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Quick Review of Immunology 101
Your immune system recognizes self/foreign



Immune Response to Infection
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Carcinogenesis: makes normal cells look/act foreign
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Neoantigens: Things that make tumor cells look different from normal cells
Similar to how virally-infected cells look different from normal cells
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Quick Review of Immunology 102
How to teach your cells to recognize “foreign” cancer

CD8 T cells 
CD4 T cellsDendritic cells
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Tumors Hijack the Immune System
1. Turn off the immune response (e.g. PD-L1)

2. Recruit cells that suppress the immune response

Thomas Marron 12



The tumor-immune micro environment is 
complex, many targets

Many ON/OFF signals that we can manipulate with drugs to INCREASE inflammation

(don’t hurt yourself)

(kill the foreigner)





There are almost too many new cancer 
therapies in development



There is significant redundancy within the 
field (pros/cons)



Overview of phase 1 clinical trials
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Interesting new combinations

1) New checkpoints (finding the next PD-1)

2) New combinations with PD-1

1) New immune agents

2) Chemotherapy

3) Radiation

3) New approaches for people who don’t respond to PD-1 (or progress post-response)

4) Recruiting other white blood cells to attack cancer
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Monalizumab in combination with cetuximab 
in R/M SCCHN: 

Clinical results and preliminary biomarker analyses. 

Roger B. Cohen1, 

Jérôme Fayette2, Marshall Posner3, Gautier Lefebvre4, Jessica Bauman5, Sébastien Salas6, 
Caroline Even7, Dimitrios Colevas8, Antonio Jimeno9, Esma Saada10,  Barbara Burtness11, 

Franceline Calmels12, Robert Zerbib12, Agnès Boyer-Chammard12, 
Pascale André12,Tanguy Seiwert13

1- Abramson Cancer Center, Philadelphia, PA; 2- Centre Léon Bérard, Lyon, France; 3- Mount Sinai Medical Center, New York, NY; 4- Oscar Lambret Institute, Lille, France; 5- Fox Case Cancer
Center, Philadelphia, PA; 6- AP-HM, Marseille, France; 7- Gustave Roussy, Paris, Villejuif, France; 8- Stanford University Medical Center, Stanford, CA; 9- University of Colorado Cancer
Center, Denver, CO; 10- Centre A. Lacassagne, Nice, France; 11- Yale University, New Haven, CT; 12- Innate Pharma, Marseille, France; 13- University of Chicago, Chicago, IL.



Dual antibody targeting in cancer immunology

Hypothesis: Dual targeting with the combination of monalizumab and cetuximab will 
provide greater antitumor activity than cetuximab alone.

Monalizumab:

• First-in-class humanized IgG4

targeting NKG2A on NK and
tumor infiltrating CD8+ T cells.

• Blocks binding of CD94/NKG2A to
HLA-E reducing inhibitory
signaling and thereby unleashing
NK and T cell responses.

NK 

cell
Tumor

cell

Monalizumab blocks NKG2A/HLA-E inhibitory pathway 

unleashing NK and T cell activity

Inhibition

Monalizumab

Activation

Cetuximab inhibits EGFR signalling and binds to CD16/FcγRIII to promote ADCC

Cetuximab

HLA-E
NKG2A

CD16 EGFR

André et al., Cell in press



IPH2201-203 study design
• Multicenter single arm study to evaluate the combination of monalizumab and 

cetuximab in patients with recurrent and/or metastatic SCCHN (R/M SCCHN)

• Cohort expansion in recurrent and/or metastatic SCCHN patients (NCT02643550). 

• N= 40 patients enrolled. Data cut-off August 31, 2018.

Key eligibility criteria

• R/M SCCHN, HPV(+) or HPV(-)

• PD after platinum-based CT

• Maximum of 2 prior systemic
regimens for R/M disease

• Prior IO allowed*

Treatment

monalizumab
(10mg/kg Q2W)

+
cetuximab

(approved dosage)

until progression or unacceptable toxicity

Primary objective

• ORR (RECIST 1.1)

Secondary objectives

• DoR, PFS, OS
• Safety 

Exploratory objectives

• Translational analyses

* prior cetuximab allowed if for locally advanced disease with no PD for at least 4 months



Objective responses with monalizumab and cetuximab

One patient with death from clinical progression before the  1st post baseline radiological assessment is not represented in the graphs 

Overall Response Rate is 27.5% 

[95% CI, 16.1-42.8] 

1 confirmed CR & 10 confirmed  PR

 Responses observed in IO naive (35% 
[19-55]) and IO pretreated patients (18% 
[6-41])

 Responses observed in platinum resistant 
patients and in HPV positive and negative 
disease

Best change of tumor size from baseline



Early and Durable responses with monalizumab and cetuximab

*: Prior IO
c: Prior cetuximab

Median time to response is 1.6 months [1.5-3.9] Median duration of response is 5.6 months [3.8-NR*]

Change of tumor size from baseline

*NR = Not Reached



Safety profile of the combination
AEs related to the monalizumab cetuximab combination

All TEAEs
N (%)

Monalizumab related TEAEs
N (%)

All Grade 3-4 All Grade 3-4

AEs
40  

(100%)
20 

(50%)
30 

(75%)
7 

(18%) 

SAEs
16 

(40%)
12 

(30%)
3 

(8%)
3 

(8%)

• No new safety signals for monalizumab
• Only one patient stopped treatment for an AE
• No potentiation of cetuximab side effects
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Questions?

thomas.marron@mountsinai.org

703-609-9912
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