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“Tumor informed™ mutation detection

Sequencing of tumor tissue, Custom design and manufacture Use personalized assay to test
to identify unique signature of of personalized mPCR assay for patient’s blood for presence of
T each patient, targeting the top 16

circulating tumor DNA (ctDNA)
clonal mutations found in tumor
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Can ctDNA identify who will recur after surgery?

Stage Il CRC: Minimal Residual Disease
All patients get adjuvant chemo
>50% cured by surgery alone Negative
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Curative Intent

Surgery Present

Stage Il CRC: Positive
SOC is NO adjuvant chemo

15%-20% recurrence risk

Not Cured




Clinical validation of tumor informed MRD testing:
GALAXY Study Design
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GALAXY: MRD Window

MRD window

10 weeks post-surgery

2 weeks post-surgery or
Start of ACT

ACT: adjuvant chemotherapy

MRD window: 2-10 weeks post surgery, prior to start of any
adjuvant therapy - Landmark 10 weeks post-surgery
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MRD status after surgery is strongly prognostic

Disease-free survival
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MRD status after surgery is strongly prognostic

C Multivariate regression model for disease-free survival
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GALAXY: Surveillance window

Surveillance window

A

After MRD window
or

4 weeks post-ACT

<« Surveillance window starts from 4 weeks post-ACT or at the end of MRD window If patient had no ACT, until the last follow up or relapse.
+  Landmark 8 months post-surgery (2 months for ACT initiation + 6 months of ACT duration)
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ctDNA-positive in the surveillance window predicts poor prognosis

Disease-free survival

Overall survival
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ctDNA positivity preceded radiological recurrence by a median of 5.9 months (range, 0-33.1)
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Adjuvant chemotherapy for high-risk stage Il/lll
disease: MRD status impacts benefit
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Adjuvant chemotherapy for stage IV: MRD status impacts benefit
(all received neoadjuvant chemotherapy)
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Adjuvant chemotherapy for stage IV: MRD status
impacts benefit (NO neoadjuvant chemotherapy)
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MRD questions answered at ASCO GI 2025

* Do US oncologists find ctDNA helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer?

« Can "adjuvant” celecoxib improve DFS and OS in patients
with resected stage Il colon cancer with ctDNA positivity
following surgery?

« Should patients with ctDNA positivity after completing
definitive therapy for colon cancer be offered TAS-1027?




MRD questions answered at ASCO GI 2025

Do US oncologists find ctDNA helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer?

Can “adjuvant” celecoxib improve DFS and OS in patients
with resected stage lll colon cancer with ctDNA positivity
following surgery?

Should patients with ctDNA positivity after completing
definitive therapy for colon cancer be offered TAS-1027?




BESPOKE CRC study design

BESPOKE CRC (NCT04264702) is a multicenter (133 US sites), prospective, observational study evaluating the ability of
a tumor-informed, personalized ctDNA assay to inform ACT treatment decisions in patients with stage 11/lll CRC."
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BESPOKE 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=6)
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 II/IIl patients included in final analysis
(N = 1166)

Observation Cohort
(N =472)

MRD window:

2-6 weeks post-surgery,
before the start of adjuvant
chemotherapy (ACT)

Surveillance window:
>6 months post-surgery

*Stage | and IV patients to be included in future analyses
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Post-operative ctDNA positivity predicts inferior DFS
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ctDNA-based MRD testing is predictive of the benefit of ACT
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First surveillance Signatera timepoint positivity
predicts inferior DFS
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MRD test sensitivity is impacted by site of recurrence

Recurrence sites
(N=188)
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Impact of Signatera MRD test on adjuvant
treatment decision

Did the Signatera result influence

ision?
If No, did the Signatera result help your treatment decision’

you feel more comfortable with the
previous planned treatment?

If Yes, how did the Signatera
result influence your treatment
decision?

Metastatic

Duke..iveeairs Shah et. al., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO Gl 2025



MRD questions answered at ASCO GI 2025

* Do US oncologists find ctDNA helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer?

e Can “adjuvant” celecoxib improve DFS and OS in patients
with resected stage Il colon cancer with ctDNA positivity
following surgery?

« Should patients with ctDNA positivity after completing
definitive therapy for colon cancer be offered TAS-1027?




CALGB/SWOG 80702 trial design

Celecoxib versus Placebo

Key eligibility criteria / \

e Resected adenocarcinoma of the colon without Arm A Arm B
metastatic disease 12 FOLFOX + | 12 FOLFOX +

e At leastone pathologically confirmed positive Placebo daily Celecoxib
lymph node or N1c disease as defined in AJCC 6 versus 12 400 mg daily
version 7 treatments

e Patientsineligible if they use NSAIDs at any FOLFOX Arm C Arm D
dose more than 2x / week or aspirin at more 6 FOLFOX + | 6 FOLFO)_( +
than 325 mg 3x / week. Low-dose aspirin not Placebo daily Celecoxib
exceeding 100 mg/day permitted 400 mg daily

Celecoxib/placebo continued for a total of 3 years from the day study drug was initiated

Target sample size = 2,500
Actual final accrual = 2,526

Duke..iveeairs Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



CALGB/SWOG 80702: Survival according
to adjuvant celecoxib

‘E Disease-free survival

401 * Effect of celecoxib treatment did not
Hazard ratio, 0.89 (95% Cl, 0.76-1.03) Placebo . . .
Stratified log-rank P =.12 significantly differ according to
30_ . . .
Celecoxib assigned duration of adjuvant
£ 20 chemotherapy
- °* However, the HR of 0.89 and the
10 . . . .
Kaplan-Meier curve separation implied
o | | | | | | a potential benefit in subgroups of
0 1 2 3 4 5 6 . .
Years from randomization pa rtl Cl pa ntS
No. at risk
Celecoxib 1263 1049 893 769 653 414 123
Placebo 1261 1042 847 742 629 400 116
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Study composition for Signatera ctDNA analysis

2,526 patients randomized in CALGB/SWOG 80702
!

1,752 patients consented to biospecimen collection
and had tumor tissue successfully banked

!

1,197 patients had whole exome data successfully generated

!

1,011 patients had sufficient plasma for ctDNA testing
Il

940 patients evaluable after excluding patients with plasma
collected outside the immediate post-surgical time period

O\

18.4% 81.6%
ctDNA positive  ctDNA negative

Duke..iveeairs Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



CALGB/SWOG 80702: Baseline characteristics

ctDNA negative ctDNA positive

(N=767) (N=173) P-value

Tumor Location, n (%)

Left 353 (46.4%) 81 (46.8%) 434 (46.5%) 0.990
Right/Transverse 402 (52.9%) 91 (52.6%) 493 (52.8%)
Multiple 5(0.7%) 1 (0.6%) 6 (0.6%)
KRAS, mutant (%) 287 (37.4%) 77 (44.5%) 364 (38.7%) 0.084
MSI, unstable (%) 83 (10.8%) 14 (8.1%) 97 (10.3%) 0.287
FOLFOX duration, n (%) 0.498
3 months 386 (50.3%) 92 (53.2%) 478 (50.9%)
6 months 381 (49.7%) 81 (46.8%) 462 (49.1%)
Assigned oral agent, n (%) 0.048
Celecoxib 375 (48.9%) 99 (57.2%) 474 (50.4%)
Placebo 392 (51.1%) 74 (42.8%) 466 (49.6%)
Days from surgery to ctDNA 44.2 (10.76) 45.3 (10.55) 44 4 (10.72) 0.202

blood draw, mean (SD)

Duke..iveeairs Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



CALGB/SWOG 80702: Baseline characteristics

ctDNA negative ctDNA positive

(N=767) (N=173) P-value

Age, mean (SD) 60.7 (11.16) 61.2 (10.27) 60.8 (11.00) 0.674

Sex, n (%) 0.003
Male 402 (52.4%) 112 (64.7%) 514 (54.7%)

Female 365 (47.6%) 61 (35.3%) 426 (45.3%)

T-stage, n (%) 0.001
T1orT2 131 (17.1%) 17 (9.9%) 148 (15.8%)
T3 543 (71.0%) 119 (69.2%) 662 (70.7%)
T4 91 (11.9%) 36 (20.9%) 127 (13.6%)

N stage, n (%) <.0001
N1 581 (75.9%) 90 (52.3%) 671 (71.6%)
N2 184 (24.1%) 82 (47.7%) 266 (28.4%)

Race, n (%) 0.503
White 628 (81.9%) 146 (84.4%) 774 (82.3%)
Black or African American 85 (11.1%) 20 (11.6%) 105 (11.2%)
Asian 32 (4.2%) 5 (2.9%) 37 (3.9%)
All others or not reported 22 (2.9%) 2 (1.2%) 24 (2.6%)

Ethnicity, n (%) 0.128
Hispanic or Latino 41 (5.3%) 6 (3.5%) 47 (5.0%)
Not Hispanic or Latino 713 (93.0%) 167 (96.5%) 880 (93.6%)

DUke UNIVERSITY
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Disease-free survival by ctDNA status

100 -
90 -
80 - _"-——--n_‘
s 0]
o
> 60 -
w
5 50
o
£ 40
=
© 30 -
20 ctDNA status
| [— negative
10 | [— positive
0 | |+ censor
I T T T T T
0 1 2 3 4 5 6
Time from randomization (years)
Patients-at-Risk
767 705 616 562 484 324 92
173 121 73 48 38 17 7

3 Year
ctDNA Events / Hazard Ratio Survival Estimate
Status Total 95% CI)? (95% CI)2

Negative 131/767 Reference 86.5
(84.0-89.1%)
Positive 118/173 714 33.7

(5.54-9.21) (27.1-41.8%)
Logrank P-value: <0.00013

'Unadjusted Cox model, 2 Kaplan-Meier method, * Log-rank test

DUke UNIVERSITY
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Overall survival by ctDNA status

100

90 _—

80
w 70
s 5 Year
O 60 ctDNA  Events/ Hazard Ratio Survival Estimate
S 50 Status Total 95% CI)' (95% CI)?
2 40 Negative  77/767 Reference 915
s | (89.5-93.6%)
2 304 Positive  85/173 6.72 52.6

o( _| [ctDNA status (4.91-9.18) (45.3-61.0%)

0 - ;gg;’;:e Logrank P-value: <0.00013

0 _| |+ censor "Unadjusted Cox model, 2 Kaplan-Meier method, ? Log-rank test
T T I I T T

0 1 2 3 4 5 6

Time from randomization (years)

Patients-at-Risk
767 733 703 667 640 535 323
173 161 141 122 99 68 46

Duke..iveeairs Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



Disease-free survival by ctDNA status and celcoxib use

ctDNA status Assigned oral agent
Negative _
e
Positive Assigned Oral Survival
- T ghlecb Agentby Events/ Hazard Ratio Estimate
E; 123 e 4+ censor ctDNA status Total P-value
w 1 Negative 0.12934
5 80 b Celecoxib 58/375 0.76 87.4
£ 70- . (0.54-1.08) (84.0-91.0%)
S 60 L Placebo 73/392  Reference 856
e 50 S e (82.0-89.4%)
40 e SRMEERERES oo | B Positive 0.0013¢
30 T Celecoxib 61/99 0.55 41.0
20 | e (0.39-0.80) (32.2-52.2%)
10 4 B it SOEERG RPN - Placebo 57174 Reference 226
0 : : : : : y (14.3-35.5%)
0 1 2 3 4 5 6 W Interaction P-value: 0.13593
Time from randomization (vears] T Unadjusted Cox model, 2 Kaplan-Meier method, ? Likelihood-ratio test,

4 Log-rank test

Duke..iveeairs Nowak et. al., ) Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



Overall survival by ctDNA status and celecoxib use

ctDNA status Assigned oral agent
Negative
Celecoxib
Placebo
Positive
- - Celecoxib
'E -_-—- Placebo
g 100 . e + censor
W go | i Y e —— —
=1 TPl T
o 80 B
§ 70 - -."""i..
= 60 - e T
R4 e
40 | b g - e
30 4 '
20
10 4
0 T T T T
0 2 3 4 5 6

DUke UNIVERSITY

Time from randomization (years)

Assigned Oral
Agent by
ctDNA status

Negative
Celecoxib

Events /
Total

Hazard Ratio
95% CI)!

36/375

0.86
(0.55-1.35)

Placebo 41/392 Reference

Positive

Celecoxib 41/99 0.58

(0.38-0.90)
Reference

Placebo 44174

Interaction P-value: 0.20613

5 Year
Survival
Estimate
95% CI)2 P-value
0.50984

91.8
(88.9-94.7%)
91.3
(88.4-94.3%)
0.01354
61.6
(52.4-72 4%)
399

(29.6-53.8%)

T Unadjusted Cox model, 2 Kaplan-Meier method, ? Likelihood-ratio test,

4 Log-rank test

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



Survival by ctDNA status and celecoxib use

Adjusted

Events / Adjusted Interaction
Endpoint Comparison Total Adjusted HR P-value P-value
Disease-free 247/930

ctDNA+: Celecoxib v Placebo (ref) 0.63 (0.43-0.92) 0.0167
ctDNA-: Celecoxib v Placebo (ref) 0.76 (0.53-1.08) 0.1262

160/930 0.3873
ctDNA+: Celecoxib v Placebo (ref) 0.63 (0.40-0.98)

ctDNA-: Celecoxib v Placebo (ref 0.84 (0.53-1.34

Adjusted for ctDNA, age, sex, low dose aspirin usage, performance status, T stage, N stage, sidedness, days from
surgery to blood draw. KRAS. BRAF. and MSI status

Duke..iveeairs Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025




Survival by ctDNA status and celecoxib use Iin
PIK3CA wildtype tumors

n=733

% Without Event
~
S
1

ctDNA status Assigned oral agent
Negative
Celecoxib
Placebo
Positive
--- Celecoxib
_—- Placebo
+ censor

40 W
30 =i L L LR T S R R 4
20 T, .
™) 000 hwmE B __J
0 | T T T I T
0 1 2 3 4 5 6

DUke UNIVERSITY

Time from randomization (years)

3 Year

Assigned Oral Survival

Agent by Events / Hazard Ratio Estimate
ctDNA status  Total 95% CI)’ (95% Cl)2  P-value
Negative 027774
Celecoxib 49/278 0.81 86.7

(0.56-1.18) (82.7-91.0%)
Placebo 63/318 Reference 84.8
(80.7-89.0%)
Positive 0.01664
Celecoxib 51/81 0.61 40.3
(0.41-0.92) (30.7-52.9%)
Placebo 45/61 Reference 24.2
(14.9-39.3%)

Interaction P-value: 0.22173
1 Unadjusted Cox model, ? Kaplan-Meier method, ? Likelihood-ratio test,
4 Log-rank test

PIK3CA status as defined in

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



CALGB/SWOG 80702: Limitations

* Post hoc analysis

» ctDNA status not used to select patients for
adjuvant celecoxib

* Only a subset of patients in CALGB/SWOG
80702 tested

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025



CALGB/SWOG 80702: Conclusions

* In a subset of patients enrolled in CALGB/SWOG 80702, ctDNA
status after surgery and prior to starting adjuvant therapy was highly
prognostic of DFS and OS

» CctDNA status also appeared predictive of benefit of adjuvant
celecoxib

« Sensitivity and subgroup analyses are ongoing

« Studies on the predictive value of ctDNA for 3 versus 6 months of
adjuvant FOLFOX are underway

Nowak et. al., J Clin Oncol 43, 2025 (suppl 4; LBA14). Presented at ASCO Gl 2025




ASCO Gastrointestinal
Cancers Symposium ALASCCA

Low-Dose Aspirin Reduces
Recurrence Rate in Colorectal Cancer
Patients with PI3K Pathway Alterations

3-Year Results from the ALASCCA Trial

Prof. Anna Martling M.D, PhD, FACS (Hon), FASCRS (Hon)
Karolinska Institutet & Karolinska University Hospital, Stockholm, Sweden
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As p I rl n I n C RC A Colorectal Cancer-Specific Mortality, Mutant PIK3CA B Colorectal Cancer-Specific Mortality, Wild-Type PIK3CA

0.54 0.55

0.4 0.4

0.3 No aspirin use 0.3

Shown in RCTs to reduce
incidence of colorectal

0.1 .
adenomas ; Aepin voe P=0.76 by log-rank test

0.0 . J 2 . 0.0 . . .
0 8 0 4 6 g 10

Years Years

REduced CRC inCidence & C Overall Mortality, Mutant PIK3CA D Overall Mortality, Wild-Type PIK3CA
slightly reduced mortality & ]
in observational studies

Aspirin use
0.2 3 -

T No aspirin use

0.14 L

0.24
P<0.001 by log-rank test

Probability of Death
Probability of Death

e No aspirinuse [ 0.4 )
Aspirin use—::_/_d
03+ P
P

0.2 J__,;’/-:”’ No aspirin use

0.14

0.3
P=0.01 by log-rank test

0.24 —

Probability of Death
Probability of Death

HZJAspirin use
0.1

PIK3CA mutations possible
predictor of treatment 00 -’ 00
effect °

P=0.96 by log-rank test

1

Liao et al. Aspirin use, tumor PIK3CA mutation, and colorectal-cancer survival.
N Engl J Med. 2012 Oct 25;367(17):1596-606. doi: 10.1056/NEJMoa1207756.
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The ALASCCA Trial (NCT02647099)
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N=3,508 screened for N=588 N=312
alteration in PI3K pathway: PIK3R1/PTEN/ Randomized
Rectal cancer pTNM I-Ill, Colon other PIK3CA Group B
cancer pTNM II-11l, 18-80y

April 2016: July 2016: July 2021: July 2024:
Start of screening First patient randomized Last patient randomized Complete 3-year follow-up
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Patient Characteristics

Median age 66 years
(range 31-80)

52% Females

67% Colon cancer
33% Rectal cancer

50% of rectal cancer patients
given neoadjuvant therapy

PRESENTED BY:

#ch%tent of thispres:

pPTNM Stage in colon
cancer patients

pTNM Stage in rectal —
cancer patients 3%2

50% of colon cancer patients
given adjuvant therapy
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Primary Outcome: CRC Recurrence

Group A (PIK3CA Exons 9/20) Group B (PIK3R1/PTEN/Other PIK3CA)

L O
TT

N (events) 3-year cum. inc. (95% CI) N (events) 3-year cum. inc. (95% CI)

(%)

"‘\l
T

7| Placebo 157 (23) 14.1 (9.2 - 20.0) Placebo 156 (27) 16.8 (11.4 - 23.1)

o2}
T

Hazard ratio (95% CI) 0.49 (0.24 - 0.98)

Hazard ratio (95% CI) 0.42 (0.21 - 0.83)
p-value 0.044

p-value 0.013
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Secondary Outcome: Disease-Free Survival*

Group A (PIK3CA Exons 9/20) Group B (PIK3R1/PTEN/Other PIK3CA)

Placebo Placebo

N (events) 3-year DFS (95% CI) N (events) 3-year DFS (95% CI)

Placebo 157 (30) 81.4 (74.4 - 86.7) Placebo 156 (35) 78.7 (714 - 84.4)

T
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T
=3
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S
3
w
Q
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Q
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Disease-Free Survival (%)

Hazard ratio (95% CI) 0.61 (0.34 - 1.08)
p-value 0.091

Hazard ratio (95% CI) 0.51 (0.29 - 0.88)
p-value 0.017

I [ \ I |
12 18 24 30 36

N at risk Months from randomization

[ I I I |
12 18 24 30 36

N at risk Months from randomization

*Events: CRC local recurrence, CRC distant metastases,

new other primary cancer, death of any cause

Placebo 157 142 136 133 Placebo 156 139 133 133
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Safety

Most common Aspirin
SAEs (N): 160mg Placebo

Late post-operative 8
Complication
Adverse events 3o e .
228 Thrombosis
Severe adverse - Embolism - 4
events (SAEs) 38
) Infection - 4
_I_ SAEs leading to |3 ® Aspirin 160 mg
death Placebo Heart disease - 3
‘ Life-threatening |2 Inflammatory 4
SAEs 2 Disorder
\_ J vamornase [
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Key Takeaway Points

Aspirin 160 mg reduced recurrence rate by 50% in CRC patients with
tumors harboring mutations in the PI3K pathway

Can change clinical practice for around one third of patients with
non-metastasized CRC

Importance of upfront genomic testing
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MRD questions answered at ASCO GI 2025

* Do US oncologists find ctDNA helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer?

« Can "adjuvant” celecoxib improve DFS and OS in patients
with resected stage Il colon cancer with ctDNA positivity
following surgery?

« Should patients with ctDNA positivity after completing
definitive therapy for colon cancer be offered TAS-1027




Clinical validation of tumor informed MRD testing:
GALAXY Study Design

— ctDNA negative

S
[

| Stock samples
| before surgery

DUke UNIVERSITY

g CtDNA monitoring

RO or R1
resection

Stage Il or lll
colon cancer

Stage ll or lll
rectal cancer

Resectable
M1

ne Ziﬁgifter — VEGA trial
1 9 (n =1,240)
| surgery
|
i t
} GALAXY study
____________________________________________________________ 1}
WES 1 1 s 8 0 0 Follow up | |
— for 5 I
1 month 3 months Up to 24 months oF 5 yeais I
[

ctDNA

positive after
surgery

ALTAIR trial
(n =240)

Kotani et. al., Nature Medicine (2023) 29, 127-134.



ALTAIR: Study Schema

Stages |I-IV CRC

Surgery +/- ACT: includes patients initially enrolled in GALAXY or VEGA

l

Signatera™
monitoring

H B Ok
! 7 0
ctDNA+

Signatera™ Positive Pts
(negative on imaging)
' (whe

R e e e
after surgery

Y1 Y2 Y3

r \ — - -—

E - tal : 3 -

N=>240 arm TAS 102 ] | |

— | (o X
Control arm

Placebo — '_- '_- T

6 cycles 5 = d

| . | 1

2Mo 3Mo 6Mo

ctDNA-guided treatment escalation arm of the CIRCULATE-Japan adaptive trial platform,
evaluating the utility of Signatera in patients with clinical stage lI-1V resectable CRC
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ALTAIR: Consort Diagram

Subjects registered in

this clinical trial N=243
|
| |
FTDITPI n= 122 Placebo n =121
| ]

Completed subjects n=72 Complated subjects n=59
Discontinued subjects B— Dizcontinued subjects - B2
Discontinued reason Discontinued reason
1) n= 34 1) n =60
2} n=§ 2) n=0
251 n=8 2)1 n=0
2)-2 n=0 2)-2 n=0
3) n=5 3) n=0
4) n=0 4] ]
5) n=3 5) n=0

6) n=2 6) ne=1
7] n=0 7l n=1

Discontinued reason is shown below.
1) Relapse of the primary disease
2) Study treatment cannot be continued due to an adverse event
2)-1 The planned start date of the next course is set as the first day, and the start of the next
course is delayed more than  the same day of the week 4 weeks later in accordance with [6.3
Criteria for the Modification of Study Treatrment]
2)-2 After a dose reduction to 30 mg/day in accordance with [6.3. Criteria for the
Meodification of Study Treatment], a further dose reduction is judged to be necessary
3) The patient requested to discontinue study treatment
4) Death during study treatment
5) The subject is shown to be out of the scope of this tral
6) The investigator judges that the trial needs o be discontinued
T) Discontinuation due to reasons other than those described above 1) to B)

DUke UNIVERSITY
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ALTAIR: Results

Primary Analysis - DFS: All patients DF5: stage IV
(s ] .00
E 0TS E O
B 053 -1
é 0.5 g 0%
a ]
aoy] HR=0.79, 85%CE 0.80-1.05; P=0.107 an HR=0.53, 95%CI: 0.32-0.87; P=0.012 1
-] L] L g ol 30 34 [+] B iz & 24
Tuma from Enrliment (Months) Tirma from Enfollmaent (Months)
Numiber o rei Mgmber af rigk
FTDVT 122 BS 35 11 11 & 1 FTDTF 34 ) 1
Pacsts 13 55 E 18 ] 5 i Pacats X3 4 1 ]
Treatmaent statues FTDITPI Pacabs Treatmant status FTDVTPI Placaba
Events % 81.15 (89122) B1.82 [99121) Events % 04,12 (31734) 100 (32732)
6M-DFS % 70.5 (61.577.7) 45.5 (36.42-54) EM-DFS % TO.4T (52.05-82.9) 31.25 (16.38-47.3)
12M-DF5 % 31,8 (23.6-40.2) 26.8 (19.16-35) 12M-DF5 % 2757 (12.79-43.3) 12.5 (2.95-26.2)
1BM-DFS % 208 (13.9-28.7) 21.5 (14.43-29.6) 18M-DFS % 919 (236-21.9) 312 (0.24-12.7)
24M-DFS % 16.9 (10.4-24.8) 14.5 (7.85-23.1) 24M-DFS % 4,60 (0.43-17.5) HR
mOFS (ma) 9.30 (7.92-10.84) 5.55 (4.17-7.33) mOFS (ma) 9.76 (7.62-11.76) 3.06 (3.71-7.98)

Enrcllment ctDNA timepoint MTMimL

DFS analysis stratified by Stage (Stage || or Lower, Stage Il or M1) and
Stage IV patients va non-Stage IV: 0.68 vs 0.32, P= 0.024

ctDMA status 1mo post-surgery (Positive va Negative/Unmeasured)

Bando et. al., J Clin Oncol 43, 2025 (suppl 4; LBA22). Presented at ASCO Gl 2025
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ALTAIR: Results

FTOVTPI (n = 122) Placebo (n = 121)
Adverse events (M, %)
m - Any grade 120 (98.4%) B [57%)
population ot ot - Grade 3 or more 89 (73.0%) 4(3.3%)
Sarious B (4.9%) 0
Humbar 243 18 177 Load to study discontinuation B (6.6%) o
Mean Bassline MTMImi| 0.40 0.68 0.32 = r. g g
b= — Adverse events related to investigatinal drug [, %)
T;n-n‘hﬁs FTD/TP 830 ik 025 Any grade 120 (88.4%) 40 (33.1%)
Placebo 555 3.0 6.05 Grade 3 of mone BT (71.3%) 1 (0.8%)
HR, 0.79 HR, 0.53 HR, 086 Serous 1 (0.8%) o
F=0.107 P=0012 FPu(3T8 Lead 1o study discontinuation 5 (4.1%) o
Lead 1o death i 0
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MRD questions answered at ASCO GI 2025

Do US oncologists find ctDNA helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer? Yes. Most US
oncologists find ctDNA helpful as a prognostic and potentially
predictive tool for adjuvant chemotherapy

Can “adjuvant” celecoxib improve DFS and OS in patients with
resected stage Ill colon cancer with ctDNA positivity following
surgery? Yes. Results are potentially practice changing.

Should patients with ctDNA positivity after completing definitive
therapy for colon cancer be offered TAS-102? No. Data does not
support routine use of TAS-102 for patients with ctDNA positivity.




CIRCULATE-US (NRG-GI008)

CAPOX or

FOLFOX Joint analysis with
No ctDNA CIRCULATE-Japan

detected

Surveillance with
serial ctDNA
T1-3, N1 Stage |l
Colon adenoca
CAPOX or
FOLFOX
ctDNA is ctDNA is
detected ™ detected

FOLFOXIRI

Study Pis
Arvind Dasari (MDACC-NRG)

Christopher Lieu (UCCC-SWOG) * Stage Il (T1-3, N1/N1c) or ctDNA+ stage Il or IlIC post-RO resection
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Case

« 56y/ootherwise healthy male

o Three 1-2 cm liver Mets and colon primary

« RO Surgicalresection for T3N1 transverse colon

o poorly diff RAS/BRAF wild type

« CEADbL.6preop

« Sixcycles adjuvant modFOLFOX + bev

» Signatera negative at 4 months after completing adjuvant Rx
« Now with positive ctDNA 6.3 but negative PET and CEA 5.2

Seeking second opinion. Should chemo start now? With what agents? How to
follow for response?

57
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45 y/o female with left sided colon invasive adenocarcinoma on screening colonoscopy.
e 3/13/2024 Colonoscopy - Malignant tumor in the proximal sigmoid colon.

o Left colectomy: Tubular adenoma in sigmoid and transverse colon. Sigmoid mass Invasive
adenocarcinoma, moderately differentiated. All margins negative for tumor pT2NO 2.8 cm x 2cm O
tumor invades into muscularis propria, neg margins, -LVI - PNI. Eleven lymph nodes, negative for
tumor (0/11). MMR intact, HER 2 —ve

« Signatera positive 3 (1.67) weeks and 7 (3.18) weeks post-surgery.
o Adjuvant chemo CAPOX for 3 months: CT neg, ctDNA negative

e 7/19/2024 CT CAP Negative, Signatera 0.63 - PET NED, colonoscopy completed on 11/18/24
showed some inflammatory changes at site of colonic anastomosis with pathology revealing
inflammatory polyp.

58
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54 y/o female with stage IlIC adenocarcinoma of the transverse colon status post-surgery

Case

)

1/3/2023 right hemicolectomy pT4bN1bMO: Grade 2 adenocarcinoma of the transverse colon, 3.5 cm tumor
size, tumor directly invades or adheres to adjacent structures (omentum), no macroscopic tumor perforation
identified, LVI +, PNI - ,margins negative, 3 of 90 examined lymph nodes involved — MMRp

2/7/2023-7/28/23: FOLFOX +bevacizumab-awwb

12/26/2023 ct DNA negative

1/23/2024: Colonoscopy negative for recurrence

Rising ctDNA Feb Ct DNA - Aprct DNA - July ctDNA — Aug ctDNA
1/17/2024: CT chest, abdomen and pelvis negative.

7/24/2024 MRI brain negative 7/26/2024 CT CAP Negative

10/2024 CT CAP: NED

—Jan 2025 ctDNA

59
Saeed-9



&
[0)

J

rated cont

DukeuNlVERSITY



	 Post ASCO-GI Update on ctDNA in Management of Colon cancer
	“Tumor informed” mutation detection
	Can ctDNA identify who will recur after surgery?
	Clinical validation of tumor informed MRD testing: �GALAXY Study Design
	GALAXY: MRD Window
	MRD status after surgery is strongly prognostic
	MRD status after surgery is strongly prognostic
	GALAXY: Surveillance window
	ctDNA-positive in the surveillance window predicts poor prognosis
	Adjuvant chemotherapy for high-risk stage II/III disease: MRD status impacts benefit 
	Adjuvant chemotherapy for stage IV: MRD status impacts benefit (all received neoadjuvant chemotherapy)
	Adjuvant chemotherapy for stage IV: MRD status impacts benefit (NO neoadjuvant chemotherapy)
	MRD questions answered at ASCO GI 2025
	MRD questions answered at ASCO GI 2025
	BESPOKE CRC study design
	BESPOKE Consort Diagram
	Post-operative ctDNA positivity predicts inferior DFS
	ctDNA-based MRD testing is predictive of the benefit of ACT 
	First surveillance Signatera timepoint positivity predicts inferior DFS
	MRD test sensitivity is impacted by site of recurrence
	Impact of Signatera MRD test on adjuvant treatment decision
	MRD questions answered at ASCO GI 2025
	CALGB/SWOG 80702 trial design
	CALGB/SWOG 80702: Survival according to adjuvant celecoxib
	Study composition for Signatera ctDNA analysis
	CALGB/SWOG 80702: Baseline characteristics
	CALGB/SWOG 80702: Baseline characteristics
	Disease-free survival by ctDNA status
	Overall survival by ctDNA status
	Disease-free survival by ctDNA status and celcoxib use
	Overall survival by ctDNA status and celecoxib use
	Survival by ctDNA status and celecoxib use
	Survival by ctDNA status and celecoxib use in PIK3CA wildtype tumors
	CALGB/SWOG 80702: Limitations
	CALGB/SWOG 80702: Conclusions
	Low-Dose Aspirin Reduces <br />Recurrence Rate in Colorectal Cancer Patients with PI3K Pathway Alterations
	Aspirin in CRC
	The ALASCCA Trial
	Patient Characteristics
	Primary Outcome: CRC Recurrence
	Secondary Outcome: Disease-Free Survival*
	Safety
	Key Takeaway Points
	MRD questions answered at ASCO GI 2025
	Clinical validation of tumor informed MRD testing: �GALAXY Study Design
	ALTAIR: Study Schema
	ALTAIR: Consort Diagram
	ALTAIR: Results
	ALTAIR: Results
	MRD questions answered at ASCO GI 2025
	CIRCULATE-US (NRG-GI008)
	Case
	Case
	Case
	Slide Number 60

