING TARGETED FOTIMATED RADIATION EXPOSURE |
O Estimated radiation exposure doses for initial diagnostic evaluations for the MCED with a CSO feature
o Efficient strategies for diagnostic evaluation of MCED tests are needed to distinguish true positives (TPs) from O S C S G O SO C S O range from O to 26.1 mSy, while all initial diagnostic evaluations for the WBI-Only strategy carry an
false positives (FPs) with minimal burden and risk W R KU P AN D M E D R ET E TI N T R E I—VE F PS MAR KE D I—Y R E D U E RAD IATI N obligatory exposure of 28 mSv that comes with a CT of the neck/chest/abdomen/pelvis. (Table 4)
EX POS U R E CO M PAR E D TO A W B | _O N I_Y AP P ROAC H o Just over half (11/21) of the 21 CSO predictions in the CSO-Retest strategy have no radiation exposure on
O BJ ECT |VE initial diagnostic evaluation using an MCED with a CSO feature. (Table 4)
o To compare 2 post-positive MCED test diagnostic resolution strategies: a Cancer Signal Origin (CSO)-guided Table 1. Diagnostic journeys for Scenarios 1and 2. Table_ 4: Recor_nmenc_ied dlagnostl_c evaluat_lor_ls for MCED tests with and without molecular CSO
approach with repeat MCED testing to resolve FPs (CSO-Retest Strategy) vs a Whole-Body Imaging (WBI)-Only SCENARIO 1 SCENARIO 2 predictions with estimated associated radiation doses.
tStrategy er:nplé)%/?%(\:/\f Comptuted tﬂmog;aphg{ (CT) 1for test-positive individuals followed by positron emission 19% MCED TEST POSITIVITY 1% CANCER RATE AT 98.5% TEST SPECIFICITY FOR WBI-ONLY STRATEGY Initial Diagnostic Evaluation
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Figure 1. CSO-Retest and WBI-Only diagnostic strategies Diagnostic Evaluation ﬁsg 05 gT N (9 :/) g; ﬁsg 05 gT N f/) C); Cancer Type Estimated Diaanostic Estimated
(95% Cl) (95% Cl) (95% Cl) (95% Cl) Diagnostic Test Radiation Dose .? : Radiation Dose
(msv) est (msv)*
M M Targeted diagnostic evaluation 10 (8.1-11.9) — 10:5 —
~ CSO-Retest strategy  WBI-Only strategy o (6.9-15.9) Anus Anoscopy or sigmoidoscopy 0 28
Diagnostic evaluation directed Diagnostic Evaluation for All
by CSO prediction Cancer Signal Detected Results o - 16
r T T N Expected false positives 5.6 (3.4-7.8) 5.6 (3.4-7.8) 6.1 (2.5-11.5) 14.9 (11.3-20.3) Bladder, Urothelial tract CT urogram & cystoscopy 14.8 e8
Colon/ | Bone and Soft tissue MRI or CT chest/abdomen & pelvis C'\4R2|§5 Clhnei(;b(/ 28
“ MCED retests used 6.2 (4.2-8.3) — 6.7 (31-12.1) - abdomen/
s - s s s i 3 . . . MRI O -
1 o 1 1 1 : 1 . Diagnostic mammogram (MRI if recent pelvis
| o - - @ | False positives resolved Breast it mammography 28
‘ o : : : : A 42 (2 6- _ 46 (19-8. _ mammogram negative)
by MCED retest 26-6) 6(19-8.9) 028"
E@ H ﬁ @ | .- . - . Cervix Colposcopy & cytology with HPV testing 0] 28
- - l | = w w Individuals remainin
- A ] | i i 9 1.9 (1.4-2.6) 10 (8.1-11.9) 2 (11-3.5) 19.3 (15.7-24.7)
| o § | ; | : - CTorMRI, - CT neck/chest/ needing resolution ' ' ' ' ' e ' ' ' Colon/Rectum Colonoscopy O 28
- Mammogram | = PSA,MRI - Colonoscopy § CT § - laryngoscopy - abdomen/pelvis
MRI O
| | | | WBCT o | | 10 (8.1—11.9) o | | 10.3 (15_7_24_7) Head and Neck CT or MRI head & neck Laryngoscopy CT 475 28
If CSO-guided evaluation negative If WBCT negative Up to physician discretion to Up to physician discretion
choose WB MRI/CT/PET to choose WB MRI/CT/PET Kidney Triple-phase renal CT 26.1° 28
Repeat £e) pemict WB PET/CT 8.9 (7.2-10.7) 18.2 (14.6-23.6) CT neck/
Liver/Bile-duct Triple-phase abdominal CT & AFP 20.6" chest/ 28
: . : : . : : abdomen/
CSO, cancer signal _o_ngm;_CT, computed tomography; MCED, mulh—cance_r ear_ly detection; MRI, magnetic resonance imaging; Total WBI used 1.9 (1.4-2.6) 18.9 (15.3-22.6) 2 (11-3.5) 375 (30.2-48.3) Lung Chest CT 820 oelvis o8
PSA, prostate-specific antigen; WBCT, whole-body CT; WBI, whole-body imaging. Lymphoid lineage e - o
°For the CSO-Retest strategy, this includes false-positive tests and incorrect CSO prediction. CSO, cancer signal origin; MCED, multi-cancer early detection; MRI, magnetic resonance imaging; PET, positron emission tomography; ’
WBCT, whole-body CT; WBI whole-body imaging. Melanoma Full-body skin exam 0 28
Myeloid lineage CBC/diff & Bone marrow biopsy 0] 28
M E T H O DS Figure 2. Comparison of expected false positives and WBI studies between the CSO-Retest and WBI-Only strategies. Neuroendocrine tumor CT chest/abdomen/pelvis o5 o8
of lung or other organs
_ 50T L Ovary Transvaginal ultrasound and CA-125 0 28
CSO-Retest strategy assumptions _ _ N _ CSO-Retest . WBI-OnIy anoreas protocol CT. Magneti
o All individuals with a cancer S|gna| detected (CSD) result Flgure 3- RGSO'UtIOn Of false pOSItIVGS by MCED reteStlng after a 45 —— - _ ’ CT 14 mSv?
underwent a CSO-guided diagnostic evaluation negative CSO-directed evaluation’ WBI Studies Pancreas/Gallbladder esonance Chol(eli\;rglcc))é))anoreatography MRCP O CT neck/ =8
o Those with a negative CSO-guided diagnostic evaluation | i chest/
underwent an MCED retest, and those with no cancer 40 Plasma cell lineage CBC/diff & Bone marrow biopsy 0 abdomen/ 28
signal detected (NCSD) upon retest had no further A pelvis
imaging or diagnostic investigation 35 1 Prostate PSA and Prostate MR O 28
O Those with a CSD on retesting could have a WBCT, MRI, or St h/Esoph Esophaaoduod 0 o8
PET/CT based on clinical discretion g_anc?r Mean f/u 1 OMAch/==opTagts il il
o MCED retesting was assumed to resolve approximately — Dlegtneacted 10.3 Mo o 30 19X Thyroid Thyroid ultrasound O 28
two-thirds of false-positive CSDs with a negative CSO- % ; ] 0 WBI Studies EXpeCted FPs U - nal Ul J
directed evaluation' (Figure 3) | = o5 — terus ransvaginal ultrasoun O 28
. Cancer Negative 2 ?Individual estimates of CT neck = 4mSy, CT chest = 8mSy, and CT abdomen/pelvis = 16mSv from reference 15. AFP, alpha-fetoprotein; CBC, complete blood
WBI-Only strategy assumptions Signal Diagnostic 0 20 -+ count; CSO, cancer signal origin; CT, computed tomography; MCED, multi-cancer early detection test; MRI, magnetic resonance imaging; mSy, milliSieverts.
o All CSDs underwent a WBCT Detected Evaluation
. . | Expected FPs
o Those with a negative WBCT underwent a WB ' No Cancer Mean f/u
PET/CT scan . Signal 15 T A
o 75% of true positives with WBCT needed PET/CT " Detected 16.7 mo 10X L
as described by Tyson et al* CSO, cancer signal origin; f/u, follow-up, MCED, multi-cancer early detection. 10 T X
Modeled scenarios 3 CO N C LU S I O N S
o The model recapitulated the calculations of Tyson et al,? assuming baseline MCED test performance of 44.4% positive predictive value (PPV), ST L
99.5% specificity, and 88.7% CSO accuracy e B R O Using a previously reported modeling approach,= the CSO-Retest approach for diagnostic evaluation and
o Calculations were performed for two separate clinically relevant scenarios where MCED testing was performed in 1,000 individuals: (0 : . : ..
o Scenario 1assumed ~1% MCED test positivity, reflecting epidemiologic estimates of 0.8%-1.2% for real-world populations?® i ] resolution of FP test results is likely to have a substantially lower WBI burden and radiation exposure than
o Scenario 2 assumed a 1% rate of cancer in the population with ~45% sensitivity with a lower MCED specificity of 98.5% used for the Scenario 1 Scenario 2 WBI-0Onlv strat
a y strategy
WBI-Only strategy, yielding an approximately 2% positivity rate E E
Estimated radiation exposure O These findings have important implications for MCED implementation with respect L. =
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