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L6954 1: GRAIL BF fDNA BRE(LZERISFIALRINE
Sensitive and specific multi-cancer detection and localization using methylation signatures
in cell-free DNA. Ann Oncol. 2020 Jun;31(6):745-759.

BRI E: T RERr il o] LEE TS S GF . 697 AT 2 (I & IR . AT H Jd it /i
WP 491 B A FE VP Ad T CfDNA B Ja) FEEEAL 73 A R e, DAV 7 v s S P A 0 A g Aoz
BB 2 MREERT . 6689 45 5#[2482 iR (550 MEiERT) , 4207 &4k
ST B H S NN GRS TE L . I3 cfDNA 253 RIS LI Y, $E[FT 10 J3 4 H 2
WX, TR IFI IR AR AL (TOO) AL/ 25ak.

PRFEER:  REARMEREAE IR MBAER PRI — . ERIET, f5R1EY 99.3% [95%
BIEXE(CI): 98.3%% 99.8%; 0.7%{EHM:X(FPR)]. 7EHSL BN 12 FmiE R (AT,
el S E R R SKIER. IR, . MREUR. UREL. BRAR. R4uMumR. B o,
-1 BIBUS N 67.3% (C1:60.7%% 73.3%) , (& EBEREILTI1 63%, 1EFTHRIESR
M)y 43.9% (ClI:39.4%% 48.5%) . Forill R BCIERE 7 WG b s m . 72 S48 5E B e
RAh, | IR 39% (CL27%%E 52%) , | MIMBURME N 69% (CI:56%%E 80%) ,
I AR A 83% (CL75%% 90%) , IV HIIEUEME N 92% (CI:86%ZE 96%) . fEfT
AREAERAIA, | WU N 18% (CL13%Z%E 25%) , I #IBUKME N 43% (CI:35%%
51%) , I HHRIBURME N 81% (CL.73%% 87%) , IV #i4 93% (CI:87%% 96%) . 7E 96%
[y A HH REAS HH L ZUIUR TOO 55, TOO JE A #ER N 93%.
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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)

L_p| Sub-study 3: Further validation
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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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Clinical stage Clinical stage
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if (1] 3¢ ﬁ If 5! LX)
75%
50%
25%
T I B

1(49122) 11(107 | 41)

Clinical stage

(202 182) IV (2711120)

1(73130)  1I(164167) 1l (2371101)

Clinical stage

V(310 1137)

& 2. B B34k cfDNA Kl i g

8/10




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.

BRRTTER: MIRTCAMNE DNA (cFDNAD FREE [A) FE A A AT Re RIS 2 B 5 R Bk
For il BN B R MR B, XATREA BT RIS . ARTRERYE TCGA i 3 R 4H K15 £k
P, kT —FEx 9223 ANFSEm L E) CpG A7 st A i AL 7 20 Ao 452 T R AE
Fi 78 Bl AL B e . B/ NHARATRE (NSCLC) . FLARE SR B 208 B 1% cfDNA £
ARIZTTEHAT T ImPREAIE, JRR 4 RS B i85 R AT T H .

BERGER: (RSB cIDNA FEAI HEAL A 88 AR T R 2 iR 7 1 s

(4.74 7) Vs. 85.29 73; P=0.001) . 7E 68 {3 fF 1Ly B R ML FEA Y, HIRAL PRI Aar
F| 57 4y (83.8%) fE{EJESE, b 45 1 (78.9%) H&T HI I A AO4FAE A M 78 15 Jog i 2
BEAT 7oK WEMAIEER NS B i (96.3%) J7 A, H k2 7L
(91.7%) . EREFEE (81.8%) FMAR/NAMNEHE (61.1%) , 7E7>K45 E e i 8
J7 B HERE (88.5%) , FLUKZIAE/NM i (81.8%) | FLE (72.7%) MBEERE
(55.6%) . IKHEMITFT EEHENMTF P EETEKWAEAFT (104 MHE 44 A,
P<0.001) FISEK VAT KM TE] (2.8 NH 5 1.6 H, P=0.016) #H3%.

gE: S LR HARRE SR 3 2K cfDNA Y 9223 /> CpG 7 s EAT 4 THI (¥ 42 ) FR AL DU P, W]
LA s e I e 0 A7 CE MBS AE B RE SR A, I cfDNA FR ALV 7> SR 45 R — B
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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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