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Head and Neck Cancer
Current Landscape in 2022  

• HPV major cause of oropharynx cancer in the western world: Young pts with high 
cure rate . Treatment de-Escalation approaches evolving

• New Staging system for HPV + in AJCC 8

• Cisplatin, Radiation, Surgery are mainstay of therapy for locally advanced disease   
• High toxicity seen with combined therapy 
• Treatment of recurrent/metastatic disease remains  challenging but  new treatment 

options available 
• Checkpoint inhibitors are active in recurrent /metastatic disease and improve 

survival 
• Current  Standard of Care in first line R/M SCC  is Pembrolizumab ± Chemotherapy  

Role of CPS PDL-1 
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Quality of Life in Head and Neck 
Cancer

• Appearance

• Voice & Speech
• Taste

• Intimacy/sexuality

• Ability to socialize

• Ability to work

• Depression

• Pain

• Fatigue

• Swallowing

• Eating

QoL, quality of life; SCCHN, squamous cell carcinoma of the head and neck.
1. Gritz ER et al. J Clin Oncol. 1999;17(1):352-360. 2. Curran D et al. J Clin Oncol. 2007:25(16): 2191-2197. 3. Rogers SN et al. Br J Oral 
Maxillofac Surg. 2016;54(6):doi: 10.1016/j.bjoms.2016.02.012.
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Palliative Systemic Therapy for R/M 
HNSCC

§ Goals of treatment
• Symptom control, prevention of new cancer-related symptoms
• Improve quality of life
• Disease control
• PFS, OS prolongation

§ Choice of treatment depends on
• Performance status
• Comorbidities (alcohol or tobacco use, aspiration pneumonia, infection, 

malnutrition)
• Prior treatment
• Symptoms
• Patient preference & logistics
• Biomarkers 
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Management Of Recurrent/Metastatic SCCHN

Salvage surgery or re-irradiation

Palliative systemic 
therapy

Supportive care

Chemotherapy +/-
Targeted Therapy

Immunotherapy +/-
Chemotherapy 

Clinical Trials
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EXTREME: Study Design

5-FU+Cisplatin 
(orCarboplatin) Cetuximab

*Loading dose of 400 mg/m2 on week 1
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N = 442

5-FU +Cisplatin
Or Carboplatin No

treatment

6 cycles maximum

POD or
toxicity

POD or
toxicity

Cetuximab

Vermorken JB, et al. N Engl J Med. 2008;359(11):1116-1127
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EXTREME: First-line Platinum/5-FU ± Cetuximab In 
Recurrent/Metastatic SCC: Survival

10.1 mos
7.4 mos

Survival Time (months)
Patients at Risk:
Platinum/5-FU

Cetuximab + Platinum/5-FU
220 173 127 83 65 47 19 8 1
222 184 153 118 82 57 30 15 3

HR (95% CI)=0.797 (0.644-0.986)
Strat. log-rank test: 0.0362

Platinum/5-FU
Cetuximab + Platinum/5-FU
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Immunotherapy In Recurrent/Metastatic 
Head and Neck Cancer 
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Checkmate 141 Study Design
Nivolumab vs. Chemotherapy 

R
2:1

Nivolumab
3 mg/kg IV q2w

Investigator’s Choice 
• Methotrexate 40 mg/m² 

IV weekly
• Docetaxel 30 mg/m² IV 

weekly
• Cetuximab 400 mg/m² IV 

once, then 250 mg/m² 
weekly)

Key Eligibility Criteria

• R/M SCCHN of the oral cavity, 
pharynx, or larynx

• Not amenable to curative therapy 
• Progression on or within 6 months of 

last dose of platinum-based therapy

• ECOG PS 0–1
• Documentation of p16 to determine 

HPV status 
• No active CNS metastases

Stratification factor
• Prior cetuximab treatment

CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HPV, human papillomavirus; ORR, objective response rate; 
OS, overall survival; PFS, progression-free survival; R, randomized; R/M, recurrent/metastatic; SCCHN, squamous cell carcinoma of the head and neck; Clinicaltrials.gov. NCT02105636. 

Primary endpoint
• OS

Other endpoints
• PFS
• ORR
• Safety
• DOR
• Biomarkers
• Quality of life

Ferris et al : NEJM  2016
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0 3 6 9 12 15 18

Median OS, 
mo (95% CI)

HR
(97.73% CI) p-value

Nivolumab (n = 240) 7.5 (5.5–9.1) 0.70 
(0.51–0.96) 0.0101

Investigator’s Choice (n = 121) 5.1 (4.0–6.0)

Checkmate 141: Overall Survival 

Months

Nivolumab 240 167 109 52 24 7 0

Investigator’s
Choice 

121 87 42 17 5 1
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1-year OS rate (95% CI)
36.0% (28.5–43.4)

16.6% (8.6–26.8)

Ferris et al : NEJM  2016
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KEYNOTE-048
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KEYNOTE-048: Study Design

Burtness et al: Lancet 2019
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Baseline Characteristics 
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KEYNOTE-048: Study Design
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Pembrolizumab vs Extreme

CPS 20 CPS 1 
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KEYNOTE-048: Study Design
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Pembrolizumab/Chemotherapy vs EXTREME

CPS 20 CPS 1
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Total Population 

Pembro vs. EXTREME Pembro/Chemo vs. EXTREME
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KEYNOTE-048: Subgroup Analysis by CPS 

Burtness B et al: J Clin Oncol. 2022
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KEYNOTE-048: Subgroup Analysis by CPS 

Burtness B et al: J Clin Oncol. 2022
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Conclusions: Keynote-048
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Trial Patients/Eligibilty Treatment Line

LEAP-009,
NCT04428151

Recurrent/metastatic HNSCC 
of the oral cavity, oropharynx, 

hypopharynx, and/or larynx that 
progressed during/after platinum 

chemotherapy with/without cetuximab and 
progressed during/after anti–PD-1/PD-L1 

monotherapy 
or combination therapy

Arm 1: 
lenvatinib + pembrolizumab

Arm 2: 
SOC chemotherapy

≥ 2L

LEAP-010,
NCT04199104

Recurrent/metastatic HSNCC 
of the oral cavity, oropharynx, 

hypopharynx, or larynx with PD-L1 CPS ≥1

Arm 1: 
lenvatinib + pembrolizumab

Arm 2: 
pembrolizumab + placebo

1L

Lenvatinib and Pembrolizumab Ongoing Trials
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Phase 2 trial of Ficlatuzumab ±Cetuximab

• Ficlatuzumab (F) is an anti-HGF IgG1 
monoclonal antibody which has been 
combined safely with cetuximab (C)  
in phase 1 studies

• Phase 2: randomized pan refractory 
SCCHN to F or F+C

• Grade ≥3 adverse events: 
pneumonitis; edema; diarrhea; LFT 
elevation; rash; electrolyte 
abnormality. 

Population Endpoint F (n = 26) FC (n = 32)

Total ORR 1PR/26 (4%) 2PR + 
4CR/32 (19%)

mPFS 1.8 (1.7) 3.6 (2.3)
HPV+ ORR 0/10 (0%) 0/16 (0%)

mPFS NE 2.3 (1.9)

HPV- ORR 1PR/16 (6%) 2CR + 
4PR/16 (38%)

mPFS NE 3.8 (2.9)
1. Bauman et al. ASCO 2021 Abstract 6015.
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Pembrolizumab+Cetuximab
Recurrent HNC

Sacco et al June 2021 , 
Lancet Oncology
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Sacco et al June 2021 , 
Lancet Oncology 

ORR 45 % ( 15/33 pts) 
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Conclusions 

• Pembrolizumab is the current standard of care for first-line RMSCC in CPS-positive HNC

• Response rates are higher with pembrolizumab-chemotherapy

• CPS zero: Neither pembrolizumab nor pembrolizumab-chemotherapy improve survival compared 
with EXTREME 

• CPI+VEGF , CPI+EGFR promising : Need further study

• No Role for CPI in definitive, neoadjuvant, adjuvant therapy outside of a trial 


