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Disclosure!

More questions have been generated than those have
been answered
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CIRCULATE JAPAN
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ASCO Gastrointestinal
Cancers Symposium

Association of circulating tumor DNA dynamics with
clinical outcomes in the adjuvant setting for patients
with colorectal cancer from an observational GALAXY

study in CIRCULATE-Japan

Masahito Kotaka Gastrointestinal Cancer Center, Sano Hospital, Kobe, Japan
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Ichiro Takemasa, Takeshi Kato, Yoshiaki Nakamura, Hiroya Taniguchi, Masaki Mori, Takayuki Yoshino

Observational study

GALAXY utilized a personalized, tumor-informed ctDNA assay
(Signatera). Blood samples collected before surgery and 4, 12, 24,
36, 48, 72 and 96 weeks after surgery.

Patients with stage I-IV colon cancer (stage IV eligible for resection)
were enrolled

Median follow up time 11.4 months
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CONSORT diagram

1,564 patients enrolled between Jun 5, 2020 and Apr 30, 2021

Excluded (N=524
g boris Data cutoff: Nov 19, 2021

Enralled in associated interventional phase 11| trials (N=289)
+ |ncomplete filing of pathological stage inta EDC (M=101)
+ |ncomplete resection (MN=15)
+« Confirmed pStage 0 (N=3)
+ Post-op-dw ctDNA result was not available (M=110)
+  Withdrawal of informed consent (N=8)

1,040 patients were included in this analysis (Outcome cohort)

Post-op-4w ctDNA Post-op-4w ctDNA
Excluded (N=202) Positive (N=188 Negative (N=852

* Post-op-12w ciDNA result
was not available (N=15T) =
« Recurrence within 12 weeks (W=45) Excluded {Nzﬁ} Excluded I:N—S-E 1:|
« Post-op-12w ctDMNA result + Confirmed pStage | (N=85)
was not available (N=5) « Confirmed Low-risk pStage || (N=68)
» Confirmed pStage [V (N=160)

Dynamics analysis cohort Clearance analysis cohort ctDNA Negative cohort
(N=838) (N=183) (N=531)

op, operation, EDC, Electronic data caplure
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Patient characteristics in short outcome cohort

Patients with post-op-4w negative Patients with post-op-4w positive p.val
ctDNA (N=852) CtDNA (N=188) i

Sex

IMale/Female 433/419 51%/49% 117/71 62%/38%

Performance status

01 744/108 8/7%/13% 166/22 B8%/12%

pStage!

pStage | 95 11% 2% 1%

pstage |l 291 34% 8% 13%

pStage Il 306 36% 23% 48%

pStage IV 160 19% 31% 38% < 0.001

RAS/BRAF mutational status® Central assessment *Excluded 5 cases with unknown RAS/BRAF status
Double wt 420 49% 90% 0.87
RAS mt 351 41% 46% 025
BRAF VGOO0E mt 78 9% 3% < 0.01
MSI status™ Central assessment **Excluded 4 cases with undetectable MS| status
MSI-High 3% < 0.001
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DFS by post-op-4w ctDNA status in overall population (pStage I-1V)

ctDNA

“HH R e

Positive

ctDNA

Events/N

EM-DFs 12M-DFS

Negative

Positive

Mumber at risk
Negative
Positive

52/852

91/188

(85%C1)  (95%CH) 7.3% recurred
96.5% 92.7% in 1 year HR =10.9
(95.0-97.5) (90.4-94.5) 95% CI, 7.8 to 15.4, P<0.001

62.8% 47.5% 52.5% recurrggnsitivity for recurrence, 63.6%
(95.4-69.2) (39.3=55.2) in 1 ear

I
B 12 18

Months after surgery Median follow-up time: 11.4 months
Data cutoff: Nov 19, 2021

822 310 1
118 38 0

DF5, disease-free survival; HR, hazard ratio; Cl, confidential interval DF S curve was estimated by the Haplan-Meier method. HR and 85%Cl were calculated by the Cox proportional hazard model.
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DFS by post-op-4w ctDNA status in overall population (pStage ll-lil)

o ctDNA

HEEHHHH R Negative

80 Positive

60—

6M-DFS  12M-DFS
(95%CI) (95%CI) 4.8% recurred

20— Negative 22/597 97.8% 95.2% in 1 year HR =13.3

(96.3-98.7) (92.6-96.9) 95% CI, 8.0 to 22.2, P<0.001

0 -
Positive 461115 73.0% 55.5% 44'_5 /o recurr%je sitivity for recurrence, 67.6%
0— (63.9-80.2) (44.8-65.0) in 1 year

| |
0 6 12 18

Months after surgery Median follow-up time: 11.4 months
Mumber at risk Data cutoff: Nov 19, 2021

Negative 584 223 0
Positive 84 31 0

DF 5, disease-free survival;, HR, hazard ratio; Cl, confidential interval DF S curve was estimated by the Kaplan-Meier methced. HR and 85%C| were calculated by the Cox proportional hazard model.
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CONSORT diagram

1,564 patients enrolled between Jun 5, 2020 and Apr 30, 2021

Excl d d (N=524
- s Data cutoff: Nov 19, 2021

Enrolled in associated interventional phase 11| trials (N=288)
+ |ncomplete filing of pathological stage into EDC (N=101)
+ |ncomplete resection (N=15)
+ Confirmed pStage 0 (N=3)
+  Post-op-dw ctDNA result was not available (N=110)
+  Withdrawal of informed consent (N=6)

1,040 patients were included in this analysis (Outcome cohort)

Post-op-4w ctDNA Post-op-4w ctDNA
Excluded (N=202) Positive (N=188 Negative (N=852

* Post-op-12w ctDNA result
was not available (N=157) =
- Recurrence within 12 weeks (N=45) Excluded ( Excluded (N=321)
= Confimed pStage | (N=85)
= Confirmed Low-risk pStage || (N=6G)
= Confimed pStage IV (N=160)

Dynamics analysis cohort Clearance analysis cohort ctDNA Negative cohort
(N=838) (N=183) (N=531)

op, operation; EDC, Electronic data capture

Past -op- 12w ctDMA result
was not available (N=5)
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ctDNA clearance rate

Cumulative Incidence of ctDNA clearance pStage I-IV

— WI/ACT
— W/OACT

80 —

60 —

40 HR =9.3
e 95% Cl, 4.6 to 18.9, P<0.001
20 —

10% E HHHHRHEH - HHHHEH I

0 —

| |
emonth [} 15
Months after surgery

Number at risk
WIACT 3
WIOACT 7

Landmark analysis at the post-op-12w was performed. HR was adjusted by sex, performance status, and pStage

ACT, adjuvant chemotherapy; HR, hazard ratio, cumulative curve was estimated by the gray’s test. HR and 95%C| were calculated by Fine-Gray sub-distribution hazard model
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DFS by pStage in post-op-4w ctDNA positive population

% High-risk pStage Il pStage IV

100 7 —— W/ACT
— W/OACT

80 ' 80 -
60 - 60

40 -

Adjusted HR = 9.4 207 Adjusted HR = 8.8 Adjusted HR = 2.4

95% Cl,1.1t0 5.2, P=0.02

95% Cl, 1.1 to 79.1, P=0.04 o 95% Cl, 3.9 to 19.5, P<0.001

1] 6 12 18 ] 6 12 18 0 ] 15 18
Number at risk Months after surgery Months after surgery Months after surgery

WIACT 9 9 3 0 65 58 24 0 22 16 4 0
WIOACT 13 7 1 0 25 B 2 0 46 13 1 0

SMDFS  12MDFS GMDFS  12M-DFS GMDFS  12M-DFS
EventsiN Events/N EventsiN
(95%CI)  (95%CY) (95%Cl) (95%C1) (95%Cl)  (95%CI)
100% 88.9 89.2% 68.3 T2.7% 33.7%
WIACT 1B 100100 (33-e8a) VAT VB gg7.047) s34r92)  WACT 92 ueigem) (284-736)
32.0% 24.0 28.3% 22.3%

53.8% 462
WIOACT 73 (248.760) (19.2.69.6) WIOACT 1925 o0 o gparyy WIOACT  35M8 Lo (112.357)

HR was adjusted by sex, and performance status. ACT, adjuvant chemotherapy; DFS, disease-free survival, HR, hazard ratio; Cl, confidential interval.
DFS curve was estimated by the Kaplan-Meier method. HR and 55%C| were calculated by the Cox proportional hazard model.
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CONSORT diagram

1,564 patients enrolled between Jun 5, 2020 and Apr 30, 2021

Excluded (N=524
xchide ( ) Data cutoff: Nov 19, 2021

Enrolled in associated interventional phase |11 trials (N=288)
+ |ncomplete filling of pathalogical stage into EDC (N=101)
+  |ncomplete resection (MN=15)
= Confirmed pSiage 0 (N=3)
+ Post-op-dw ciDMA result was not available (N=110)
* Withdrawal of mformed consent (N=G)

1,040 patients were included in this analysis (Outcome cohort)

Post-op-4w ctDNA Post-op-4w ctDNA
Excluded (N=202) Positive (N=188 Negative (N=852

* Post-op-12w ctDNA result
was not available (N=157) -
+ Recurrence within 12 weeks (N=45) Excluded (N=5) Excluded (N=321)
+ Post-op-12w etDNA result + Confimed pStage | (N=35)
was not available (N=5) » Confirmed Low-risk pStage || (N=5&)
= Confirmed pStage IV (N=160)

Dynamics analysis cohort Clearance analysis cohort ctDNA Negative cohort
(N=838) (N=183) (N=531)

op, operation; EDC, Electronic data capture
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Patient characteristics in ctDNA negative cohort

Patients W/ ACT (N=214) Patients W/O ACT (N=317)
Sex
Male/Female 106/108 50%/50% 159/158 50%/50% 0.93
Performance status
0/1 196/18 92%/8% 258/59 81%/19% 0.001
pStage’ 16% adjuvant chemo
pStage Il (high-risk) 37 17% 188 59%
pStage I 177 83% 41%
ACT regimen: FP+Oxa / FP 58% adjuvant chemo
FP+Oxa / FP (High-risk pStage II) 24/13 65%/35%
FP+Oxa / FP (pStage Ill) 152/25 86%/14%

<0.001
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DFS by ACT in post-op-4w ctDNA negative population (High-risk pStage lli-lll)

&6M-DFS 12ZM-DFS
(95%Cl)  (95%Cl)
98.6% 96.2%
(95.7-99.5) (92.1-98.2) Adjusted HR = 1.3

97.5% 94.7% 0 e
W/O ACT FER S o 95% CI, 0.5 to 3.6, P=0.63

| | |
6 12 18

Number at risk Months after surgery Median follow-up time: 11.4 months
Data cutoff: Nov 19, 2021
W/ACT 21 79 0

WIOACT 309 117 0

ctDNA Events/N

WIACT 7214

Median follow up less than 1 year
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ASCO Gastrointestina
Cancers Symposium

Circulating tumor DNA (ctDNA) dynamics in
colorectal cancer (CRC) patients with
molecular residual disease: Updated analysis
from GALAXY study in the CIRCULATE-JAPAN

Presenting Author: Hiroki Yukami, MD, PhD

Co-authors: Yoshiaki Nakamura, Saori Mishima, Koji Ando, Hideaki Bando, Jun Watanabe, Keiji Hirata, Naoya Akazawa, Masataka
lkeda, Mitsuru Yokota, Kentaro Kato, George Laliotis, Vasily N. Aushev, Adham A. Jurdi, Minetta C. Liu, Daisuke Kotani, Eiji Oki, Ichiro
Takemasa, Takeshi Kato, Takayuki Yoshino

Updated 24-month DFS analysis in stage |-V patients
with radically resected CRC participating in the
prospective, observational GALAXY study
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DFS according to status in the MRD window in all stage

1.00
ctDNA(-)

0.75

0.5

0.2

Disease-Fres Survival

14% of pts recurred

%9 Can we tell patients with ctDNA(-) that the
prognosis is very good when there were
14% of pts recurred at 2 yrs?

ciDMNA Negativ
ciDNA Positiv

il ) 56.8 (217/369)
24M-DFS %
(95% CI) 85.9(83.9-87.7) 28.9(23.4-34.8)

*DFS % from landmark time point

MRD window: 2-10 weeks post surgery, prior to start of any
adjuvant therapy - Landmark 10 weeks post-surgery
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DFS according to status in the MRD window in pStage I/l

1.00 ctDNA(-)
g 0.751
=
]
E 0.504
w ' ctDNA(+)
@
§ 0.251
]
HR =12.05
0,00
0 B 30 36
0 nt (Months)
Mumber at risk 1 1 A) Of ptS
cDNA Nagativ&j 1783 1467 recurred 100 5
ciDMA Positived 275 139 9 0
ctDNA Positive
Events % '.-'.8\ /41'1?33} 56.5 (143/275)
24M-DF5S %
(95% CIy* 89.3(87.2-91.1) 33.5 (26.5-40.7)

‘DF5 % from landmark time point

MRD window: 2-10 weeks post surgery, prior to start of any
adjuvant therapy - Landmark 10 weeks post-surgery
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DFS according to ctDNA clearance in pts with ctDNA positive in the MRD window

Landmark 10 weeks post surgery

Sustained clearance

1.00
- -
g 0.75
@
o
o 0.50
['
8
§ 0.25
= Transient clearance
- Mo Clearance
0 [ 12 18 Y a0
Time from Landmark Time point {(Months)
Mumber at risk
Mo Clearancéd B8 14 2 i 1 li]
Sustained{ B4 74 58 44 27 12
Transient{ &1 47 19 4 1 0
Sustained Transient .
ctDMA Clearance iy Elemance No Clearance
Events % 7.1(6/84) 85.2 (52/61) 89.4 (59/66)
Median DFS
months (95% CI) NR 9(8.5-12.4) 3.5(3.24.7)
24M-DFS %
(95% CI)* 90.1 (78.6-85.6) 2.3(0.02-10.3) 2(0.02-9.2)
HR Reference 25.13 8r.08
a5% CI Not applicable 10.57-59.73 36.14-209.84
P Not applicable =0.0001 <0.0001
*DFS % from landmark time point
Health System
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DFS according to ctDNA status in the Surveillance window "

< Surveillance window > Kiisdnces Stage /I

e -
4 \F E All-time ctDMA(-) B All-time ctDNA(-)
T 078 £ o1
After MRD window & @
oF g £ om0
4 weaks post-AGT & o0 F
m
§ 025 Anytime ctDMA(+) g& 0.23 Anytime ctDNA(+)
- . - = H I HR = 53.79 (36.66-78.91); P <0.0001
2,998 stage |-V patients included in the aon|  BECRSENI B0 R6ST NP0 000 . 0.00 { )
outcome cohort o B 12 18 u E ® 5 L S 24 30
Tire from Landmark Time point (Months) Time from Landmark Time paint (Months)
Excluded [N=1,112) Number at risk Mumber at risk
ahio sulisequent smepoinis cDNA Negatve | 1582 21 85 432 128 g CIDNAMegalive | 1326 1022 737 355 a7 5
avasatiy (1=658) ciDMA Posive | 204 a4 a2 10 2 p  EOMAPosive] 144 Ll % 9 1 0
#DFS event prior 1o the 8
munths landmari tmepoint
(n=354) CIINA Stals Altime: Negativ Arigtime: F [rve Al hme Megalhe Arptime Postee
L i Events % 37 (561582) 775 (158204) 7 757 (11001
Surveillance Window analysis cohort TS s % 27 (3611326) 53 {110r146)
(n=1,786) 95% CIf i i BAE-1LD o 954 (93.5-06.6) 56 {06-16.3)

*DFS % from landmark fime podnd

«  Surveillance window starts from 4 weeks post-ACT or at the end of MRD windo
«  Landmark 8 months post-surgery (2 months for ACT initiation + 6 months of ACT

CT, until the last follow up or relapse.

ctDNA-positive in the surveillance window is predictive of inferior DFS
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d MRD-negative - High-risk Stage 11 £ =0.3980
] 1.004 ACT 100
= ﬁbsewatlnn
=
@ 0.75 = o
o &
e B
L 0.504 E sp| 99 352
] ]
o o
ﬁ 0.25
o T Ad)LHR® =212 (0.62-7.24), P=0.23 25
Ad). HR® = 0.47 (0.14=1.61); P=0.23
0.00 , , , 0 Lomeen BP4E
Q & 12 18 24 a0 36 42 48 ACT Observation
Time from landmark time point (months) Mo recumence
MNumber at risk W Recurence
Jbservation 373 365 n 249 152 80 3z 2 0
ACT 102 101 B& 65 38 21 7 1 0
Treatment ACT Observation
Events % 2.94 (3M02) 5.83 (21/373)
24M-DF5 % (95% CI) 06.34 (B5.90-98.83) 93.7 (90.30-95.90)
mDFS (ma) MR MR
f MRD-negative - Stage P =04134
100
= 1.004
Z
E ACT
@ 0.75 Observation =75
g 3
o
: 2
5 050 §50 417 184
0 m
§ o
& 0.25 Adj. HR* = 1.35 (0.85-2.14), P =0.199 25
Adj. HR* =0.74 (0.47-1.17);, P=0.199
0.00 0
in 0 B 12 18 24 30 36 42 48 ACT Ohservation
Time from landmark ime point (mornths) Mo recurrence
Mumber at risk W Recumence
Obsarvation 213 202 161 115 63 34 B i} 0
ACT 469 481 373 293 178 04 32 1 0
Treatment ACT Observation
Events % 11.09 (52/469) 13.82 (29/213)

24M-DFS % (85% Cl)  B7.58 (83.72-00.57)  82.90 (76.0-87.90)

Ochsnc. mDFS {mo) MR NR

Health S Nakamura Y, et al. Nature Medicine Vol 30, 2024: 3272-3283



Messages conveyed (to me)

Post-op ctDNA (-) is great.
- Clinical risk?
- lack of benefit from adjuvant chemo in high-risk

stage /11l pts with post-op ctDNA (-) with median follow up
of 2 years — observational study, await longer follow up

Post-op ctDNA (+) predicts poor prognosis. But, if
adjuvant chemo can clear ctDNA, prognosis does not

seem to be that bad.
Lack of randomization
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DYNAMIC I
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ASCO

Adjuvant Chemotherapy Guided by Circulating Tumor
DNA Analysis in Stage Il Colon Cancer

The Randomized DYNAMIC Trial

Stage I Plasma Collections ctDNA-Guided Management

Colon Cancer Week 4 + 7 post-op

_, * ctDNA-Positive - Adjuvant Chemo
(oxaliplatin-based or single agent FP)

* RO resection _ _ Primary
. ECOGO-2 o 2 » ctDNA-Negative = Observation + RFS rate at 2 years
* Staging CT within J o) ctDNA-Positive = Positive result at week 4 and/or 7 Key Secondary

8 weeks

* Proportion receiving

* Provision of adjuvant chemo
adequate tumor Standard Management et

tissue within 4 « RFS by ctDNA status
X ﬁge::ngﬁf;:c?us — Adjuvant treatment decisions based on fln_:a_lr_;tDNA-gmded am
conventional clinico-pathologic criteria
colorectal cancer P °9 « 0S
Stratification Factors Surveillance:
« T stage (T3 vs T4) + CEA = 3-monthly for 24M, then 6-monthly for 36M
* Type of participating center (metropolitan vs regional) + CT C/A/P = 6-monthly for 24M, then at 36M

Y Ochsner
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Background: Stage |l Colon Cancer

Benefit of adjuvant chemotherapy controversial in
average-risk stage Il colon cancer

Adjuvant chemo generally considered for pts with high-
risk features: T4, <12 LN removed,
perforation/obstruction, LVI, PNI, poorly differentiated
history.
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Adjuvant Treatment Delivery

: Chemotherapy regimen received, n

Oxaliplatin-based doublet 28/45 (62%) 4/41 (10%)
Single agent fluoropyrimidine 17/45 (38%) 37/41 (90%) <.0001
'ﬂ'lll‘ll‘il‘ll‘lil‘llll‘ll‘l‘l‘l‘ll‘l‘l‘l‘l FEREEREEPEPREREBRERRERREREREEREERRRRRREERERRR RS ERERERRR RS EE R RER RS RSB REE R E RSB EREERRERE PR ER PR REES PR ERERREERE fi-ld'll-ll}lll‘l‘ll}llll‘lllll‘ll‘ll‘l
: Time from surgery to commencing 83 (76, 89) 53 (49, 61) <.0001

: chemotherapy, median (IQR), days

Treatment duratmn medlan {IQR], 24 (19, 24) 24 (21, 24) 0.9318
weeks

Completed planned treatment, n 38 (85%) 32 (78%) 0.7036

Percentage of full dose delivered, 78 (56, 100) 84 (64, 100) 0.6194
median (IQR)
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Statistical Considerations

* Primary Analysis Population: Intention-To-Treat (ITT)
= Eligible patients who were randomized and had both blood draws (week 4 and 7)
= Primary analysis when the last patient reached a minimum follow-up of 2 years

+ Statistics / Sample Size

= 80% power, a = 0.05, 10% drop-out rate > 450 patients needed to show non-
inferiority of 2-year RFS rate with a margin of 8.5%

= Non-inferiority accepted if lower bound of 95% CI of difference lies above -8.5%

= Key secondary endpoint: reduction in proportion treated with adjuvant
chemotherapy from 30% to 10% (> 99% power, a =0.05)
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Adjuvant Treatment Delivery in Key Subgroups

Events/Total RR (95% CI)

Kheral 861441 il--l 1.82 (1.25, 2.65)

271264 it 1.20 (0.57, 2.50)

Clinical Risk Low

:" High 50/176 e 2.14(143,321) i
601377 e 161 (1.02, 2.56)

T stage T3

: T4 26/64 P —e— 257{145 450) &
LN Yield <12 8120 '—'—'—' 0&2{O1? 2.29)
>12 78/421 e 2.01 (1.35, 2.98)

......... e e

Tumor Diff. :  Poor 6/60 ——— 506 (1.02,25.10) :

Well'Mod 1.66 (1.13, 2.44)

o
50321 i—H 1.53 (0.82, 2.54)

{ et 2.41(1.42, 4.09)
&8 361 . i 1.83 (1.27, 2.893)
17/80 I—-'—| 1.45 (0.62, 3.38)
72/320 —— 2.05 (1.37, 3.06)

T 1T 711 I
0 20 40 60 8O 0.1

Muu;r:: Ei:zng:frapy Relative Risk

B Standard management Bl ctDNA-Guided Less chemo use with Less chemo use

\/Ochsner‘"
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Recurrence-Free Survival

mmr Mﬁ_ 93 snﬁrﬂ
0% 92.4% 91 ?%_\J._?
[ Non-inferiority confirmed:
Median follow-up 37 months lower bound of 95% CI
£ o] No. of events = 43 lies above -8.5%
- ctDNA-guided management HR (95% Cl): 0.96 (0.51, 1.82)
6% = Standard management
r : Difference in 2-year RFS rate +1.1%
(95% Cl for difference -4.1 Yo 6.2%
e - : . : . . , . ———t :
] ] 12 18 24 30 E 42 48
Faillowi-up time {manths)
CtDNA-guided —| 294 292 281 273 259 207 155 109 54
Standard =| 147 144 142 136 128 97 78 57
Health System

Tie J, et al. ASCO Annual Meeting 2022 LBA 100



7.5 % of pts recurred
How many of these pts had high risk

Recurrence-Free Survival: ctDN features? If these pts w high-risk

ctDNA Negative vs Positive

features received chemo, would

they have a better outcome?
10 _-qb"_\_‘ﬂ?.'l%
94.7%
- i %
- 93.3%
E " 86.4% 86.4%
E L
:
i T
CIDMA results;
- Negative (Observed) HR (95% Cl): 1.83 (0.79, 4.27)
Bt = Positive (Treated) P=0.155
m.'ﬂ' T T T T T T T T
a - 12 18 | aa 36 42 45
Follow—up time {maontha)
ctDNA-Negative —| 246 244 236 231 220 169 131 93 55
ctDMA-Positive —| as a5 42 39 36 36 22 16 g
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For high-risk pts, ctDNA (-), 14%
recurred

L]

ctDN;

g g HR (95% Cl)

= ciDMA Megative & Low risk 1

. ciDNA Negative & High risk 3,04 (1.26, 7.34)
- ¢iDNA Positive (treated) 3,60 (1.39, 9.87)

oy T

B ] r 18 1] 3 W 43 &
Fodow s limg |vuwdiPa|
st ! ik

\/Ochsner‘"
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For T4 pts, ctDNA (-), 19% recurred

Cfﬂhm\/

T 96.7%
94.2%
= B6.4% B6.4%
5 e M—T
S
i = HR (35% CI)
-cIDMANegafve 873 1
- ciDNA Negative £ T4 260101, 6.71)
- ciDNA Positive (reated)  2.62 (1.1, 6.20)
i [] E b 11 ] !Il ]:l.'l » d [}
Fediow—z bew imantn|
Hrumbsery af rai
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My interpretation

In ctDNA-guided management arm, adjuvant chemo was
started beyond 8 weeks after surgery.

In ctDNA-guided management arm, even in pts with neg
ctDNA, if they have high risk features, 14-19% of them
still recurred. These pts did not receive adjuvant chemo.
Would adjuvant chemo change this outcome?

Ultimately, the answer | want to know is, if pts are ctDNA
neg, is it safe to skip chemo even if these are clinically
high-risk pts”? — not addressed by this study design.
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NRG

ONCOLOGY

Advancing Research. fmproving Lives.™

Phase Il results of circulating tumor DNA as a predictive
biomarker in adjuvant chemotherapy in patients with stage Il
colon cancer: NRG-GI005 (COBRA) phase Il/lll study

Van K. Morris?, Greg Yothers?, Scott Kopetz', Shannon L. Puhalla®, Peter C. Lucas2, Atif Igbal*, Patrick M Boland®, Dustin A.
Deming®, Aaron J. Scott”, Howard J Lim&, Theodore S. Hong®, Norman Wolmark2, Thomas J. George'®

Resected stage IIA colon cancer for which the physician decides no adjuvant
chemotherapy (i.e., “suitable for active surveillance”)

/\.
(&

Arm 1 Arm 2
Standard of care Assay-directed therapy
(active surveillance) \ ]
All patients were followed with ctDNA detected ctDNA NOT detected
radiographic restaging
assessments every 6 months. | chemotherapy (MFOLFOX6 Active surveillance
or CAPOX) x 6 months

\/Ochsner"‘
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Treatment schema: Arm 2 “ctDNA detected”

FOLFOX )43‘ f

Surgery lefmsen] CtDNA | drersiey [ FOLFOX .| FOLFOX
detected Doses 1-11 Dose 12
CAPOX f /;r
Surgery |Mersuwer| CONA | atersioery | CAPOX CAPOX J
detected Answering a different question: can

adjuvant chemo lead to ctDNA
clearance better than observation in
these average/low risk stage Il but
ctDNA (+) pts

The 6-month timepoint was collected two weeks
prior to the administration of the last dose of che

Guardant LUNAR Assay was used

Primary objective: compare rates of ctDNA clearance between ctDNA (+)
cohorts at 6 months after randomization

\/Ochsner“‘
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Patient Accrual

1600
1400 CMS approval of
1200 —Planned —Actual 2nd ctDNA commercial : :
assay for stages II-lll Final accrual:
000 CMS approval of colon cancer in US nrollment
1 15t ctDNA commercial halted
635/1408
assay for stages IlI-lll =
800 colon cancer in US participants
o COVID-19 i
400 pandemic - Canada: 177
200
0

U ~BE UIE RE C B BN C I ~IE BN eI B B
\'C-".’ .-'15-"1, ﬁ}’ HE‘Y HSY n'f 1 ¥ " ¥ ] & :
DR G P AP R P

¥
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Phase Il Endpoint Analysis:
ctDNA(+) baseline participants

ctDNA clearance

43% vs 119
Among 596 participants with baseline ctDNA status available, ctDNA(+) detection Yo L

was observed in 33 (5.54%). 100+ .
— one-sided p= .98
=
< 80+
Arm 1: Surveillance 3
16 participants with 7 participants E 60
“ctDNA detected” =
status at baseline Arm 2: Chemotherapy QS T
9 participants o 40+
<
=
E 20—
Clearance of ctDNA at 6 months among ctDNA(+) participants at baseline was o
observed in: 0- m
« Arm 1 (surveillance): 3 of 7 (43%, 95% CI 10 - 82%) participants
« Arm 2 (chemotherapy): 1 of 9 patients (11%, 95% CI| 0.3 - 48%) participants qpe' @Q"i
N
C@ t'}
Because the 1-sided Fisher’s Exact Test yields p = 0.98 exceeded 0.35, H, was '-'3} é‘\
not rejected, and the decision rule calls for early stopping due to futility. (.'}\

\/Ochsner“*
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My Interpretation

Eligible patients have stage IIA (T3NO) colon
adenocarcinoma with no risk features. Outside of a
clinical trial, adjuvant chemotherapy is not usually
recommended for this group of patients

2% of pts were ctDNA+ at baseline. Another 3% of pts
became ctDNA+ later

First draw could be false-positive if drawn within 4 weeks
after surgery

Selected assay was tumor-agnostic
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ASCO Gastrointestinal
Cancers Symposium

Circulating Tumor DNA for Detection of
Molecular Residual Disease (MRD) in Patients

with Stage Il/lll Colorectal Cancer (CRC):
Final Analysis of the BESPOKE CRC Sub cohort.

Presenting author: Purvi K. Shah, MD'

Multicenter, prospective, observational study evaluating the ability of ctDNA
to inform adjuvant chemo decisions in pts with stage Il/lll CRC

Signatera

Pre-surgery Adjuvant Setting Surveillance Program End of
(Post-surgery observation or Adjuvant chemotherapy) {>6 months post-surgery) Study

-2 Weeks Weeks Months .“ul-_ :_:.:J_,- [-,-_m
w2-6 w6 w12 W20 M9  Mi12 M15 M18 o
(+2 woeks) (+4 weeks) (+4 weeks)

&
Tissue @ OR

Whole blood ' OR

Plasma
Future research*

Healthcare Provider
questionnaire

Patient Reported
Outcomes

*Optional bloed draws

Health System
Shah PK, et al. ASCO GI 2025



Consort Diagram

Total patients who consented to participate
between May 11, 2020 - March 21, 2023
(N = 1794)

Exclusions (N = 14)
+ Inclusion/exclusion criteria not met

Patients enrolled
(N =1780)

Exclusions (N = 614)
Clinically significant PD (n=86)
Missing stage (n=12)
Stage 0 (n=4)
Stage | (n=225)"
Stage IV (n=121)*
Missing post-op ctDNA (n=212)
Missing post-MRD ctDNA (n=34)

Stage I/l patients included in final analysis
(N = 1168)

/ (N = 694) (N = 472)
\ Ochsner:

Health System
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Patient characteristics and prevalence of ctDNA

Characteristic (n, %)

N = 1166

Characteristic (n, %)

N = 1166

Age (median, range)

61.8 (22 - 94)

Hispanic Origin

Median follow-up (months,

23.9 (0.5-36.5)

Hispanic or Latino

123 (10.5%)

Mot Hispanic or Latino

856 (82.0%)

661 (56.7%)

Unknown

87 (7.5%)

505 (43.3%)

ECOG

Pathologic Stage

743 (63.7%)

517 (44.3%)

355 (30.4%)

MRD-positive 95% CI for
n (%) positivity
rate

649 (55.7%)

22 (4.5%)

Age Group

Missing

16 (1.4%)

Stage Il 39 (7.54%)

< B85

674 (57.8%)

65 +

491 (41.4%)

Adjuvant chemotherapy
{ACT)

Missing

1(0.1%)

Yes

694 (59.5%)

Race and Ethnicity

No

472 (40.5%)

White

844 (72.4%)

Recurrence

Black or African American

137 (11.7%)

Yes

188 (16.1%)

Asian

42 (3.68%)

MNative Hawaiian/Pacific
Islander

8 (0.7%)

Mative American/Alaskan

4(0.3%)

Mot Reported/Missing

123 (10.5%)

Other

/

25 (2.1%)

Ochsner-

Health System

Mo

978 (83.9%)

Stage 184 (28.35%)
I
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Impact of Signatera on adjuvant treatment decisions

Did the Signatera result influence

If No, did the Signatera result help your treatment decision? If Yes, how did the Signatera
you feel more comfortable with the result influence your
previous planned treatment? treatment decision?

Metastatic
N 13.2%
1

Ochsner
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pdrec 2rior L
e
1.01
0.9 )
0.8
En'?
€ 064
o
]
:__'35
au.;
e P<0.0001
’ HR =8.33 (5.89, 11.78)
011 < Negative ~~ Positive
0.0
0 12 24 36 48 680 72 B84 955 108 120 132 144 156 168

Weeks post surgery

Murmnber at risk

465 452 434 419 308 379 360 338 303 19 23 9

Y Ochsner

Health System

»
a DD Ere s 0 A DC
A LlIE
1.0
0.9
0.8
ED'T
§ 06
o
-1}
'E 0.5
O
ﬁu.»t
a 0.3
P<0.0001
221 HR =11.23 (6.43, 19.62)
011 =+ Negative -+ Positive
0.0
1] 12 24 36 48 &0 T2 B4 96 108 120 132 144 156 168
Weaks post surgery
MNumber al risk
— 4TE 462 445 426 40B 396 371 350 323 135 20 B 2 1 1}
— L3 4 26 Fal 18 18 16 14 14 j 4] )
. 2-year DFS post
Median DFS post
ctDNA Status Events surgery,% (95%
surgery, months (85%) L rYCI} (
Negative 33 NE (NE-NE) 91.8 (NE-NE)
Positive 20 12.7 (8.3-NE) 459 (32.1-85.8)

y 157 136 15 96 T8 6 13%
Median DFS post surgery, recurred

ctDNA Status # Events months (95%)
Negative 47 NE (NE-NE) 87.4 (83.891.1)
Positive 105 16.2 (13.6-18.9) 35.5 (28.644.2)
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Recurrence sites

Sensitivity
Sensitivity
Bone:
100%

z OO n . . . 4(21%)
Liver: esece et sResRORRS
54 (28.7%) :o-c-oooacooo-ooo

Lung:

17 (9.0%) ssssssssssssse

: 3(1.6%)
Peritoneum:

secsesssses e
20 (10.6%) o

sas Abdominal wall: 100%
f 5 ! TY] Local:
Abdomino-pelvic :::o-oo---ooo-ooo . P R 6 (3.2%)

mass: 22 (11.7%)

50%

Other:
9 (4.8%) 56%

Lymph nodes: seccsRsReRRReRS
20 (10.6%) L

ssssssscsssssssssens Multiple sites: Y.L
seeeeORRRRR 33 (1?.3%} L]

® ctDNA-pos within 24w before
recurrence

ctDN A-neg within 24w before
recurrence

C ctDNA not available within 24w before
recurrence

\/Ochsner“‘
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ctDNA MRD testing is predictive of the benefit of ACT

MRD-positive patients

(=]
L

(=]
S

g
g
w
g
os
2
g
g

=
L

P =0.0008
HR =0.48 (0.31, 0.77)

-+ Observation -=- ACT

o 3 6 9 12 15 18 21 24
Months from 12 Weeks Post Surgery Landmark

Number at risk

- 35

Adjuvant strategy
Numbers of events (%) 96177 (54.24)

2-year DFS post surgery,
! % (95% CI) - 40.3 (33.3-48.9)

Median DFS post surgery,

months (95%) 17.7 (14.6 - 21.4)

Observation

29/35 (82.86)

24.7 (13.2-46.3)

7.1(4.6-214)

MRD-negative patients

o
=

o
=}

Disease-Free Survival
o =]
=

=
W

=
a

P =0.0287
HR = 0.93 (0.59, 1.45)

== Observation == ACT

o
-

<
(=]

0 3 [ 9 12 15 18 21 24 271 30 3
Months from 12 Weeks Post Surgery Landmark

Adjuvant strategy ACT Observation
Mumbers of events (%) A3E06.18 500 SZL408 40 073
2-year DFS post surgery,
! %{95%2 cn s 89.7 (86.7- 92.9) 89.5 (86.2-92.9)
Median DFS post surgery, e N —
months (95%) R — NoTeRTe

Clinical risk of these patients (stage Il vs Ill, T3 vs T4, NO/1 vs N2, risk factors)?

Ochsner-

Health System
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My interpretation

If ctDNA positive, high risk of recurrence. Tumors sensitive to
FOLFOX probably derived benefits.

If ctDNA negative, ~10% of patients recurred. FOLFOX not helping -
are these tumors happen to be those that don’t respond to FOLFOX;
need better/different drugs? Do we have better drugs?

For a high-risk patient (T4, N2/3) and ctDNA negative, do | feel
comfortable not offering chemo?

Observational study

\/Ochsner"‘
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54 yo F w/stage IlIC (T4aN2aMO0) poorly
differentiated adenocarcinoma of the
cecum, +LVI and PNI), high tumor
budding score, MMR-proficient, s/p R
colectomy on 8/19/24.

Patient declined further chemo after 1
dose of oxaliplatin.

ctDNA results:
10/19/24 neg
12/30/24 neg

3/31/25 pos 0.99 — PET followed by
MRI pelvis showed a new 7 cm R ovarian
mass

6/26/25 pos 19.06 — TAH-BSO
7/14/25. Path showed a 10 cm metastatic
carcinoma involving the right ovary.

\/Ochsner‘"
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FINAL RESULTS SUMMARY

Signatera Positive Date: 06/28/2025 Me;nmf:dmﬂ;a gglecﬂfe:h per »}
calcul on the mean o

MTMimL: 19.08 ctDNA molecules defected per mL of

the patient’s plasma. Sao Limitations section

balow.

Historical Results

20 ]
15
10
5
s sl P — )

MTM/mML Plasma

110124 120124 QL0125 02/01/25 03/01/25  04/01/25 0500125  06/01725  07/01/25
Date of Blood Draw

& Positive -0 Negative
Jun 28, 025 19.08
Mar 31, 2025 0.99
Dec 30, 2024 0.00
Qct 19, 2024 0.00




DYNAMIC Il
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2025 ASCO

ANNUAL MEETING

ctDNA-Guided Adjuvant Chemotherapy Escalationin
Stage lll Colon Cancer

Primary Analysis of the ctDNA-Positive Cohort from the Randomized
AGITG DYNAMIC-III Trial (Intergroup Study of AGITG and CCTG)

Tumor-Informed
Stage llI - ctDNA-Informed Management
ctDNA Analysis ¥
Colon Cancer (SafotBeq8’ Pre-Planned SoC - Escalation

» ctDNA-N ive>D I
T tarnete;:RC panel) ct egative e-escalate No chemotherapy -> 5FU/Cape

+ ECOGO-2
« Fit for at least a

‘_;:::
fluoropyrimidine (FP) L 4
« Staging CT within 12
weeks W5-6 [

* Provision of

» ctDNA-Positive > Escalate 5FU/Cape - 6M Oxaliplatin doublet

1 cycle of pre-planned chemotherapy allowed 1 .
prior to GtDNA-informed regimen 3M Oxaliplatin doublet - 6M Doublet
or 2 3M FOLFOXIRI

6M Oxaliplatin doublet 2 2 3M
Standard Management FOLFOXIRI

adequate tumor Clinicians
i < ; . .
Eiz?ipe?aﬁgﬁks S“‘é";:*“e — Treatment per clinician’s choice
n 0 emo
« No synchronous (blinded to ctDNA result)
colorectal cancer Stratified by clinfcal risk (low vs high) and sites

Primary Analysis of ctDNA-Positive Cohort: Endpoints to be Presented

Secondary: safety, end-of-treatment (EoT) ctDNA clearance

Primary: 2 years RFS

Y Ochsner

Health System

Exploratory: post-operative ctDNA levels

Tie J, et al. ASCO 2025 Abstract 3503



IDEA 5-yr DFS by regimen

100
A DFS at 5 yr = + 0.7% o1 N A DFS at 5 yr = -3.3%
. | at 5yr=+0. . N at 5 yr = -3.
P 1 ——— —_— - 1 -‘-'""-—._‘__
§ 70- CAPOX o § 70 FOLFOX C————
w w ——
E 60 4 HR: 0.98 (0.88-1.08) E 60+ HR: 1.16 (1.07-1.26)
= 50 = 50+
% Duration Events/Total MR (35%CI) Time-Point KM Est [95%C1) % Duration Events/Total HR(95%CI) Time-Point KM Est (35%C1)
g 40— 3Months 7482540 002(088-108) Iwars TEI(74577.0%) £ 40 7 — zMonths 12108876 116(107-126) 3Iyears 743 (720-757%)
o 4years  T34(705-74.2%) b 4wears  T09(694-724%)
= 30+ Sysars  T0.0{68.1-71.0%) 5 30+ Syears 624 (56.0-T0.0%)
a — GMonihs  TEO0RES1S  Refersnce Jvears  T4T(T30-76.5%) o — GMonths 10633695  Reference Jwears  T6.7(753-T6.1%)
20 4ysars  T16(698-735%) 20— 4years  T4.2(T28-T5.7%)
5years B33 (67 4-713%) Syears  717(703-733%)
10 10
ﬂ I I I I ] 0 I I I I ] I
0 1 2 3 q 5 6 0 1 2 3 4 ] ]
Years from Randomization Years from Randomization
3515 2733 1897 1475 1203 953 862 3895 3416 7041 2454 2108 1584 1021

' /Ochsner‘"
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ctDNA-Informed, N = 502

Excluded from ITT
Ineligible
Withdrew consent

Failed ctDNA analysis

1002 Patients Randomized

56 institutions, Oct 2017 — Apr 2023

Standard Management, N = 500

ctDNA, N =20 Standard, N = 21

1 &

F 3

ITT Population, N = 482

ctDNA-Negative
N =353

ctDNA-Positive, N = 129 (27%)

VOchsner‘"
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ITT Population, N =479

ctDNA-Negative
N =349

ctDNA-Positive, N = 130 (27%)

Tie J, et al. ASCO 2025 Abstract 3503



Key Baseline Characteristics

Characteristics ctDNA-Informed Escalation Standard Management
N =129, N (%) N =130, N (%)

Age, median (range), years 64 (30, 87) 61 (30, 90)
Sex, Male 82 (64) 80 (62)
ECOG, 0 107 (83) 99 (76)
Primary tumor location, right-sided 63 (49) 93 (41)
Clinical risk, high (T4 or N2) 77 (60) < 69 (53)

T stage, T4 48 (38) 49 (38)

N stage, N2 24 (42) — 45 (39)
Nodes examined, median (IQR) 22 (17-29) 20 (15-26)
Extramural tumor deposits, yes 51 (39) — 40 (31)
Obstruction/Perforation, yes 25 (19) 25 (19)
Mismatch repair, deficient 14 (11) 12 (9)

\/Ochsner‘"
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Treatment Exposure: ITT Population

Treatment Information

ctDNA-Informed Escalation

N =129, N (%)

Standard Management

N =130, N (%)

Commenced protocol treatment escalation

Chemotherapy No Chemotherapy

received Single agent FP
3M Oxaliplatin doublet
6M Oxaliplatin doublet

=z 3M FOLFOXIRI

Time from surgery to commencing
chemotherapy, median (IQR), days

Treatment duration, median (IQR), days

Completed planned treatment

115 (89)

4(3)

3(2)

1(1)
56 (44)

65 (50)

59 (52-68)

150 (126-161)
95 (74)

4 (3)
14 (11)

59 (45)
53 (41)

0 (0)
e —

53 (49-61)

147 (76-161)
86 (68)

\/Ochsner‘"
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Recurrence-Free Survival

1O h_ :
L :
1 '.l:1L I
e |
08 ™ |
L"".h. .
0a X H;_._. T 4 | 52 n}fn
529" * +-|J|-lr L
(Y
0.4 | 48%

HR (90% CI): 1.11 (0.83, 1.48), P = 0.57

02 |
== Standard management :
— ctDMNA-informed escalation |
[
no | I | I | I |
0 6 12 18 24 30 36 42

Time from randomisation - Months

48

ctDNA-Informed 129 123 118 109 101 %0 76 68 55 52 42 35 33 32 I8 26 125
Standard 130 126 120 111 101 91 7% 74 63 54 50 44 40 3T 34 30 28

\/Ochsner"‘
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Median
2-year RFS 3-year RFS
Total Events RFS
o, L]
(mths) {90% Cl) (90% CI)
52% 48%
ctDNA 129 66 29.24 (44, 59) (40, 55)
61% 52%
SoC 130 62 36.80
° (54, 68) (44, 60)

Median follow-up 42.2 months (0.78 - 63.0)

Data cut-off: 14 Nov 2024

Tie J, et al. ASCO 2025 Abstract 3503



Post-Hoc Analysis: FOLFOXIRI vs FOLFOX/CAPOX

Recurrence free survival

1.0 _
_h"_'r\ .
iy
08 o
1
1‘?'_,
::‘---h_._|t FOLFOX/CAPOX
0.5 L i - 519,
- - a e — ey
FOLFOXIRI *+—H——H+—Fh——
0.4 A47%
02
HR 1.09 (0.78, 1.53), P = 0.662
“ﬁ I T T T T | I 1
i} 3 12 15 24 30 36 42 48
Tmme from randomsation - Months
FOLFOXIRI 65 64 62 &7 S1 44 36 352 30 29 23 22 20 19 17 16 1S
Droublet 169 164 1% 144 134 120 103 o Th a7 [=11] 3 47 45 A0 3L 33
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TDMM/mL, median (IQR) P

FOLFOXIRI 0.28 (0.06, 1.78) 0.236
Doublet 0.15 (0.06, 0.97)

ctDNA Clearance Rate by Regimen

ns

B Clearance
Bl No Clearance

60%
(31/52)

62%
(47/76)

EoT ctDNA Status (%)

Tie J, et al. ASCO 2025 Abstract 3503



End of Treatment (EoT) ctDNA Clearance and RFS

WGS of Tumor Tissue

136 EoT plasma samples*®
(4-8 weeks post final treatment)

Personalized SaferSeqS ctDNA

assay tracking up to 96 variants
(median 93, IQR 91-94)

ctDNA Positive
N = 54 (40%)

ctDNA Negative
N = 82 (60%)

*from both study arms: 98 ctDNA-informed, 38 standard (optional collection)

‘/Ochsner"‘
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RFS Landmark Analysis by EoT ctDNA

1.0

|
e |
86% |
84%
M —H—:—:H—H—l—'—qll—e—a—rlﬂ!lleg
|

"

o -

it e
03

o5\

04 j\ll_\
+ 23%
02 '
H_"—\ﬂl Persistence
HR 11.1 (6.7, 20), P < 0.0001 : :

|
00 I

0 6 12 18 24 30 36 42 48

Time from EOT - Months

S0 3 3% 2% 1 4 13 12 W 7 5 4 4 3 1 @ 1
82 82 B0 76 69 67 60 S6 47 46 41 40 33 34 31 30 125

|
|
I
I
|
|
|
|
|
|
I
|
|

4 EoT-positive cases excluded from landmark analysis due to EoT blood draw
occurring after documented recurrence
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My interpretation of DYNAMIC Il

Post-op ctDNA (+) is a poor prognostic sign

If adjuvant chemo can clear ctDNA, patients do better —
obviously

Does chemo escalation help? Does not seem like it

Curious to know the data in ctDNA negative groups —
can we safely de-escalate or omit chemo in patients with
stage lll colon cancer and post-op ctDNA negative?

\/Ochsner“*
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Does a negative ctDNA right now predict serial negative
ctDNA in the future?

- for average risk stage |l colon cancer, | would not
expect cancer to come back for the majority of patients.
Post-op negative ctDNA is reassuring (but do | need that?)

- for high-risk patients, does a negative ctDNA postop
predict serial negative ctDNA in the future?

\/Ochsner“*
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Hazard ratio for cancer recurrence

50

45

40

335

30

25

20

15

10

Detectable ctDNA at various sample collection time points

£ 435

Serial sampling

1
17.3
I ]
Post-adjuvant Postoperative day 30
chemaotherapy (pre-chemotherapy)

Single post-op sensitivity 41%. Serial monitoring sensitivity 88%
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For high-risk patients who are ctDNA (-), my decision on
adjuvant chemo still depends on the clinical risks.
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Ongoing NRG-GI008 trial in patients with

resected stage lll colon cancer

Figure 1.
NRG-GI008 SCHEMA

Stage IIB, IIC, or III Resected Colon Cancer
RO resection
pMMR / MSS

[

Step |-Registration®
Central ctDNA Testing for all patients

I
| l

Cohort A Cohort B
ctDNA-ve ctDNA+ve
I I
Stratification Stratification
+ Stage (IV1IIA vs [1IB vs/1IIC) * [ntended chemo (5-FU vs Capecitabine)
+ Intended chemo (5-FU vs Capecitabine) * Post-op ctDNA status (+ve vs. -ve)

! [
Step 2-Randomization Step 2-Randomization

| | | |
Arm | Arm 2
mFOLFOX6 for Monitored with Arm 3 Arm 4
3-6 months or serial ctDNA mngl;%iﬁ or mFOLFIRINOX
CAPOX testing every 3 ;
for 3 months mo;.thsi? for 6 months for 6 months
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What do we do with post-op positive ctDNA that is not
being cleared by adjuvant chemo” — bad tumor biology,
lack of effective chemotherapy when colon cancer don'’t
respond to FOLFOX/FOLFIRINOX

Molecular targeted treatment (RAS, BRAF V600E,
NTRK, etc)? Vaccine? Immunotherapy?

After pts finish adjuvant chemo, if they remain ctDNA (+)
but NED on scans, does starting/extending treatment
prolong OS?

\/Ochsner“*
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Phase IB study of immunotherapy with ex vivo pre-activated and
expanded CB-NK cells in combination with cetuximab, in colorectal
cancer patients with minimal residual disease

\/Ochsner"‘
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Our journey of ctDNA in resected colon cancer

Post-op ctDNA (+) is a bad prognostic sign. Sustained clearance with adjuvant
chemotherapy in some patients are possible. If not, prognosis is very poor.

Single post-op ctDNA has limited sensitivity. Serial monitoring can improve the
sensitivity.

Sensitivity of ctDNA is higher in pts with liver, bone, abdominal wall mets, and
lower in lung and peritoneal mets

More questions need to be answered. Can we safely de-escalate chemo in ctDNA (-)
pts? What should we do for pts who are ctDNA (+) and cannot be cleared by
adjuvant chemo? Ongoing trials.
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