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Sensitive and specific multi-cancer detection and localization using methylation signatures
in cell-free DNA. Ann Oncol. 2020 Jun;31(6):745-759.
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3 pre-specified CCGA sub-studies assessing participants with
and without cancer

Sub-study 1: Di y lyses of 3 independent assays Whole genome methylation assay
—p| 1785 training Identified key informative methylation regions
1015 validation
CCGA study
15254 participants
(44% non-cancer, 56% cancer) Sub-study 2: Further analyses with selected (targeted Targeted methylation assay
50+ cancer types* methylation) assay Training and validation of targeted methylation classifier
3133 training
*As defined in the AJCC Cancer 1354 validation
Staging Manual, 8th ed
(supplement)
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A. Specificity

B. Sensitivity

Sensitivity

@ Training set
@ Validation set

C. Tissue of
origin (T0O)
accuracy

Accuracy

@ Training set
@ Validation set

N Specificity
Training set 1521 99.8% (99.4-99.9%)
Validation set 610 99.3% (98.3-99.8%)

Pre-specified cancer typest All cancer types (>50)
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ZB53thr 2: MK cFDNA FERBREALI B EES N5 %
Targeted methylation sequencing of plasma cell-free DNA for cancer detection and
classification. Ann Oncol. 2018 Jun 1;29(6):1445-1453.
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Table 1. lassification accuracy using pan-methylation assay in clinical plasma «fDNA samples from patients with breast cancer, colorectal cancer, NSCLC and

melanoma off or on systemic therapy at the time of collection

Plasma samples collected from patients off-therapy

Actual class

Breast Colorectal NSCLC Melanoma
(n=12) cancer (n=18) (n=11)
(n=27)
Predicted Class® AML 2 0 0 0
Breast 8 0 0 0
Colorectal 1 23 0 0
Cholangiocarcinoma 0 0 0 1
Esophageal 0 0 0 1
Liver 0 1 1 1
Lung 0 0 9 0
Lymphoma 0 1 0 0
Melanoma 0 0 0 5
Pancreatic 0 1 0 0
Sarcoma 0 0 1 1
Stomach 0 0 0 0
Not cancer 1 1 7 2
Total 12 27 18 1
Accurate classification of cancer irrespective of cancer type 91.7% 96.3% 61.1% 81.8%
83.8%
Accurate classification of cancer type (out of set classified as cancer) 72.7% 885% 81.8% 55.6%
78.9%
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