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Figure 3. Sensitivity is Reported at 99% Specificity Tissue of Origin

BACKGROUND METHODS RESULTS

I ord o inical benefi . froct i . A. Stages I-lll vs Stage IV o  Classifier performance was higher with the methylation database versus without.
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o Multi-cancer detection across stages was demonstrated at 98% specificity The training phase (reported here) of this second pre-specified sub-study hematopoiesis.5® 0% 100% o 90.2% (663/735) of these TOO predictions were correct (Figure 4).
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Genome Atlas (CCGA) study (NCT02889978). participants (pts) with newly diagnosed, untreated cancer (>20 tumor —_— 68% ‘ - [255/283)).
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Three Prototype Assays I
e d Targeted Methylation Targeted Methylation o Fragments characteristic of cancer and TOO were combined across targeted Body Mass Index, Normal/Underweight, n (%)* 381 (26.8) 216 (24.6) 75% f E f f f i E Agreement between the true (x-axis) and predicted (y-axis) TOO per sample using the TOO classifier with the methylation database in stage I-IV samples.
regions to classify cancer versus non-cancer and identify TOO Dx by Screening, n (%) 350 (24.6) ~ 50% Color corresponds to the proportion of predicted TOO (y-axis) which were correct (x-axis), as indicated to the right of the plot. Percent correct predictions
g Y Y . ! . o504 from the total predictions for each cancer type (n>5) is indicated to the right of the plot. Numbers in each box represent the total number of calls. *Lymphoid
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B. Detail of Training Cohort from Second Substudy methylation database, were fitted; reported TOO results reflect percent : 5..100% 3 + o Todemonstrate the potential of this approach, simultaneous detection (sensitivity reported at 99% specificity) and TOO
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The training cohort from N =
the second substudy cancer at 99% specificity. A BT a@) : § 50% } Figure 5. Detection and TOO Determination by Stage
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classifier of cancer versus Figure 2. Methylation Database Canceimd n0N-CANCer Groups were comparable with réspect to age race. sex, and body mass 2] A. Sensitivity Reported at 99% Specificity B. Tissue of Origin
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sequencing approach. ”é’;‘:g‘ﬁiﬁiﬁ‘;’” leukemia, lymphoma), multiple myeloma, myeloid neoplasm (chronic myeloid leukemia), ovarian, ®
Andlysis followed a pre- (1000 Tissue) Non-Cancer pancreatic, prostate, renal, sarcoma, and uterine cancers. *Excludes 38 participants missing Hepatobiliary Pancreas Head/Neck Anorectal > 75% i > 75%
« 105 (3.5%) unlocked specified stqr{srica/ analysis E§?+acﬂznf§‘v Tsy‘paese Multiple Cancers smoking status information. *Excludes two participants missing BMI values. $Invasive cancer only. 100% [4 f + § 8
« 11 (<19%) ineligible plan, with clinical and assay L7 Bezd Tissue of Origin 1Staging information not available. 75% 2 500 5 50%
* 58 (1.9%) unconfirmed data locked and blinded to — Targets @ S0% o 0
cancer/tx status each other. *At enrollment, Colon Algorithm 50% » (IC) i o
prior to confirmation of "Zogfnﬁfmm;g:me’ f— Sensit]vity 259% 9D 250 < 25%
* 4 (<19%) not processed cancer versus non-cancer Sequemywa i | 0% 1
+ 72 (2.49) non-evaluable assay  status. 'Samples reserved Matched: Age. Risk, Ethnicty. i Lung O Sensitivity was estimated at 99% specificity (Figure 3). " 0 T VAR I I VAR] I T V] I M v o 5
for future analysis include, S ] o =8  n=7 n=10 n=183n=11 =14 n=16 n=41n=6 n=14 =16 n=25n=4 n=5 n=5  n=0 0% 0%
for example, @ cohort of NenCaneaConeone: TS e R o Demographic information alone (baseline modeling) classified <5% of Stage: | Il I IV Leukemia* Stage: | [ I IV Leukemia*
* 581(20.2%) reserved for participants recruited from o Ao Gy participants correctly. A. Left panel: pre-specified list of cancers. Right panel: other cancers included in the study. 95% confidence intervals are indicated. *Leukemia includes n= 151 171 242 281 37 n= 44 124 192 249 25

hematology clinics meant
to understand cfDNA signal o
in premalignant or other A large methylation sequence database of cancer and non-cancer was generated to enable target

hematologic conditions. selection for a single test able to classify multiple cancers at high specificity and identify TOO.

future analyses’ chronic lymphocytic leukemia and hairy cell leukemia (unstaged). *Myeloid neoplasm includes chronic myeloid leukemia. B. Sensitivity by individual stage
for the pre-specified cancers is reported at 99% specificity. 95% confidence intervals are indicated. *Lymphoid Neoplasm includes lymphoma, chronic

lymphocytic leukemia, and hairy cell leukemia (unstaged).

Overall sensitivity was 76.1% (95% Cl: 73.1-78.9%) in a pre-specified list

of clinically significant cancers (anorectal, breast [HR-negative], colorectal,
esophageal, gastric, head and neck, hepatobiliary, lung, lymphoid neoplasm
[chronic lymphocytic leukemia, hairy cell leukemia, lymphomal], multiple
myeloma, ovarian, pancreatic).

O Sensitivity was 68.8% (95% Cl: 64.8-72.6%) in early stage (I-II1)

Sensitivity (reported at 99% specificity, top panel) and tissue of origin (bottom panel) for the pre-specified list of cancers is reported by individual stage.
Numbers in each stage are indicated. *Leukemia includes chronic lymphocytic leukemia and hairy cell leukemia (unstaged).

Incorporating data from a large methylation database improved performance.
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