Multi-Cancer Early Detection Test is Sensitive and Accurate in Detecting Shared

DNA Methylation Signal in a Variety of Lymphoid and Plasma Cell Neoplasms
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INTRODUCTION KEY RESULTS: GALLERI DETECTED A SHARED CANCER SIGNAL ACROSS MANY HEMATOLOGICAL CANCERS CURRENTLY CONCLUSIONS
O In 2023, hematological cancers are expected to be 9.4% WITHOUT STANDARD SCREENING REGIMENS

of new cancer cases diagnosed in the US;! however, O Findings from two
there are currently no effective screening regimens to PATHFINDER Interventional Study? Table 2. Sensitivity and CSO accuracy of Galleri in detecting a shared cancer signal in histopathologic subtypes of lymphoma large studies and RWE
detect these cancers in asymptomatic individuals O The Galleri test is a refined version of the PATHFINDER MCED test calibrated to detect fewer preneoplastic hematologic conditions in the CCGA case-control observational third substudy demonstrate that Galleri
O Recent technological advances in molecular diagnostics O In an analysis of PATHFINDER samples using the Galleri test, a cancer signal with a cancer signal origin (CSO) prediction consistent with Total cases Sensitivity (95% CI) Accuracy of CSO (95% Cl) detects a shared cancer
have facilitated development of blood-based multi-cancer a hematologic malignancy was detected in 11 subjects, aged 55 to 83 years (7 LyN and 4 PCN; Table 1) | _ e
early detection (MCED) tests, intended to complement O Upon follow-up, a total of 7/11 (63.6%) participants were diagnosed with hematologic malignancies: 6 lymphomas and 1 PCN LyN (overall) 225 52.9% (46.4%, 59.3%) 99.2% (95.4%. 100.0%) signal and is able to identify
standard-of-care single-cancer screening methods N o _ - o cancer across a wide
. _ . . _ O Thus, the positive predictive value (PPV) of Galleri was 63.6% for cases with either a LyN or PCN CSO prediction and 71.4% (5/7) for Mediastinal Large B-Cell Lymphoma 2 100.0% (34.2%, 100.0%) 100.0% (34.2%, 100.0%)
O The Galleri® test, launched in 2021, is the first validated, cases with predicted LyN CSO spectrum of histopathologic
iall ilable liquid bi MCED test in the US23 i o) o Qo o) o) o)
commercially available liquid biopsy MCED test in the US O 4/11 (36%) participants had no cancer diagnosis: Hodgkin Lymphoma 31 71.0% (53.4%, 83.9%) 100.0% (85.1%, 100.0%) entities of lymphoid and
O ImplementanoQ of MCED screening at popglanon spale « 3 had monoclonal gammopathy of undetermined significance (MGUS) or monoclonal B-cell lymphocytosis (MBL) diagnosed Diffuse Large B-cell Lymphoma 44 70.5% (55.8%, 81.8%) 100.0% (89.0%, 100.0%) plasmacytic origin, which
has the potential to improve survival for patients with during the study; 1 had history of MGUS prior to enrolment y ’
hematological cancers by detecting cancers at earlier ) ) ) 9 9 9
° ! J ot » Detected cases of MGUS and MBL represent a fraction of those present in the PATHFINDER subjects, based on an overall Mantle Cell Lymphoma 11 63.6% (35.4%, 84.8%) 100.0% (64.6%. 100.0%) currently have no other
stages, when treatments are more effective | £ ~1-3% in th 4350 . standard-of care-screenin
prevaience of ~1-57 In those aged 2oL years Follicular Lymphoma 46 47.8% (34.1%, 61.9%) 100.0% (85.1%, 100.0%) J
O B J E CT | V E Circulating Cell-free Genome Atlas (CCGA) Observational Study23 regimens
_ . L . : o Chronic Lymphocytic Leukemia/ 0 0 0 0 0 0
O Report the performance of the Galleri MCED test O Inthe third substudy of CCGA, the overall sensitivity of Galleri for LyN, based on detection of a cancer signal in cases where LyN was Small Lymphocytic Lymphoma 40 45.0% (30.7%, 60.2%) 94.4% (74.2%, 99.7%) _ o
neoplasms (LyN) and plasma cell neoplasms (PCN) in two 83.1%; Table 2) B-cell Lymphoma, NOS 30 40.0% (24.6%. 57.7%) 100.0% (75.8%, 100.0%) molecular tool may lead to
large clinical studies and real-world implementation (RWE) O Galleri detected a shared cancer signal from a variety of lymphoid and plasmacytic neoplasms, including B- and T-cell neoplasms, _ better treatment outcomes
among 100,000 individuals Hodgkin lymphomas, and non-Hodgkin lymphomas (Table 2) Peripheral T Cell Lymphoma 5 40.0% (11.8%, 76.9%) 100.0% (34.2%, 100.0%) i ; |'
O Sensitivity was higher in more aggressive Iymphomas, such as diffuse large B-cell lymphoma (DLBCL; 70.5% [Cl: 55.8%, 81.8%)). Lymphoplasmacytic Lymphoma A 25.0% (1.3%, 69.9%) 100.0% (5.1%, 100.0%) an _ ec?rease mortaiity,
compared to more indolent subtypes, such as follicular lymphoma (47.8% [Cl: 34.1%, 61.9%)) saving lives through
O Sensitivity for difficult to diagnose Hodgkin lymphoma was 71.0% (Cl: 53.4%, 83.9%) Mucosa Associated Lymphoid o e o . o o o earlier detection of these
METHODS o o X | Tissue/Nodal Marginal Zone 8 0.0% (0.0%, 32.4%) 0.0% (0.0%, 0.0%) _
O Galleri predicted CSO with 99% accuracy for LyN and 100% accuracy for PCN in true cancer cases (Table 2) Lymphoma previously unscreened
O Galleriis a genome-wide targeted methylation sequencing O For LyN, the sensitivity increased from stage | to stage IV (Table 3) (an observation that may reflect greater tumor burden and higher _ _ 5 o o 5 o 5 cancers
test that detects cancer-related DNA methylation patterns levels of CtDNA)S Hairy Cell Leukemia 2 0.0% (0.0%, 65.8%) 0.0% (0.0%, 0.0%)
in circulating tumor DNA (CtDNA) that are shared by many O The sensitivity for combined early stage | and Il cancers was 45.7% (Cl: 35.3%, 56.5%) and combined stages I-Ill cancers was 55.1% PCN (overall) 47 72.3% (58.2%, 83.1%) 1009 (89.9%, 100.0%)
O Galleri targets 100K fragments in the genome and ~1 Early Outcomes From Real World Data (RWD) Cl, confidence interval; CSO, cancer signal origin; LyN, lymphoid neoplasm; NOS, not otherwise specified; PCN, plasma cell neoplasm. 1 Leukenia and Lymohoma Society. Facts and Sitsios
million CpGs in cell-free DNA (cfDNA) from peripheral O Early clinical outcomes data showed results similar to the clinical trial data Table 3. Sensitivity and CSO accuracy of Galleri in detecting LyN and PCN by clinical stage= Overview. wwwlls.org/facts-and-statistics/facts-and-

blood, processed by a machine learning classification statistics-overview. Accessed October 18, 2023

i i O Galleri detect har ncer signal from a variety of lymphomas, including chronic lymphocytic leukemia, DLBCL, follicular o 0 0
algorithm, to detect the presence of a cancer signal, Galleri detected a shared cancer signal from a variety of lymphomas, including ¢ ymphocy Cancer type Stage Total number Sensitivity (95% Cl) Accuracy of CSO (95% Cl) o Ko EA. et 1A Onool, Sep 20213201 1671177
and then reports the most likely cancer signal origin lymphoma, Hodgkin lymphoma, and peripheral T-cell lymphoma
(CS0) in a tissue or organ O Some cancers, including Hodgkin lymphoma, were detected as early as stage | Not expected to 51 41.2% (28.8%, 54.8%) 95.2% (77.3%, 99.8%) 3 LUMIE. etel Am Gneol dun 20200757758
. : . o ] o i ] ] o ] be staged 4. Schrag D, et al. Lancet. Oct 2023;402(10409):
O Reported here is the performance of Galleri for lymphoid Table 1. Cases of asymptotic individuals with CSO prediction for hematological malignancy in the prospective interventional 10511960,

or plasma cell CSO predictions across two clinical PATHFINDER study | 33 27.3% (15.1%, 44.2%) 100.0% (70.1%, 100.0%)

studies and RWE collected as part of a controlled quality > g'g;g etal. N EnglJ Med. Mar 2006:30:354(13):

assurance (QA) program Cancer Type at I 48 58.3% (44.3%, 71.2%) 100.0% (87.9%, 100.0%) '

o ) i i i i i i i i 6. Bredno J, et al. Am J Pathol. Oct 2022;192(10):
O The prospective interventional PATHFINDER study Sex Prior Cancer History Galleri Top CSO> Diagnostic Resolution Resolution Stage at Resolution | 16 1.7% (576% 82.7%) I8, (R, Oa SNty
g . b . . 5 . - a 5 o
individuals, aged >50 years, who received an earlier " \V; 46 60.9% (46.5%, 73.6%) 100.0% (87.9%, 100.0%)
version of the MCED test to assess the feasibility of i Norne =i Lelnge! Limphare I Study _f:”dedgy GRAK'L' LEC' CwW :f a&iﬁbiig‘cagadvmy
. . . . . . . . committee and Speakers pureau 1or , an
implementing MCED testing in an outpatient setting M (HeacheS«SNeck) LyN FrGEr Lymphoma I/ Missing 1 0.0% (0.0%, 94.9%) NA ConsultancyandpSpeakers o0 o1 iyt Gonetios Lao,

O The case-control Circulating Cell-free Genome Atlas M \orE LyN e Lymphoma | |-I] 81 45.7% (35.3%. 56.5%) 100.0% (90.6%. 100.0%) fvist’hth’uiNfr’] ?:eacgng a;ijggf:ie‘:’g;fmb;ﬁ
StUdy (CCGA; NCT02889978) included 2,823 cancer Inc., O(\q/ h;/s received riseérch funding from GRAIL, LLC;’
participants (cases, pre-treatment) and 1,254 non- F None PCN Cancer Plasma Cell Neoplasm Missing I-Ill 127 55.1% (46.4%. 63.5%) 100.0% (94.8%, 100.0%) GS consulted and/or received research funding and/or
cancer participants (controls) 1 o | T 647% (41.3% 82.7%) 100.0% (74.1%, 100.0%) honoraria from AbbVie, ATB Therapeutics, BeiGene, BMS/

MpPhoi 7% (41.3%, 82.7% 0% (74.1%, 0% | ]

O Wihmareran 100000 Gaer st esus et F o s 0 s e one S
(6] prOViderS across the usS, we report data from M None LyN Cancer Lymphoma I I 16 8750/0 (640%, 965%) IOOO% (785%, 100006) Lilly, Merck, Molecular Partners, Novartis, Nurix, Orna, Ipsen,
systematic collection of outcomes for cases with a . . . . 5 5 Nordic Nanovector, EPIZYME, and holds stock in Owkin;
cancer signal detected result and follow up information M None PCN No Cancer PCN Il 14 64.3% (38.8%, 83.7%) 100.0% (70.1%, 100.0%) SPdisa memberofanhadvis(,jory committee forGF|€A|L, LLC

. . and receives research funding from Amgen, Celgene/
CO”.eCte_d via a controlled QA Program to monitor MCED M None LyN T || 33 75.8% (59.0%, 87.2%) 100.0% (86.7%, 100.0%) BMS Corporation, Karyopharm Therapeutics, and Caribou
testmg inareal-world populahon Biosciences; AY is an employee of AstraZeneca; RS is an
O Sensitivity was calculated based on detection of a F None PCN No Cancer 111 47 72.3% (58.2%, 83.1%) 100.0% (89.9%, 100.0%) employee of GRAIL, LLC.

CRIORY SN [ SENES TvEis C_an_cer OIS COMITMEE 10 be M None /N No Cancer sAnn Arbor staging system used for LyN; Durie-Salmon staging system used for PCN. ACknowledgementS

present; accuracy of GSO pred|Ct|On was calculated for 2After detection of a cancer signal, Galleri reports up to two CSO predictions. bAll histo-pathologic subtypes overall. Funded by GRAIL, LLC. Writing, editorial, and graphic

true positives CSO0, cancer signal origin; F, female; LyN, lymphoid neoplasm; M, male; PCN, plasma cell neoplasm. Cl, confidence interval; CSO, cancer signal origin; LyN, lymphoid neoplasm; PCN, plasma cell neoplasm. assistance provided by Prescott Medical Communications
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