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Detection rate:
33.3-75.1%

* Detection rate of
ctDNA varies among
different solid tumors

R

* Depends on panel
coverage, tumor
biological properties
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* ctDNA detection is higher
among non-resectable
patients (Stage
IV/Recurrence)

e Lung cancer: similar
detection rate between
stage I-lll and
IV/Recurrence

¢ Pancreatic cancer: Even
stage IV/Recurrence, the
detection rate is about
60%.

Tumor-informed approach improves ctDNA detection
rate in resectable pancreatic cancer

70%
55%
60% 21/38 20/33
0 ) 50%
- + 15/38 13/33
0%
30%
. 20%
* Reference to tumor genomic
profiling increase detection 10%
confidence of low allele 0%
frequency ctDNA in liquid biopsy Before NAC Surgery only
mLBxonly wmTumorinformed approach

\_Watanabe K et al., Int J Mol Sci., In Press.
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— Negative: 112
% Positive : 33
T: L Log-rank test
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é | Negative : NR
0 Posmve 401
T ' | T
0 200 400 600 800 1000
Days after surgery
ctDNI-'\ 103 81 77 73 72
negative
R 25 18 14 12 11
positive

» ctDNA detected in
liquid biopsy based
on tumor-informed
approach associated
with poor prognosis
of pancreatic cancer

Watanabe K et al., Int J Mol Sci.,
In Press.
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Objectives: monitoring targeted therapy effectiveness Prognostic role of ESR1 alteration at pre-treatment
using liquid biopsy profiling
Monitor CDKA/6i di progression [radiok 100
CEA, CA 15-3 from patient records) Prisher=4.17x104 ESRI WT, n=27; ESR1 mut, n=6
Pl T S S " 17 i
f . — ) Yt g 80 o - HR = 8.5 (95% CI, 2.529)
Maonitor efficacy of CDK4/6 inhibitor combination therapy z E= 1
e -~ o s 70 2 ! . ESRIZE%ZHI 3EE
Y T T P ;O % (2CDK4/6REEH (LRI
i B N Ll o
o e g (% (% (9 § i e LRWEIREED B B T2,
W W a o o o < 3 gt ——  CDK4/6[RZE&IDF#/\
oot o o e 3 2 2 . AAN—N-LELTEE
5 IS < <° <° & & p';gptemberin 2020 o petson =~
« | @ “’ & ~ ¥ m.ncheu:rcon'mﬂm 10 0% « —‘ ESR1=Yes Thd t%z B5Nd.
T 0
Clinical Clinical o
Cell-free DNA targeted NGS response > response T ) =
Oncomine Pan-Cancer Cell-free assay - i -0 ;M 0‘;_67171” Time (Months)
Unique molecular tags (UMT) | E ‘ n=0/ B
52 genes, 272 amplicons, 20 ng input cfDNA
. J/ \_ J
4 2\ 4 N\
Liquid biopsy reflects treatment responsiveness Liquid biopsy profiling complement to radiological imaging
Increase of Blood test
Partial response Progression disease at 6 month after CDK4/6i CtDNA tumor marker
COKO1 SNV J— CA15-3 Imaging
i, COCFICARIONR =a=CEA =eeCa R . -ESRIYSIIC ~4-ESRIDSHS —4-ESRIVSHS -~ CAIS3 8- CEA . - o.m% ! *
s 08 sl ®me-ase J 0 _ e tingd | e -
% 0z | & % 03 | “‘\"I ::gg ‘E : 1
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) -25M 0 05 1 3 :I'mn;;::r.!n.‘;|.: 19 12 1558 15 20 2425M 10 E ) ey J;{T@E{%ﬁg*ﬁt“@ﬁéliﬁ
;E gn 20mm ﬂ.nm In.?,n |3¥I|l -EY.M\ lﬂ.'.m U - b\iﬁfd:ﬁ{§IJt“ (;\
- CtDNATOEZ=SFVU>D
e fRATT (X PEIE ODIR ST 2 5T
S L 93 _F CEISRATE T
2.5 bedore treatmert. B5M-PR 155M- PR ZSMF-PR Tgéi’%éb\aéo
Partial response: Reduced -> undetectable "o bt Pt Progeriordsesse
L Progression disease: detect before clinical recurrence J Chin YM, et al., Cancer Sci. 113(5):1808-1820, 2022. )
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Objectives: Detection of MRD after curative intent surgery Colorectal cancer feasibility study: single time point (landmark) vs
using liquid biopsy longitudinal monitoring for recurrence prediction
Surgical {'6 month;‘ 12 months 24 months
N resection | Post-op Post-op Post-op
: DHY) (n=13) H H H
e Surgical i EOT 6 months 12 months 18 mths
E E resection i Post-ACT Post-ACT Post-ACT Post-ACT
25 Surgery + ACT : Il il Il
F 1 y n=18 >
e EE T (n=18) 5 5
o oS DiL | ’
E Months after surgery single timepoint LongitUdinaI
(landmark) monitoring
. . J
4 4 )
Landmark ctDNA analysis for recurrence risk assessment Longitudinal monitoring improved sensitivity in detecting recurrence
i Landmark ctDNA
Landmark ctDNA analysis 1004 — e anass Longitudinal ctDNA analysis Longituinal IDNA analysis
"—| . % r—1"* 100 A B
100% . - 100%
0% 90% ctDNA positive mRFS = 359 days
Sensitivity = 67% 0.751 L ctDNA negative mRFS = Not reached
Se;z:f:::ty - 87% - Sensitivity = 100% 075 Log rank: p<0.0001 (****)
80% 3 PEV 5?9; 4 Specificity = 84% Hazard ratio: 19.32
= PPV =60%
70% NPV = 91% E 0501 :z: NPV = 100% i 0%
£ 60%
2 20 ' 50% 21 ‘
T 50% Recurrence-Free 0.25 1 CDNA detection CtDNA positive mRFS = 359 days Recurrence-Free 025 o
5 0% Recurrence = Mot detected CtDNA negative mRFS = Not reached 40% Recurrence s
* ~ Detected Log rank: p<0.001 (***)
30% 4 0001 Hazard ratio: 12.37 (2.1-66.2) 30% 6 000
20% 0 200 400 600 800 20% ’ 2 Days afterdefiniive reatment oo
Days after definitive treatment 10%
10% * Detection of ctDNA at any serial plasma samples until the
2 * 2 patients removed from the analysis as no sample 0% development of clinical recurrence would be considered as
0% cONA detected CONA not collected at the landmark timepoint CtDNA detected  ctDNA not ctDNA-positive.
_ _ (n=10) detected (n=21)
L (n=7) detected (n=22) L Chan HT et al., Front Oncol., Under review. )
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Genexus NGS system & Oncomine Precision Assay:
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Objectives: Detection of actionable alterations for targeted therapy Feasibility study: liquid biopsy profiling of lung cancer using Genexus
selection using liquid biopsy (when tumor biopsy is unavailable) Integrative system
'd uaq A ™\ ) = -
B FERRIE A N
@ e ’ P VS /
9 _ ) . - @
R B \)/
) 000 S AR
‘ ) 999 EBRES Oncomine Precision assay (55 SOC Clinical Diagnostic Test:
JE S IASE i) cancer-focused panel)+ (1) EGFR mutation screening: Cobas EGFR test
-4 . . Genexus Integrative system (2) ALK fusion assessment with ALK-IHC
' v Automated, TAT within a day (3) Oncomine Dx target test
stk C (9 major genes; EGFR, ALK, ROS1, BRAF,
MET, KRAS, ERBB2, NTRK and RET)
. \_ J/
( . . . . ( )
Alteration detection in 119 NSCLC patients 59% (37/63) of genomic alterations detected from tumor tissues were
Geer 0 N NN NNNN NEW  NUSNEN WEBEN NG BE B 0 B NENEEN § ENEE §ED . §ED B concordantly detected from plasma cfTNA
sl R R 7 EGFR, 1 KRAS, 2 BRAF, 1 ERBB, 2 ALK fusion, 1 RET fusion.
wi ERNANENERNRNENRRRRRRNRRRRRRRRRRRRRARRRND -
we ERNRNN (L] Wsvvoas i
ol I-II EIIIIII-“ I:::m - Detection rate: 79/119
wr 1 n B (66%) of NSCLC patients
o ] 1 '. detected to carry at least
oy 1 - n oo g onealteration.
1o ] ] wse Cw E» - Atotal of 130 genomic -
s 1 : E:L I: alterations were detected IlSil.I.e_Uﬂl! Tissue CDx OPA-ctDNA nt]]ﬂA.nnl.y
et 5 - (SNV: 111, CNV: 15, W e Sloie g 3 KRAS, 1 EGFR, 1 MET
o 1 Fusion: 4) - . slons, . o . f
ow , - Actionable mutations 2 ALK fusion, 1ROS fusion. n= 26 n= 37 n= 5 L Eltllnaldhematppn|95|s
=N Eyn ' (EGFR, fusions (ALK, RET), related mutations
e 1 1 . KRAS, BRAF, ERBB2, 2. Tumor heterogeneity
s I 1 MED): 47/119, 39%. EGFRp.L858R, KRASp.G12C and
e [ | ! patients MET[;.DlozéN were c;n level 1
Fesion evidence based on OncoKB
e L Therapeutic Level of Evidence V2.
SLCIAT - NRGY I

Low SK, et al., Transl Lung Cancer Res. 11(5):711-721., 2022)
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Objectives: Detection of actionable alterations for targeted therapy Detection of targetable biomarkers from cfDNA
selection using liquid biopsy (when tumor biopsy is unavailable) Colorectal (1=67)
Pancreatic (n=34) NG Level 1 Level 2
Breast (n=29) - —— R Le‘ﬁ:”
Gastrointestinal (n=29) | .|
P amore Ovarian (n=19) 1 —
- Sloodsample e (moems s Lung (n=17) —
v Cholangiocarcinoma (n=16) W I
' - . Uterine (n=16) DIEEEE BEEEEEE ﬂﬂf evaluated patients harbor at least
T . & ; 1actionable/resistance alteration
FoundationOne” CDx HNC (n=13) S
N ararnor Sarcorma(ce12) am (Level1-&, R1) from plasma cfONA
Plasma cfONA Transportation Cervical (n=0) [ I - Targetable alterations (Level 1-3) were
| CUP (n=6) I most frequently detected in breast,
1:&:;:}1‘::?;:55:;:;;5 ‘ururl:‘;:‘?-;gr-;i:‘ genes Thyroid (n=5) S gastrointestinal and lung cancer patients
L Located at the institution sentralized Others (n=22) R
G i Cliﬂ_il:alfeaki::iﬁl‘f ) 0 10 20 30 40 50 60 70
L Optimal clinical utility of plasma ctDNA genomic profiling L Level 1 mLevel 2 Level 34 w®mlevel 4 ®mLevel R1 Oncogenic/VUS ®BNM )
e s N
Overall concordance between plasma cfDNA and tumor tissues Sample collection interval between tumor tissue and plasma
5000 .
SNVs/Indels _— - -
. Collection interval
|
4000
F1- tissues OPA- cfDNA 2 : : U
D - -
lésooo ¢ .
, - 63% of the SNVs I . : .
/ £ : - Tissue specimen taken
and Indels were % 2000
'N=75 N=48 detected from g : rore than 3 years nore
k) H H
| 22.4% 14.3% both assays ” likely to be detected with
- o detecte 478da days - .
) yS
\ from tissue: 0 | additional alterations
- 14% from plasma Tissue only Concordant Plasma only fm dam
CfDNA Only (n=5%) (n=176) (n=51)
\ \ y,
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