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Immunotherapy for MSI-H/MMR-D

High tumor mutational burden and immune cell infiltration are hallmarks
Confer marked and durable response to immunotherapy

2017 15t FDA agnostic approval of Pembrolizumab for all Metastatic MSI-H tumors

Checkpoint inhibitors mechanism of action
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Immunotherapy for MSI-H
Non metastatic cancer

Prevalence in Gl malignancies

Colon cancer Stage 2-3-10-15%
Rectal cancer — low prevalence <5%

Gastric cancer — 10 %-20 %

1. Cercak A. et al. MMR rectal cancer and resistence to neoadjuvant chemotherapy 2020 1;26(13):3271-3279
2. RattiM. et al. microsatellite instability in gastric cancer .Cell Mol Life Sci 2018; 75(22): 4151-4162



Surgery
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Adjuvant

Neo-adjuvant
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Surgery

Versulius et al. Nat Medicine 2020 p475

Proposed rationale for adjuvant immunotherapy

tumor lesion

Surgeon removes

Immunotherapy
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Proposed rationale for neoadjuvant immunotherapy
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Adjuvant

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

<4—— 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 R
adenocarcinoma <10weeks \ 11

- dMMR by IHCab

- ECOGPS<2

« No prior chemotherapy or
radiation©

post surgery¢

4 6 months =

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

a2 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. *Atezolizumab (anti-PD-L1)



Primary Endpoint: DFS

100 :
 86.4% ,
90 ' mMFOLFOX6 + atezolizumab
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I
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= 1
S 1 5
v 404 ' Log-Rank* P-Value: < 0.0001
(<1}
3} ! .
5 30 ' Hazard Ratio* (95% Cl): 0.50 (0.34, 0.72)
i
20 - .
Arm Name Events/Total Time-Point KM Est (95% CI)
10 — Arm 1 (mFOLFOX6 + Atezo) 45/355 36 86.4 (81.8-89.9%)
—_— Arm 2 (MFOLFOX6) 80/357 ! 36 76.6 (71.3-81.0%)
1 + Censor
o T ] L] T I U ]
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 11 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



Neo-adjuvant

Dostarlimab for Locally Advanced dMMR Rectal Cancer:
Study Design

= Single-arm phase Il study

Radiologic and
endoscopic evaluation  If residual If residual
} disease disease
ChemoRT »  Surgery
Patients with Dostarlimab /
sta
ge I/l dMMR g 500 mg IV Q3W If cCR
rectal cancer x 9 cycles
(target N = 30) (n =16) \ Nonoperative
If cCR follow-up
every 4 mo

Dostarlimab = anti pd-1

Cercek et al. N Engl ] Med 2022;386
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PD-1 Blockade in Mismatch Repair-Deficient, Locally

Advanced Rectal Cancer

A. Cercek, M. Lumish, J. Sinopoli, J. Weiss, ]. Shia, M. Lamendola-Essel, |.H. El Dika, N. Segal, M. Shcherba,
R. Sugarman, Z. Stadler, R. Yaeger, J.J. Smith, B. Rousseau, G. Argiles, M. Patel, A. Desai, L.B. Saltz, M. Widmar,
K. lyer, J. Zhang, N. Gianino, C. Crane, P.B. Romesser, E.P. Pappou, P. Paty, ]. Garcia-Aguilar, M. Gonen,

M. Gollub. M.R. Weiser. K.A. Schalper. and L.A. Diaz. Ir.

Clinical Complete Response (%)

Overall Response to Dostarlimab in 12 Patients

Rate of clinical complete response: 100% (95% Cl, 74 to 100)

No chemoradiotherapy or surgery
No disease progression or recurrence

Patient




Dostarlimab Sustained CCR 12 months
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NICHE-2 study design

115 patients
locally advanced and previously untreated dMMR colon cancers

First cycle
y Second cycle

Nivolumab 3 mg/kg

Nivolumab 3 mg/kg +
ipilimumab 1 mg/kg

Nivolumab = Anti PD1

Ipilimumab = Anti CTLA4
Chalabi et al. N Engl J Med 2024;390:1949-1958



Pathological Tumor Regression (%)
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Do we need surgery??



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Nonoperative Management of Mismatch
Repair-Deficient Tumors

B Clinical Response

Surgical Outcome
| Pathological complete response
| Residual disease
i ) !
| ] |

Complete
response

Near-
complete
response

Partial H e N [ +
response

Tumor Response

Stable H : ' :

disease L —IL

Rectal . Urothelial HIPB Colon Gastric GE] EG Small Endo- Prostate
(100%) (100%) (100%) (829) (57%)  (33%) (0%) bowel metrial (0%)
(0%)  (0%)

Cercek et al NEJM April 2025 _ Type of Cancer
(% with clinical complete response)



NEONIPIGA — Gastric/GEJ MSI-H

« The primary objective was pathological complete response rate (pCRR

NEO-ADJUVANT treatment
6 cycles = 12 wks

ADJUVANT

treatment
9 cycles = 9 mo

NIVOLUMAB
240 mg q2w (30 min IV) NIVOLUMAB
+ 480 mg gq4w (30 min IV)
IPILIMUMAB
1 mg/kg q6w (30 min V)

C1 Cc2 c3 C4 €5 C6
Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab
+ +
Ipilimumab Ipilimumab

17 pts (58.6%) achieved pCR in primary & LN
2 pts TO, some tumoral cells in one node (MPR)

Nivolumab = Anti PD1

Andre et al. JCO 2023, 41, 255-265 . .
Ipilimumab = Anti CTLA4



INFINITY — Gastric/GEJ Msi-H

)

Resectable gastric
or GEJ cancer

Centrally confirmed |

Cohort 1

Surgery Standard follow-up

‘ | | 18 Pts

I
14 16 18 i
IDMC APPROVAL
Cohort 2

MSI-H and dMMR, Time, 2 4 ]
EBV- weeks

cTz2, any N, MO

N/
Tremelimumab Antl CTLA4

300 mg on day 1

Durvalumab Antl PDl

1500 mg on day 1, 29 and 57

* Intensive follow-up
Every 12 weeks for 2 years: chest-abdomen-pelvis CT scan, EUS with multiple
biopsies/nodal FNA, liguid biopsy MRD

Incomplete Standard

8 10 response Surgery follow-up

Restaging:
CT and PET scan
EUS with multiple biopsies/
nodal FNA,
liquid biopsy MRD

18 Pts

Evidence of disease/tumor regrowth

Non-operative Intensive
response management follow-up*

GONO trial. Rainmondi et al. Ann Of Oncol April 2025



Operative Management

0

Pathologic tumor regression (%)

x
Q Q "Ir Q N Q ‘b Q Q Q Q Q "Ir
999995999599999
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* Heterogeneous pMMR/dMMR status at surgery
* Patient not operated for on-treatment disease progression

60% pCR + 20% Major Path Respons (<10% viable cells)
2 y DFS 66%
2y 0S73%



Nonoperative Management

04-010 - >
01-023 - [ ) | |
05-003 - |~
01-025 - |_[@] |~
04-015 - S
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04-017 - [ ] o] |
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01-031 4 > @ Not occurred cCR
05-006 e - Negative liquid biopsy
05-007 [ | | Positive liquid biopsy
04-018 - e 0| | [I] Mot evaluable liquid biopsy
e - B Sy T 25
13-004 - [1e > Disegas; relapse/regrowth
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Time, months

76% cCR - NOM

1y PFS 94%

1y OS 100%

4 pts who did not reach cCR underwent salvage surgery (without
disease relapse on short follow up)
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Take away

* Neoadjvant 10 in MSI-H/MMR-D non metastatic tumors confers
high (p)CR / major pathological response
* Non Operative Management is feasible
What's missing?
 Who will likely NOT respond? (T4, TMBJ,, diffuse type...?)
* limited long term survival outcomes
 No clear treatment protocol (Anti PD1 + Anti CTLA4, 1-3-6 mo?)
 No Clear protocol to establish cCR = NOM follow up (except in rectal ca)

Real new era
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