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O Ablood-based multi-cancer early O MCED-Scr is a multi-cancer early
detection (MCED) test utilizing cell-free MCED-Scr Test Performance MCED-E and MCED-Scr Comparison Table 3. Summary of MCED-Scr Status for Participants with MCED-E Positive Table 4. Characteristics of Detected Cancers with MCED-Scr detection test refined for use as a
DNA (cfDNA) sequencing in combination P Results? (n=19 True Positives) screening tool
gg?]arpsa;g'r?ggeaag%gg Sgct)eg;iig?tr;%eers Table 1. MCED-Scr Test Performance Table 2. MCED-Scr and MCED-E Test Concordance MCED-E () Extent of O Inthis prespecified interim analysis
. . Clinical AJCC Stage? Recurrent _ 1
and predicted cancer signal origin with 250 y With 250 y Without No. MCED-E (+) MCED-E () Total Cancer No Cancer Diagnostic Evaluation of New Cancers Cancers First Predicted of the PATHFINDER study, MCEDOSCI'
high accuracy? o et R e e Total ] No. (True Positives) (False Positives) Ongoing Cancer Signal detected ca_nce_r sig nal_s with 40%
cancer Siamal Detection. N -~ . R MCED-Scr (+) 40 17 57 Cancer Type Diagnosed I | m v  Other | Local Distant Origin PPV and maintained a high accuracy
. ancer oignal betection, NO. n= n= = _ 0 5 o g
O PATHFINDER (NCTO4241796) is a 9 MCED-Scr () 5 6405 6456 MCED-Ser ) " i 0 Colon or rectum 1 11 Unknowng Colon/Rectum of cancer signal origin prediction
prospective study that returns results Detected, No. (%) 40 (1)) 17 (0.6) 57 (0.9) MCED-Scr () 10 o 17 relative to the earlier version of the
from an early version of the MCED test2 - Total o 6azz 6513 Head and Neck 1 1 Head and Neck test (MCED-E)?
(MCED—E) in |n | tin ( P ter True Positive 15 (04) 4 (01) 19 (03) - . Total 29 35 27
IN a cliniCal Setling \see Fosie S Percent F’OS't'g//e Negatoye Ovefj/” Liver, bile duct 1 : Liver, bile-duct O Similar to the earlier version of the
3010) alse Positive 802) 30 02 Agreement é(lj(.)(/)g;)) " Pedies ) (62256;13) % MCED-Scr (+) 65.5% (19/29) 31.4% (11/35) 37.0% (10/27) test2 MCED-Scr detected a broad
e ) . . . Lung 1 Lung ’
O SpeClﬁC adJustments were made to No Current Diagnostic Resolution 8 (0.2) 2 (0) 10(0.2) (95% CI) (34.2-54.2) (99.6-99.8) (98.7-99.2) aOne false positive participant with MCED-E “cancer signal detected” had no analyzable MCED-Scr result and hence is not range of early and advanced Stage
- i indi 2 included in this table. Lymphoid leukemia 1 NAc Lymphoid Neopl cancers
MCED : b-ase-d on earlier ﬁﬂdlﬂgS .tO | No Diagnostic Testing Initiated due 9(0.2) 8(0.3) 17 (0.3) 217 Discordant Positives had no diagnostic evaluation based on negative MCED-E test results. neeRen ymphoidied ! ymphoiTeopasm
further refine it for use as a screening too to MCED-E (-) Resulta . . . bg,()ct/ﬁ%eg EDartteizigants with analyzable results for MCED-E and MCED-Scr: three participants did not have analyzable results by Lymphoma 1 1 1 Lymphoid Neoplasm O The refinements imp|emented for
(MCED_SCD: Not Detected 3585 (98.9) 2874 (99.4) 6459 (99.1) . Ovary, peritoneum or fallopian tube 1 Uterus e s N comparison
O Increased specificity threshold for — : : _ N _ i 1 Distribut ¢ Predicted C Cl With MCED-S 57 to the MCED-E test, reduced the
hematological signals to reduce false Minimal PPV for Cancer Signal Detection,® No. n=32 n=15 n=47 O Negative and positive percent agreement, respectively, between MCED-E and Igure 1. Distriobution of Preaicted Lancer Llasses Wit -Scr (n=5 Pancreas 1 Pancreas/Gallbladder number of hematologic cancer signal
positives due to cancer-like signals % (95% Cl) 46.9 (30.9-63.6) 267 (10.9-52.0) = 40.4 (27.6-54.7) MCED-Scr were 99.7% (99.6-99.8%) and 44.0% (34.2-54.2%) (Table 2) with MGED-Ser (+) Result) Plasma cell neoplasm 1 NAe Plasma Cel Neoplasm 0”9_'? predlcgor:s, parlj"c‘ﬂirrlly ftalste
from non-malignant hematological — 12 7 positives, and stréamiined the tes
conditions 9 J CSO Prediction Accuracy, No. n=15 n=4 n=19 O 17 of 57 were discordant positives (cancer signal detected with MCED-Scr but not Small intestine 1 Colon/Rectum report to include no more than two
. E tagnosti i cancer signal origins
’ o First CSO. % (95% Cl) 93.3 (70.2-99.7) = 75.0(30.-98.7) | 89.5 (68.6-97.) MCED-E; Table 2) o N Bt Diacnost Resolution Breast cancer 4 Breast
O F\).emoval. Of indeterminate aS. a pan_cer i 10 -+ B Discordant Positive MCED-E (-)/MCED-Scr (+) O Updated results and the Speciﬁcity
signal origin, such that a prediction is First or Second CS0,9 % (95% Cl) 93.3 (70.2-99.7) | 75.0 (30.1-98.7) | 89.5 (68.6-97.1) O All with solid cancer CSO predictions Total 213, 4 3 3 0 4 and negative predictive value of
returned for all test pOSITIV@ Samples Abbreviations: CI, confidence interval; CSO, cancer signal origin; PPV, positive predictive value . . _ . . Abbreviations: AJCC, the American Joint Committee on Cancer; NA, Not applicable MCED-Scr and MCED-E will be
. . sParticipants who had a signal detected with MCED-Scr but not with MCED-E had no diagnostic work up performed and are O Cancer status assessment was not available at the time of this interim analysis w : 2AJCC version .
O Test report with a maximum of two labeled as discordant positives. . . . € 8 bUnknown stage at time of analysis. reported after all PATHFINDER
predicted cancer S]gna| or]g]ns bMinimal PPV is a conservative estimate which assumes that all discordant (MCED-Scr positive, MCED-E negative) positives will as Oﬂ|y MCED'E test reSUltS were retumed to IﬂV@StlgatOfS and mggered g cNo AJCC stage expected. participants have been Observed for
be false positives. Participants with no current diagnostic resolution are excluded. dia gﬂ ostic follow Up ‘D 12 months
_ i i cProportion of correctly predicted first CSO among true positive participants. £
O TTG MCED-Scr tetSt ﬂ]ag beg nt V(aj“da]:[ter? n dProportion of correctly predicted first or second CSO among true positive participants. g 6 5
a large case-controlled substudy of the i i 4 . . e
O gl G Collfree G Atly udy’ O Qancer st.atus asgessed fgr all participants at 12 month follow up will be 5 O MCED-Scr (+) participants had cancer signal origin distributed across 16 cancer
rediating LE-ree LeEnome Atas Study i 0 i i included in the final analysis 8
and was evaluated using blood samples O The MCED-Scr detection rate was 0.9% (57/6516), with a higher percentage g | . ) with colonfectum. breast. head and neck. and Mmonoi Peferences
Ty i i it i o) O/ - . . . -
_ _ o _ _ 1. Klein, E. et al. Clinical Validation of a Targeted Methylation-Based Multi-Cancer Early
O The goalis to develop an MCED test with O Minimal PPV was conservatively estimated at 40.4% MCED-Scr; Table 2) neoplasm appearing most frequently Detection Test. Presented at the annual meeting of the American Association for Cancer
.. . . il 10-15, . . . . (2021).
performance CharaCterIS’EICS that make it 9 . . y . . . . ' ) Research. April 10-15, 2021. www.aacr.org/aacr2021. Abstract #LB103
valuable cancer screening tool in clinical O It conservatively assumes all discordant pgsﬁwes (signal detected with O Most discordant negatives (42/51, 82%) had hematological MCED-E cancer ° L ,a\ﬂgat?;:3:nGRm§;|nlaEtl|Ao:tS|alnifSrSeIET:SZITj;ZECDILCA m::;girﬁr;g;eocgiz;gi .
practice MCED-Scr but not MCED-E) are false positives signal origin prediction I O Atotal of 67% (38/57) had 2 predicted cancer signal origins doi:lo.1016/1..3?“0”0.;020_02?011 ' R '
O B J E CT I V E O Minimal PPV was 46.9% in the cohort with additional risk versus 26.7% in the O Most (66%) true positives and fewer (31%) false positives had cancer signal 0- o e e o & e @ e e A e e e oA N o sianald 4 with MOED.S 119 (78.99%) Disclosures
cohort without additional risk (Table 1 _ S & & F F S N & & v‘\o & .\&‘e ST T R mong true pOSItIVeS with a Signa etected result wit -Scr, 15/19 (78.9%) of Study funded by GRAIL, Inc. KC, ML, and ETF are current or former employees of GRAIL, Inc.
( ) deteCted by MCED SCf (Table 3) \OQ\Q"QO ¢ bq?b 6@30(? \\@?JOQ v «\93@ © \0{,}\0\® T 000600 Q@% %éo ° with equity in the company. All financial relationships disclosed at abstract submission. In
To evaluat rforman fthe MCED-Scr test i . - o > & F s o N . addition to consulting with GRAIL, Inc (TMB, MCL, EAK), financial disclosures related to stock
a(;deCaOrli]ap:rgeits%er?or?neaace teO tf?at Ofstﬁe s O The StUdy was not d@Slgned to compare performance between two cohorts O Cancers identified by MCED-E but not by MCED-Scr tended to be of © ¥ \,A&Q(\ \rz,é& v Q,boc}éo ¥ cancers dlagnosed were de novo and 4/19 (211%) were recurrent (Tab|e 4) ovvnlelrship are: TL;/IlB(A\:V\linas Salarius, Pharmaceuticals), CHMI(Sutlterl\/leucriioarlGroup), LN
MCED-E test in a prespecified interim analysis O The predicted cancer signal origin accuracy was high, though sample sizes were hematologic origin (7/10) and most did not require immediate therapy (8/10), as (Gitizen Gorporetion. Glarf, Guidance Genomice). BS (Merck, famiy memben
of PATHFINDER study participants limited (Table 1) determined by investigators First CSO Prediction with MCED-Scr O M different cancer types were detected Acknowledgements
Funded by GRAIL, Inc. Writing and editorial assistance provided by Prescott Medical
Communications Group (Chicago, IL)

M ET H O DS S U P PO RT' N G DATA Figure 2. Participant Flow Diagram Participant Demographics and Baseline Characteristics
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. y _ _ _ _ _ _ _ _ >80 186 (5.1) 74 (2.6) 260 (4.0)
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origin prediction) were returned to the physician who facilitated informed consent T r— 120 Assayresuts not evaluzbe | Normal 1028 (28.4) 037 (32.4) 1065 (30.2)
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'; ¥ | Prior Cancer History, n (%) 1612 (44.5) 0 1612 (24.7)
Tru?,,ﬂ%g?” Fa's(enfgg;ﬁve T’”?n’i?g;?"e Fa'sg,fﬁ?iﬁve Genetic Cancer Predisposition, n (%) 422 (11.6) 0 422 (8.5)
”””””””””””””””””””””””””” Abbreviations: BMI, body mass index; LDCT, low-dose computed tomography: USPSTF, United States Preventive Services Task Force, y, years.
Grey box indicates MCED-Scr test results; blood samples were retrospectively processed with MCED-Scr. aBlood samples collected at the start of the trial were first tested by MCED-E, and the remaining samples from these same participants were then evaluated by MCED-Scr.
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