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CONCLUSIONS

O Cancer is a leading cause of death worldwide.! O In this large-scale, clinical validation substudy of
CCGA with pre-specified measures, the MCED test

O ] .
USPSTF-recommended screening tests currently performed with high specificity and high accuracy

single blood-draw has been developed and validated
in the Circulating Cell-free Genome Atlas study (CCGA;
NCTO2889978).112

tests:

are available for only five cancers (breast, cervical, Overall Test Performance Figure 2. Sensitivity Increased with Clinical Stage Test Performance in 12 Prespecified Cancers Test Performance in Other Subgroups of CSO prediction.
colorectal, lung [in high-risk patients], and prostate).2-6 L e .
J [ JTISED handp | ) O The MCED test demonstrated 99.5% specificity and 88.7% 100% - o Senstvty O In the 12 prespecified cancers that account for ~two-thirds  pace/Ethnicit O Overall sensitivity in the pre-specified 12 cancers
O Most cancers still are identified only when a patient accuracy of GSO prediction; overall sensitivity was 51.5%, ? o of US cancer deaths,# sensitivity was higher than that ace/cthnicity accounting for ~two-thirds of U.S. cancer deaths,
Is symptomatic and, therefore, more likely to have a and sensitivity increased with cancer stage (Figures 1 e | moe ok observed in all oancérs articularly for earlv-stage Cancers O Specificity for cancer signal detection ranged from most of which currently lack screening tests,
higher treatment burden and lower chance for cure. a2, : (Fi 4) ’p ' e 98.1-100% across racial/ethnic groups, and despite slight TS llglEI eI Lnls QOB I Elll CEESS:
O The extrapolated positive predictive value of the MCED test & e igure 4). ' ’ underscoring the potential for this test to provide
Detecting cancer before a person has symptoms ' ina-eliai B, is Ri > 50%1 a0 07 - : : L — :
g pe 1as Symp in the screening-eligible 50-79 year age group is higher £ I ; Figure 4. Sensitivity was Higher in 12 Prespecified Cancers differences in cancer class and staging, overall sensitivity population-scale benefits.
can lead to better outcomes, including fewer than that of currently recommended screening tests.14-16 % s _ _ o O L g e .
deaths 79 O Cancer signals from a diversity of cancers were detected g L 1 1007% e B Ao e for cancer signal detection was similar across the groups. Specmglty a_ﬂl/ SE”_S'T}V'TY Vt\)/ere consEtenthacross
) L. . . : I 90.1% - M 12 pre-specified cancers age and raclal/et n|C|ty Su grOUpS, t OUg
It has been estimated that cancer detection before Sggggrl\ggigetses(éésu“:’zg\;vn Dy sensitivity across individual N : Age comparisons are Ilmlte_d by sample size for some
stage IV could reduce cancer-related deaths by e 1 Koy Motncs of Overal Test Perfomance 0% | » | ” m ° ; - e - 700% O Specificity, sensitivity, and accuracy of CSO prediction (Sjgbgtr)ou_ps and potential differences in stage
- igure I. N [ ver ror ) ) : istribution.
15% within 5 years.1° Clinical Stage 5 showed similar results across groups (<50, 250, 265 years). O Results bresented here further suBoort the Lse
O A multi-cancer early detection (MCED) test that can e - . g e & . . . S p Supp
S 0 0 0 All” comprises all cancer stages, including missing stage and cancer classes that do not have o 51.5% Method Of Cancer DlagnOSlS of this MCED test on 3 populatlon—W|de scale as a
detect cancer signals in Cell—free DNA (CfDNA) from 3 enSItIVIty 51°5A)(49-6/0_53-8 /O> staging per American Joint Committee on Cancer (AJCC) staging manual. % 50% | modk | - _ | _
Cl. confidence interval. 2 KA O Overall sensitivity in cancers identified by clinical SOMMPIETIERC 10 TN ST E=Cember Sereehing
3

presentation (63.9% [61.8-66.0%]) was higher than that in

Overall sensitivity of this MCED test was higher for
cancers identified by screening tests (18.0% [15.5-20.8%)),

cancers identified by clinical presentation than by

Specificity 99.5% (99.0%-99.8%) [F)igturetS(.jCanoer Signals from a Diversity of Cancers were 25% - o
False-positive rate of 0.5% eoooe-C © |

Galleri™, an MCED test that analyzes plasma cfDNA Sensitiviy : likely due to a preponderance of early-stage prostate and existing single cancer screening tests
to detect signals across >50 cancers and predict o "k . Overall sensitivity was higher in solid tumors
Accuracy of —Ra 0% ' breast cancers in the screen-detected cancer classes. . : . :
the cancer signal origin (CSO), was developed for €SO Pre diition 88.7% (8/.0-90.2%)° I Al | i v o o without common screening options relative to
use as 3 Screen|ng tool |n adu|ts W|th an elevated § ” Clinical Stage SOIld and hematOIOglcal cancers SOlld tumOrS Wlth common SCI’eeﬂIﬂg OptIOﬂS
risk for cancer, such as those aged 50 and older.’s g oo | O Overall sensitivity for solid tumors without common e For context, a reported 68% of cancer deaths
g7 12 cancers that account for 62% of US cancer deaths® [ [
0 —70Q9.\b 2 . . . in those aged 50-79 years are attributed to
PPV 44.4% (28.6-79.9%) 8 [ , screening options (65.6% [63.0-68.1%)]) was nearly twice 9 v .
25%  Anus * Esaphagus - Pancreas Lung cancers without recommended screening
} | * Bladder *Head and neck * Plasma cell neoplasm *Lymphoma ) . ) ) .
- I - Colon/rectum *Liver/bile duct + Stomach >y that for solid tumors with common screening options options.’®
. . e aAccuracy was defined as the number of correctly predicted top 1 signal origin (n=1273) divided by . - 0 0 . . . i
O The I’eSU|tS Of the thlrd aﬂd ﬁﬂa| pre‘SpeC|ﬁed CCGA all cancer participants with a positive cancer signal, excluding participants with unknown primary Canc::::r DD D DD DD DD DS SDDDE S DS DSOS O @ (337 /O [311_365 A)]) O Taken together, these ﬁndlngs IﬂdICaTe broad
. . . (N=1435). class: *‘&b@@@\%\\%\\& \W\&\»\;\\@i@@l\%@\o&@ié@“\&@@\&@%&@&é&\9&@*\q@»\“é&@\:&é@oﬁl@\t ﬁ@\e\\@l&@&@\*@\;ﬁ @@\ “All” comprises all cancer stages, including missing stage and cancer classes that do not have applicability of this MCED test planned for clinical
Ya||dat|0ﬂ S.UbStUdy. fC.)I' the MCED testina Iarge COhOFt bExtrapolated; SEER-adjusted for the 50-79 years age group. Ny \ib&o‘* Kats i&y&@ °§Qv° o %“’@f;&é’\ S o}é@ ;\Qf 0@0@lqg;og‘:gjf'°§q«‘° stag.ing per American Join't Committee on Cancer (AJCC) staging manual. 2American Cancer O Overall Sensitivity fOI’ hematologic malignanoies Was 55_1% _ ppl y ) _ p |
N preparatlon for clinical use are reported. Cl, two-sided 95% Wilson confidence intervals (shown within parentheses); CSO, cancer signal W « Q\@,,@* MY RO R SOCIety._ Canoer Facts & Figures 2021. mp ementation as a screening tool.
origin; PPV, positive predictive value. Cl, confidence interval. Cl, confidence interval. (493_608%)
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Targeted Methylation Assay O Test performance also was evaluated in the following
subgroups (the study was not powered to detect statistical
differences between subgroups, and some of these analyses

were exploratory):

METHODS
Study Design

O CCGA is a prospective, multicenter, case-control,

SUPPORTING DATA

Fi 5. Study Desi =
igure udy Design Participants

Figure 6. Participant Demographics and

O Plasma cfDNA from evaluable samples was analyzed using a Baseline Characteristics

targeted methylation bisulfite sequencing assay and machine
learning techniques.

CCGA Study
O A total of 5309 participants were included in the third CCGA

Non-cancer

Prospective, multicenter, case-control, observational study

Methylation Patterns
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3. Clinical validation within an independent validation set participants, excluding those who had an unknown origin.

with a further refined assay and classifiers optimized for
screening

breast, cervical, colorectal, and prostate cancers.

Machine-learning classifier to
differentiate cancer vs non-cancer
and predict signal origin

Further refined for use
as screening tool

O Positive predictive value (PPV) was extrapolated (adjusted to
cancer incidence and stage distribution in the 50-79 years
age group from the SEER [Surveillance Epidemiology and End

Results] database).
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Chromosome Alterations

 Solid tumors without common screening options
included lung cancer due to the fact that no broadly
adopted guideline-recommended screening for the
average risk population currently exists and uptake is low.

Clinical validation supporting

Whole Genome Methylation product launch

(identified as method for further
development)

Targeted Methylation
(identified key informative methylation regions;
training and validation of the selected and
updated targeted methylation classifier)

O Within the study, cancers were grouped into cancer classes e
ono o o n= participants

fOF the purpose Of SeﬂSItIVITy repOrtIng Training: n=1785 (cancer=3237; non-cancer=2069)

Validation: n=1015

aKlein E, et al. J Clin Oncol. 2018;36:15_suppl,12021. PRazavi P, et al. Poster presented at American Society for Clinical Oncology 2017 Annual ° i 1 1 1
Meeting; June 2-7, 2017; Chicago, IL. Abstract 11526. cLiu, MC, et al. Ann Oncol. 2020;31:745-759. dKlein E, et al. Ann Oncol. June 24, 2021. DOI: HematOIOg |Ca| Cancers lnCl Uded Iym phOId |eUkem|a "

https://doi.org/10.1016/j.annonc.2021.05.806 |ymphoma’ mye|O|d neoplasm, plasma Ce” neoplasm.

cfDNA, cell-free DNA; MCED, multi-cancer early detection test.

Training: n=3133
Validation: n=1354

O Evaluation of the test positive rate by American Joint
Committee on Cancer (AJCC) cancer types was conducted.

Stagel lll
20.0%
BMI, body mass index.

aNon-Hispanic. Other includes Asian, Native Hawaiian or Pacific Islander; American Indian or Alaska Native; or Other. c<Smoking status was
missing for 50 participants. dCancer history was not known in 106 participants. eBMI category was missing for 11 participants.




