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CONCLUSIONS

O Cancer is the second-leading cause of death in the US and Europe, o In real-world clinical practice diagnostic

even with improvements in screening and treatment.!.2 Detecting
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cancer at an earlier stage can increase the likelihood of favorable O Amo(r:g 285 pgtle:ts with a pos ’gve M.CED test rte)sultsnd _C|’>§O dayshpf follov(;/ up, 1f5(?] (52.6 _A_)) W&rgégthe Canoler IISIentlﬁed group and 135 Flgure_ 2_. Post-MCED Test Dlagnostlc Evaluatl_on INntensity followmg communication of a
outcomes and lower mortality3.4 (47.4%) were in the No Cancer Identified group based on claims within 360 days of the positive test result (Figure 2) \Ié\/as Scljm”ar ioross (I;Drgnps, thhlzew(e;r |n;i/as|\/§ positive MCED test result approprlately
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O Despite the availability of screening tests for common cancer types 147/150 (98.0%) patients in the Cancer Identified group un_derwent > dlagnc_>stlc proo_edure, including a mean (SD) of 1.25 (1.44) imaging g differed by cancer status, with patients with
. - - - procedures (0.39 [0.66] whole-body) and 1.25 (0.78) invasive procedures (Figure 2, Figure 3) Cancer. _ - _ _ o
(eg, mammograms, colonoscopy),5 screening remains unavailable no identified cancer experiencing similar
for most cancers, resulting in a need for broader early detection 1217135 (89.6%) patients in the No Cancer Identified group underwent 21 diagnostic procedure, including a mean _ _ _ _
. . . . . . - 1\ |
approaches of 1.17 (1.60) imaging procedures (0.21 [0.51] whole-body) and 0.70 (0.96) invasive procedures (Figure 2, Figure 3) numbers of imaging but fewer invasive
O Blood-based multi-cancer early detection (MCED) tests detect O Diagnostic workups were appropriate to the CSO and varied by CSO and cancer status (Figure 3) procedures
cancer-associated signals by measuring one or more biomarkers i i i A i i - - - . . . L.
v g Y J _Patle_nfts with hematologic QSOS had fewer imaging and mvgswe procedures than_patlents w_lth solld_tumor CSOs when no Canogr w_as 150/285 (52.6%) 135/285 (47.4%) o Worku DS allgned with the first mvestlgatlon
in bloodé. identified (mean 0.41 vs 1.41 imaging and 0.19 vs 0.86 invasive procedures per patient), consistent with the role of laboratory testing in Cancer dentified No Cancer ldentified ‘ecommended by an exoert panel for each
Multiple MCED tests are under investigation,® and some are diagnosing hematologic cancers (Figure 3A) \ Y _p _p _ _
- - - . . . . L L . . . . 147/150 (98.0° 121/135 (89.69 10
commercially available in the US Observed workups aligned with the first diagnostic investigation recommended for each predicted CSO: imaging use was highest ! 17138 (89.6%) CS0,'0 and the level of imaging and invasive
_ _ _ _ . N _ _ _ 21 Diagnostic Procedure 21 Diagnostic Procedure _ .
Galleri® (GRAIL, Inc.) is an MCED test that uses DNA methylation where imaging is recommended first (mean 1.38 Cancer Identified vs 1.63 No Cancer Identified), invasive procedures were highest where procedures varied appropriately by CSO
patterns in cell-free DNA to detect a cancer signal and predict the direct visualization is recommended first (1.63 vs 1.23) (Figure 3B) o Eindinas support the practical implementation
cancer signal origin (CSO), which guides diagnostic workup after a The specific level of workup differed by CSO within each cancer status group (Figure 3C) | -1'2F>5/ptd | _1-2P5/Ptd o 1-1P7/Ptd | _0-7P°/Ptd £ th gM CED test | | d clinical setti
ositive (cancer signal detected) test result”.8 (Figure 1 . . . . . . Maging FTOCEAUIes | | nvasive Frocediies || Tmaging Frotedulies |- Invasive Froceaures O e eSt N real-worlid clinical settings
P ( S ) (Fig ) Whole-body imaging (PET, PET-CT, or same-day chest and abdomen-pelvis CT) was performed in 48 patients (32.0%) in the Cancer RS . R J
4 : : . _ ’ _ . _ _ . _ mong -positive patients with > ays of follow-up, the proportion undergoing . i
O In PATHFlNDER 2 (NCT05 55605)' d arg_e prospective mumce.nter |dentified and 24 patients ( 78%) in the No Cancer Identified groups; the difference was driven by PET or PET-CT utilization (240% VS 74%) >1 diagnostic procedure and the mean number of imaging and invasive procedures per patient O Real-WOrld d|agnOSt|C Workup patterns
Study of this MCED test in a diverse US intended-use population, usage Surgical procedures were uncommon, with 17 performed in the Cancer Identified group and 1in the No Cancer Identified grou VIGED, muit-cance early detection; pt, patient | istent bet
of imaging was similar among participants without and with a cancer Jiealp ’ P J9roup 9roup WETE generaily consistent between
. . 0 o . . _ _ _ _ - NI ' 9
ﬁle:]?m?s (81.3 t/o VS 85-fh/o), Wh%r]east |nvaswe(ép:éog;dure§8V\éeo;e)9near|Y Figure 3. Mean Number of Imaging and Invasive Procedures Per Patient. real-world use and clinical studies,
dll as Treguent among those Without Cancer 070 VS 00.0%0 : : :
_ _ _ A. Solid vs Hematologic Cancer Types C. Biological CSO Grouping IndlCatIng that the MCED test perfOrmS as
O Because the benefits and potential harms of MCED scre_enlng d_epend Imaging Procedures Invasive Procedures Imaging Procedures Invasive Procedures expected outside the research Setting
not Only on test performance but also on downstream dlagnostlc Cancer No Cancer Cancer No Cancer Cancer No Cancer Cancer No Cancer
evaluation, understanding real-world Workup patterns iS essential CSO Group Identified  Identified A CSO CGroup Identified  Identified A CSO0 Group Identified  Identified A CSO Group Identified Identified A
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Figure 1. A Clinically Validated Targeted Methylation MCED Test. 1.25 117 1.25 0.70 - 1.40 200 - 1.00 1.00
S / S / All CSOs N=150 N=135 0-08 All CSOs N=150 N=135 09 Gynecologic N=5 N=6 000 Gynecologic N=5 N=6 ° 1. Centers for Disease Control and Prevention (CDC). Chronic Disease Indicators - Cancer. 2024.
Hematologic® :\1=2:1l S:él; 0.83 Hematologic® ?\1'9421 S:?g% 0.83 . ) Colorectal & Anal° |(\1)'=£2lg LSZ? -0.60 Colorectal & Anal° ,1|§2% 1N=22£1l 0.06 Accessed August 11, 2026. https:/wwv.cdc.gov/cdi/indicator-definitions/cancer.html
S Cancer Identified > No Cancer Identified 0.67 1.27 1.25 0.82 2. European Commission. Public Health - Cancer. Accessed August 11, 2026
T no cancersignal detected ?Includes CSO predictions of Anus, Bladder/Urothelial Tract, Bone & Soft Tissue, Breast, Cervix, Colon/Rectum, Head & Neck, Kidney, Liver/Bile Other Solid Tumors* N=12 N=11 -0.60 Other Solid Tumors® N=12 N=11 0.43 ' - o , |
o Duct, Lung, Melanocytic Lineage, Ovary, Pancreas/Gallbladder, Prostate, Stomach/Esophagus, Thyroid, and Uterus. ber of g 1.36 1.80 117 0.67 https://health.ec.europa.eu/non-communicable-diseases/cancer_en
‘ ‘ = ‘ Incudes CSO predictions of Lymphoid Lineage, Myeloid Lineage, and Plasma Cell Lineage. Mean number of procedures Prostate N.=’I4 I\.l=5 -0.44 Upper Gle N.=6 N.=3 0.50 3. Hubbell E, et al. Cancer Epidemiol Biomarkers Prev. 2024;33(2):206'214.
| B " . >2.0 1.70 2.09 1.25 0.70 B (E).RA0-
L é % N Z%ﬂ:llvdeetected B. First Procedure Type Breast N=23 N=11 -0.39 All CSOs N=150 No135 0.55 4. Chang ET, et al. Cancer Causes Control. 2024;35(5):849-864.
| Taraeted methylation — _ Imaging Procedures Invasive Procedures 1.5-2.0 Uoper Gl 100 100 5 —— T2 056 5. National Cancer Institute (NCI). Cancer Screening - Screening Tests. Accessed August 11,
Tumor sheds cfDNA | Blood plasma ° VS] LA Machine learnin Machine 10-<1.5 PP N=6 N=3 Pancreas & Hepatobiliary N=7 N=16 0.58 20286. https://www.cancer.gov/about-cancer/screening/screening-tests
fragments into isolated (contains analysis of CfDNA classifier J learning Cancer No Cancer Cancer No Cancer o 1.25 1.17 1.22 0.55 | . ) )
mapping, alignment) 0.5-<1.0 |
CSO Predicted® Imaging First? lll':%% [1\1'23?3 -0.25 Direct Visualization First® [1\]'3% I1\I=23?é 0.40 Lung 2.12 1.63 0.49 Plasma Cell Neoplasm 500 0.29 0.71 7. LiuMG, etal. Ann Oncol. 2020;31(6):745-759.
Sleh WS EE S0 WP aole et Vieualination Firet 1-02 0.97 05 Imaging First 116 068 o4 U <0 y 1 : 1“'3; g 1; 8. Klein EA, etal. Ann Oncol. 2021:;32(9):1167-1177.
Irect visualization Firs N=40 N=35 ' Ing First* N=69 N=68 ' Lymphoid Neoplasm . : 0.75 Lymphoid Neoplasm : : 0.87 . L PN
aBisulfite treatment; targeted prObeS pU” out fragments matChlng regiOnS of interest. 1 25 1.17 1 25 0 70 I; S? N=50 I,:I 322 9 NabaV|Zadeh N’ et al Nat Med 2026 httDS//dO|Org/1O 1038/841591 026 O4618_W
°For a detected signal, this MCED test version predicts 1to 2 CSOs that can be either an anatomic site All CSOs N=150 N=135 0.08 All CSOs N=150 N=135 0.55 Head & Neck NeT1 1.02 Head & Neck N=11 0.93 10. Atwood C, et al. Expert Consensus on Multi-Cancer Early Detection Implementation in Medical
(eg, colorectal) or a cellular lineage (eg, lymphold). . : ; Practice: Guidance for Integration and Post-Positive Workflows. GRAIL, Inc.; 2026
Adapted from Liu MG, et al. Ann Oncol. 2020;31(6):745-759. | Hematologic (Lab First)° L‘Eﬁ Szgl 0.83  Hematologic (Lab First)° L‘Sﬁ Szg 0.83 Plasma Cell Neoplasm 1N=21Z %Jf 113 Lung %'jg 1.20 ' J ' S '
cfDNA, cell-free DNA; CSO, cancer signal origin; MCED, multi-cancer early detection.
First procedure types are sourced from Atwood C, et al. 2026.% ?Includes CSO predictions of Pancreas and Liver.
?Includes CSO predictions of Bladder/Urothelial Tract, Bone & Soft Tissue, Breast, Kidney, Liver/Bile Duct, Lung, Melanocytic Lineage, °Includes CSO predictions of Ovary and Uterus.
Neuroendocrine, Ovary, Pancreas/Gallbladder, Prostate, and Uterus. Bladder, Prostate, and Uterus CSOs have a lab or imaging procedure °Includes CSO predictions of Colon/Rectum and Anus. Study funded by GRAIL, Inc. CW has served on speaker bureaus for
recommended first and are included with the "Imaging First" group. dncludes CSO predictions of Bladder/Urothelial Tract, Bone & Soft Tissue, Kidney, Melanocytic Lineage, and Neuroendocrine. - - :
: : : : : bIncludes CSO predictions of Anus, Colon/Rectum, Head & Neck, and Stomach/Esophagus. °Includes CSO prediction of Stomach/Esophagus. GRAIL, Inc., Myriad Genetics, and Bayer Pharmaceuticals.
O To characterize real-world receipt of diagnostic workups following a Incudes CSO predictions of Lymphoid Lineage, Myeloid Lineage, and Plasma Cell Lineage.
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pOSlthe Ga”e” MCED test reSUlt by CSO and Conﬁrmed cancer status Data are presented in diverging heatmaps. A = difference in mean number of procedures per patient (Cancer Identified vs No Cancer Identified). ;nbgﬁﬁ‘igxtth&gv%*zggsﬁg
CSO, cancer signal origin. Medical writing support was provided by Merrilee Johnstone, PhD, ey ot be reprodiced
from Citrus Health Group, Inc. (Chicago, IL) and was funded by GRAIL, Inc. e autbars,
M E T H O D S O A diagnostic tes.t.was identified in Cla|ms.data base.d. gn the presencg of spgcﬂﬁg Curren-t ProceduraI.T.ermmology (CPT) procedure godes followmg the index date Figure S1. Study Design of Claims Database Analysis of Diagnostic Workups Following 2
Procedure billing codes were categorized by clinician review as diagnostic, diagnostic after specific MCED CSO results, or not diagnostic Positive MCED Test Result
O This retrospective analysis used closed commercial medical claims from the Komodo Research Database linked via tokenization to a cohort of Galleri MCED-tested patients Claims for cancer screening tests, eg, screening colonoscopy, were included as potential diagnostic workups to be conservative in the estimate of Index Date Range
O The study design for this analysis is shown in Figure S1 GO SRR 3 - Jun 4, 2021-Dec 31, 2024
The index date was a patient’s first positive MCED test result between June 4, 2021 and December 31, 2024 O Diagnostic procedures were further classified as invasive, imaging, or laboratory-based
Patients with a cancer diagnosis (defined below) in the year before index were excluded Invasive procedures included endoscopy, biopsy, and surgery; imaging procedures included CT, MRI, X-ray, PET, ultrasound, and mammography
Patients had to be >22 years on their index date and have >360 days of continuous medical insurance enrollment following index date Surgical procedures included hysterectomy, laparoscopy, operative laryngoscopy, and open lymph node biopsy; endoscopic procedures such as
O Cancer status during follow-up was determined using a claims-based algorithm esophagogastroduodenoscopy and colonoscopy were not considered surgical
Patients were classified as having a cancer diagnosis if within 360 days of index they had either: O The diagnostic episode ended at | e
: : R : : : : - - : : : : , , , First Positive MCED Test Result
>1 inpatient hospitalization claim with a cancer diagnosis code Cancer confirmation for patients with a cancer diagnosis, based on the date of biopsy or other tissue collection procedure Patients >22 years of age
>2 outpatient claims with a primary or secondary diagnosis code for malignancy, occurring 230 days apart on or after the index date and before the end of medical Where no tissue collection procedure was present in claims, cancer confirmation date was imputed (in order) from pathology claims, imaging claims, ]
Insurance coverage or initial ICD-10 coding for cancer Pre-Index Period: 360 days prior to index date

Patients without a cancer diagnosis within 360 days of index were labeled “No Cancer Identified” The first 60-day gap without diagnostic procedures for patients without cancer diagnosis * Patients could not have evidence of a cancer diagnosis



