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What are the determinants of immunotherapy
response?

* Presence of metastatic disease = the earlier the better
 Immune cells in the tumor = easier to activate

* Number of mutations in the tumor DNA
* The stranger the better response to immunotherapy




Types of colorectal cancer
MMR proficient versus MMR deficient

MMR proficient / microsatellite stable MMR deficient / microsatellite instable

15% of patients with early disease

85% of patients with early disease

Many immune cells in the tumor (“hot”
Usually few immune cells in the tumor (“cold”) v ( )

Efficacious in 30-45% in advanced disease
Limited efficacy of immunotherapy in advanced

disease (excl. new emerging data) Many mutations in the tumor DNA = 800

Hereditary (Lynch Syndrome) in approximately 1/3
Few mutations in the tumor DNA = 80 of patients

MMR proficient = pMMR = microsatellite stable = MSS
MMR deficient = dMMR = microsatellite instable = MSI



2024 - Immunotherapy for metastatic MSI

Checkmate-8HW: nivo/ipi vs chemo

* Keynote-177: first RCT in 1st
line disease = EMA approval
of pembrolizumab

Keynote-177: chemo vs pembro
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Key eligibility criteria
¢ Histologically confirmed

unresectable or metastatic CRC
¢ MSI-H/dMMR status by local

testing
* ECOGPSOorl

Stratification factors:
* Prior lines of treatment
(Ovs1vs22)

¢ Primary tumor location
(right vs left)

—
1L setting:

n=202

¢ CheckMate 8HW is a randomized, multicenter, open-label phase 3 study?

Dual primary endpoints in patients
with centrally confirmed MSI-
H/dMMR statusd:

NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses,

followed by NIVO 480 mg QaW®

* PFS by BICR® (NIVO + IPI vs chemo
in the 1L setting)

* PFS by BICR® (NIVO + IPI vs
NIVO across all lines)

Other select endpoints:

+ 0S; ORR by BICR; PROs

Treatment until disease progression, unacceptable
toxicity, withdrawal of consent (all arms), ora

maximum treatment duration of 2 years (NIVO and

Progression-free survival
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PFS benefit with NIVO + IPI vs chemo was robust and consistent across the sensitivity analyses, including PFS by BICR in 1L all randomized patients (HR

0.32; 95% Cl, 0.23-0.46)

Andre et al, NEJM, Andre et al, ASCO Gl 2024



Neoadjuvant immunotherapy — advantages

—_

* Early eradication of micrometastases

* Less extensive surgery— improved surgical outcomes =— MORE CURE?

* Inform on prognosis — guide (neo-)adjuvant therapy

* Window of opportunity studies in cold tumors



Non-metastatic CRC: current standard of care

surgery pathologist

High risk and/or lymph
node metastases?

|

chemotheray

With neoadjuvant chemotherapy, pathologic responses in:

- 20% of pMMR/MSS tumors

- 7% of dMMR/MSI tumors




How the NICHE study started

Window of opportunity study
Exploratory

Use TR to improve 10 for CRC
Will it work..?

dMMR: MMR deficient
pMMR: MMR proficient

First cycle

Nivolumab 3 mg/kg +
ipilimumab 1mg/kg

Second cycle
Nivolumab 3mg/kg

| | | |

Tissue, plasma + Plasma + PBMC Tissue, plasma + Plasma + PBMC
PBMC PBMC (follow-up)

Nivolumab = anti-PD1
Chalabi et al, Nat Med 2020, ESMO 2022 Ipilimumab = anti-CTLA4



Histopathological tumor regression (%)

NICHE: first results
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Neoadjuvant immunotherapy leads to pathological
responses in MMR-proficient and MMR-deficient
early-stage colon cancers
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PMMR/MSS cohort (n=15): 27%
pathologic responses

dMMR/MSI cohort (n=21): 100%
pathologic responses, 60% complete




Neoadjuvant 10 in dMMR colon cancer

* Can we validate these findings in more patients?

*|s immunotherapy curing more patients with early
stage disease?

NICHE-2 Primary Objectives & endpoints
Safety and feasibility: Timely surgery in at least 95% of patients

3-year disease-free survival (DFS): 3-year DFS of at least 93%




Neoadjuvant immunotherapy highly effective
in locally advanced MSI colon cancer

Lymph-Node Status: 1 Negative [l Positive
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Patients
* 95% pathologic complete or near-complete response
After only 5.4 weeks

* 68% pathologic complete responses

Chalabi et al, NEJM 2024



NICHE-3: neoadjuvant nivo + rela in dMMR colon cancers
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NEOPRISM: pCR in 59% of pts aftr 3 cycles of

Lynch syndrome
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Neoadjuvant anti-PD1 in dMMR rectal cancer
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MSS CRC: the one that got away?

The disappointment of Juan Gris
Peter Balan




Can we turn pMMR tumors from “cold” to “hot”
with neoadjuvant 10?

Amsterdam Curacao
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BOT+BAL leads to responses in patients with MSS

MCRC

* Botensilimab (anti-CTLA4) + balstilimab (anti-PD1)
* ORR all-comers: 17% (n=101); DCR 61%

* No liver mets (n=77): ORR 22%; DCR 73%

» Active liver mets (n=24): ORR 0%; DCR 25%

botensilimab
Fc-enhanced CTLA-4 Inhibitor
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Bullock et al, Nat Med 2024
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Neoadjuvant bot+bal in early-stage CRC

NEST-1 0%

-10% . 0%
2001 -10%
. . - 0
: 1 :
: Study Schema L ao% by
. : 100
i Bal 240 mg Bal 240 mg o A0%
: S : -50%
: Urgery = o -50% -50%
: 0 2 WEEKS :
Ceeesesesnsncsosesesesesessensnnosesesesssnsasnsnssesesssssssnsnnness 0 -70% [ BN B B0 eeeeeeeseeseeeesseeeneen :
: 6/9 (67% :
-80% ; patlent(s with I\(:I)SS CRC had E
+ Pathologic Responses (250%
_90% gocy -85% : g p ( )
100% R

- 0f - 0
Bot = botensilimab (anti-CTLA4) 100% -100%

Bal = balstilimab (anti-PD1)

Adapted from Kasi et al, ASCO GI 2024



O for organ preservation in pMMR rectal cancers

TARZAN

Phase 2, single-arm study

Early + intermediate risk rectal cancer

Fully accrued (n=38 pts with pMMR tumors)

Follow up, months median(range) 24,3 (5,4 -51,8) 14,7 (6,9 — 22,2)
Clinical response at 10-12wks Complete response 7 (18%) 3 (50%)
bev 5 bev5 bev5
Near-complete response 10 (23%)* 1(17%)
‘ ‘ l Residual tumor 21 (55%)** 2 (33%)
RT 5x5Gy ;
\ _ Organ preservation rate n (%) 16 (42%) 6 (100%)
" low/intermediate- h )
risk rectal cancer i “ : ‘ ‘ ‘ ‘ 2 Clinical response 10-12 weeks subgroups
(M0) D1 w3 W5 w7 w9 wlo  wi2 Clinical response in tumors <40mm 13/23 (57%) 3/3 (100%)
t 1 t Clinical response in cNO tumors 13/22 (59%) 1/1 (100%)
endoscopy @ (O MRI + @ MRI + CT + (O
MRI + CT clinical decision

De Gooyer et al, ESMO GI 2024 #247P De Gooyer et al, ESMO Gl 2024 #247P



Future perspectives: NEOASIS
neoadjuvant immunotherapy across tumor types

o . . U Gl
- All patients with: e
Small bowel (n=8)

- dMMR/MSI tumors regardless of

primary site .
- pPMMR/MSS tumors who do not sl
need standard of care

neoadjuvant treatment Other cancers

(incl breast, >2 MPR
) prostate, —
sarcoma, rare
cancers; n=8)

+10 (n= 18)

Colarectal >2 MPR

FIELCHT LT —

+10 (n= 18}

Succes= >6 responders in stage | + |l

(n=8)

Treatment:
- 2 cycles of balstimilab = anti-PD1
- 1 cycle of botensilimab = anti-CTLA4




KEY TAKE AWAYS

* Immunotherapy highly effective in patients with dMMR/MSI colorectal cancers

* Intriguing responses to neoadjuvant 10 in MSS colorectal cancer

* In MSS mCRC, patients with liver metastases do not benefit from 10:
mechanisms of immune evasion still poorly understood

 Selection is one of the main keys to success
* Not all P MMR colon cancers are created equal

* Not all metastases are created equal
* Refinement of mode of action of immunotherapies
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