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Current Treatment Approaches

• Surgery

• Radiation therapy

• Chemotherapy

• Targeted therapy

• Immunotherapy

Local / Regional 

Distant / MR
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Presented by: Tanguy Seiwert

Basis for Immune therapy – Immune Escape

• Expression of PD-L1 
on 

a) tumor cells &     

b) macrophages 

can suppress  
immune    

surveillance. 

• In mouse models 
antibodies blocking 
PD-1 / PD-L1 
interaction lead to 
tumor rejection

• Clinical prognosis 
correlates with 
presence of TILs 
and PD-L1 
expression in 
multiple cancers.

Melero I et al. Clin Cancer Res 2013;19:997-1008
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Current Status

• Nivolumab (CheckMate 141) and 
Pembrolizumab (KEYNOTE-012) 
approved in 2016 for R/M HNSCC

• Ongoing trials: First-line recurrent 
disease, definitive with RT, 
neoadjuvant and adjuvant 
settings

• Single agents, combinations + 
chemotherapy, and biologics
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CheckMate 141: Study Design

Randomized, global, phase III trial of the efficacy 
and safety of nivolumab versus investigator’s choice 
in patients with R/M SCCHN

Ferris R et al, NEJM 2016
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CheckMate 141: Overall Survival

Ferris R et al, NEJM 2016
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CheckMate 141: Treatment 
Administration

Ferris R et al, NEJM 2016

Nivolumab
(n = 240)

Investigators Rx 
(n = 121)

Total
(n = 361)

Pts receiving ≥ 1 dose, n (%) 236 (98.3) 111 (91.7) 347 (96.1)

Investigator’s therapy, n (%)
Methotrexate
Docetaxel
Cetuximab

-
-
-

46 (38.0)
52 (43.0)
13 (10.7)

-
-
-

Median time on Rx, mo (95% CI) 1.9 (1.6-2.3) 1.9 (1.6-2.0) -

Median follow-up, mo (range) 5.3 (0-16.8) 4.6 (0-15.2) -

Number of deaths, n (%) 133 (55.4) 87 (70.2) 218 (60.4)

Ongoing treatments, n (%) 41 (17.4) 3 (2.7) 44 (12.7)
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Overall Survival by PD-L1 Expression

Ferris R et al, NEJM 2016
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Overall Survival by p16 Status

Ferris R et al, NEJM 2016
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Treatment-Related Select AEs

Ferris R et al, NEJM 2016
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Immune-Related Adverse Events 
(IRAEs)

• Skin:  Exfoliative dermatitis, 
erythema multiforme, Stevens-
Johnson syndrome, toxic epidermal 
necrolysis, vitiligo, alopecia

• Eyes:  Uveitis, iritis

• Endocrine:  Hypothyroidism, 
adrenal, insufficiency, hypophysitis

• Pulmonary:  Pneumonitis, interstitial 
lung disease, acute interstitial 
pneumonitis

• Gastrointestinal:  Colitis, 
enterocolitis, necrotizing colitis, 
gastrointestinal perforation

• Hepatic:  Autoimmune hepatitis

• Renal:  Autoimmune nephritis, renal 
failure

• Neurologic:  Autoimmune 
neuropathy, demyelinating 
polyneuropathy, Guillain-Barre, 
myasthenia gravis

Weber JS et al, JCO 2015
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CheckMate 141: Nivolumab Beyond 
Progression

• Of the 236 nivolumab-treated patients, 139 (59%) progressed and of these 

patients, 57 (41%) were treated with nivolumab beyond RECIST-defined 

progression

• Patients treated beyond progression received a median of 9 doses (range: 3, 33) of 

nivolumab

• Of 57 patients treated beyond progression, 13 (23%) had a reduction in target 

lesion size and 14 (25%) had stable lesion size post-progression

– Of the 13 patients with reductions, 7 were p16 positive, 3 had PD-L1 expression ≥1%, 

and 4 had ≥20% tumor size increase at first progression

– Two patients had post-progression reduction in target lesions of >30%

• Median OS was 12.7 months for patients treated beyond progression and 6.1 months 

for those not treated beyond progression

Haddad R /abstr, Proc AACR 2017
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KEYNOTE-012: Study Design

Chow LQ et al, JCO 2016
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Baseline Demographics and Patient 
Characteristics

Chow LQ et al, JCO 2016
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KEYNOTE-012: Efficacy

Chow LQ et al, JCO 2016
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KEYNOTE-012: PDL-1, PFS and OS

Chow LQ, et al, JCO 2016
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STUDIES WITH CHECKPOINT 
INHIBITORS IN R/M HNSCC

Courtesy of Ferrarotto R.

Trial Ph N Eligibility Treatment 1ry EP ORR DOR PFS OS

Check
Mate-
1411

III 
(R)

361 Platinum 
refractory 
within 6m

Nivolumab
SOC (MTX, Doc, 
Cet)

OS 13%
6%

- 2.0m
2.3m

7.5
m
5.1
m

KEYNO
TE-
0552

II 171 Platinum and
cetuximab
refractory

Pembrolizumab ORR 16% 8m 2.1m 8m

KEYNO
TE-
0123

Ib 132 Any N of prior 
lines

Pembrolizumab Safety 
ORR

18% NR 2.0m 8m

KEYNO
TE-
0124

Ib 60 PD-L1 positive 
(≥ 1%), any N
of prior lines

Pembrolizumab Safety 
ORR

18% 53w 2.0m 13m
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KEYNOTE 040: Pembrolizumab vs Standard Treatment 
(methotrexate, docetaxel, or cetuximab) in R/M SCCHN
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KEYNOTE-048:  Study Design

• Phase III, randomized, open-label, clinical trial of pembrolizumab in 
first-line treatment versus active comparator in patients with R/M 
HNSCC without prior systemic chemotherapy1
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Durvalumab (Study 1108): Tumor Response 
Overall and by PD-L1 and HPV Status

Patients with R/M HNSCC, progressive disease at study entry, 
an ECOG PS of 0 or 1, and no prior anti-PD-1/PD-L1 exposure

• Most responses (all PRs) occurred in the first 16 weeks

• Among 7 responders, 6 had duration of response ≥12 months

• Median OS was 8.4 months for PD-L1 high and 8.9 for PD-L1 
low/negative

• Treatment related grade 3-4 AEs were reported in 8% of patients; no 
grade 3-4 pneumonitis, no drug-related colitis of any grade)

DCR, disease control rate
Segal NH, et al. Ann Oncol. 2016;27(Suppl 6):Abstract 949O.
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EAGLE: Study Design

• EAGLE: Phase III, randomized, open-label study of efficacy 
and safety of durvalumab +/- tremelimumab versus 
standard of care in patients with R/M SCCHN after failure of 
platinum-based treatment1
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KESTREL:  Study Design

Phase III randomized, open-label efficacy and safety of 
durvalumab +/- tremelimumab versus active comparator in 
the treatment of first-line R/M HNSCC1
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Ipilimumab and Nivolumab: Complementary 
Mechanism of Action
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CheckMate 651:  Study Design

Phase III randomized, open-label of nivolumab + ipilimumab
compared to the EXTREME regimen as first-line treatment in 
patients with R/M HNSCC1
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JAVELIN Head and Neck 100:     Study 
Design

A randomized double-blind phase III study of avelumab in 
combination with standard of care (SOC) chemoradiotherapy
(cisplatin plus definitive radiation therapy) versus SOC 
chemoradiotherapy in the front-line treatment of patients with 
locally advanced (LA) HNSCC
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Study Design

Presented By Steven Powell at 2017 ASCO Annual Meeting

Pembrolizumab with CRT
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Immunotherapy with pembrolizumab in HPV-negative locally advanced, surgically resectable HNSCC

Presented By Ravindra Uppaluri at 2017 ASCO Annual Meeting
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Immunobiology Related to ML and GEP

Presented By Robert Haddad at 2017 ASCO Annual Meeting
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Adjuvant Studies in Locally Advanced 
HNSCC

Adjuvant (post-operative) studies also 
underway:

– University of Cincinnati:  
Pembrolizuamb + RT or CRT 
depending on pathologic risk factors

– University of Chicago: Pembrolizuamb
vs placebo + CRT in high-risk patients

– UCSD: Pembrolizuamb in patients with 
recurrent/resectable disease
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Conclusions: Present Role of PD-1 
Inhibitors in HNSCC

• Immunotherapy is an option for patients 
with R/M SCCHN

• Nivolumab and pembrolizumab have 
demonstrated benefit +/- PD-L1 
expression and p16 status, but 
greater in patients expressing PD- L1

• Safety profile is favorable 
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Conclusions
• Nivolumab and pembrolizumab are now standard of care 

options for patients with R/M HNSCC after platinum-

based therapy

-Pseudoprogression is unusual

• PD-L1 expression is an imperfect biomarker for the efficacy of 
immune checkpoint inhibitors; benefit in both HPV+ and 
HPV-; gene signatures are under evaluation

• Single agents and combination regimens are in late stage 
development in first-line treatment of R/M SCCHN

• Combination with radiotherapy and with other multimodality 
approaches are being investigated in potentially curable 
disease

• Preclinical studies suggests further improved efficacy with 
combinations of immunotherapeutic approaches that target 

tumor microenvironment


