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Unexpected survival in a 
(small) proportion of pts 
with heavily pre-treated 

RM-HNC
Very favourable toxic 

profile

PROS…





OS in patients with tumor PD-L1 expression ≥1% (56% pts1)
2-year follow-up (September 2017 data cutoff)

PD-L1 ≥1%
Median OS, 
mo (95% CI)

HR
(95% CI)

Nivolumab 8.2 (6.7, 9.5)
0.55 

(0.39, 0.78)
IC 4.7 (3.8, 6.2)
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1) PD-L1 available in 159/261 pts 



Nivolumab (n = 236) IC (n = 111)

Any grade Grade 3–4 Any grade Grade 3–4

Any TRAE, n (%) 146 (61.9) 36 (15.3) 88 (79.3) 40 (36.0)

TRAEs in ≥15% of patients, n (%)

Fatigue 
Nausea
Anemia
Asthenia

37 (15.7)
22 (9.3)
12 (5.1)
10 (4.2)

5 (2.1)
0

3 (1.3)
1 (0.4)

20 (18.0)
23 (20.7)
19 (17.1)
17 (15.3)

3 (2.7)
1 (0.9)
6 (5.4)
2 (1.8)

Select TRAEs, n (%)
Skin
Endocrine
Gastrointestinal
Hepatic
Pulmonary
Hypersensitivity/infusion reactions
Renal

40 (16.9)
22 (9.3)
20 (8.5)
7 (3.0)
7 (3.0)
3 (1.3)
3 (1.3)

0
1 (0.4)
1 (0.4)
2 (0.8)
2 (0.8)

0
0

14 (12.6)
1 (0.9)

17 (15.3)
5 (4.5)
1 (0.9)
2 (1.8)
2 (1.8)

2 (1.8)
0

2 (1.8)
1 (0.9)

0
1 (0.9)
1 (0.9)



Denaro N and Merlano MC, Head and Neck 2019:41;42-47
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Lung Cancer 2017



HNC - Subsequent therapy ASCO ‘18



αPD-1 TREATMENT INDUCES 

DECREASE IN THE TMB

Riaz N (Chan T) et al: Cell 2017;171:934-949



Carbone DP et al, NEJM 2017;376:2415-2426

AACR 2017



ORR
Checkmate 141 Keynote 040

Nivo SOC Pembro SOC

CR 6 1 4 1

PR 26 6 32 24

No Resp 208 114 211 223

13.3% (9.3 - 18.3) 5.8% (2.4 - 11.6) 14.6% 10.1%

LUX Head & Neck 1
ORR AFATINIB METHOTREXATE

CR 0 0

PR 33 (10%) 9 (6%)

No Resp 289 152

ACTIVITY CONS…



OS in patients with tumor PD-L1 expression ≥1% (56% pts1)
2-year follow-up (September 2017 data cutoff)
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Median OS, 
mo (95% CI)

HR
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KEYNOTE-048 Study Design (NCT02358031)

Pembrolizumab 200 mg Q3W 

for up to 35 cycles

Cetuximab 250 mg/m2 Q1Wc +
Carboplatin AUC 5 OR 
Cisplatin 100 mg/m2 + 

5-FU 1000 mg/m2/d for 4 days

for 6 cycles (each 3 wk)

R 

1:1:1

Cetuximab 
250 mg/m2 Q1W

Stratification Factors

•PD-L1 expressiona

(TPS ≥50% vs <50%)

•p16 status in oropharynx
(positive vs negative)

•ECOG performance status
(0 vs 1)

aAssessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS = tumor proportion score = % of tumor cells with membranous PD -L1 expression. bAssessed using the CINtec p16 
Histology assay (Ventana); cutpoint for positivity = 70%. cFollowing a loading dose of 400 mg/m2.

Pembrolizumab 200 mg +
Carboplatin AUC 5 OR 
Cisplatin 100 mg/m2 + 

5-FU 1000 mg/m2/d for 4 days

for 6 cycles (each 3 wk)

Pembrolizumab 
200 mg Q3W 

for up to 
35 cycles total

Key Eligibility Criteria

•SCC of the oropharynx, oral 
cavity, hypopharynx, or larynx 

•R/M disease incurable by 
local therapies

•ECOG PS 0 or 1

•Tissue sample for PD-L1 
assessmenta

•Known p16 status in the 
oropharynxb

Pembrolizumab
Monotherapy

Pembrolizumab
+ Chemotherapy

EXTREME



Overall Survival: P vs E, CPS ≥20 (42% pts)

Data cutoff date: Jun 13, 2018.

Events HR (95% CI) P

Pembro alone 62%
0.61 (0.45-0.83) 0.0007

EXTREME 78%

Median (95% CI)

14.9 mo (11.6-21.5)

10.7 mo (8.8-12.8)
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44.9%
24-mo rate

38.3%

22.1%
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PD-L1 > 50% (TPS)

Median:
Pembrolizumab10.5m
Chemotherapy   6.5m

KN040 AACR 2018 (HNC) KN024 NEJM 2016 (NSCLC)

Pembrolizumab

Chemotherapy

62%

40%

48%

16%21%

4%

PROGRESSION-FREE SURVIVAL



The Head and Neck Cancer  evasion machinery

• Disruption of Antigen 
Presenting Machinery

• High amount of TGF β
• High levels of galectin-1
• Abundance of Treg
• Production of VEGF, 

PGE2, IL-10
• TAM Φ M2

06/02/18 M. C. Merlano



Combination therapy in H-NC



TARGETING NKG2A



Background
Monalizumab:

first-in-class humanized IgG4

Targeting NKG2D on NK

and tumor infiltrating CD8+ .

blocks binding of CD94/NKG2A to HLA-E

reducing inhibitory signaling and thereby

unleashing NK and T cell responses.

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

NK cell and T cell 

inhibition by NKG2A 

ADCC enhancement

by NKG2A blockade

+



1) Silva TG et al 2012

78 – 83% of HNC 

express HLA-E1

HNC



Study DESIGN

• Multicenter single arm study to evaluate cetuximab plus monalizumab

• Cohort expansion in R/M SCCHN (NCT02643550)

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

- Safety
- DoR, PFS, OS

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



KEY RESULTS of monalizumab and 
cetuximab

Safety data:
- Good safety profile of the combination
- No potentiation of the cetuximab related AEs by 

monalizumab

KEY RESULTS n (%) CI

Complete Response (CR) 1 (2.5%)

Partial response (PR)* 10 (25%)

Stable disease 22 (55%)

Overall Response Rate (ORR) 27.5% [16.1-42.8]

Median PFS 5.0 months [3.7-6.9]

Median OS 10.3 months [7.3.-NR]

Cutoff data: Aug 31, 2018

mOS (months)

Monalizumab 10.3 (phase II in second/third line)

Extreme 10.1 (phase III in first line)

CheckMate-141 7.7 (phase III multiple lines)



Targeting TLRs



esmo.org

PHASE 1B/2, OPEN LABEL, MULTICENTER STUDY OF 
INTRATUMORAL SD-101 IN COMBINATION WITH 
PEMBROLIZUMAB IN ANTI-PD-1 TREATMENT NAÏVE PATIENTS 
WITH RECURRENT OR METASTATIC HEAD AND NECK 
SQUAMOUS CELL CARCINOMA (HNSCC)

Abstract 1050PD
Ezra Cohen, et al.



EFFICACY

Cohen E, et al. Abstract 3560

8 mg 2 mg

mITT patients, n* 22 2

Objective response rate, n (%) 6 (27.3)

95% confidence interval (16, 56)

Best overall response, n (%)

Complete response 0

Partial response 6 (27.3)

Stable disease 4 (18.2) 2 (100)

Progressive disease 10 (45.5)

Time to response (months)

Median (min, max) 2.1 (2.0, 4.2)

Duration of response (months)

Median (min, max) 3.6+ (0.0, 6.9)

All Target Lesions

Injected Target Lesions

Non-Injected Target Lesions

Percent Change From Baseline for Target Lesions: SD-101 8 mg

ABSCOPAL EFFECT!!!



• The combination of SD-101 and pembrolizumab was well tolerated, consistent 
with previous reports

– No evidence of an increased incidence or severity of Aes and  immune-related AEs over 
pembrolizumab monotherapy

– AEs associated with SD-101 were mainly mild to moderate injection-site reactions and flu-like 
symptoms that were manageable with over-the-counter medications

• The combination therapy showed promising efficacy in patients with HNSCC, 
with an ORR of 27.3%

– Responses were observed in both SD-101 injected and non-injected lesions

– Responses were observed in both PD-L1 negative and positive tumors

Cohen E, et al. Abstract 3560



2018

Methods

P-F-Cmab + six 21-day 

cycles of weekly 

subcutaneous motolimod

(3 mg/m2) or placebo.



TLR9 Agonist IMO-2125.    s.c. = sub-cutaneous;  i.t. = intra-tumor

Wang D et al, Int. J. Oncol. 2018

Intra-tumor delivery 

extends antitumor immune 

response to uninjected 

distal tumors resulting in a 

systemic efficacy

May be a problem of scheduling?



Targeting TME



Double anti-

immunosuppressive effects, 

but, possibly, also a reduced 

toxicity due to concentration 

in inflamed areas





Wang H et al, Int J Biol Sci 2011; 7(5):536-550. doi:10.7150/ijbs.7.536

STAT-3



Cohen EE, ESMO 2017

The SCORE STUDY

Lubeck 2018    M.C.Merlano





Combination ICIs



Checkmate 0671

CONDOR

1) Wolchok JD et al, NEJM 2017



In conclusion

Inhibition of the PD-L1 / PD-1 axis shows a clear but limited benefit in 

head and neck cancer

TME and evasion mechanisms might be different from those in MM and 

NSCLC

Very preliminary data suggest that combination therapy may fulfil the 

gap, but we are at the beginning of the way

Combination therapy should take into account also the immune effect of 

conventional treatment i.e chemotherapy, radiotherapy and targeted 

therapy (not faced in the present talk due to time limitation) 



Thank You!


