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EXTREME1,2

Platinum + 5-fluorouracil + cetuximab → weekly cetuximab maintenance 

Key chemotherapy regimens for the treatment of 
R/M HNSCC

HNSCC, head and neck squamous cell carcinoma; OS, overall survival; R/M, recurrent or metastatic. 
1. Machiels J-P, et al. Ann Oncol. 2020;31:1462−75; 2. Vermorken JB, et al. N Engl J Med. 2008;359:1116−27; 3. Guigay J, et al. Lancet Oncol. 2021;22:463−75.

• Increased median OS vs chemotherapy alone • Associated with many adverse events

TPEx1,3

Cisplatin + docetaxel + cetuximab → cetuximab every 2 weeks as maintenance 

• Non-inferior OS vs EXTREME 
• Encouraging OS when TPEx or EXTREME was 

followed by immunotherapy

• Favourable adverse event profile and improved 
quality of life vs EXTREME



Pembrolizumab 
(anti-PD-1)       

or 

pembrolizumab + 
chemotherapy 

(5-FU + platinum) 

vs 

EXTREME regimen*

Pembrolizumab 
monotherapy: 

non-inferior OS in 
total population 

(vs EXTREME) 

Pembrolizumab + 
chemotherapy: 
superior OS in 

total population 
(vs EXTREME)

Pembrolizumab 
monotherapy and 
pembrolizumab + 

chemotherapy: 
superior OS for 
patients with 

CPS ≥20 and ≥1
(vs EXTREME) 

Pembrolizumab 
monotherapy had a 

favourable safety 
profile vs EXTREME; 

pembrolizumab + 
chemotherapy 

was comparable 
to EXTREME

KEYNOTE-048: Pembrolizumab for R/M HNSCC 
in the first-line setting

*Platinum + 5-fluorouracil + cetuximab.
5-FU, 5-fluorouracil; CPS, combined positive score; HNSCC, head and neck squamous cell carcinoma; OS, overall survival; PD-1, programmed death 1; R/M, recurrent or metastatic.
Burtness B, et al. Lancet. 2019;394:1915−28. 



Approval in the second-line setting was based on two monotherapy trials 

AE, adverse event; HNSCC, head and neck squamous cell carcinoma; OS, overall survival; R/M, recurrent or metastatic. 
1. Cohen EEW, et al. Lancet. 2019;393:156–67; 2. Ferris RL, et al. N Engl J Med. 2016;375:1856–67.

Pembrolizumab: KEYNOTE-0401

• Pembrolizumab vs standard therapy (methotrexate, 
docetaxel or cetuximab)

• Superior OS with pembrolizumab vs 
standard therapy

• Pembrolizumab was associated with fewer grade ≥3 
treatment-related AEs vs standard therapy

Nivolumab: CHECKMATE 1412

• Nivolumab vs standard therapy (methotrexate, 
docetaxel or cetuximab)

• Superior OS with nivolumab vs standard therapy
• Nivolumab was associated with fewer grade ≥3 

treatment-related AEs vs standard therapy
• Physical and social functioning was stable with 

nivolumab and meaningfully worse with 
standard therapy

Immune checkpoint inhibitors for R/M HNSCC 
in the second-line setting
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Factors to consider when making treatment decisions

PD-L1, programmed death-ligand 1.
1. Kaidar-Person O, et al. Drug Resist Updat. 2018;40:13−6; 2. Johnson DE, et al. Nat Rev Dis Primers. 2020;6:92; 3. Guigay J, et al. Lancet Oncol. 2021;22:463−75.

Disease characteristics

• Disease pathology1

• Tumour site1,2

• Tumour burden2,3

• Disease aggressiveness1

• Platinum sensitivity/resistance2

• PD-L1 expression2,3

Patient factors

• Age1

• Functional status2

• Comorbidities1,3

• Symptom burden2,3

• Treatment history2

• Contraindication to 5-fluorouracil3

• Patient wishes2
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• Aesthetic disfigurement1

• Life-threatening complications1

• Symptoms (severe pain, nausea, 
constipation, malnutrition, sleep 
disturbances, swallowing, etc.)2

• Presence of a caregiver3

• Low median OS (<1 year for R/M HNSCC)4

HNSCC, head and neck squamous cell carcinoma; OS, overall survival, R/M, recurrent or metastatic.
1. Szturz P, Vermorken JB. Lancet. 2020;396:379; 2. Gunn GB, et al. Head Neck. 2013;35:1490–8; 3. Kassir ZM, et al. BMC Cancer. 2021;21:1127;
4. Price KAR, Cohen EE. Curr Treat Options Oncol. 2012;13:35–46; 5. Johnson DE, et al. Nat Rev Dis Primers. 2020;6:92; 6. Dahill A, et al. Br J Oral Maxillofac Surg. 2020;58:959–65.

Factors that influence patient wellbeing

• Psychological distress
• Social isolation
• Compromised quality of life
• High suicide risk (second-highest for cancer 

survivors)

Effects on psychosocial health5,6

Clinicians should be aware of patient preferences 
and priorities



Balance the patient’s desire to prolong survival with 
their need for a good quality of life

Be aware of different patient communication styles, 
coping mechanisms and health literacy levels

Establish treatment expectations from the patient’s 
point of view

Incorporating patient preferences and priorities into 
care plans1,2

1. Rhoten BA, et al. Support Care Cancer. 2021;29:377–85; 2. Nilsen ML, et al. Laryngoscope. 2020;130:2354–9. 


