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Pembrolizumab in Tumors with Mismatch-Repair 

Deficiency- Le et al, NEJM, June, 2015



KEYNOTE-177 Study Design <br />(NCT02563002)
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Progression-Free Survival
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OS in Key Subgroups
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Overall Survival
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Summary - CheckMate 142

• Impressive results (high response rates) of Nivolumab(Q2W) plus low-dose 
ipilimumab (Q6W) as a 1L Tx for MSI-H/dMMRmCRC

• Nivolumab plus low-dose ipilimumab: acceptable tolerability profile with 
grade 3–4 TRAEs, 16% with a low rate of discontinuation due to TRAEs of 
7% 

BUT

• non-randomised study

• small number of patients

• no effect in about 15% of patients up front (about 30% in keynote 177)

• combination therapy results in increased costs

• Now EMA approved



IO for MSI-H mCRC

• Patient subgroups that might benefit more ?

(all RAS/TMB, CMS, immunoscore, microbiome ?)

• Role of combination chemotherapy plus IO?

Colorectal Cancer Metastatic dMMR Immuno-Therapy (COMMIT) study (NRG- GI004/SWOG-S1610) 
A randomized phase III study of mFOLFOX6/bevacizumab combination chemotherapy with or without atezolizumab or 
atezolizumab monotherapy in the first-line treatment of patients with deficient DNA mismatch repair (dMMR) metastatic 
colorectal cancer.

BMS 8 HW
A randomized phase III study of mFOLFOX6/bevacizumab combination chemotherapy with or without atezolizumab or 
atezolizumab monotherapy in the first-line treatment of patients with deficient DNA mismatch repair (dMMR) metastatic 
colorectal cancer.

• Combination IO (CheckMate 142)

• Can efficacy be increased with combination tx in MSI-H/BRAF-mut pts ( IO+encorafenib /cetuximab) ?





Modul







Regorafenib Plus Nivolumab Combo for CRC Found Not as Effective in
North American Population as in Japanese Patients June 9, 2021

Sara Karlovitch – ASCO Annual Meeting

• Results of a single-arm phase 2 study of regorafenib (Stivarga) plus 
nivolumab (Opdivo) in patients with mismatch repair–proficient 
(pMMR)/microsatellite stable (MSS) colorectal cancer (CRC) found a 
discrepancy in efficacy between the Japanese and North American 
Population, according to a presentation at the 2021 American 
Society of Clinical Oncology Annual Meeting.1

• The objective response rate was 7%. For the subgroup of patients
without liver metastases, the overall response rate was 22%.

https://www.targetedonc.com/authors/sara-karlovitch
https://www.targetedonc.com/conference/asco








To be continued …

• The role of IDO inhibitors (IDO expression in about 40% of CRC – assoc. 
with poor prognosis and liver mets) inhibition leads to modification of 
tumour microenvironment)

• The role of QX40 agonists (high levels of QX40 in TILs correlated with 
increased OS)

• The role of MCSF receptor inhibition 

• The role of CD73 inhibition (inhibition of CD73 may improve anti-cancer 
immune response)

• Monalizumab plus anti-PDL1: Monalizumab is an antibody that prevents 
the inhibition of CD8+ T cells and NK cell by tumor cells expressing HLA-E

• CEA-TCB (T cell bispecific antibody for treatment of CEA-positive solid 
tumors) + anti-PDL1







Rationale of the study design 
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FIRE-4.5 Study Design<br />AIO KRK-0116
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Progression-Free-Survival (PFS)<br />ATP (n=89)
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ANCHOR -1st line  Encorafenib, Binimetinib, 

cetuximab - NCT03693170.

In the first 40 assessable patients from ANCHOR CRC:

- ORR was 50% (95% CI 33.8% to 66.2%) 

- median PFS was 4.9 months (95% CI4.4-8.1 months) 

- Decrease in tumor size was observed in 85% of patients. 

- Adverse events have been consistent with those observed in 

prior studies of the triplet combination

Van Cutsem E, et al. ESMO WCGC 2021 Proceedings.



BREAKWATER: Randomized phase 3 study of encorafenib (enco) + cetuximab

(cetux) ± chemotherapy for first-line (1L) treatment (tx) of BRAF V600E-

mutant (BRAFV600E) metastatic colorectal cancer (mCRC).

Tx*

SLI (safety lead-in)

Enco 300 mg QD +

cetux 500 mg/m2† + mFOLFOX6†

or

Enco 300 mg QD +

cetux 500 mg/m2† + FOLFIRI†

Arm A

Enco 300 mg QD + cetux 500 mg/m2†

Arm B

Enco 300 mg QD + cetux 500 mg/m2† + 

mFOLFOX6† or FOLFIRI† (depending on 

SLI)

Control (± bevacizumab)

mFOLFOX6†

or

FOLFOXIRI†

or

FOLFIRI†

or

CAPOX (21-day cycle; oxaliplatin, Q3W; 

capecitabine, BID Days 1–14)

Endpoints

Primary Incidence of dose-limiting toxicities

Progression-free survival (PFS; by blinded 

independent central review [BICR]) (arm A vs

control; arm B vs control)
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