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Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A credit link will be provided in the chat room at the conclusion
of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based
program.

An email will be sent to all attendees when the activity is
available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com R
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Module 1: Neoadjuvant Treatment for Localized Colorectal Cancer
(CRC) — Dr Seligmann
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CRC — Dr Cohen
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Locally advanced colorectal cancer

A tale of 2 tumor sites A tale of 2 biomarker groups

Locally advanced rectal cancer Locally advanced colon cancer

Guideline recommended; J ELEGIEREE  Guideline endorsed (T4);
RT and/ or chemo treatment less well established

MSI-H/ dMMR
* 5% LARC
* 15-20% LACC

MRI and CT Patient CT
selection
cCR, Organ preservation Relevant DFS; (pathological
& DFS. | endpoints response) MSS/ pM MR
Protocolised Response No protocols . 95% LARC

assessment

» 80-85% LACC




Potential advantages & disadvantages of a neoadjuvant
therapy in localised CRC

* Positive experience in other cancers Will patients not proceed to

* Early treatment of micro- surgical resection?
metastases . PD in neoadjuvant
 Downstaging for complete surgical window
resection «  Toxicity from
* Potential for organ preservation neoadjuvant treatment
* Preclinical studies show a stronger *  WIillNAC lead to anincrease in
and deeper immune response with peri-operative complications?
IO when primary tumor is in situ « Canwe select appropriate
 Tumor microenvironment intact and patients using radiological
tumor alntigen heterogeneity may be staging assessment?
minima -

Battaglin F. Clin Adv Hematol Oncol. 2018; Sciafani F et al. Cancers (Basel). 2021; Smith HG et al. BJS Open. 2024



Locally advanced rectal cancer (LARC)

e Total neoadjuvant treatment with
chemotherapy and radiotherapy (TNT) is
international standard of care to reduce
local and distant recurrences

e Multi-modal treatment is life-changing with
risk of bladder, sexual, and bowel dysfunction,
and risk of permanent stoma

* If complete clinical response (cCR) is
achieved, OPRA showed organ preservation is
a viable option

* No detriment in DFS ¢c/w TME

* Upfront CRT then consolidation chemo
led to higher 3 year TME-free rates

Exp
Con

Prodige 23

Loco-regional

failure-11.7%

pPCR rate = 28%
DFS = 76%

POX x4/
X [em “ CAPO!

pPCR rate = 28%
DFS = 76%

FOLFOX x 12 | IEpo “

pCRrate=17%
DFS = 65%

PCR rate = N/A
DFS = 76%

.o
or "'

Loco-regional
failure - 4%

Bahadoer, Lancet Oncol, 2021; Dijkstra, Ann Surg, 2023; Conroy, Lancet Oncol, 2021; Jin, J Clin Oncol, 2022; Garcia-Aguilar et al, JCO 2022



How do you select TNT strategy?

Anatomy Stage II-1l Rectal Cancer
cT3-4 or N+
High systemic risk? ] Yes
(EMVI, N2, multiple lateral LN)J
No y
Above Perit | Reflecti At/Below Perit | Reflecti
ove Peritoneal Reflection mheight elow Peritoneal Reflection
Treatment High Rectal Cancer Mid-low rectal cancer
Intent "
—| Node Positivity i— Type of Surgery
N N+ VLAR/ISR/APR
Low Systemic Risk Low Systemic Risk ; —
Preferred surgery Preferred NOM High Systemc Risk
; =2 mm (—lj <2 mm
Biology/ local | CRM |
VS systemic ‘
. Upfront Surgery Induction FOLFOX Long-CRT - FOLFOX FOLFIRINOX = Long-CRT
risk (PROSPECT) (OPRA) (PRODIGE-23)

Ochiai, Cancers, 2024



MSI-H Locally advanced rectal cancer: dostarlimab definitive treatment

ChemoRT
followed by

Clinical stage
Iland Il
MMRd

rectal cancer

500mg IV every 3 weeks (9 cycles)

esidu
o e

imaging
and

endoscopy

ete ——————

N=30

Dostarlimab

Non-operative

e 49 dMMR rectal cancer

* 20% T4

* 49 cCR & proceeded to non-

operative management

* Median follow up for recurrence

30 months

* RFS 92%

e ctDNA became undetectable
during neoadjuvant treatment

In complete responders

Cercek et al. NEJM 2022; Cercek, NEJM, 2025



Does this data merit practice change?

* 49 patients

* Single centre with
world-leading
expertise

* Generalisability of
patients?

* BUT - rare population

* Ethics of randomizing

to SOC based upon
current data

CLINICAL
STAGE

dMMR/MSI-H
or POLE/
POLD1
mutation
with ultra-
hypermutated
phenotype
[eg, TMB>50
mut/Mb]

T3, N any;
T1-2, N1-2;
T4, N any

or Locally
unresectable
or medically
inoperable

NEOADJUVANT/DEFINITIVE
IMMUNOTHERAPY
(PREFERRED) Complete . Surveillance
. clinical —» Surveillance (REC-10A) (REC-10)
eckpoin response g or
inhibitor Reavakioty I::z:::? ! [*|Consider FOLFOX| g\ veiliance
immunotherapy for Long-course ey or CAPEOX REC
( -10)
uptoBmor oy | jovery2-3 |\[Persistent | [chemoiRTey | [ITEINEEE - l(12-16 wh)
oros ariimab-gxiy mo disease at e Capecltablne° consider !
« Nivolumab 6 mo ngIlr}gusional surveillance
31 S
or oOF (REC-10A)
* Pembrolizumab Short-course Resection
. . =
RT corrakidicated i—>8ystemlc therapy (REC-F 1 of 13)

TOTAL NEOADJUVANT THERAPYWW

Long-course chemo/RTP:Y

« Capecitabine® or
infusional 5-FU°

or

Short-course RTP:4 —|

(12-1

Chemotherapy

* FOLFOX or CAPEOX [— Restaging9
* Consider
FOLFIRINOX

Transabdominal
resectionfS:tw

or if complete clinical

6 wk) response, consider
surveillance (REC-10A)S

Surveillance

(REC-10)

Systemic therapy?
(REC-F 1 of 13)

Resection
contraindicated

NCCN Rectal Cancer Guidelines, V0.2.2025



AZUR 1 - Global, single arm phase Il registrational study

Screening Study treatment :
(=28 to -1 days) Q3W x 9 cycles Assessment Of Response Follow-on strategy and fo“ow_up

Dostarlimab Non-operative management

PEYYYYYIIYY PIDA P QaMfrom120d | Q&M for Y3-5
pooo0ssosoe s e ® B = (21 + 7d after last dose) : through v2* |
0 0 0 0 0 0 0 0 & 0 @ Baseline* . : p=d . s .
W t sur ifn
EOT visit QaMfrom120d §  Q6M for Y4-5
Previously untreated locally through Y3* ]
advanced SMMRAMSI-H RC -

Cercek, Clin Colorectal Cancer, 2025



Neoadjuvant |O in MSS LARC

* Historical control cCR rate of 25%

* TORCH
* 121 MSS LARC patients
* CRrate 56.5% in Arm A
* CRrate 54.2% Arm B

* 15 ptsin each group W & W
strategy & remained disease free

 PRIME-RT
* 46 MSS LARC patients
* CRrate of 62% with SCRT

= Immunochemotherapy

& | Rest CAPOX+Toripalimab Rest R
_5 A (6 cycles) Restaging WW recommended
g
DRE

‘g R MRI
& Immunochemotherapy | Immunochemotherapy Endoscopy non-cCR

CAPOX+Toripalimab § Rest CAPOX+Toripalimab Rest TME recommended

(2 cycles) (4 cycles)

Xia, JCO, 2024; Roxburgh, ESTRO Meeting, 2025; Bach, ESTRO Meeting, 2025



Neoadjuvant chemotherapy (NAC) for LACC

Colon cancer

Problem: Problem _
Cured by surgery Have disease recurrence CT predicted T3-4, NO-2, MO

e, Ded gq desPitecumentSOC Fit for surgery and chemo

Improve patient
selection for M Need: bstructed

| MMN chemotherapy beyond New treatment strategies
00 00 00 00 00 00 00 66 00 00 TNM? beyondcurrentsoc

MMWWM MMM Postop Pre&postop

v
6 wks

OxFP

© Preoperative Chemotherapy for Operable 202ASCO Surgery
Colon Cancer: Mature Results of an International Perioperative Chemotherapy With

Randomized Controlled Trial mFOLFOX6 or CAPOX for Patients With

5 R o Locally Advanced Colon Cancer (OPTICAL):
. Dien Morton, MD*; Matthew Seymour, MD”; Laura Magill, PhD"; Kelly Handley, PhD"; James Glasbey, MD*; Bengt Glimelius, MD";

3 Andy Pelmer’; Jenny Seligmana, MD%; Seven Laseberg, MD'; Keigo Murakami, MD'; Nick West, MD'; Pilip Quirke, FMedScif; and A Multicenter, Randomized, Phase Il Trial
©  Richard Geay, MSc”; on behalf of the FOSTROT Collaborative Group

[eurdix

Ping Liu, Ruyi Zhang, Hao Zhang, Zhongcheng Huang, Haiping Pei,
Ranpomizen ControLLen TriAL Yongming Zeng, Jiajun Lai, Wenbin Chen, Jiansi Chen, Zhijie Ding,
Hongbo Wei, Qingwen Xu, Jigui Chen, Jianping Wang, Yanhong Deng

Perioperative FOLFOX 4 Versus FOLFOX 4 Plus Cetuximab Versus ASCO
Immediate Surgery for High-Risk Stage Il and Il Colon Cancers 2 e
A Phase Il Multicenter Randomized Controlled Trial (PRODIGE 22)
M. Karowi, MD, PAD,"S A. Rullier, MD,7 G. Piessen, MD, PAD, J. L. Legoux, MD.§ £, Darbier, MD,% Phase lll randomized clinical trial comparing the
< ” 2 B D4t efficacy of neoadjuvant chemotherapy and
standard treatment in patients with locally
advanced colon cancer

The Scandinavian NeoCol trial

18 wks

" Leca . PAD,1 H.
e, MD, M. R D, PhD|
PAD. it G. Portier, MD, PED. 1} J. Ha
. MD, PRO|| || C. Lepage, MD, PhD,™

L De
I Brunetri,
L

OxFP

Morton, J Clin Oncol, 2023



Meta-analysis of NAC in LACC

Hazard Ratio, IV,  5-Year Disease-Free Survival

e 3038 pa tients included from 8 Study logHR SE Weight Random,95%CI  Hazard Ratio, 95% CI
: CCCSGI 2003 024 016 24.1% 0.79 [0.58; 1.07] B
studies Zhuang 2016 033 026 89%  0.72[0.43;1.20] 8

* Compared with upfront
surgery, NAC: o

1.00 P e TR ORE St For TR v WD et

* Significant improvement in - s uma iz
5-year DFS (HR 0.80) and OS §om T mmE W ms 5
(HR 0.77)

« Reduction in positive surgical §_m I s — *i‘: .

o NAC e R T o

margin (4.1% vs 6.3%, p<0.001) e

Monlrs

. i I-
operatlve) consistent amongst
d. HR =0.68 (95% CI1 0.58-0.92) HR= 068(95%Cl047 0.99)
Stu €S Total 100.0% 0.77[0.64; 0.91]
. . . Heterogeneity: I* = 4.4%, ©* = 0.0044, 2 = 6.28 (p = 0.3927) ! ' ' ' |
e Reduction in anastomotic leak Test for overall effect: z = -2.98 (p = 0.0028) 02 05 1 2 5

Favors NAC Favors Upfront Surgery

(4.4% vs 5.7%, p=0.09)

Sassun, Annals of Surgical Oncology, 2025



Neoadjuvant IO in MSI-H LACC

Safety and deliverability
demonstrated

Consistent impressive
efficacy

Over shorter treatment
duration combination
appears superior

Lesser difference in pCR

if longer duration of anti-
PD1 delivered

Heterogeneity in study
designs limit definitive
conclusions on optimal
regimen

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII

Study Design

PICC (34) Toripalimab +/- celecoxib (12 weeks)

Ludford (27) Pembrolizumab (24 weeks)

NEOPRISM (32)

Pembrolizumab (9 weeks)

IMHOTEP Pembrolizumab (6 weeks)
IMHOTEP Pembrolizumab (12 weeks)
Xu et al Sintilimab (4 weeks)

NICHE 2 (107) Nivolimab + ipilimumab (4 weeks)

NICHE 3 (59) Nivolumab +. Retalimab (4 weeks)

—
—

Xu et al IBI310 + Sintilimab (4 weeks)

Kasi et al (4) Botensilimab + balstilimab (4 weeks)

Xu, ASCO Meeting 2024; Shiu, ASCO Meeting 2024; Ludford, JCO, 2023; Hu, Lancet Gastro Hep, 2022;
Cercek, ASCO Meeting 2024, Kasi, ASCO Gl Meeting, 2024




Do MSI-H LACC patients really need this approach?

Combined DFS analysis of NICHE-2
and FOXTROT dMMR patients

. NICHE-2 vs FOXTROT
24 DFS = 100% vs 80%,
p<0.001%

E e | DFS by T-stage:
i T4 DFS = 100% vs 70%,
' p<0.001%

Months since randomization/registration

Heterogenous outcomes of
treatment of metastatic MSI-H CRC

Early progressors Long term
survivors

4! |
atrisk
0 56 230 Secondary 108 i 5 72 69 19 L
progressors

Seligmann, ESMO Congress, 2025; Andre, Lancet, 2025



Has ATOMIC blasted out neoadjuvant IO in MSI-H ?

cT4 tumors

" Highrisk )
Difficult to achieve
RO resection without
multivisceral

\_ resection Y

Should be

considered for
neoadjuvant 10

T3/ T4a tumors

What is the benefit
compared with
ATOMIC or
observation?

What is needed for regulators?

AZUR-2: Dostarlimab for dMMR/MSI-H Resectable Colon Cancer

Screening
(-28 to -1 days)

~711 Participants

W 24-s10W

* Age 218 years 23-6
* TANO or Stage |l resectable
colon adenocarcinoma £
* Radiologically evaluable disease e sSocC
* GMMR/MSI-H tumor status . Surgery | Jll Adjuvant FOLFOX/CAPEOX for 3-6 months [l 3 B Follow-up
« ECOG PS 0-1 or observations per physician's discretion
<“w 24-510W
Stratification factors Endpoints
* Clinical TN staging: TIN1, TIN2, * Primary: EFS assessed by BICR
T2N1, T2N2, T3N1, T3N2, T4NO, . y: F D , RVT, OS, EFS (locally ), safety and PK profile, immy
TAN1, TaN2 . y: activity in the neoadjuvant period, PROs

NEOSHOT: Sintilimab + IBI310 as Neoadjuvant Therapy for
Resectable dMMR/MSI-H Colon Cancer

~360 Participants
Sintilimab soc

LT o I oo
* Age 218 years
* Resectable stage IIB-lll

colon cancer
* dMMR/MSHH e

 Surgery [ 2 SOC adjuvant chemotherapy »

investigator Endpoints

* ECOGPS0-1 * Primary: pCR, EFS

* Radical excision can be
* Secondary: Rate of RO excision, OS

performed before neoadjuvant
therapy after diagnosis by the




Neoadjuvant immunotherapy in MSS LACC

* |nitial data from 20 pMMR tumors in
NICHE 1

* 4/15 pMMR tumors (27%) had path
responses (3 MPRs, 1 PR, 0 CR)

* NEST-1: Neoadjuvant Botensilimab
and Balstilimab in LACC

Study Schema’

Bal 240'mg Bal 240 mg

0 2 WEEKS

Chalabi et al, Nature Medicine, 2020, Kasi, G| ASCO, 2024

0%

-10%
-20%
-30%
-40%
-50%
-60%
-70%
-80%
‘900/0
-100%

Histopathological tumor regression (%)

Nivolum:

ab

Ipilimumab + nivolumab

" ew - .- -
A SEEE § BEE BE = E =N

-20 1

~80 4

-90%

-100% -100%

-85%

-50% -50%:

: Topline Results

6/9 (67%)

: patients with MSS CRC had
+ Pathologic Responses (250%)

o

! 3/3 (100%)

+ patients with MSI-High CRC had

+ Major Pathologic Responses (290%) E

s Robust immunogenic pathologic

+ response (“inside-out” phenomenon; )
.

EEECEEECEECEE -coeconn

O1m2
w304

W Not available
Tumor subtype
B dMMR

B pMMR

NEST-1 Clinical Trial: Pathologic Tumor Reductions (%) by Patient

MSI-High

-100% -100% -98%

@pashtoonkasi



What is the magnitude of risk for emerging safety
concerns for 1O for locally advanced CRC?

* Risk of grade 5 10 toxicity small = OBPE'DN B
but important risk.

° Ca Utlon Wlth basel Ine patlent Risk of bowel obstruction in patients with colon cancer responding to
frallty immunotherapy: an international case series

1. R. Platt'", J. Allotey?, E. Alouani’, J. Glasbey’, R. Intini°, S. Lonardi®, G. Mazzoli’, A. M. Militello®, D. P. Modest®™*°,

* Risk of tumor related il el e B
complications which are
associated with good responses

* Low grade endocrinopathies can
mean life-long treatment

« However, overall good tolerability
& completion rates

De la Fouchardiere, ESMO Meeting 2024; Gooyer, ESMO Meeting 2024;
Chalabi, ESMO Meeting 2024, Platt, ESMO Open 2024



Patient selection & changing patient pathways

—— - T '

TNM staging ) Used tq select patients for .
5{; | neoadjuvant treatments

Patient selection for neoadjuvant
treatments for both LACC and LARC could
be improved
* For colon cancer CT staging is possible
A * Radiological/ pathological correlation
4 ({ype‘ﬂaeq‘m“msm worse in dMMR than pMMR tumors
| * CT features identify high risk tumors at
baseline, regardless of pathology
* MSI/MMR testing pre-surgery is guideline
endorsed
 ctDNA may add to identification of the
high risk patient at baseline
* Radiology/ surgical engagement critical

| ’( CtDNA

s AR J ;:} "
T4 staging Extension >7mm Thickness >25mm

Platt, ESMO Congress, 2024



DECISION POINTS IN THE TREATMENT PATHWAY '

Pathway coordination

of post-rx
response

Ability to
review &
e treat
\ supportive s rapidly
v - surgical
colleague

Radiology . .

callon T &
N stage




Conclusions

For locally advanced CRC knowledge of MSI/MMR status at baseline is
important

Use of neoadjuvant |O can be transformative in MSI-H LARC; work on
implementation required

Use of neoadjuvant |O should be recommended in the most advanced
MSI-H LACC

* Further evidence generation shall establish role compared with current SOC; long
term data and biology supportive of neoadjuvant approach

Greatest future opportunity for neoadjuvant 10 is with both MSS LARC
and LACC

Neoadjuvant chemotherapy offers well evidenced improvements in long
term outcomes compared with current SOC

Further development urgently required to identify the high risk patient at
baseline and response assessment

The opportunity to cure more LACC patients requires implementation of
new patient pathways and MDT collaborative working




Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Rectal Cancer

54 y/o man, Rectal adenocarcinoma, cT3N1, MSI-high/dMMR
Comorbidities: Obesity, obstructive sleep apnea disease. Surgical team
considering total neoadjuvant therapy; oncology considering neoadjuvant
PD-1 inhibitor instead of chemoradiation. In locally advanced MSI-high CRC,
when should neoadjuvant checkpoint inhibition replace chemotherapy or
chemoradiation?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Rectal Cancer

A 62-year-old man with rectal bleeding and tenesmus. Colonoscopy reveals a
low rectal mass 6 cm from the anal verge. Biopsy confirms adenocarcinoma.
MRI pelvis: cT3N1 rectal cancer, threatening the mesorectal fascia. CT
chest/abdomen: no distant metastases. Molecular testing: MSI-high/dMMR
(loss of MLH1 and PMS2). Multidisciplinary team recommends neoadjuvant
immune checkpoint inhibition. Duration of treatment? Dostarlimab
administered every 3 weeks for 6 months? Any role for combo 10/10?
Monitoring (MRI and colonoscopy): What is the role of ctDNA and if
negative, how frequently should it be reordered?




Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Rectal Cancer

53 y/o M with MSI-H rectal adenocarcinoma, clinical complete response to
neoadjuvant dostarlimab. Surgery vs observation, what is the protocol to
manage patients without surgery?

55 y/o man with no comorbidities with Stage IlIA rectal cancer, was given
12 weeks of neoadjuvant dostarlimab, achieved clinical CR. Would you
recommend additional chemo/RT or only surgery?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Rectal Cancer

36 y/o M with Lynch syndrome and Crohn’s disease that is clinically
quiescent, newly diagnosed Stage Ill rectal cancer. Is dostarlimab an option
for a patient with Crohn’s disease that is not active?

55 y/o M with Stage 3 rectal cancer, found to be MSI-H. Has hx of RA with
moderate control on biologic therapy. Would experts consider single-agent
IO vs doublet? What are situations where singlet may be preferred?




Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Colon Cancer

44 yr old male with newly dx clinical Stage Il MSI-high colon cancer is curious
to see if he can get ICl alone and avoid surgery similar to rectal cancer.
He is open to close monitoring with surveillance scopes, ctDNA and scans.

Any data to show patients with MSI-high colon cancer can avoid
chemotherapy? Role of ctDNA?

50 y/o, T4 Nx MSI-high colon cancer. Are CPI ready for prime time for
neoadjuvant therapy for MSI-high locally advanced colon cancer?
Role of ctDNA?




Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Colon Cancer

24 y/o F with T3N1 distal colon adenocarcinoma, MSI-H, with plan for
neoadjuvant therapy followed by surgery. What immunotherapy
combination (single vs dual agent) would you recommend?

A 39 y/o male with Stage IlIA, dMMR, RAS- right sided colon cancer, and pt
strongly desired neoadjuvant tx approach after being told by surgeon that
neoadjuvant tx can help out with surgery later on. Should | give nivo or
pembro + FOLFOX, or should | advise dual ICI like nivo + ipi as neoadjuvant
tx regimen?

62 y/o female with MSI-high right-sided large colon cancer causing near
obstruction. Is neoadjuvant FOLFOX/nivolumab a good option? P

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Colon Cancer

85 y/o M (ECOG 1) with DM w/neuropathy, diabetic retinopathy, HTN, CKD,
and T4NO distal colon adenocarcinoma, MSI-H, with plan for neoadjuvant
therapy followed by surgery. What immunotherapy combination (single vs
dual agent) would you recommend given patient’s age and comorbidities?

85 yr old male with underlying controlled ulcerative colitis diagnosed with
low sigmoid colon cancer and borderline surgical candidate. Would you treat
a patient like this with 10 with curative intent and try avoiding surgery?

RESEARCH
TO PRACTICE



Questions from General Medical Oncologists —

Neoadjuvant Treatment for Localized Colon Cancer

56 yr old male with CRC, Lynch syndrome with 2 isolated liver mets. Any data
for ICl such as atezo alone or with chemo prior to resection of oligo met?
Any data to suggest chemo/IO is better than 10 alone?




Agenda

Module 1: Neoadjuvant Treatment for Localized Colorectal Cancer
(CRC) — Dr Seligmann

Module 2: Emerging Novel Approaches to Adjuvant Treatment for

Localized CRC — Dr Lieu

Module 3: Role of Circulating Tumor DNA (ctDNA) Testing in Localized
CRC — Dr Cohen
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Director, Gl Medical Oncology
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Topics for Discussion

* Historical outcomes achieved with standard adjuvant
chemotherapy for patients with localized CRC, including for
those with MSI-H/dMMR disease

» Addition of atezolizumab to FOLFOX chemotherapy for
patients with Stage Ill CRC and dMMR tumors

» Other ongoing trials evaluating immune checkpoint inhibitors
as a component of adjuvant therapy for localized CRC

b

Prevent and conquer cancer. Together.



20+ FDA-Approved Regimens for Metastatic Colorectal Cancer

“Cytotoxics” Mechanism

1. 5-Fluorouracil (5-FU) -> pyrimidine analog

2. Capecitabine -> oral 5-FU pro-drug

3. TAS-102 -> 5-FU drug with metabolism inhibitor

4. Irinotecan -> topoisomerase | inhibitor

5. Oxaliplatin -> third-generation platinum
“Biologics/Targeted” Mechanism

1. Cetuximab -> antibody against EGFR

2. Panitumumab -> antibody against EGFR

3. Bevacizumab -> antibody against VEGF

4. Ziv-aflibercept -> VEGF trap

5. Ramucirumab -> antibody against VEGFR2

6. Ipilimumab -> antibody against CTLA-4 (MSI-high only)
7/8. Regorafenib/fruquintinib -> multi-tyrosine kinase inhibitors

9/10/11. Pembro/nivo/dostarlimab -> antibody against PD-1 (MSI-high only)

12. Encorafenib + cetuximab -> tyrosine kinase inhibitor against BRAF V600E
13. Tucatinib + trastuzumab -> HERZ2 tyrosine kinase inhibitor and antibody
14. Trastuzumab deruxtecan -> HERZ2 antibody-drug conjugate

15. Adagrasib + cetuximab -> KRAS G12C inhibitor

16. Sotorasib + cetuximab -> KRAS G12C inhibitor

L)

EGFR, epidermal growth factor receptor; VEGF, vascular endothelial growth factor.

Prevent and conquer cancer. Together.



Only 3 FDA-Approved Drugs for Adjuvant Colorectal Cancer

“Cytotoxics” Mechanism
1. 5-Fluorouracil (5-FU) -> pyrimidine analog
2. capecitabine -> oral 5-FU pro-drug

3|_ A >-FU-drig-with |||.|e|ta_|b_elllsn| el

5. oxaliplatin -> 3rd generation platinum

“Biologics/Targeted” Mechanism

1. eetuaemab—-laniabedy—aganst—EGER—
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Adjuvant Therapy for Resected Primary

“MOSAIC” Trial

“LV5FU2” x 12
(infusional 5-FU/LV)

n=2,246

Stage I1/11l colon CA
Primary endpoint:
3-yr disease free

survival (DFS)

“FOLFOX4” x 12
(infusional 5-FU/LV
with oxaliplatin)

Andre, NEJM 2004; Andre, JCO 2009 49



MOSAIC Trial: Disease-Free Survival

Disease-Free Survival (probability)

No. at risk
Staae Il

1.0 5

0.9+

0.8+

0.7

0.6

0.5

0.4+

0.3

0.2+

0.1

== Stage Il, FL + oxaliplatin

- Stage Il, FL
== Stage lll, FL + oxaliplatin
== Stage Ill, FL

Probability of survival at 5 years (%)

FL  FL + oxaliplatin Hazard ratio (95% Cl) P
Stagell 799 83.7 0.84 (0.62 to 1.14) .258
Stage lll 58.9 66.4 0.78 (0.65 to 0.93) .005

1 1 I 1 I I I 1 I 1 1

6 12 18 24 30 36 42 48 54 60 66

Time (months)

72

Andre, JCO 2009



MOSAIC:
Stage lll Adjuvant FOLFOX

« Study presented with > 5 years follow-up
* 6.6% DFS benefit maintained HR=0.8, p=0.003

Overall Survival | 5-FU FOLFOX P
6 years
Overall 76% 78.6% 0.057
Stage I 86.8% 86.9% 0.996
Stage Il 68.6% 73% 0.029

4.4% OS
benefit in
stage Il



MSI-H in Colon Cancer:
Prevalence and Prognosis

Stage Prevalence Prognosis Compared
to MSS

I 15%-20% excellent

1l 8%-10% same

IV 4%-5% same or worse

o Hypermutated cancers too “deranged” to metastasize
Immune system can prevent spread

@)

o But once a metastatic clone has been selected, same or worse

prognosis than microsatellite stable CRC

MSI-H, high levels of microsatellite instability; MSS, microsatellite stability.

The Cancer Genome Atlas, 2012.
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MSI-H (dMMR) and 5-FU in stage |l colon cancer
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» Disease-free survival in patients with stage |l
disease and defective DNA mismatch repair
(dMMR)

= Patients did worse with chemo!

» Disease-free survival in patients with stage |l
disease and proficient mismatch repair (P(MMR)

= No identifiable benefit with chemo and stage
Il disease

Sargent et al. J Clin Oncol 2010;28(20): 3219-3226.



What about dMMR and FOLFOX for stage Il CRC?

o LH_L'—‘\—._M Although n < 100, data appear
o reassuring that patients with
;f %0 — w2 dMMR/MSI-H stage lll derive
. the same benefit from the
S addition of oxaliplatin

20 (HR=0.42, p=.06)

’ 1 i ’ ) Timet(-)years) i ' i i b

Number at risk
Group: LVSFU2

51 47 45 43 42 41 39 34 31 29 22
Group: FOLFOX4

44 41 40 39 39 39 38 37 36 34 28
Endpoint LV5FU2 FOLFOX HR [95% CI] P value
5-yr OS, % (sd) 82.3 (5.3) 90.9 (4.3) 0.42 0.18-0.98 0.060

Flejou et al. J Clin Oncol 31, 3524(2013



What’s New in Adjuvant Colon Cancer?

Exercise and Aspirin
Making something old — new again!




Patients with
resected
stage III or high-
risk stage II colon
cancer who
completed adjuvant

chemotherapy
within 2-6 months

Canadian Cancer Groupe canadien
Trials Group des essais sur le cancer

CO21 Study Schema

Structured Exercise
Program (SEP) and

Baseline
fitness testing

HEN~200Zb> =

Health Education
Materials

3 year intervention

Health Education

Materials (HEM)

Courneya et al. N Engl J Med 2025;393:13-25




What is a MET?

* CO.21 target was to increase physical activity by 10 MET /hrs/week
above baseline

* 1 MET = unit of energy expended by sitting for one hour
* 1 hour of brisk walking = 4 MET-hours

* Physical Activity Consultants worked with patients to create an
“exercise prescription” based on their preferred activities/lifestyle

* Most patients could hit their target by adding 45-60 min brisk walk
3-4 times per week

Courneya et al. N Engl J Med 2025;393:13-25



Disease Free Survival Probability

1 -
o= 80.3%
0.8 4 s
i 73.9% . s
S | Difference=6.4% (0.6-12.2%) —
' SEP HEM i
n=445 n=444
Median follow-up: 95 months F 16 l $
0.4 - Number of DFS events, n 93 131 Or every peop e, eXCrClse
HR (95% CI) 0.72 (0.55, 0.94) d f
| oo i prevented one person from
recurrent/new cancer
0 T T T T T T T T i T I T I T I T T T 1
0 12 24 36 48 60 72 84 96 108 120
Time from Randomization (Months)
- Structured Exercise Program - Health Education Materials
SEP 445 378 336 301 278 254 229 190 159 119 58
HEM 444 374 326 295 272 239 213 178 142 107 53

Courneya et al. N Engl J Med 2025;393:13-25



Overall Survival Probability

|
x 90.3%
R € h
0.8 = O S 8320/oi ‘—h
Difference=7.1% (1.8-12.3%) i
|
06 - :
SEP HEM » " -
~ws s 1S 1s driven by reduction
Median follow-up: 95 months
0.4 D)
S - e in colon cancer death
HR (95% Cl) 0.63(0.43, 0.94)
0.2 - p=0.022 i
- |
|
0 I T I T 1 T 1 T I T I T 1 T :l T I T 1
0 12 24 36 48 60 72 84 96 108 120
Time from Randomization (Months)
- Structured Exercise Program  ===Health Education Materials
SEP 445 428 397 349 331 298 267 225 188 141 74
HEM 444 431 394 359 335 294 260 218 176 134

Courneya et al. N Engl J Med 2025;393:13-25



Putting CO.21 Eftect Size in Context

Adjuvant Exercise
Adjuvant Oxaliplatin
Adjuvant Osimertinib
Consolidation Durvalumab
Adjuvant Trastuzumab
Peri-op Pembrolizumab

Adjuvant Pertuzumab

Colon
Colon
NSCLC
NSCLC
Breast

TNBC

Breast

7% at 8 years
5% at 10 years
8% at 5 years
10% at 5 years
5% at 5 years
5% at 5 years

1.8% at 10 years

Courneya et al. N Engl J Med 2025;393:13-25



Aspirin and Colon Cancer Recurrence
ALASSCA Study

Patients

« 626 adults
« Median age, 66 years
« Women: 52%; Men: 48%

Group A

g

Placebo

Aspirin

Group A

PIK3CA hotspot
mutations

~ Group B
Other somatic variants in
PIK3CA, PIK3R1, or PTEN

Martling et al. N Engl J Med 2025;393:1051-1064 61



ALASSCA Study

Disease-free Survival among Patients with Group A Alterations

Disease-free Survival among Patients with Group B Alterations

100+

Aspirin
90 —
.2 80+ Placebo
2 704
& 60 - ;
Y No. of Patients with  3-Yr Disease-free
o 50+ Event/Total No. Survival (95% Cl)
g 40 percent
O 304 Aspirin 19/156 89.1 (83.1-93.1)
& 59 Placebo 35/156 78.7 (71.4-84.4)
10~ Hazard ratio, 0.51 (95% Cl, 0.29-0.88)
0 | 1 I I 1 1
0 6 12 18 24 30 36
Months since Randomization
No. at Risk
Aspirin 156 154 150 147 145 144 140
Placebo 156 152 139 133 133 128 123

Severe Adverse Events

100
90 Aspirin .
@ 80— Placebo -
8 70-
& 60 o .
us No. of Patients with  3-Yr Disease-free
o 50+ Event/Total No. Survival (95% Cl)
S 404 t
= percen
O 30 Aspirin 19/157 88.5 (82.3-92.6)
g 20 Placebo 30/157 81.4 (74.4-86.7)
104 Hazard ratio, 0.61 (95% Cl, 0.34-1.08)
0 ] I | I | |
0 6 12 18 24 30 36
Months since Randomization
No. at Risk
Aspirin 157 155 146 143 140 139 138
Placebo 157 150 142 136 133 132 128
100 -
E 80
©
& 60
(=]
(V)
80 40-
T
3 204 16.8
S
0

Aspirin

- 11.6

Placebo

Martling et al. N Engl J Med 2025;393:1051-1064
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Exercise!

Aspirin should be given to
patients with a PIK3CA
mutation

QUESTIONS:

T3, NO, MO at high risk for
systemic recurrence®:P
or

T4, NO, MO

_—

T1-3, N1
(low-risk stage IlI)9

T4, N1-2; T Any, N2
(high-risk stage )9 —————— >

Capecitabine (6 mo)S or 5-FU/leucovorin (6 mo)St —»

or
FOLFOX (6 mo)s+ or CAPEOX (3 mo)S:tu

or
Observation

 J \J \/

Preferred:
* CAPEOX (3 mo)s

or

* FOLFOX (3-6 mo)S
or

Other options include: Capecitabine (6 mo)S or 5-FU (6 mo)S
Preferred:

* CAPEOX (3-6 mo)Stt

\

or >
» FOLFOX (6 mo)St >
or

Other options include: Capecitabine (6 mo)s:t or 5-FU (6 mo)St

« Should we be hiring more personal trainers and giving less

oxaliplatin?

If PIK3CA
mutation,
» |add aspirin

" [100-162 mg
PO daily for 3
years

 How many providers are testing for PIK3CA in early-stage CRC?
 What is the optimal dose and duration of aspirin?

b

NCCN Colon Cancer Guidelines. Version 4.2025

Prevent and conquer cancer. Together.




What’s New in Adjuvant Colon Cancer?

Adjuvant Atezolizumab for dAMMR/MSI-H




ATOMIC: addition of atezolizumab to standard
chemotherapy for dAMMR/MSI-H colon cancer

Key eligibility criteria

« Age 2 12 years old

- Histologically confirmed, R,
resected stage Il colon
adenocarcinoma

- dMMR by IHCab

- ECOGPS<2

» No prior chemotherapy or
radiation®

Stratification factors

- T-stage (T1-3 vs. T4)

- N-stage (N1/N1c vs. N2)

- Tumor location: proximal vs. distal

<10 weeks
post surgery¢

(

<4 G months > < 6 months ——————p

mFOLFOX6 + Atezolizumab*
Atezolizumab (840 mg IV g2 w)

1:1

<+ 6 months =———————>p

Primary endpoint

- Disease-free survival (DFS)

Secondary endpoints

- Overall survival (OS), adverse event (AE) profile

a dMMR by immunohistochemistry (IHC) locally or at site-selected reference laboratory. Retrospective central confirmation of dMMR also performed.

b Lynch syndrome included.

¢ One cycle of MFOLFOX6 prior to randomization permitted.

NCT02912559

*Atezolizumab (anti-PD-L1)

Sinicrope et al. J Clin Oncol 43, 2025 (suppl 17; abstr LBA1)



Baseline Characteristics

mMFOLFOX6 + Atezo

mFOLFOX6

mMFOLFOX6 + Atezo

mFOLFOX6

Age (years)
Median
Q1, Q3

Sex, n (%)
Female
Male

Race, n (%)
White
Black
Other

Primary Tumor Site, n (%)
Proximal
Distal
Multiple

Baseline patient characteristics were well balanced between study arms

(N=335)

65
91.0, 73.0

186 (52.4%)
169 (47.6%)

302 (85.1%)
28 (7.9%)
25 (6.0%)

301 (84.8%)
53 (14.9%)
1(0.3%)

(N=357)

63
48.0, 73.0

206 (57.7%)
151 (42.3%)

305 (85.4%)
22 (6.2%)
30 (8.4%)

296 (82.9%)
57 (16.0%)
4 (1.1%)

T-Stage, n (%)

(N=335)

(N=357)

Tx 0 1 (0.3%)

T1 11 (3.1%) 4 (1.1%)

T2 30 (8.5%) 22 (6.2%)

T3 202 (56.9%) 216 (60.5%)

T4 112 (31.5%) 114 (31.9%)
N-Stage, n (%)

N1/N1c 226 (63.7%) 225 (63.0%)

N2 129 (36.3%) 132 (37.0%)
Risk Group, n (%)

Low (Tx-T3 and N1/N1c¢) 164 (46.2%) 164 (45.9%)

High (T4 and/or N2)

ECOG, n (%)
0
1
2

Sinicrope et al. J Clin Oncol 43, 2025 (suppl 17; abstr LBA1)

191 (53.8%)

238 (67.0%)
111 (31.3%)
6 (1.7%)

193 (54.1%)

225 (63.0%)
127 (35.6%)
5 (1.4%)




10

Primary Endpoint: DFS

100 :
1 86.4% :
90 ' mMFOLFOX6 + atezolizumab
I
80 1
I
I
2 1 76.6%
.07
= : mMFOLFOX6
S 60 :
L 1
b — |
g 50 - : -
= :
s : 2
= 405 ' Log-Rank* P-Value: < 0.0001
Q
o ! .
&‘-, 30 - ' Hazard Ratio* (95% CI): 0.50 (0.34, 0.72)
|
]
20 :
Arm Name Events/Total Time-Point KM Est (95% CI)
10 Arm 1 (NFOLFOX6 + Atezo)  45/355 36 86.4 (81.8-89.9%)
— Arm 2 (MFOLFOX8) 80/357 ! 36 76.6 (71.3-81.0%)
1 + Censor
0 I I L] I I I 1
0 12 24 36 48 60 72 84
Months Since Randomization
Patients-at-Risk
Arm 1 (MFOLFOX6 + Atezo) 355 291 242 171 106 50 15 0
Arm 2 (mMFOLFOX6) 357 262 217 150 99 58 1 0

Confirmed dMMR by central reference laboratory: Log-Rank P-Value: 0.0007, Hazard Ratio (95% CI): 0.53 (0.36, 0.79)

*Stratified by randomization factors Median follow-up = 37.2 mos

Sinicrope et al. J Clin Oncol 43, 2025 (suppl 17; abstr LBA1)



DFS by Subgroups

mFOLFOX6 + Atezo

mFOLFOX6

HAZARD RATIO

HR (95% CI)

*Low (Tx-T3 and N1/N1c); High (T4 or N2)

nge < BBYear 22/173 36/187 ' — | 0.61(0.36,1.04)

| | |

} | |

| | |
ok Female 24/186 50/206 : & : : 0.48 (0.29, 0.77)
Male 21/169 30/151 I ° | . 0.58(0.33,1.01)

| } ]

I | I

| |

Race White 38/302 69/305 | —— | 0.50(0.33, 0.74)
Other 7/53 11/52 : % : : 0.63 (0.25, 1.63)

1 | 1

| | I
Tumor Proximal 40/301 65/296 ! —— | ! 0.56(0.38, 0.83)
Location Distal 5/53 hass7 | o | ! 0.31(0.11, 0.87)

| 1

1 | ]

| | 1
T-Stage TX/T1-T3 23/243 44/243 : e : : 0.51 (0.31, 0.85)
g 14 22/112 36/114 : * | ' 0.46(0.27,0.79)

1 | 1

1 | 1
Nostage NN 21/226 41/225 ' —_— | 0.48(0.28,0.81)
g N2 24/129 39/132 | —_— | 0.54(0.33,0.90)

1 | 1

1 | 1
Risk Low* 12/164 25/164 ! o ! ' 0.47 (0.24, 0.94)
Group High* 33/191 55/193 E R N — i 051 (0.33, 0.78)

Events/Patients Events/Patients 0.1 1 3

Favors mFOLFOX6 + atezo | Favors mFOLFOX6
|

Sinicrope et al. J Clin Oncol 43, 2025 (suppl 17; abstr LBA1)



Safety Summary

14

mFOLFOX6

Characteristics mFOLFOX6 + Atezo
(N=346)*
Any Grade AE, % (n) 100% (346)
Treatment-related 99.7% (345)
Grade 3-4 AE, % (n) 83.8% (290)
Treatment-related 72.3% (250)
Grade 5 AE, % (n) 1.7% (6)
Treatment-related 0.6% (2)*

Investigator attribution of treatment-related adverse events (AE)
#Received at least one dose of treatment

*1 sudden death NOS (possibly related); 1 sepsis (possibly related)

(N=334)*

95.1% (329)
94.2% (326)

69.1% (239)
59.2% (205)

0.6% (2)
0.0% (0)

Sinicrope et al. J Clin Oncol 43, 2025 (suppl 17; abstr LBA1)



Patient Safety

Fatigue

Nausea

Peripheral sensory neuropathy
Neutrophil count decreased
Platelet count decreased
Diarrhea

Anemia

Anorexia

Abdominal pain

Constipation

White blood cell decreased
Aspartate aminotransferase increased

Neutrophil count decrease

AEs Occurring in > 35% of Evaluable* Patients

mFOLFOX6 + Atezolizumab mFOLFOX6
88
69
70
68
66
62
44
39
36
o .
- Grades 1-2 _ 40 Grades 1-2
Il crade 34 I | 3 B crade -4

Percent (%) Patients

Grade 3, n (%) 100 (28.9%)

Grade 4, n (%) 49 (14 2%)

97 (29.0%)
23 (6.9%)

* Evaluable patients: received
at least 1 treatment dose

Sinicrope et al. J Clin Oncol 43, 2025 (suppl 17; abstr LBA1)



Immune-Related AEs

No clinically significant differences in grade 3-4 immune-related AEs

mFOLFOX6 + Atezo mFOLFOX6
(N=346, %)* (N=334, %)*
Grades 1-2 Grades 3-4 Grades 1-2 Grades 3-4
Endocrinopathies  Adrenal insufficiency 0.3 0.9 0 0
Hyperglycemia 17.9 2.6 9.0 1.2
Hypothyroidism 20.5 0 3.6
Colitis Colitis 5.5 1.2 0.6 0
Diarrhea 60.1 121 53.3 8.4
Myositis Generalized muscle weakness 7.8 0.9 3.3 0
Dermatitis Rash maculo_papular 13.3 0.9 6.0 0
Grade 3-4

Hepatitis, n (%)
ALT or AST increase
Alk phos or bilirubin increase

Pneumonitis, n (%)

#Received at least one dose of treatment
AST: Aspartate aminotransferase; ALT: Alanine aminotransferase; Alk phos: Alkaline phosphatase

Sinicrope et al. J Clin Oncol 43, 2025 (suppl 17; abstr LBA1)



Neoadjuvant immune checkpoint
inhibition should be considered for

high-risk disease (T4b/bulky nodal
disease) colon cancer

FOLFOX/atezolizumab is the new
standard in patients not receiving
neoadjuvant therapy

QUESTIONS:

Deficient MMR
(dMMR)/MSI-
high (MSI-H) or
POLE/POLD1
mutation

with ultra-
hypermutated
phenotype
[eg, TMB>50
mut/Mb] colon
cancer (non-
metastatic)h

Resectable,
obstructing

or

or
Diversion

regional lymph nodes |

Resection with diversion

=

or

>

Stent (in selected cases)——»

N

Clinical T4b

or bulky nodal

disease

Checkpoint inhibitor

\

or
FOLFOX or CAPEOX

Consider neoadjuvant therapy:
immunotherapy (preferred)99 }‘_,

Locally
unresectable
or medically
inoperable

Checkpoint inhibitor
immunotherapy (preferred)dd
and
Consider RThM % infusional
5-FU or capecitabine prior to

surgery

Evalu
comp
respo
conve
resec

« Should we consider non-operative management for MSI-H/dMMR colon cancer?
« Are serial colonoscopies better or worse than a hemicolectomy?

« What is the best duration of immunotherapy after resection?
* Is there a role for immunotherapy in pPMMR/MSS colon cancer?

v

NCCN Colon Cancer Guidelines. Version 4.2025

Prevent and conquer cancer. Together.



What’s New in Adjuvant Colon Cancer?

Ongoing immunotherapy trials




AZUR-4: randomized study of neoadjuvant dostarlimab plus CAPEOX
vs CAPEOX in untreated T4NO or stage Ill in pMMR/MSS colon cancer

@ cycles with 21 days/cycle

Trial design

Stratified by T4NO or stage Il

*Dostarlimab solution for infusion will be administerec
agent for 14 days of a 21-day cycle with a dose of 1000 mg/m? BID for 4 cycles. ¢At least 3

Primary Endpoints:

- Dostarlimab®
O®  capeoxe

500 mg IV Q3W

IV/PO Q3W

Surgery
(3—6 weeks)®

59

CAPEOXP
IV/PO Q3W

1 as a dose of 500 mg Q3W beginning on day 1

of eac

h 21-day cyc

e for

4cy

cles.

! y EOxaliplatin will be admini
and no more than 6 (+2) weeks after last dose of neoadjuvant chemotherapy

* Major pathological response (< 10% residual viable tumor)

» Safety

Secondary Endpoints:
e Primary tumor resection exclusion
* Pathological response

ster

ed as an

infusion with dose of 130 mg/m2 Q3W on day 10

Follow-up period (2 years)

Adjuvant Safety Post-
chemo follow-ups
(investigator (30-day and f;:iléeve_rz
discretion) 90-day) P

each 21-day cycle for 4 cycles. Capecitabine will be administered as an ora

Rasschaert et al. 2025 ASCO Annual Meeting



A Phase Il Clinical Trial Comparing the Efficacy of RO7198457 Versus Watchful
Waiting in Patients With ctDNA-positive, Resected Stage Il (High Risk) and

Stage lll Colorectal Cancer

RO7198457 (BNT122) = Personalized mRNA Cancer Vaccine

Key Eligibility Criteria:

» Stage IlI/Stage Il rectal cancer or Stage Il (high risk)/Stage Il colon

cancer

* Patients must have detectable ctDNA prior to start of adjuvant

chemotherapy
Primary Endpoint: Disease Free Survival

Estimated enrollment = 327

4

4 -]
7 Y% CRC MRD
\‘&' 0.:" Colorectal Cancer CRCMRD'COM
» 3+ Minimal Residual Disease

https://crcmrd.com/?avada_portfolio=biontech

Patients with resected
Stage Il high-risk/Stage Il
CRC
post surgery

ctDNA positive

Standard-of-
care:
AdCTx
(minimum of 3
months)

1:1 Randomization
n= 166

Experimental Arm
RO7198457 vaccine watchful waiting

Observational Arm



Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

58-year-old male. Resected colon adenocarcinoma, Stage IlIA. MSI-H,
BRAFV600E. Type 2 DM, peripheral neuropathy. Given CAPEOX and atezo.
Which clinicopathologic features (ex: T stage, nodal burden, LVI, BRAF status)
most strongly influence your recommendation for adjuvant treatment in
MSI-high disease?

66 y/o M with Stage lllb colon ca, MSI-high, ctDNA negative. What is the
optimal adjuvant chemo? FOLFOX + nivolumab? Role of ctDNA?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

71 yr old female with uncontrolled diabetes mellitus and grade 2 neuropathy
at baseline has Stage lll sigmoid cancer with 6 positive nodes. Tumor is
MSI-H. One month post-op ctDNA is negative. Are there any situations where

you would completely skip adjuvant chemotherapy and give only
immunotherapy? If ctDNA is positive in this patient but tumor is MSI-high,

would you still feel comfortable in proceeding with immunotherapy only?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

82 y/o with DM, CAD, asthma with Stage Il MSI-H colon cancer. Post op
ctDNA negative. | do not offer patients with Stage Ill MSI-H colon cancer
adjuvant therapy if ctDNA is negative, especially if older than 70. | do not
think it is beneficial. | wait for them to have metastatic disease and treat
with ICI. Curiously, in the 6 years since I’ve been doing this, none has had
disease progression. Is this a reasonable practice?




Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

Has any other ICl other than atezo been studied in combination with
chemotherapy in colon cancer in adjuvant setting?

Management of 55 yo man with POLE mutation and oligometastatic disease
to the lung, s/p resection? Management of localized and metastatic POLE

mutant disease?

RESEARCH
TO PRACTICE



Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

92 yr old female with Stage lllc colon cancer status post surgery with
15 positive LN and positive ctDNA. Would you treat with single agent 10 due
to advanced age and if so for how long?

83 yo female stage 3 MSI-high CRC. Would you offer CPI to an 83-year-old?




Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

55 yr old male with end stage renal disease in dialysis diagnosed with
Stage lllb colon cancer and baseline grade 2 peripheral neuropathy.
Would you treat this patient with 5-FU and 10 without oxaliplatin?

77 y/o with COPD, oxygen-dependent, diagnosed with Stage Ill colon cancer,
post-op ctDNA negative. Is there a rationale for treating MSI-H colon cancer
with adjuvant fluoropyrimidines (since it is inherently resistant)?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

37 yr old male with newly diagnosed Stage lll colon cancer, wants to be
aggressive with treatment and is interested in considering immunotherapy.
He asks if we can skip chemotherapy if his ctDNA remains negative. He does
want benefit of immunotherapy maintenance. Based on the ATOMIC trial,
for a young patient who wants to be aggressive would you give atezo with
chemo? If ctDNA remains negative in the post op period at 1 mo and 3 mo,
would you skip additional chemotherapy and continue only with
immunotherapy?




Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

Age/Sex: 62/M Diagnosis/stage: Colon adenocarcinoma, Stage Il (pT3N2a),
dMMR/MSI-H, BRAF WT. Comorbidities: Rheumatoid arthritis on low-dose
prednisone + methotrexate (immune-toxicity risk), obesity. Post-op
discussion: standard FOLFOX/CAPOX recommended; patient is very hesitant
about neuropathy and asks about “immunotherapy instead.” For MSI-H
Stage Ill, what is the current best practice: standard adjuvant oxaliplatin-
based chemo, clinical trials of PD-1, or ctDNA-guided escalation/
de-escalation — how do you counsel?

RESEARCH
TO PRACTICE



Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

53 yr old man with Stage Il TANO, contemplating adjuvant therapy. Any role
for 10 therapy in Stage Il high-risk? ctDNA role here?

A 43 y/o female with Stage lic, dMMR and positive liquid Bx, ctDNA+ after
surgery; pt desired no chemo regimen be given adjuvantly. In this unique

case, can | give nivo or pembro alone as adjuvant tx regimen? If so, for how
long?

| have a 51 yo man with comorbidities of HTN and Stage IIA MSI-H colon

cancer, s/p hemicolectomy, ctDNA negative. Would you offer adjuvant
immunotherapy?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Adjuvant Treatment for Localized CRC

72 yo F, resected colon adenocarcinoma Stage Il (T4aNO). MSI-H, BRAF wt,
CAD. CKD stage 3. Observation. If adjuvant chemotherapy is chosen, do you
modify regimen selection or duration (ex: 3 vs 6 months) specifically for
MSI-high tumors?

56 yo F with right side pT4NO colon cancer, MSI-high, ctDNA positive. What
would be a good adjuvant regimen? Adjuvant therapy is usually not
indicated for right-sided MSI-high Stage Il colon cancer, but pT4 carries
higher risks of occult peritoneal disease, and ctDNA is positive.




Agenda

Module 1: Neoadjuvant Treatment for Localized Colorectal Cancer
(CRC) — Dr Seligmann

Module 2: Emerging Novel Approaches to Adjuvant Treatment for
Localized CRC — Dr Lieu

Module 3: Role of Circulating Tumor DNA (ctDNA) Testing in Localized

CRC — Dr Cohen
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State of the data on ctDNA 1n colorectal cancer

ctDNA as a
biomarker

Retrospective
studies

Large
observational
cohorts

Prospective
trials

Fred Hutchinson Cancer Center

Improved
technology




Defining circulating tumor DNA (ctDNA)

ctDNA is a putative biomarker for disease activity

* Low levels of cell-free DNA (cfDNA) can be detected even
in the plasma of healthy individuals (1-10 ng/ml)

« CctDNA = detecting mutations in cfDNA that are highly
specific for cancer

— Differences in genetic, epigenetic alterations
— Different fragment sizes

« Half-life: <2 hours
— May fluctuate after trauma (surgery), chemotherapy  whole blood

after
centrifugation

A

Fragments
size

LUl g

End signatures

Circulating cell-free DNA

fragmentation
TAyay

s

ik

Methylation

A4

Nucleosomal
patterns

Fred Hutchinson Cancer Center

Gianni, Int J Mol Sci 2022



Tumor-informed vs tumor agnostic

Tissue biopsy

Fred Hutchinson Cancer Center

Tumour- | .
niomed WS/ N/,
A PICEEIEE Tumour tissue Strengths
and cfDNA WES * High sensitivity
* Minimally
invasive
* Integration with
Tumour- other screening
uninformed |—> m programmes
approaches
Plasma and Weaknesses
Circulatin leukocyte * Clonal
tumour cell cfDNA analysis haematopoiesis/
Extracellular false positives
_ * Reproducibility
Metabolites Methylation
microRNA analysis of cfDNA

Tumor-informed vs. tumor-

uninformed (a.k.a. tumor-

naive, plasma only)

— Blood results typically
return in 7-14 days

Tumor-informed approaches

may be more sensitive for
MRD

— Longer turnaround time
for initial test result
(~4-6 weeks)

Rolfo, Nat Rev Clin Oncol 2020



Longitudinal collection may overcome assay limitations

Repeat testing can increase sensitivity

A
.
>

ctDNA-negative

v

ctDNA detection level

ctDNA-positive

ctDNA in plasma
(copies per ml)

ctDNA in plasma
(copies per ml)
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-—

®
...... O O.
2 Micrometastases
A | -
%2
8
e
T 35
QO on
(&)

Fred Hutchinson Cancer Center

\ 4

Detection is cancer tumor
burden dependent

Longitudinal testing can
overcome extremely low-level
disease

Rate of increase (e.g.,
doubling time) can be
informative

Cohen, Nature 2023



Minimal/molecular residual disease (MRD)

MRD = small volume disease not appreciated
radiographically or with other clinical measures

» Hypothesis: ctDNA can pick up recurrences faster than would be detected radiographically or by
other blood-based assays (ex. CEA)

* Analyses have largely been retrospective and observational, but with emerging prospective data

Fred Hutchinson Cancer Center
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CIRCULATE-Japan: GALAXY sub-study

n=6061 - 2240 with stage 2/3

I
——— ctDNA negative :
—— ctDNA positive Post-Op |
fmmm e : CtDNA i .
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| >
E resection i T : CAPOX 3 months \ ATS
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I ] ¢ ) — WES
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= i Placebo —
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|
¥ ctDNA monitoring I B N I I o o ot e s S e

Fred Hutchinson Cancer Center

Kotani, GI ASCO 2022; Nakamura Nat Med 2024



BESPOKE

n=1780 - 1166 with stage 2/3

Pre-surgery Adjuvant Setting Surveillance Program
S‘ (Post-surgery observation or Adjuvant chemotherapy) (>6 months post-surgery)
-2Weeks £ Weeks
5 wW2-6 w6 w12 W20 M6 Mi2 Mi15 M18 M21 M24
. (+2 weeks) (+4 weeks)  (+4 weeks)
Tissue . OR ‘
{22 [=1
Whole blood 0 OR i
Plasma 0o ] ] ] ] ] ] 0o
Future research* ﬂ ﬁ : H ﬁ
' . A
Healthcare Provider =
questionnaire -
Patient Reported b= = = = = =
Outcomes L= = = - - .

*Optional blood draws

Fred Hutchinson Cancer Center

End of
Study

or early
termination

Shah, ASCO G/ 2025



ctDNA 1s a strong prognostic risk factor

Emerging data with both tumor-informed (LEFT) and tumor-agnostic (RIGHT) platforms

RFS by ctDNA status after surgery

10 - ctDNA negative 100

0d - $ ctDNA negative
_ 087 2
S 3 =
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8 053 2
§ 003 = HR 11.2
g 04 3 .. - ﬁ
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a - =4

02 3 a ”

01 _ HR=12.1, 95% CI: 8.0-18.3, p<0.0001 CtDNA pOS|t|Ve
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12 24 36 48 60 72 84 96 108 120 132 144 156 0 500 1,000 1,500
Weeks post surgery -
Days post-completion of therapy
15% ctDNA+; recurrence 60 vs. 7% 18% ctDNA+; recurrence 100 vs. 24%

Fred Hutchinson Cancer Center

Kasi, GI ASCO 2024; Parikh, Clin Can Res 2021



Longitudinal ctDNA clearance patterns are prognostic

GALAXY (Japan) and BESPOKE (USA) studies

DFS probability
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>

@ 0.75 -

8

[ —

& 0.50 -

n

o

o 0.25 A

B Transient clearance
0 - No clearance

0 6

Number at risk
No clearance 55 17
Sustained 68 66

| |
12 18 24 30 36

Time from landmark timepoint (months)
1 0 0 0 (0)
57 48 31 19 10
28 6 1 0 (0]

Transient 58 56

Fred Hutchinson Cancer Center
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ctDNA+ as a real-time predictor of metastasis

MDACC INTERCEPT study: n=1115 stage 2-4 with ctDNA evaluation after surgery

* 184 ctDNA+ during surveillance

« Median lead time: 3 mo

- ) : — Excluding concomitant relapse: 5.6 mo
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Investigations
1
2

evidence of

48 e
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State of the data on ctDNA 1n colorectal cancer
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* Adjuvant: DYNAMIC, COBRA, DYNAMIC-III
« Post-adjuvant: ALTAIR

Fred Hutchinson Cancer Center



DYNAMIC study

Prospective study randomizing resected stage Il colon cancer 2:1 to ctDNA-guided management

Tumor-Informed DNA-Gui Man men
Stage |l ctDNA Analysis ct Guided Management
Colon Cancer (

Targeted CRC panel) . ctDNA-Positive > Adjuvant Chemo
(oxaliplatin-based or single agent FP)

« RO resection Until recurrence

- ECOGO0-2 « ctDNA-Negative - Observation « CEA: 3-monthly for
« Staging CT withi g
8 Vavglenkg S RER ctDNA-Positive = Positive result at week 4 ancD L) f:g/l’ytehaerg 6 monthly

* Provision of
adequate tumor
tissue within 4

« CT C/A/P: 6-monthl
Standard Management for 24M. then at 36|\)//|

weeks post-op L— Adjuvant treatment decisions based on — f, OSSt;Jr:/(i:vL;rIr%r-‘;znthl to
* No synchronous conventional clinico-pathologic criteria ' y
colorectal cancer S years
40% were clinical high risk Primary endpoint:
20% were MSI-H 2-year RFS

Fred Hutchinson Cancer Center

Tie, ASCO 2024; Tie, New Engl J Med 2022



DYNAMIC: recurrence-free survival

Non-inferior outcomes, despite differences in chemotherapy receipt

ctDNA-Guided
N =294

Standard
Management
N =147

Treatment Information

Recurrence-free survival

Recurrence-free survival

92.1%
;A
00 88.3%
92.5%
87.2%
80%
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50% r T r T T T T
0 1 2 3 4 5
Follow-up time (years)
Numbers at risk
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Fred Hutchinson Cancer Center
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COBRA

Stage IIA (T3NO) colon cancer
NRG-GI005 (COBRA) Study Schema

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

Arm 1

Standard of care
(active surveillance)

All patients were followed with
radiographic restaging
assessments every 6 months.

FOLFOX

/\.

Arm 2

Assay-directed therapy

1

ctDNA detected

Chemotherapy (mFOLFOX6
or CAPOX) x 6 months

ctDNA NOT detected

Active surveillance

14-60 days

412 weeks
Surge after surgery ctDNA after surgery FOLFOX
detected Doses 1-11

} FOLFOX

CAPOX i

4-12 weeks

.L‘,f‘,’.f’.‘:,’.‘n, CIDNA | aneveeey | CAPOX
detected Doses 1-7

Dose 12

} CAPOX

Fred Hutchinson Cancer Center

Dose 8

Using a (now older) tumor-naive assay

6% ctDNA positive
— 43% spontaneously cleared in the observation
arm (perhaps below the limit of the assay??)

— 11% cleared in the chemotherapy arm

Trial stopped early for futility (due to assay issues??)

Morris, GI ASCO 2024



DYNAMIC-III study

Prospective study randomizing resected stage Ill colon cancer 2:1 to ctDNA-guided management

Tumor-Informed
Stage Ill . ctDNA-Informed Management
ctDNA Analysis g .
Colo A lEaraace Pre-Planned SoC - Escalation

S BB rasedior targeted.CRC panel) —, » CtDNA-Negative > De-escalate No chemotherapy - 5FU/Cape
» Fit for atleast a &

fluoropyrimidine (FP) & e oA ormod reamen ¢ | 3M Oxaliplatin doublet > 6M Doublet
« Staging CT within 12 or 2 3M FOLFOXIRI

Woeke ks I 6M Oxaliplatin doublet > = 3M
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adequate tumor Clinicians

issue <6 “.’eeks nominate — Treatment per clinician’s choice

o dapl SoC Chemo (blinded to ctDNA result)
. 0 synchronous

colorectal cancer Stratified by clinical 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

Exploratory: post-operative ctDNA levels

Fred Hutchinson Cancer Center

Tie, ASCO 2025; Tie, Nat Med 2025



DYNAMIC-III: Recurrence-free survival

Improved outcomes with standard management

RFS: ctDNA-negative RFS: ctDNA-positive

100 ; 100 - .
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....Is it the assay? Cohort heterogeneity? Specific regimen?
Fred Hutchinson Cancer Center

Tie, Nat Med 2025



CIRCULATE-North America

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

No ctDNA ctDNA is
detected detected

CAPOX or Surveillance with
FOLFOX* Serial ctDNA

No ctiDNA
detected

ctDNA is
detected

CAPOX or 4
FOLFOX* FOLFOXIRI

Fred Hutchinson Cancer Center

Dasari et al. ASCO 2025;Abstract TPS3644.



ALTAIR
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State of the data on ctDNA 1n colorectal cancer

CDNA Improved
technology
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ALASCCA

Prospective study of adjuvant 160mg aspirin vs placebo x 3 years for localized PI3Kmut CRC

100
90 Aspirin "
v o g 80 Placebo
,,,,,,,,,,,,,,, ROR—— 9 704
11 TS < E 60—
PISK ) % s No. of Patients with  3-Yr Disease-free
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Wia
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o : Tumor microenvironment No. at Risk
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Fred Hutchinson Cancer Center

Fuchs, J Clin Oncol 2013; Martling, New Engl J Med 2025



CALGB/SWOG 80702

Post-hoc analysis of this stage 3 adjuvant 3 vs 6 mo chemotherapy trial

100+ b -
M
—1""‘\{L
btk T
— 80- 1. \'\‘
m ‘.1 =
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a se 604 1’1& Wty
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O =+ Censor
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Time from randomization, y
No. at risk

Negative, celecoxib 375 361 344 327 317 266 168
Negative, placebo 392 372 359 340 323 269 155
Positive, celecoxib 99 94 82 75 65 47 32
Positive, placebo 74 67 59 47 34 21 14

Fred Hutchinson Cancer Center

Patients were additionally randomized to 3 years of
celecoxib or placebo

ctDNA remains associated with poor prognosis

Benefit of celecoxib seems to be in the ctDNA+ patients,
even when restricting to PIK3CA-mut (22%)

100+
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Survival, %

20- l"""":

0 1 2 3 4 5 6
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Nowak, G/ ASCO 2025; Zhang, JAMA Oncol 2025



State of the data on ctDNA 1n colorectal cancer
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ctDNA 1s not static, 1t 1s a technology

Ongoing and future developments

« Discrete number of variants per patient (e.g., 16) - increased panel sizes
« Depth and breadth of sequencing (Whole exome - whole genome)

* Inclusion/improvement of epigenetics
— Especially relevant for tumor-agnostic assays

« Better cancellation of background “noise” (e.g., CHiP)

« Binary reporting (positive/negative) - quantitative trending - evaluations of fold differences as a biomarker

Fred Hutchinson Cancer Center




Recurrence free (%)

Is ctDNA the future? Most likely in some capacity
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Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

65 y/o with Stage Il colon cancer — how comfortable are we in
recommending chemo for Stage Il colon cancer if MRD positive?

Stage llb CRC adjuvant: preferred choice between available ctDNA testing
platforms? Practicality of waiting for testing results?




Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

A 58-year-old man undergoes right hemicolectomy for colon cancer.
Pathology: pT3NO (Stage Il) adenocarcinoma, moderately differentiated,
no LVI. Adequate nodal sampling (18 nodes). MMR proficient (MSS).
Traditional risk assessment: Clinically low—intermediate risk. Adjuvant
chemotherapy would typically be optional or omitted. ctDNA performed

4 weeks post-op and was MRD-positive. Clinical dilemma: Standard
clinicopathologic features suggest observation, MRD positivity implies high
risk of recurrence. How do you approach low clinical risk patients, do you
check ctDNA on everyone?

RESEARCH.
TO PRACTICE




Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

72 yr old female with standard risk Stage lllb colon cancer and ctDNA
negative. If a patient would prefer not to receive chemotherapy do you think
it’s a reasonable option to omit chemo if MRD tests are negative?

55 y/o female pt with Stage IlIA left-sided colon cancer, with only 1/16 LNs +,
pt strongly wants MRD testing to decide adjuvant chemotherapy. Is it okay to
go by ctDNA test result to guide FOLFOX adjuvant chemo in this pt’s case?

RESEARCH
TO PRACTICE



Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

58 y/o F with DM neuropathy and Stage Il colon cancer with high
Oncotype DX® Recurrence Score®, ctDNA for MRD is negative. Is it safe
to omit adjuvant therapy in this pt?

68 y/o M with L-sided colon cancer s/p hemicolectomy, about to start
adjuvant FOLFOX and initial ctDNA testing positive. Should positive ctDNA
test at initiation of adjuvant therapy affect aggressiveness or duration of
therapy?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

82F with hypothyroidism, DM, HTN, CAD, and T3N2 colon cancer s/p surgery,
recommendation is for adjuvant chemotherapy. Patient is worried about
chemo toxicities and functional decline. Would MRD assay results help you
with treatment duration decision-making?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

68 y/o with Stage Il MSI-H rectal cancer treated with 6 months of
dostarlimab and achieves clinical CR on images and sigmoidoscopy but
ctDNA positive. How many negative ctDNA tests are sufficient to stop
testing? How often do you test?

66 y/o man with osteoarthritis Stage IlIA rectal cancer s/p TNT and surgery,
had pCR, but ctDNA+. Would you recommend additional therapy?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

48-year-old man with Stage IlIB colorectal cancer s/p hemicolectomy s/p
FOLFOX x 12C with +ctDNA. What to do with patients who have completed
a full course of adjuvant therapy who have +ctDNA?

65 y/o F with L-sided colon ca s/p hemicolectomy and adjuvant FOLFOX.
ctDNA testing negative for 1 year then returns low positive. Would experts

start systemic therapy for a new positive ctDNA test after previous
negativity?

RESEARCH
TO PRACTICE




Questions from General Medical Oncologists —

Role of ctDNA Testing in Localized CRC

52 y/o female. Stage Ill colon cancer. ctDNA was positive. After 3 months

of adjuvant FOLFOX, ctDNA was zero. But it turned positive at 6 monthes.
Now CT showed upper abdominal LN. FOLFIRI and Bev started. When
imaging shows evidence of recurrence, and ctDNA is positive, is a biopsy still
needed to confirm the recurrence?
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Thank you for joining us!
Your feedback is very important to us.

Please complete the premeeting survey currently available via the
corresponding QR code on the printed handout for attendees in the
room and on Zoom for those attending virtually. The survey wili
remain open up to 5 minutes after the meeting ends.

How to Obtain CME Credit
In-person attendees: Please refer to the program syllabus for the
CME credit link or QR code. Online/Zoom attendees:
The CME credit link is posted in the chat room.




