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Immunotherapy Advances Treatment 
Paradigm for HNSCC
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Cramer et al, 2019 Nature reviews clinical oncology 



Tahara M, ESMO 2022 



Tahara M, ESMO 2022 



Checkmate 651- Nivolumab Plus Ipilimumab Versus EXTREME Regimen as First-Line 
Treatment for Recurrent/Metastatic Squamous Cell Carcinoma of the Head and Neck: The 
Final Results of 

-Study did not meet its 
primary end points of OS in 
the all randomly assigned 
or CPS more than 20 
populations. 

-Nivo/Ipi  was well tolerated 
with lower frequency of 
grade ¾ TRAE

-Nivo/Ipi improved Health 
related QOL with delayed 
symptom deterioration 
compared to EXTREME 

Haddad R et al, JCO 2022 



Rationale For Combining EGFR MoAb with ICI 

Ferris, et al. Cancer Treatment Reviews, 2018



Pembrolizumab + Cetuximab

Sacco AG, Lancet Oncology 2021



Phase I/II clinical trial: concurrent cetuximab and nivolumab in 
patients with recurrent and/or metastatic HNSCC

Overall response rate: 37% (16/43)

+: p16 IHC positive
-: p16 IHC negative

Chung C, et al, Cancers 2021CCR 2022



A Phase II trial of Pembrolizumab and Cabozantinib in Patients With 
Recurrent Metastatic Head and Neck Squamous Cell Carcinoma

10Nabil F. Saba 

Patients with R/M HNSCC
Inclusion criteria
• Inoperable, refractory or metastatic R/M HNSCC
• RECIST v1.1 measurable disease
• ≤1 prior radiation therapy to the HN allowed 
• Life expectancy >3 months
• ECOG performance status 0–1
Exclusion criteria
• HPV negative unknown primary disease
• Cavitating lesions or recent bleeding history

Pembrolizumab 200 mg IV Q3W 
+

Cabozantinib 40 mg PO QD

Statistics
• ORR was tested based on the reported ORR for single-agent pembrolizumab of 18%

• Estimated that ORR will improve to ≥35% with pembrolizumab + cabozantinib, yielding a type 
1 error of 0.05 and a power of 80% when the true response rate is 35%

• For single-arm design with null hypothesis of ORR ≤15% vs one-sided alternative, 34 patients with 
evaluable responses are needed

• If the number of responses is ≤9 out of 34, the trial will be claimed as not promising

Tumors were 
assessed by RECIST 
v1.1 criteria by 
CT/MRI every 9 
weeks 

ECOG = Eastern Cooperative Oncology Group; HPV = human papillomavirus; RECIST = Response Evaluation Criteria in Solid Tumors

Primary objectives
• Determine the safety and tolerability 

of  pembrolizumab + cabozantinib in 
this patient population

• Determine the objective response 
rate ORR per RECIST v1.1



Saba N, et al, Nat Med 2023  



Pembrolizumab and Cabozantinib in RMHNSCC Phase 2 trial  

Saba N, et al , Nat Med 2023 

N=33
n (%)

ORR 17 (52)

CR 0 (0)

PR 17(52)

SD 13(39)

PD 3(9)

Clinical 
benefit 

30(91)



Saba N, et al , Nat Med 2023 

N Event Censored
mPFS (95% CI), 

mo
1-yr PFS (95%CI), 

%
Median follow-up 

(95% CI), mo

36 16 
(44%)

20 (56%) 14.6 (8.2–19.6) 54.0 (31.5–72.0) 10.6 (7.8–16.5)



Pembrolizumab and Cabozantinib in RMHNSCC Phase 2 trial  

Saba N, et al , Nat Med 2023 

CPS category N Event Censored mOS (95% CI), mo 1-yr OS (95%CI), %
Median follow-up 

(95% CI), mo P value

<20 17 8 (47%) 9 (53%) 14.6 (8.2–NE) 54.9 (24.5–77.5) 21.9 (6.7–31.4)
0.2638

≥20 17 4 (24%) 13 (76%) 32.9 (6.9–32.9) 83.6 (48.0–95.7) 9.7 (4.5–13.1)



Randomized Phase II Trial of Ficlatuzumab 
With or Without Cetuximab in Pan-

Refractory, Recurrent/Metastatic HNCA

Bauman JE, JCO, 2023 



Hanna G, ASCO 2023 



Hanna G, ASCO 2023 



Separation of 
molecular signatures 
of tissue 
compartments from 
measurements of bulk 
tumor samples.

Presence of an immune phenotype does not absolutely 
predict immunotherapy response.

Chen YP, Annal of Oncology , 2019



While T-cell-related 
immune signatures did 
not differ between the 
two subtypes, the 
Active Immune Class 
showed enrichment of 
B-cell-related immune 
signatures

Active Immune Class had a significantly favorable prognosis.

More HPV-positive tumors 
in the Active Immune Class.

Chen YP, Annal of Oncology , 2019



Defining HPV-specific B cell responses in patients with head and neck cancer 
                                                   

HPV-specific ASCs are present in the TME 

Correlation between ASC and HPV antibody 

The TME contains activated B cells, germinal 
centre B cells and ASCs. 

Transcriptomic and spatial 
characterization of B cells 
and plasma cells in the 
TME 

Wieland et  al, Nature 2021



Methods and Limitations

Price et al, ASCO 2023 
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BNT-113 -01 clinical trial – AN open label randomized phase II study of E7 RNA vaccine with pembrolizumab 
vs pembrolizumab 

Schema curtesy of BioNtech 



Journey of Immune Checkpoint applications in NPC 

Ma BBY, Nature Med 2021 



Different PD-1 inhibitors with GC improve PFS

JUPITER-2 
Toripalimab

CAPTAIN-1st 
Camrelizumab

RATIONALE 309
 Tislelizumab

N= 289 N= 263 N= 263

Median PFS (95% CI)  
11.7, vs 8.0 mos 
HR=0.52, p=0.0003

Median PFS (95% CI) 9.7 
vs 6.9 mos 
HR = 0.54, p=0·0002

Median PFS (95% CI) 9.2 vs 
7.4 mos
HR=0.52, P <0.0001 

ORR: 77.0 vs 66.4% ORR: 88.1 vs 80.6% ORR: 69.5 vs 55.3% 

• Nabil F. Saba MD 
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CONTINUUM; Adding Sintilimab (PD-1 inh) to GC
Event-free survival (EFS)



The elephant in the room 
PD-1 inhibitors are not created equal 
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• Epitope is crucial for reducing on-target 
side effects.

• Positive and negative regulators of T 
cell activation may differ

• Cannot assume that differences in trial 
results are linked to clinical parameters 
only 

• Interchangeability of agents ought to 
be discouraged

Nabil F. Saba MD 

Lin et al. Frontiers in Immunology, Volume 12. 2022. 
https://www.frontiersin.org/article/10.3389/fimmu.2021.730666



Summary and Future Perspectives 
• Novel combinations with PD-1 inh could lead to several new standards in 

RMD

• VEGF TKIs in combination with PD-1 inhibitors is a promising approach in 
treating HNSCC. 

• Novel immunotherapeutic combination approaches (vaccines /fusion 
proteins+ PD-1) are promising in HPV related disease

• Pursuing EGFR targeting with or without immunotherapy  agents with PD-1 
inh is promising in HPV negative disease

• The landscape of immunotherapy in NPC is rapidly changing and new 
standards in LAD are expected. 



Thank You !
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