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False positives are most common
when CEA is under 10
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“Tumor informed” mutation detection

Custom design and manufacture
of personalized mPCR assay for
each patient, targeting the top 16
clonal mutations found in tumor

Use personalized assay to test
patient’s blood for presence of
circulating tumor DNA (ctDNA)

Sequencing of tumor tissue,
to identify unique signature of
tumor mutations
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Can ctDNA identify who will recur after surgery?

Stage Il CRC: Minimal Residual Disease

All patients get adjuvant chemo
V

>50% cured by surgery alone Negative

Cured
Curative Intent
Surgery
Present
Stage Il CRC: Positive

SOC is NO adjuvant chemo
15%-20% recurrence risk

Not Cured




Circulate-Japan Study: Flowchart
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Measure treatment responsiveness in resectable CRC
The blood samples will be collected before surgery and at 4, 12, 24, 36, 48, 72, and 96 weeks after surgery
Computed tomography (CT) will be performed every 6 months after surgery for 7 years



Study Design and Population

1,563 patients enrolled between 5 June 2020 and 30 April 2021

Excluded (n = 524)

Enrolled in associated interventional phase |l trials (n = 289)
MNo available pathological stage (n =107)

No available ctDNA results 4 weeks after surgery (n=103)
Incomplete resection or noncurative surgery (n=13)
Confirmed pathological stage 0 (n=4)

Withdrawal of informed consent (n=2)

- & & = & @

1,039 patients included in the outcome cohort

F

ctDNA positive 4 weeks after surgery ctDNA negative 4 weeks after surgery
(n=187) (n=852)

Excluded (n = 201) Excluded (n = 6) Excluded (n=321)

- xelu n= xclu n= : =

» e - |+ Pathogical stage IV or recurrence (n =160)

* Mo available ctDNA results 12 weeks after * No subsequent ctDNA results available (n = 5) . Pathof:»gical Sﬂ.ge 1{n=9E) (
surgery (n =201) ¢ Pathological low-risk stage Il (n = 66)

Dynamics analysis cohort (n = 838) Clearance analysis cohort (n = 182) (higﬁ[_ﬁg? ;t]:él: T:U;TI?h: 5531}
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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

Yukami et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 6). Presented at ASCO Gl 2024



Disease-free survival

ctDNA (=) 1,773

MRD status after surgery is strongly prognostic
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Nakamura et. al., Nature Medicine 2024 Online ahead of print https://doi.org/10.1038/s41591-024-03254-6
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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)



ctDNA-positive in the surveillance window predicts poor prognosis

Disease-free survival
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ctDNA positivity preceded radiological recurrence by a median of 5.9 months (range, 0-33.1)

Nakamura et. al., Nature Medicine 2024 Online ahead of print https://doi.org/10.1038/s41591-024-03254-6
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Adjuvant chemotherapy for high-risk stage Il/llI
disease: MRD status impacts benefit
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DYNAMIC Study Design

ACTRN12615000381583

Stage Il Plasma Collections
Colon Cancer Week 4 + 7 post-op

ctDNA-Guided Management

» ctDNA-Positive = Adjuvant Chemo

. . (oxaliplatin-based or single agent FP)
* RO resection _ _ Primary
e« ECOGOD-2 4| 1 » ctDNA-Negative = Observation . RFS rate at 2 years
* Staging CT within J ) ctDNA-Positive = Positive result at week 4 and/or 7 Key Secondary
8 weeks « Proportion receiving
* Provision of adjuvant chemo
adequate tumor Standard Management Sedondary
tissue within 4 - RFS by ctDNA status
. \Icl/ce)esksngr?f;-nofus — Adjuvant treatment decisions based on for ctDNA-guided arm
y conventional clinico-pathologic criteria TTR
colorectal cancer - OS
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
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Recurrence-Free Survival
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Adjuvant Treatment Delivery

Treatment Information ctDNA-Guided Standard Management P-value
N =294 N = 147

: Chemotherapy regimen received, n

Oxaliplatin-based doublet 28/45 (62%) 4/41 (10%)

Single agent fluoropyrimidine 17/45 (38%) 37/41 (90%) <.0001
Tl!lfl!lfl!lfl!lflllflllflllflfllll!flf!lll!llllf!l!!!l!flf!!llll!l!l!llllf!l!lll!fll!llllfll!lllllll!lll!lll!fllllll!lll!lll!lllllll!lll!lllllllllllflflllllll!lllll!llllllll
: Time from surgery to commencing 83 (76, 89) 53 (49, 61) <.0001
: chemotherapy, median (IQR), days

Treatment duration, median (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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MRD post ASCO GI 2025

* Do US oncologists ( BESPOKE) find MRD assessment helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer?

« MRD assessment ( CALGB 80702) and “adjuvant” celecoxib in patients with resected
stage lll colon cancer following surgery?

Do patients with cMRD+ disease following definitive therapy for colon cancer be
offered TAS-102 effectively?



MRD post ASCO GI 2025

* Do US oncologists ( BESPOKE) find MRD assessment helpful for guiding
adjuvant chemotherapy in patients with resected colon cancer?

« MRD assessment ( CALGB 80702) and “adjuvant” celecoxib in patients with resected
stage lll colon cancer following surgery?

Do patients with cMRD+ disease following definitive therapy for colon cancer be
offered TAS-102 effectively?



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 Il/lll CRC."

Pre-surgery Adjuvant Setting Surveillance Program End of
E (Post-surgery observation or Adjuvant chemotherapy) (>6 months post-surgery) Study
-2 Weeks | 2 | Weeks | Months te?rrn?r?erl[t%/on
(I:) W2-6 W6 W12 W20 M6 M9 M12 M15 M18 M21 M24
‘ (+2 weeks)  (+4 weeks)  (+4 weeks) ;
Tissue OR
Whole blood ' OR
Plasma ; i i i\ 1 u u u uw w unn
Future research* ﬁ H ﬁ ﬂ
Healthcare Provider ;-: i _ ;i
questionnaire k2 el : St
g N o o N 2
Patient Reported ﬁ = v= = = = .=
Outcomes _ _ __ —_ - _

*Optional blood draws

Kasi et. al., J Clin Oncol 42, 2024 (suppl 3; abstr 9). Presented at ASCO Gl 2025




Post-operative ctDNA positivity predicts inferior DFS

Stage |l Stage Il
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— 39 34 26 23 18 18 16 14 14 3 0 0 0 0 0

. 2-year DFS post .
Median DFS post . 2 Median DFS post surgery, 2-year DFS post
ctDNA Status # Events
ctDNA Status Events Surdery, montns @5%1 | rgersé |;o (95% months (95%) surgery,% (95% Cl)
Negative 33 NE (NE-NE) 91.8 (NE-NE) Negative 47 NE (NE-NE) 87.4 (83.8-91.1)
Positive 20 12.7 (8.3-NE) 45.9 (32.1-65.8) Positive 105 16.2 (13.6-18.9) 35.5 (28.6-44.2)

Landmark DFS Analysis at 6 weeks (42 Days). NE: Not Estimable

Shah et al.. J Clin Oncol 43. 2025 (suppl 4: abstr 15) Presented at ASCO G| 2025



ctDNA-based MRD testing is predictive of the benefit of ACT

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




First surveillance Signatera timepoint positivity predicts

inferior DFS
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Shah et. al

Time-dependent of DFS during Surveillance stratified by

Signatera Status

Parameter Hazard Confidence
Stage _ , p-value
Estimate Ratio Interval
Stage II/1ll 3.3 26.4 21.6 324 <0.0001

., J Clin Oncol 43, 2025 (suppl 4; abstr 15). Presented at ASCO GI 2025




MRD test sensitivity is impacted by site of recurrence

Recurrence sites
(N=188)

76%

96%

79%

86%

89%

® ctDNA+ within 24w before recurrence

ctDNA- within 24w before recurrence

\ O ctDNA not available within 24w before
recurrence

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




Impact of Signatera MRD test on adjuvant treatment decision

Did the Signatera result influence
your treatment decision?

If No, did the Signatera result help
you feel more comfortable with the
previous planned treatment?

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

Metastatic
13.2%

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




MRD post ASCO GI 2025

* Do US oncologists ( BESPOKE) find MRD assessment helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer?

* MRD assessment ( CALGB 80702) and “adjuvant” celecoxib in patients with
resected stage lll colon cancer following surgery?

Do patients with cMRD+ disease following definitive therapy for colon cancer be
offered TAS-102 effectively?



CALGB/SWOG 80702 trial design

Key eligibility criteria / \

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

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

* Patientsineligibleif 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



CALGB/SWOG 80702: Survival according to adjuvant celecoxib

E Disease-free survival

40-
Hazard ratio, 0.89 (95% Cl, 0.76-1.03)
Stratified log-rank P=.12

30+

Event, %

10+

0 1 2 3 4

Years from randomization
No. at risk
Celecoxib 1263 1049 893 769 653
Placebo 1261 1042 847 742 629

Effect of celecoxib treatment did not
significantly differ according to assigned
duration of adjuvant chemotherapy
However, the HR of 0.89 and the Kaplan-
Meier curve separation implied a
potential benefit in subgroups of
participants

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




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

!

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

7N\

18.4% 81.6%
ctDNA positive  ctDNA negative

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




% Without Event

Disease-free survival by ctDNA status
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h (84.0-89.1%)
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o( _| [¢IDNA status (5.54-9.21) (27.1-41.8%)

— negative Logrank P-value: <0.00013
10 { |— positive
0. + censor 1 Unadjusted Cox model, 2 Kaplan-Meier method, ? Log-rank test
| | | | | |
0 1 2 3 4 0 6
Time from randomization (years)
Patients-at-Risk
767 705 616 562 484 324 92
173 121 73 48 38 17 7

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



% Without Event

Overall survival by ctDNA status

100
90 |
80
70
5 Year
60 - ctDNA Events/ Hazard Ratio Survival Estimate
50 Status Total 95% CI)? 95% CI)2
40 Negative  77/767 Reference 91.5
Il (89.5-93.6%)
30 Positive  85/173 6.72 52.6
b | [SHR StafLs (4.91-9.18) (45.3-61.0%)
— negative Logrank P-value: <0.00013
10 | |— positive
0 _l |+ censor ' Unadjusted Cox model, 2 Kaplan-Meier method, ? Log-rank test
I 1 | 1 | I
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

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




% Without Event

Disease-free survival by ctDNA status and celecoxib use

-
O O
o o
] |

80 -

60 -
50 -
40
30 -
20 -
10

70 e

ctDNA status Assigned oral agent
Negative

Celecoxib
Placebo

Positive

Celecoxib
Placebo

+ censor

-

Time from randomization (years)

Assigned Oral
Agent by
ctDNA status

Negative
Celecoxib

Total

58/375

Placebo 73/392
Positive
Celecoxib 61/99

Placebo 57/74

Events / Hazard Ratio

95% CI)’

0.76

(0.54-1.08)
Reference

0.55

(0.39-0.80)
Reference

3 Year
Survival
Estimate
95% CI)2

P-value
0.12934
87.4
(84.0-91.0%)
85.6
(82.0-89.4%)
0.00134
41.0
(32.2-52.2%)
226
(14.3-35.5%)
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% Without Event

Overall survival by ctDNA status and celecoxib use

ctDNA status Assigned oral agent
Negative
Celecoxib
Placebo
Positive
——- Celecoxib
—— Placebo
+ censor
100 —{ermmsstrrse s e
90 _| _'-".:..% M
80 |
70 Wang " Fremniy
60- -\‘.'"’“"" L T
50 - -y
40 | o R, -y e
30 -
20 -
10 4
0 T T T T T T
0 1 2 3 4 5 6

Time from randomization (years)

Assigned Oral
Agent by
ctDNA status
Negative
Celecoxib

Events / Hazard Ratio
Total 95% CI)?

36/375

0.86
(0.55-1.35)

Placebo 41/392 Reference

Positive

Celecoxib 41/99 0.58

(0.38-0.90)

Placebo 44/74 Reference

Interaction P-value: 0.20613

5 Year
Survival
Estimate
95% Cl)2  P-value
0.5098%

91.8
(88.9-94.7%)
91.3
(88.4-94.3%)
0.01354
61.6
(52.4-72.4%)
39.9

(29.6-53.8%)

' 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




Improved Survival With Adjuvant Cyclooxygenase 2 Inhibition in PIK3CA-Activated

Stage Ill Colon Cancer: CALGB/SWOG 80702 (Alliance)
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o 0
e .24 e .24
. [~ 18
+ Censored + Censored
0 Log-rank P=.616 04 Log-rank P =.049
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Time Since Random Assignment (years) Time Since Random Assignment (years)
No. at risk: No. at risk:
Celecoxib 450 393 335 286 253 163 48 Celecoxib 141 128 110 99 81 47 18
Placebo 488 421 347 306 264 173 52 Placebo 118 96 80 75 64 40 10
L M |
= =
= -
P2 64 LD 6
— —
o o
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e 24 e 24
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+ Censored + Censored
0 4 Log-rank P=.973 0 Log-rank P=.023
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Time Since Random Assignment (years) Time Since Random Assignment (years)
No. at risk: No. at risk:
Celecoxib 450 426 394 373 354 285 185 Celecoxib 141 135 131 124 116 92 56
Placebo 488 453 432 403 377 308 182 Placebo 118 109 102 95 88 67 38

PIK3CA. MT



% Without Event

Survival by ctDNA status and celecoxib use in
PIK3CA wildtype tumors

n=733 ;t:gh;:vztatus Assigned oral agent 3 Year
Celecoxib Assigned Oral Survival
5o e EASERED Agentby Events/ Hazard Ratio Estimate
- - Celecoxib ctDNA status  Total 95% CI)? (95% CI)2
100 - - == Placebo Negative 027774
90 = Celecoxib 49/278 0.81 86.7
80 - (0.56-1.18) (82.7-91.0%)
70 Placebo 63/318 Reference 84.8
60 — e (80.7-89.0%)
50 - ke i SO Positive 0.0166*
40 _| erEEL L . Celecoxib 51/81 0.61 40.3
40 b s - (0.41-0.92) (30.7-52.9%)
a0l @9@@09090909Z20000 U o Placebo 45/61 Reference 242
wl W e " (14.9-39.3%)
0 ] | ' l | ] Interaction P-value: 0.22173
0 1 2 3 4 5 6 ! Unadjusted Cox model, ? Kaplan-Meier method, ? Likelihood-ratio test,

4 Log-rank test

Time from randomization (years)

PIK3CA status as defined in
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CALGB/SWOG 80702: Conclusions

* MRD status after surgery and prior to starting adjuvant therapy was highly
prognostic of DFS and OS

 MRD status also appeared relatively predictive of benefit of adjuvant
celecoxib

* Significant limitations:
* Post hoc analysis with a subset of patients included
 ctDNA status not used prospectively to select patients for adjuvant
celecoxib

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



MRD post ASCO GI 2025

* Do US oncologists ( BESPOKE) find MRD assessment helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer?

« MRD assessment ( CALGB 80702) and “adjuvant” celecoxib in patients with resected
stage lll colon cancer following surgery?

* Do patients with cMRD+ disease following definitive therapy for colon cancer be
offered TAS-102 effectively?



Circulate-Japan Study: Flowchart

_____________________________________________________________________________

| |
———» CtDNA negative : Experimental aom " :
—— ctDNA positive Post-Op [N = 1280 No chemo R ALTAIR VEGA :
______________ tDNA : F/U for : !
r 1 e g trial !
: RO/1 : Negative | Control arm :
I . ! i CAPOX 3 months \ i I
! resection : T I ALTAIR !
N=2500 | ] = Y. _ _ . s [
| Stock Pfle-OP Stage II/1lI |
| Semples colon cancer " ) g s 8 5 U GALAXY }
: L ) WES > |
| ' e 3 {
B o Stage /11l !
: rectal cancer | | l |
E : g i i F/U for
I I I 5 years
| Resectable 1 Post-Op [
| cIDNA | oaeox g ALTAIR
| & 9 Positive cycles | trial
________________ : Conrol arm
! Placebo >
*Whole exome sequencing ALTAIR | 6 cycles
|
¥ ctDNA monitoring In case of performed NAC 1 SN s T ¢ SRS
Detect MRD

Measure treatment responsiveness in resectable CRC
The blood samples will be collected before surgery and at 4, 12, 24, 36, 48, 72, and 96 weeks after surgery
Computed tomography (CT) will be performed every 6 months after surgery for 7 years



ALTAIR: Study Schema

Stages |-IV CRC

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

l

monitoring . SR Experimental Yy ¥
Signatera™ Positive Pts AERLZV o TAS 102 U i g

- em wm (negative on imaging) 6 cycles

3 3 | o om— — after surgery (where no ACT —
5 8 3 was planned to be given) LS S - = -
i e Placebo —>

ctDNA+ — after completion of ACI 6 cycles 3 3 :
I ) P 5

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

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




ALTAIR: Results

Primary Analysis - DFS: All patients DFS: stage IV

0 028
o0o{ HR=0.79, 95%CL: 0.60-1.05; P=0.107 000{ HR=0.53, 95%CI: 0.32-0.87; P=0.012 '
° : 2 8 24 30 30 0 6 12 18 4
Time from Enroliment (Months) Time from Enroliment (Months)
Number at risk Number ot risk
FIDT™ 122 85 s 19 " 6 1 FIom™ 34 23 @ 2 1
Paceto 121 55 28 16 6 5 e . 10 B ' 0
Treatment status FTOD/TPI Placebo Troatment status FTO/TPI Placebo
Events % 81.15 (99/122) 81.82 (99121) Events % 84.12 (31/34) 100 (32/32)
6M-DFS % 705 (61.571.7) 455 (36.42-54) 6M-DFS % 70.47 (52.05-82.9) 31.25(16.38-47.3)
12M-DFS % 318 (23.6-40.2) 26.8 (19.16-35) 12M-DFS % 27.57 (13.79-433) 12.5 (3.95-26.2)
18M-DFS % 208 (13.9-28.7) 215(14.43-29.6) 18M-DFS % 9.19 (236-21.9) 3.12(0.24-13.7)
24M-DFS % 16.9 (10.4-24.8) 14.5 (7.85-231) 24M-DFS % 4,60 (0.43-175) NR
mDFS (mo) 9.30 (7.92-10.84) 555 (4.17-7.33) mDFS (mo) 9.76 (7.62-11.76) 3.96 (3.71-7.98)
DFS analysis stratified by Stage (Stage Il or Lower, Stage Il or M1) and Enroliment ctDNA timepoint MTM/mL
ctDNA status 1mo post-surgery (Positive vs Negative/Unmeasured) Stage IV patients vs non-Stage IV: 0.68 vs 032, P= 0,024

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




ALTAIR: Results

FTO/TPI (n = 122) Placebo (n = 121)

Adverse events (N, %)
Any grade 120 (98.4%) 69 (57%)
Grade 3 or more 89 (73.0%) 4(3.3%)
Sedous 6 (4.9%) 0
Mumber 243 56 177 Load 10 study discontinuaton 8 (6.6%) 0
Mean Baseline MTM/mI 0.40 0.68 0.32 aacalsoc ° °
Adverse events related to investigatinal drug (n, %)
Madian m:s FTDITPI 9.30 o.re 926 Any grade 120 (98.4%) 40 (33.1%)
Placabo 555 3.096 6.05 Grade 3 or more 87 (71.3%) 1 (0.8%)
HR, 0,79 HR, 0.53 HR, 086 Serious 1(0.8%) 0
P=0107 P=0.012 Pu0.3T8 Lead 10 study dHScontnuation 5 (4.1%) o
Lead 1o death 0 0

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




MRD post ASCO GI 2025

* Do US oncologists ( BESPOKE) find MRD assessment helpful for guiding adjuvant
chemotherapy in patients with resected colon cancer? Yes, for prognostic
implications and possible as a predictive test

« MRD assessment ( CALGB 80702) and “adjuvant” celecoxib in patients with resected
stage lll colon cancer following surgery? Further studies needed to validate
although discussion on a case-by-case basis TBD with patients

» Do patients with cMRD+ disease following definitive therapy for colon cancer be
offered TAS-102 effectively? No — implications relate to TAS 102 only



SU2C CRC DT: Early Intervention in Stage 3 CRC

_» FOLFIRI x 6 months

« Positive — Aj| other patients —» ®
"4 SOC observation

Surgery > SOC Adjuvan>

\ ¥ MSi patients » Nivolumab
cfDNA assessment

¥ BRAF V600 patients —» Enco/Bini/Cmab x 6 months
for residual disease 3

Negative — — — » SOC observation

Exploratory
cohorts



Summary

» Multiple liquid biopsy methods have been developed for cfDNA analysis

» cfDNA detection and quantification methods have the potential to transform clinical practice
with MRD assessment

« Tumor-informed vs. tumor-naive platforms (liquid only)

» Residual disease detection at earlier timepoints than standard clinical and/or imaging surveillance

» Will this allow for improved patient selection for:
 Adjuvant chemotherapy (ACT) ?
* ACT duration ?

* Intensity of radiologic surveillance? and, ultimately,

» Outcome for patients with colorectal cancer (CRC)? Does clearing cfDNA by chemotherapy equate to cure ?

 Predictive value when selecting for molecular targets? ( MSI, BRAF , HER2..)
+ Celecoxib?

« Randomized Clinical Trials (RCT) remain key for answering pending questions



g + Advancing Research. Improving Lives.
sm.: ssa® - U S g proving

T1-3, N1 Stage lll Colon Adenocarcinoma
Circulating tumor DNA (ctDNA) results within 6-8 weeks of surgery

No ctDNA ctDNA is
detected detected

R
CAPOX or Surveillance with
FOLFOX* Serial ctDNA

No ctDNA R
detected

ctDNA is
detected

CAPOX or "
FOLFOX* FOLFOXIRI
Pls:
Arvind Dasari (MDACC) *: Duration and regimen per physician discretion

Christopher Lieu (UCCC) # 6 months duration NRG-GI008



CASE Discussion



£ Case ?

* 54 y/o patient with perforated R side CRC. Stage IlIA.

* Treated with surgery and 6 months mFOLFOX®.

* Decision was made to monitor with CtDNA.

* Negative at the start and completion of adjuvant therapy.
* 6 months later CtDNA positive.

* CT-PET and dedicated high resolution liver scan are negative. Surgeon
declined to do diagnostic laparoscopy.

Next step ?( Patient and | decided to repeat imaging and circulating
DNA in 3 months )

Dekker



Case ?

56 year-old woman with rectal cancer
* 2017 neoadjuvant chemoradiation with Xeloda

*8/2017 s/p LAR, low-grade adenocarcinoma, 3 separate tumor deposits
present, negative surgical margins negative, ypT3pN1lc, stage IlI-B, MSS

e Received 4-6 months of FOLFOX.

*4/2019 R lower lobe recurrence treated with RLL lobectomy with 1.2 cm
lesions.

No further therapy given — Signatera surveillance monitoring for recurrence
How frequently should we obtain it?

Abdulla



THANK YOU
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