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Immune subgroups of CRC.
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MSI-H/MMRD:



Atomic Trial:
Study Design

ATOMIC is a randomized, multicenter, open label phase 3 study

<+—— 6 months > < 6 months ——>

Key eligibility criteria mFOLFOX6 + Atezolizumab*
- Age = 12 years old Atezolizumab (840 mg IV g2 w)
- Histologically confirmed, R,

resected stage Il colon >

adenocarcinoma <10 weeks
« dMMR by |HCab post surgeryc
- ECOGPS<2 mFOLFOX6
« No prior chemotherapy or

radiation®

<4 G months =——————>p

Stratification factors

« T-stage (T1-3 vs. T4)

» N-stage (N1/N1c vs. N2)

« Tumor location: proximal vs. distal

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 mMFOLFOX6 prior to randomization permitted. *Atezolizumab (anti-PD-L1)
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Atomic Trial;

No. at Risk

mFOLFOX6

Percentage of Patients

without Event

Atezolizumab+mFOLFOX6 355

100+
90— Atezolizumab+mFOLFOX6 3.Yr
20 e T No. of Events/ Disease-free
Total No. Survival
70 of Patients (95% Cl)
60— mFOLFOX6 percent
50+ Atezolizumab+mFOLFOX6  46/355 86.3 (81.8-89.8)
40- mFOLFOX6 81/357  76.2 (70.9-80.6)
30+ Hazard ratio for disease recurrence or death,
504 0.50 (95% Cl, 0.35-0.73)
i Stratified P<0.001 by log-rank test
0 I I I | I | |
0 12 24 36 48 60 72 84
Months since Randomization
296 259 181 112 59 17 0
357 264 229 160 109 63 11 0

Sinicrope et al. NEJM 2026




Atomic Trial:
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

10

AEs Occurring in > 35% of Evaluable* Patients

mFOLFOX6 + Atezolizumab

. Grades 1-2
B Grade 34

mFOLFOX6
88
69
70
68
66
62
44
39
36
38
40 Grades 1-2
35 B Grade 34

Percent (%) Patients

Grade 3, n (%)

100 (28.9%)

Grade 4, n (%)

49 (14.2%)
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NCCN Guidelines:

Tis; T1-4a, NO, M0®° -
(stage 0-IB) — Observation >
Observation
T4b, NO, M0®° . |or
(stage IIC) Consider adjuvant systemic therapy as for low-risk stage
lll disease
dMMR/MSI-H
or POLE/
POLD1 Preferred:
mutation T1-3, N1 * FOLFOX + atezulizumab‘s-'r’rur ‘ -
with ultra- | (low-risk stage 1) *« CAPEOX + atazoslizumah T or -
hypermutated *« CAPEOX (3 mo)® or
Fhm"l'oht‘lyﬁpeﬂ * FOLFOX (3—6 mo)®
eg, >
mut/Mb)
Preferred: orr |
* FOLFOX + atezolizumab®"'" or
T4, N1-2; TAny, N2 ___ |, cAPEQX + atezolizumab®'™ or -
(high-risk stage Ill) « CAPEOX (3-6 mo)®+ or |
* FOLFOX (6 mo)s:t

www.ncchn.org



Neoadjuvant: Niche 1 & 2 trials:

« Investigator-initiated, non-randomized multicenter study

33 Patients were assessed for eligibility
in NICHE study

First cycle
1 Did not meet eligibility criteria .
owing to withdrawal of consent Nivolumab 3 mg/kg =
ipilimumab 1mg/kg

Second cycle

Nivolumab 3mg/kg

— 32 Were enrolled in NICHE study

B T Protocol amendment -------cccmcmmmnaanan.

90 Patients were assessed for eligibility
in NICHE-2 study

7 Did not meet eligibility criteria
3 Had signs of distant metastasis Lymph-Node Status: [ Negative [l Positive
SN NN NN EEEEEE NN NN NN NN NN NN NN NN NN NN EEEENNEEEEEEENEEEEEEEEEEEEEN

1 Withdrew consent
1 Had tumor perforation T —

DFS 100% at 2 years
-60-
-804 Ilulllmllm \“m:llmml
-100

SEEEEEEEEEENEENEEEEE B

1 Had unresectable primary tumor
1 Had abnormal liver values

-20-
83 Were enrolled in NICHE-2 study

—404

Pathological Tumor Regression (%)
o

|
I
L
I .
e ————
1 |

“»| 115 Were included in the total cohort Partial

response
4 Were excluded from the efficacy
analysis

2 Had metastatic disease at baseline Major

1 Had second primary cancer at baseline )
1 Had tumor perforation at baseline — path0|0glca|

LU LELLULEELLL L EELLL L ELLL A EELLLEEELLL L | response

111 Were included in the efficacy analysis

Patients

Chalabi et al. Nat Med 202 Chalabi et al, NEJM 2025



Non-Operative Management:

Neoadjuvant PD-1 blockade in locally advanced MMRd solid tumors

NCT 04165772
Standard of Care
Neoadjuvant
chemotherapy :
or chemoRT Rgmdual
disease
Residual ¢ resected
Dostarlimab Restaging - disease
Stage I-lll 500 mg IV every 3 weeks (9 | Radiology Surgery Complete
doses) or pathologic
MMRd by IHC e Endoscopic response
‘ | Complete
= , . clinical p Non-operative follow
Assessments Baseline 6 weeks 3 months 6 months response up every 4 months
TNT
ORPA TRIAL Radiation
Organ Spa ring: 40% Garcia-Aguilar etal, JCO 2022 Cercek et al, NEJM 2025




Neoadjuvant PD1 blockade in MMRD locally advanced rectal

tumors
Study design:

TSR042 500mg Q3W

3 mos.

Rectal MRI
PET/CT
Internal Exam
ctDNA
Biopsy

Conventional ChemoRT

» Surgery

Internal Exam

Biopsy

| 0 6 wks. 6 mos.
‘ l | |
() )
| /
Rectal MRI Internal Exam Rectal MRI
PET/CT PET/CT
Internal Exam

q
ctDNA

Biopsy

 Multidisciplinary follow up is crucial for neoadjuvant CRC studies often involves:

-Surgeons

-Pathologists
-Radiologists
-Oncologists

Cercek et al, NEJM 2025



Cohort 1 - Rectal Cancers — Response and Surgical Management

cCR

Cohort 1 Rectal neR
n=49
[}
2
2
o &
Clinical Complete Response ® PR
(o}
n=49 5
SD
Rectal
(100%)
Non-Operative Management Rectal cancers achieved 100%

n =49 clinical complete responses

Cercek et al, NEJM 2025



Cohort 1 - Rectal Cancers — Durability of Response

n=50

Dostarlimab valuation

] P:
! — = > Median Follow-up for Recurrence
% 30.2 months (Range 5.8-60.8 months)
=
> 96% Recurrence-free at 2-years
p— —
e ——————4
— 4
e E———
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months of Follow-Up f
© G corome
5-years

Cercek et al, NEJM 2025



Immune related adverse events
Combined Cohort1 and 2

N=124

Dermatologic
Rash/dermatitis *

Gastrointestinal
Colitis
Diarrhea

Dry mouth

Constitutional
Fatigue
Arthralgia

Neurologic

Headache
Encephalitis

Diabetes
Hypothyroidism
Respiratory
Lung Infection
Infections, Other
Neutrophil count decreased
Febrile Neutropenia

All Grades
no. patients (%)

Grade 3or4
no. patients (%)

35% of patients had no
adverse events

60% had grade 1-2 adverse
events

5% had grade 3/4 adverse
events

No grade 5 adverse events

Cercek et al, NEJM 2025



Neoadjuvant PD1 blockade in MMRD locally advanced rectal

tumors
NCCN Guideline recommendation

National . . . -
NCCN ﬁg:ﬁg:k@ dMMR/MSI-H Rectal Cancer Discussion
CLINICAL NEOADJUVANT/DEFINITIVE
STAGE IMMUNOTHERAPY )
(PREFERRED) Complete ) Surveillance
clinical — Surveillance (REC-10A (REC-10)
Checkpoint
inh‘ia;itg:m Re-evdluate response Transabdominal g::n sider FOLFOX
immunotherapy for diseas resection9%32 or CAPEOX Surveillance
up to 6 months*x  [>[status . |-°“9'°°U"rsse or if complete (12-16 wk) (REC-10)
« Dostarlimab-axI every 2-3 Persistent | (chemo/RT" clinical response,
or Y | |monthb disease at |,|* Ca!:efclt_abmtlaq consider
dMMR/MSI-H |||, Ni 6 months or infusiona surveillance
T3, N any; oy otumab JFu (REC-10A)?
T1-2, N1-2; » Pembrolizumab Short-course
T4, N any RT Resection }—»Systemic therapy (REC-F 1 of 11)
or Locally contraindicated
unresectable
or medically
inoperable TOTAL NEOADJUVANT THERAPYYY Transabdominal | . Surveillance
resection9:2:3@ (REC-10)
Long-course chemo/RT"S Chemotherapy or if complete clinical
« Capecitabined or (12-16 wk) response, consider
infusional 5-FUY " EOLF_C;X or CAPEOX — Restaging” surveillance (REC-10A)?
or * Consider
Short-course RTSX——— FOLFIRINOX Resection Systemic therapy®P
contraindicated (REC-F 1 of 11)

9 Principles of Surgery (REC-C).

h Principles of Imaging (REC-A).

49 Bolus 5-FU/leucovorin/RT is an option for patients not able to tolerate capecitabine or infusional 5-FU.

" Principles of Perioperative Therapy (REC-D).

8 Principles of Radiation Therapy (REC-E).

* Evaluation for short-course RT should be in a multidisciplinary setting, with a discussion of the need for downstaging and the possibility of long-term toxicity.

Z In those patients who achieve a complete clinical response with no evidence of residual disease on DRE, rectal MRI, and direct endoscopic evaluation, a *watch and wait,” nonoperative
(chemotherapy and/or RT) management approach may be considered in centers with experienced multidisciplinary teams. The degree to which risk of local and/or distant failure may be
increased relative to standard surgical resection has not yet been adequately characterized. Decisions for NOM should involve a careful discussion with the patient of their risk tolerance. See
Principles of Nonoperative Management (REC-H).

32 For select patients who may be candidates for IORT, see Principles of Radiation Therapy (REC-E).

b FOLFIRINOX is not recommended in this setting.

*X If no previous treatment with a checkpaint inhibitor.

¥ In select cases (eg, a patient who is not a candidate for intensive therapy) neoadjuvant therapy with chemo/RT or RT alone may be considered prior to surgery.

Note: All dati are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. www.nccn .Org




Colon Cancer:

Periampullary (1%)

Cholangiocarcinoma (1%)
Small Bowel (1%)

i Q
Prostate (2%) Endometrial (1%)

GE Junction (3%)

Urothelial
(6%)

Gastric Rectal
(13%) Cancer Type (43%)
(n=117)

Colon
(28%)

Cohort 2 Non-Rectal
n=>54

Clinical Complete Response

Surgery
n=2

Incomplete Clinical Response

Surgery
n=16

Non-Operative Management

Non-Operative Management

Cercek et al, NEJM 2025



Cohort 2 - Non-rectal cancer - Responses and Surgical Management

cCR — —————i mm ‘l'
NnCR—]
()
7]
c
0
@ W 242400 L
& PR —
o
£
=
SD— 144 ‘
Urothelial HPB Colon Gastric GEJ
(100%) (100%) (82%) (57%) (33%)

Type of Cancer (% with clinical complete response)

65% achieved a clinical complete
response

Surgical Outcome
} Pathologic Complete Response
} Residual Disease

}

i ¥

EG Small Endometrial Prostate
(0%) Bowel (0%) (0%)
(0%)

Cercek et al, NEJM 2025



Cohort 2 - Non-rectal cancer — Incomplete responses

Proportion Total Incomplete Responders (%)
0 ‘ 1 O . 2.0 . 3‘0 . 4p . 5.0 . 6 0 ‘ 7.0

80 90 100

cocr [ HNEENEERNNEE

Post-10 IHC result . . . . .
Post-lO MSI score . . . . .

Previous anti-PD1

Primary Tumor

Downstaging s

Nodal Downstaging

c Post-10 Post-10
ancer type IHC MMR result MSI score
B Gastric B Full Loss " Intermediate (3-10) |l Previous anti-PD1
W Esophageal Partial Loss B Low (<3)
M GEJ B VMMRp
" Colon
Small Bowel
Endometrial

" Prostate

2 chose not
to undergo surgery

Cercek et al, NEJM 2025



Treatment

: Clinical - : pCRrate Median follow- DFS rate/
Trial NCT number N stage III (%) Regimen ‘}&2‘:}?{2;‘ (%) up (months) survival data
NEOPRISM-CRC  NCT05197322 31 81 pembrolizumab 6 55" 6 No recurrences
RESET-C NCT05662527 85 60 pembrolizumab 3 4 - -
IMHOTEP NCT04795661 77t 79t pembrolizumab 6-12 6‘;%1;{;:;‘3 A . :

PICC NCT03926338 17 95 toripalimab 12 65 14.9 1-y: 100%
Wang et al. NCT05890742 45 81 sintilimab 6 43 214 only 1 TR-death
PICC NCT03926338 17 84 toripalimab/celecoxib 12 88 149 1-y: 100%

NICHE-2 NCT03026140 115 67 ipilimumab/nivolumab 4 68+ 36.5 3-y:100%
NICHE-3 NCT03026140 59 63 nivolumab/relatlimab 8 68 8 98% disease-free
Wang et al. NCT05890742 52 78 IBI310/sintilimab 6 77 214 only 1 postop. death

UNICORN NCT05845450 14 - botensilimab/balstilimab 4 93 59 1-y: 100%



Detecting residual disease in the non-operative
setting

100 ~
e 80-
;’ Bl Complete response
> -
= 60 B Incomplete responses
<8E- 40 - B Recurrences
5
S 201

0-

Baseline 6 weeks 3 months End of treatment

Cercek et al, NEJM 2025



Data-driven Algorithm:

Localized

MMRD/MSI
CRC

Rectal . l

B Colon Cancer
Cancer

Does the team

feel
comfortable

with follow up?
NOM NOM

OPERATIVE MANAGEMENT

Dostarlimab

Dostarlimab
6m

6m

VNQd3Io

FOLFOX/
CAPOX -

Atezolizumab



Future directions:

Localized
MMRD/MSI
CRC

-There are some reports of resistance
to 6m anti-PD1 in rectal’
CTLA-4-PD-1

3Mor 6M -No study has seen 100% cCR in colon with
Anti-PD-1 s/a.

VNQd3Io




MSS:



Histopathological tumor regression (%)

40

—60 -

=100

MSS:

Niche 1 Trial: Ipilimumab-Nivolumab

Nivolumab Ipilimumab + nivolumab
] L} I I

* ok ok

* * * *
HEEE BTEEEERTTETETEE HEET"EENTENCEE o ocoxib

O1m2
W34

B Not available
Tumor subtype
B dMMR

B pMVR

CD8"/PD-1" cells per mm®

Pretreatment
Hesponders MNonresponders

150 4

g
L

T Wikiceon P = DDER




Group [ nestiapumr [l NEST2 & pMMA

Bot-Bal neoadjuvant: MSS : “l“l.H"" I‘Il

Bot
Bal Bal

Pathologic response (%)

0 2 - T 2 = z
:;s;s:;:g {igs!ggi H
WEEKS
i:::::::::::g:gg::g:g:g
e nfaf|afafa|8]a]n]n]n]n]n]e]0]d]8]3]8]2]2]2
NEST-2 Progression Free Surviva 7l T——
Bot 100% . — e
Bal Bal Bal Bal 2
S 75%:
) S.rgery 2 ST edion folowan
0 ” 4 4 6 € 5o 18.2 months (IQR, 16.9-19.23 mo)
WEEKS 3 NEST2 Median follow-up:
E 25% 8.98 months (IQR, 8.07-9.37 mo)
a
0%
0 - 10 15

Months (from C1D1)



Bot-Bal in NOM for Rectal MSS:

Accruing

Clinical
Stage Il and

I MMRd
Solid Tumor

Bot-Bal 3m.

FOLFOX
CAPOX
3m.

Assesments Baseline 6 weeks 3 months

Standard of Care

Restaging -
Radiology
or
Endoscopic

Residual
disease

<

6 months

Complete
clinical
response

Neoadjuvant

or chemoRT

v

sSurgery

Complete

pathologic
response

» Non-operative follow

up every 4 months

www.clinicaltrials.gove




Take Home Messages:

* |0 should be the SOC on the adjuvant setting for MSI-H.

* Next steps:
* 1) Implementing neoadjuvant treatment
* 2) Developing the anti-CTL-A4/PD-1 to maximize responses
* 3) Figure out the optimal treatment lenght

* |Ois notthe SOC of MSS tumors however anti-CTLA-4/PD-1
seems promising.

* Current trials exploring combo with longer treatments are highly
awaited to see the final role |O may play in MSS CRC.
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