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Objectives

»Discuss the role of immunology in head and neck 
cancer

»Overview of FDA-approved current 
immunotherapeutic agents for head and neck 
cancer – ESMO & AACR updates

»Future immunotherapeutic options for patients 
with head & neck cancer



» dsfasdf

Background

● Head and neck cancer (HNC) is 6th most common cancer worldwide
➢60,000 new cases per year in the United States

● Human Papilloma Virus (HPV) is involved in the etiology of 
Oropharyngeal HNC – but typically NOT other sites
➢~70% of OP HNC are HPV(+)

● Predominant loco-regional presentation ➔ curative intent therapy 
➢Goal 1: Improve Survival / cure rates
➢Goal 2: Organ preservation

● Distant metastasis (at presentation) are uncommon 
➢10-15% present with distant metastasis
➢Goal: improve survival / palliative intent



HNC: Prognosis

» High cures rates are achieved for 
localized and loco-regional disease using 
combined modality approaches
➢ Chemoradiation (CRT)

➢ Surgery + Chemoradiation

➢+/- induction 
chemotherapy 
(+immunotherapy?)

» Survival rates for recurrent/metastatic 
disease remain poor
➢ Little progress over past 20 years – until 

recently

➢ Addition of Cetuximab improves survival 
by 2-3 months

➢ New agents – Immunotherapy

“EXTREME” standard of care ACS, 2010a, 2009.

5-year relative survival rate
by stage at diagnosis
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The fourth modality

»Surgery
»Radiation therapy
»Chemotherapy
»Immunotherapy



Pembrolizumab (Anti-PD-1 mab)- August 5th, 2016
Patients with Recurrent or Metastatic HNSCC with Disease 
Progression on or after Platinum-Containing Chemotherapy 
(KEYNOTE-012)

Nivolumab (Anti-PD1 mab)- November 10, 2016
Recurrent or Metastatic Squamous Cell Carcinoma of the 
Head and Neck with Disease Progression on or after a 
Platinum-Based Therapy (CheckMate 141)



Pembrolizumab
KEYNOTE-012



KEYNOTE-012
Mehra, R. ASCO 2016. Clinical Science Symposium



KEYNOTE-012
ORR



KEYNOTE 012
PFS & OS



KEYNOTE 012
Best Change from Baseline in Tumor size



Duration of Response in Responders
Swimmer plot



KEYNOTE-012
Duration of Response



KEYNOTE-012
AE











AACR 2018

»Mature OS data benefit (median, 8.4 months vs. 6.9 months; HR = 
0.8; 95% CI, 0.65-0.98)

»PFS benefit was not statistically significant (median, 2.1 months vs. 
2.3 months; HR = 0.96; 95% CI, 0.79-1.16)

»Pts with PDL >1, statistically significant OS advantage (median, 8.7 
months vs. 7.1 months; HR = 0.58-0.93).

»PDL 1 > 50%, statistically significant benefits in median PFS (3.5 
months vs. 2.1 months; HR = -.58; 95% CI, 0.39-0.86) and median OS 
(11.6 months vs. 6.6 months; HR = 0.53; 95% Ci, 0.35-0.81).



Nivolumab
CheckMate 141



CheckMate 141
Ferris et al. NEJM 2016: 375:1856-1867|Nov, 10, 2016



CheckMate 141
OS

The response rate was 13.3% in the nivolumab group versus 
5.8% in the standard-therapy group



CheckMate 141
PFS



CheckMate 141 AES



AACR 2018

»Data with a minimum 2 year f/u
»Median overall survival (OS) was 7.7 months (95% CI, 5.7-
8.8) with nivolumab compared with 5.1 months (95% CI, 
4.0-6.2) for investigator's choice of therapy (HR, 0.68; 95% 
CI, 0.54-0.86).

»2-year OS rate was 16.9% with nivolumab (95% CI, 12.4-
22.0) versus 6% in the control arm (95% CI, 2.7-11.3). 

»Safety data for the two arms remained consistent with 
longer follow-up.



AACR 2018

»In patients with SCCHN with PD-L1 expression ≥1% there 
was a 45% reduction in the risk of death with nivolumab
over investigator's choice (HR, 0.55; 95% CI, 0.39-0.78). 

»For those with PD-L1 expression on <1% of cells, the OS 
benefit was less pronounced, with a 27% reduction in the 
risk of death (HR, 0.73; 95% CI, 0.49-1.09).



ASCO 2017
(Selected abstracts)

»Epacadostat plus pembrolizumab in patients with SCCHN: Preliminary phase 1/2 results 
from ECHO-202/KEYNOTE-037

»Safety of pembrolizumab with chemoradiation (CRT) in locally advanced squamous cell 
carcinoma of the head and neck (LA-SCCHN).



Epacadostat Plus Pembrolizumab in Patients With SCCHN:<br />Preliminary Phase 1/2 Results From<br />ECHO-202/KEYNOTE-037

Presented By Omid Hamid at 2017 ASCO Annual Meeting



IDO1 Enzyme and Epacadostat

Presented By Omid Hamid at 2017 ASCO Annual Meeting



ECHO-202/KEYNOTE-037: Study Design

Presented By Omid Hamid at 2017 ASCO Annual Meeting



Best Objective Response by RECIST v1.1<br />Epacadostat Plus Pembrolizumab<br />Phase 1/2 Metastatic or Recurrent SCCHN

Presented By Omid Hamid at 2017 ASCO Annual Meeting

Remember the 15-20% ORR in the Nivo/Pembro trials?



Percentage Change From Baseline in Target Lesions<br />Epacadostat Plus Pembrolizumab <br />Phase 1/2 Metastatic or Recurrent SCCHN by Prior Lines of Treatment

Presented By Omid Hamid at 2017 ASCO Annual Meeting



Percentage Change From Baseline in Target Lesions<br />Epacadostat Plus Pembrolizumab<br />Phase 1/2 Metastatic or Recurrent SCCHN by PD-L1 Expression

Presented By Omid Hamid at 2017 ASCO Annual Meeting



Treatment-Related AEs (≥5%)<br />Epacadostat Plus Pembrolizumab <br />Phase 1/2 Metastatic or Recurrent SCCHN

Presented By Omid Hamid at 2017 ASCO Annual Meeting



AEs of Special Interest<br />Epacadostat Plus Pembrolizumab<br />Phase 1/2 Metastatic or Recurrent SCCHN

Presented By Omid Hamid at 2017 ASCO Annual Meeting



Conclusions<br />Epacadostat Plus Pembrolizumab

Presented By Omid Hamid at 2017 ASCO Annual Meeting



AACR update “hot of the 
press”

The combination of the PD-1 inhibitor pembrolizumab and the IDO1 inhibitor 
epacadostat failed to improve progression-free survival (PFS) versus single-agent 
pembrolizumab in patients with unresectable or metastatic melanoma, according to 
findings from the phase III ECHO-301/KEYNOTE-252 trial.



Safety of Pembrolizumab with Chemoradiation (CRT) in Locally Advanced Squamous Cell Carcinoma of the Head and Neck (LA-SCCHN).

Presented By Steven Powell at 2017 ASCO Annual Meeting



Study Design

Presented By Steven Powell at 2017 ASCO Annual Meeting



Patient Population

Presented By Steven Powell at 2017 ASCO Annual Meeting



Patient Characteristics

Presented By Steven Powell at 2017 ASCO Annual Meeting



Pembrolizumab – Discontinuations and irAEs

Presented By Steven Powell at 2017 ASCO Annual Meeting



Treatment Compliance - CRT

Presented By Steven Powell at 2017 ASCO Annual Meeting



Selected Adverse Events - CRT

Presented By Steven Powell at 2017 ASCO Annual Meeting



Overall Response Rate – Day 150

Presented By Steven Powell at 2017 ASCO Annual Meeting



Summary

Presented By Steven Powell at 2017 ASCO Annual Meeting



Conclusions

»PD-1 inhibitors Nivolumab and Pembrolizumab are FDA-Approved therapies for R/M 
platinum-refractory head and neck cancer

»Use of immunotherapy in first line therapy for R/M and in combination with RT for 
localized disease is under investigation 

»Immunotherapy 2.0 – combination with chemo, upfront therapy, neoadjuvant. “Just the 
beginning”

»Side note: Cisplatin 100mg/M2 superior to Weekly Cisplatin. ASCO 2017 Noronha et al. 
»The 2-year locoregional relapse rate was 38.67% with weekly cisplatin, and 24.67% with 3-

weekly cisplatin, yielding a hazard ratio (HR) of 1.76 (95% CI, 1.11–2.79; P = .014).
»Disease-free survival (DFS) differences did not reach significance, but favored the 3-weekly 

group. The median DFS was 20.8 months with weekly cisplatin, and 37.7 months in the 3-
weekly group, for an HR of 1.38 (P = .069). Progression-free survival was similar, at 17.7 
months with weekly cisplatin and 28.6 months with 3-weekly cisplatin, for an HR of 1.24 
(P = .21). The median overall survival was 39.5 months in the weekly patients, and it was 
not yet reached in the 3-weekly patients (P = .48).



Proficient MMR (pMMR) Cell

in normal cells, the DNA mismatch repair (MMR) system recognizes and repairs genetic mismatches generated 
during DNA replication



Deficient MMR (dMMR) Cell

•A deficient MMR (dMMR) system results in the persistence of DNA mismatches in microsatellites that may then be 
incorporated into the genetic code as mutations.
•A dMMR system can be hereditary or sporadic in nature.
•Tumors that have a dMMR system can develop MSI, which is the expansion or reduction in the length of repetitive 
sequences in tumor DNA compared with normal DNA.
•Tumors that have MSI due to a dMMR system can exhibit the MSI-high (MSI-H) phenotype.



•Tumors with a dMMR/MSI-H system harbor hundreds to thousands of mutations, 
which stimulates the immune system.
•MSI-H tumors contain high levels of lymphocyte infiltrates and strong expression of 
immune checkpoints, including PD-1 and PD-L1.
•In colorectal MSI-H cancers, the dominant source of PD-L1 may be macrophages or 
other tumor-infiltrating lymphocytes and myeloid cells, rather than tumor cells.



MSI-H/dMMR OCCURS IN A VARIETY OF 
CANCERS
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