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Current Landscape in Recurrent Head and Neck 
Cancer  

• Checkpoint inhibitors Pembrolizumab and Nivolumab (CPI) approved in 
first- and second-line (K048, k012, Ck141)

• Benefit appear to be confined to patients with CPS (PDL1) positive disease 
• Role of other biomarkers (tTMB, bTMB, GEP, etc) under evaluation
• Response rate 20-40 percent 
• Duration of response 20-30 months 
• Exceptional responders and cures uncommon
• Beyond CPI: Multiple options , low RR , low OS 

1.    Chemotherapy/Cetuximab 
2.    Cetuximab
3.    Clinical trials
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KEYNOTE-048 Study Design (NCT02358031)

Burtness et al: Lancet 2019
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Pembrolizumab vs Extreme

CPS 20 CPS 1 

Burtness et al: Lancet 2019

HR  0·61 (95% CI 0·45−0·83, p=0·0007)
Median OS 14·9 months versus 10·7 months

HR 0·78 (95% CI 0·64−0·96, p=0·0086); 
Median OS 12·3 months versus 10·3 months 

p=0·0007
p=0·0086
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KEYNOTE-048: Subgroup Analysis by CPS 

Burtness B et al: J Clin Oncol. 2022
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N = 
947

NIVO 3 mg/kg Q2W
 + 

IPI 1 mg/kg Q6W

EXTREME regimen
Cetuximab + cisplatin/carboplatin + 5-FU 

Q3W for 6 cycles followed by 
cetuximabc monotherapy Q1W

R
1:1

Until disease 
progression, 
unacceptable 

toxicity, 
or 2 years for 
NIVO + IPI 

Key eligibility criteria
• R/M SCCHN (oral cavity, 

oropharynx, hypopharynx, or larynx)
• No prior treatment for R/M disease 
• Prior chemotherapy for LAD 

permitted if progression-free 
≥6 months post-treatment

• ECOG PS 0−1

Stratified by:
p16 expression (OPC p16+ vs p16−/non-

OPC)
Tumor PD-L1a status (<1% vs ≥1%)

Prior chemotherapy (yes vs no)

Primary endpoints
(independently tested)
• OS in all randomized
• OS in PD-L1 CPS ≥20

  

Secondary endpoints
• OS in PD-L1 CPS ≥1
• PFS by BICR (all randomized, PD-L1 CPS ≥20)
• ORR/DOR by BICR (all randomized, PD-L1 CPS ≥20)

Exploratory endpoints
• PFS and ORR/DOR in PD-L1 CPS 

≥1
• Patient-reported outcomes
• Safety

n = 472

n = 475

Haddad et al JCO 2023

CheckMate 651 Phase III 
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NIVO + IPI 
(n = 472)

EXTREME 
(n = 475)

Median OS,a mo 13.9 13.5
HR (97.9% CI)c 0.95 (0.80−1.13)

P = 0.4951

NIVO + IPI 
(n = 185)

EXTREME 
(n = 178)

Median OS,b mo 17.6 14.6
HR (97.51% CI)c 0.78 (0.59−1.03) 

P = 0.0469

All randomized

Months
472 340 254 190 144 108 58 8 032

No. at risk

475 366 255 177 129 88 47 6 021
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Primary endpoints: OS with NIVO + IPI vs EXTREME
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PFS
NIVO + IPI 
(n = 185)

EXTREME 
(n = 178)

Median PFS,b mo 5.4 7.0
HR (95% CI) 1.02 (0.78−1.33)

ORRa and DORa

NIVO + IPI 
(n = 185)

EXTREME 
(n = 178)

ORR, n (%) 63 (34) 64 (36)
CR, n (%) 23 (12) 13 (7)
Median DOR,c mo 32.6 7.0

No. at risk
NIVO + IPI
EXTREME

Months

64 30 11 6 4 2 1 11
Pa

ti
en

ts
 in

 r
es

po
ns

e 
(%

)

100

0

40

60

80

20

0 6 12 18 24 30 36 4842

63 46 34 30 26 20 7 02

NIVO + IPI

EXTREME

66%

32%

62%

29%

0
0

Months

32%

26%
26%

16%

No. at risk

PF
S 

(%
)

178 70 22 10 9 5 2 11

100

0

40

60

80

20

0 6 12 18 24 30 36 4842

185 73 43 35 29 25 11 04

NIVO + IPI

EXTREME

NIVO + IPI
EXTREME

0
0
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Keynote 012 :Association between biomarkers and response 

Haddad et al. J Immunother Cancer 2022 
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Haddad et al. J Immunother Cancer 2022 

Keynote 012 :Correlation Studies 
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Tissue TMB with Durvalumab and/or Tremelimumab
Hawk and Condor Trials 

Wildsmith et al CCR 2023
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Blood TMB  with Durvalumab and/or Tremelimumab
Eagle Phase III trial 

Wildsmith et al CCR 2023



Stimulatory and Inhibitory Factors in the Cancer-Immunity Cycle

Chen and Mellman 2013 



The SIRPα–CD47 immune checkpoint in NK cells

J Exp Med. 2021;218(3). doi:10.1084/jem.20200839
Copyright © 2023 Rockefeller University Press



15



16



17



Stimulatory and Inhibitory Factors in the Cancer-Immunity Cycle

Chen and Mellman 2013 
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STING Pathway Activation

Corrales and Gajewski,  Cytokine 2016
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CD226 Axis

Connor et al Frontiers in Immunology 2022 



TIGIT AND PVRIG 

Alteber et al, Cancer Discovery 2021





Jimeno et al  SITC 2020





MCLA-158 (Petosemtamab), An IgG1 Bispecific Antibody Targeting EGFR And LGR5, In 
Advanced Head And Neck Squamous Cell Carcinoma 

Cohen et al, AACR, 2023 



Hanna et al, ASCO 2023 



Saba et al, Nat Med 2023

Cabozantinib and Pembrolizumab : Phase II 
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Conclusions

• Checkpoint Blockade current Standard for first line recurrent head and 
neck cancer 

• Post CPI , Chemotherapy with or without cetuximab is current standard 
• New targets of interest: LAG3, TIGIT, TIM 3,  CD226 axis, PVRIG, 

STING, CD96
• Synergy with VEGF/PDL1, EGFR/PDL1 , need confirmatory trials 


