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[Cell free DNA (cfDNA)&(E])
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Circulating free DNA (Cell free DNA: cfDNA)
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III Corcoran RB, Chabner BA: Application of Cell-free DNA Analysis to
Cancer Treatment. N Engl J Med 2018;379:1754-1765.
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1. K2 vs. VR YENAFTO—

Tissue versus Liquid Biopsy

Tissue biopsy

Liquid biopsy

4

Plasma

Rolfo C et al. J Thorac Oncol 2021; S1556-0864(21)02284-X

Tumor genotyping (NGS,

RT-PCR, digital PCR)

~
<
4
=
O
~

Liquid biopsy

/PD-L1 assessment

FFPE samples
Cytoblocks p s
—3® dom
Cytology -t ,\ - N Advantages Disadvantages
smears el
Pathology and Tumor genotyping (NGS, =
IHC (PD-L1, ALK, ROS1) RT-PCR, and/or FISH) § v/ Longer TAT

% v/ Pathology information v/ Limited tissue quantities
2 v Assessment of DNA and 7/ Invasive
.‘£ non-DNA biomarkers v At PD, re-biopsy not

always feasible
v Tumor heterogeneity

v/ High concordance rate
v Rapid TAT

/Minimally invasive

7 Repeatable over time

v/ Better capture tumor
hetereogenity and
clonal evolution

v Non-DNA biomarkers
not evaluable
vIncreased costs if
used concurrently with
tissue testing

7 False negatives
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Rolfo C et al. J Thorac Oncol 2021; S1556-0864(21)02284-X
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[circulating tumor DNA (ctDNA)#R H M %54
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FHAERE (fx) . RNFE. EfE . HPV+D £ D (Zhang Q et al. Cancer Discov
2020:10:1842-1853),
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B FHAREE () . AIE. RIAZERE . HPV+D £ D (Zhang Q et al. Cancer
Discov 2020:10:1842-1853),
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Spearmanrho = 0.72 P <0.001

Abbosh C et al.
Nature. 2017;
545(7655): 446—
4517.

Clonal SNV plasma VAF

Tumor punty x tumor volume
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111, [Circulating tumor DNA (ctDNA)fRHH D5 R7EE ]

O KitIZk>TIFXALAG E DR G B FEREHEMNMEL N ELNEL (Supplee
JG et al. Lung Cancer 2019; 134: 96)

® I — I D

T

2018;20:686)

ZIXIELIVDELMNELN (Clark TA et al. J Mol Diagn

® ctDNAZ AL/ /O0YTI3A LT EM (MS]) O R ITHEEZFALS
3D EZETEL (Willis J et al. Clin Cancer Res 2019:25:7035) .,




ctDx-Lung kit
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Supplee JG et al. Lung Cancer

2019; 134: 96 A L 5| B E
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100 RET 1 '

Guardant 360 | W wrss T !
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EML4- cCo74- | n

ROS1

NID —_— MK S —&—&—8%—%—& 888
Days between | 4, 0 0 13 0 0 14 ' 90 0 279 0 6 176 ' 16 0 0

Assays - '
Tissue KIFSB.|KIF5B- | EML4- |EML4- | EML4-| ALK |CD74- ' ALK- | EML4- | EML4- | ALK |CD74- |EML4- \EML4- [ EML4- | ALK-
Result RET | RET | ALK | ALK | ALK |FISH+|ROS1 1 NOS'| RET | ALK |FISH+ |ROS1 | ALK ! ALK | ALK | NOS'

1

‘ L

1

P53 2.86 0.99 '0.70 16.7 | 6.88 | 3.76 '
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OE —BUSME DR H FRIZEL,

N

Il TR LD

BE 55 14 508 Hp 3=
Sensitivity, % PPV, %
Variable MAF, % Value 95% (I Value 95% (I
Base substitutions >0.5 99.3 99.1—99.4 100 >099,9—100
IR EK 0.25—0.5 95.7 94.9—96.4 100 99.8—100
0.125—0.25 70.0 68.3—71.6 99.9 99.8—100
Indels >0.5 98.5 97.3—99.2 100 99.4—100
BA-RE 0.25—0.5 86.6 81.4—90.5 100 97.8—100
0.125—0.25 68.5 62.1—74.3 100 97.1—100
Re-arrangements >0.5 100 77.1—100 100 77.1—100
BiERL 0.25—0.5 100 56.1—100 100 56.1—100
0.125—0.25 80.0 29.9—99.0 100 39.6—100
CNAs* >20% ctDNA fraction 95.3 82.9—99.% 97.6 85.9—99.9
aE—HUgIE <20% ctDNA fraction Varies depending on

amplitude of CNA and
ctDNA fraction

Reproducibility 100%, Interbatch precision
BIR%E 100%, Intrabatch precision

Clark TA et al. J Mol Diagn 2018;20:686
H o —ERCE
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L7=tD
514 &1
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514 fE4
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BO0 pa i o
i 1 0 5
Total
462 244 112

Willis J et al. Clin Cancer Res 2019:25:7035 % iE
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