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Objectives

* Role of immunotherapy in metastatic dAMMR and MSI-H
advanced CRC

* Role of Neoadjuvant immunotherapy - is this ready for prime
time ?




Molecular
classification of

colon cancer

Martini G et al. Therapeutic Advances in Medical Oncology. 2020
Jul;12:1758835920936089.



Microsatellite-Instability-High
WNEs
Mismatch repair deficiency
(dAMMR)




Introduction

* High microsatellite instability (MSI-H)/deficient mismatch repair (dMMR) phenotype is a distinct
molecular signature across gastrointestinal cancers

* Highly immunogenic and heavily infiltrated by immune cells

* Uniquely vulnerable to therapeutic strategies enhancing immune antitumor response such as
checkpoint inhibitors



Mechanism of dMMR

Germline mutation of one of the genes ‘Lynch syndrome) — 25%
Rest are sporadic (hypermethylation of MLH1 promoter gene)

Right-sided tumors tend to be sporadic while rectal tumors tend to be associated
with Lynch syndrome

15-20% of cases in stage Il, 10-15% in sage lll, and 4-5% in stage IV colon cancer



Metastatic

disease with
dMMR/MSI-H




TABLE 2. Immune Checkpoint Inhibitors (Anti-PD-1 With or Without Anti—CTLA-4) and MSIAMMR Colorectal Cancer

2-ar Median

1-Year 1-Year 3-Year 2~ or Fallow-

Previous Mo, of CR PR 5D PD ME PF5 as PF5 3-Year up Time
Systemic Treatment Patients (%2} (%) (%) (%) (%] (%) (%l (%) 05 (%) (Months)

kil L) ] 5"
Pembrolizumab
KEYNOTE-16412
Pembrolizumaby, cohort &
Pembrodizumab, cohort B
KEYMOTE-1771%

CheckMate-142' 1525

Mimlumakb

Mivolumab plus ipilimumab 0 45 13 56 = 13 2 77 &3 74- e 29.0

MIPICOLY’

MNivolumab plus ipdimemak =2 b7 19 40 a0 7] 3 73 B4 — — 18.1
GARMET'

Dostarlimaty =1 &9 36 — — — — — — — —

Abbreviations: MSI, microsatellite instability; dMMR, mismatch repair deficiency; CR, complete response; PR, partial response; SD, siable disease; PD,. progressive disease: MNE, not evalueable:
PF5, progression-free survival; 05, owerall survival,

*Two-year surdival rate,

"*Three-year survival rate.

Andre T, Cohen R, Salem ME et al. American Society of Clinical Oncology
Educational Book. 2022 Apr 26;42:233-41.



First approval for front line therapy in CRC






Andre T et al. N Engl J Med 2020; 383:2207-221¢
DOI: 10.1056/NEJM0a2017699









Lenz HJ et al. Journal of Clinical Oncology. 2022 Jan 10;40(2):161-70.



Chemo plus immunotherapy ? Ongoing trials



Early
stage/locally
advanced MSI
high CRC



A number of retrospective studies and post hoc analysis have evaluated the role of MMR
as a prognostic and predictive biomarker in stage -1l CRC

Favorable prognosis of stage Il dMMR colon cancer and lack of benefit from adjuvant
chemotherapy

Oxaliplatin-based chemotherapy may be considered for high-risk stage Il disease

Three to six months of oxaliplatin-based chemotherapy per usual standards is
recommended for patients with dMMR stage Il colon cancer



Gallois et al. Journal of Clinical Oncology. 2023 Feb 1;41(4):803-15.



What about neoadjuvant immunotherapy in
CRC?

* NICHE phase Il trial — 21 patients with MSI/dMMR CRC received dual
checkpoint ICI 4 weeks proir to surgery

* Path CR was observed in 20/20 patients (Cl : 86-100%)

Chalabi M et al. Nat Med 2020



35 patients
54% colon

23% rectal

14 underwent
surgery and 70%
had path CR

Ludford et al. Ann oncol. 2021






* Patients with stage Il and Ill dMMR rectal cancer received neoadjuvant
Dostarlimab for a total of 6 months

e Patients with cCR underwent a watch and wait strategy

* Among 11 paitents, the cCR rate was 100% with single agent Dostarlimab



 What is the best regimen to use?
* Optimal duration of therapy
* How are we sure of path CR?

e Can we also resect metastasis if
limited to one site?

* Will all these questions be answered
by a phase 3 trial for locally advanced
rectal cancers?



Important take home points

e All CRC’s should be tested for MSI H/dMMR status

* |ICl’'s have significantly impacted treatment of MSI high
disease

* Some patients may have primary resistance to ICl therapy

* Neoadjuvant ICl should be considered for dMMR tumors
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