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Recurrent/metastatic Head and Neck Squamous Cell Carcinoma
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HR	:	0.80	(95%	CI:	0.64-0.99;	P	=	.04)	

Chemotherapy	only	(n	=	220)
		

Chemo	+	cetuximab	(n	=	222)
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Primary endpoint
= OS

OS benefit = 10mths vs 7 mths

ORR = 36% vs 20%

82% of Gr 3-4 !! 

SoC in First-line setting

Efficacy of Cetux in HPV + and -

EXTREME regimen

Carboplatin / Cisplatin + 5FU

(n=220) 

Cetuximab +

Carboplatin / Cisplatin + 5FU

(n=220) Weekly



Guigay et al, ASCO 2019

TPEx versus EXTREME: study design

SIMILAR PFS
SIMILAR OS
SIMILAR ORR

BETTER toxicity profile



Efficacy of Immune Checkpoints Inhibitors in HNC

Vogelstein et al, Science 2013

Antigens resulting from HPV infection

Antigens resulting from mutation (single nucleotide variations)

Non-synonymous mutations 
result in amino acid change in a 
protein that can be recognized
by T-cells



Immune Checkpoint Inhibitors are active in 2nd line setting !



KEYNOTE-048 Study Design (NCT02358031)

Immune Checkpoint Inhibitor is active in 1st line setting !



Dual primary endpointS: OS and PFS for the total population, CPS ≥ 20, CPS ≥ 1CPS ≥ 20, CPS ≥ 1 and total population



R

• FIRST-LINE 
R/M disease 
incurable by 
local therapies

Pembrolizumab

Cetuximab +
Carboplatin  or 

Cisplatin + 
5-FU

CPS >20 

CPS >1

Total population

85% 
45%

40%



Pembro superior to Extreme
in CPS>20

Pembro superior to Extreme
in CPS>1



OS, P vs E, Total Population

Pembro NOT SUPERIOR to Extreme
in Total Population !

Pembro EXTREME

ORR Total population 17% 36%

ORR CPS > 1 19% 35%

ORR CPS > 20 23% 36%

PFS



R

• FIRST-LINE 
R/M disease 
incurable by 
local therapies

Cetuximab +
Carboplatin  or 

Cisplatin + 
5-FU

Pembrolizumab +
Carboplatin  or 
Cisplatin + 5-FU 

CPS >20 

CPS >1

Total population

All-Cause AEs,a P + C vs E, Total Population
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All AEs P + C E

Any grade 98.2% 99.7%

Grade 3-5 85.1% 83.3%

Immune-mediated 
or infusion rxns

5.4% 10.5%

Led to death 11.6%b 9.8%c

Led to discontinuation 32.6% 27.5%
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AEs With Incidence ≥20%

85% 
45%

40%



OS, P+C vs E, CPS ≥20 Population

Presented By Danny Rischin at 2019 ASCO Annual Meeting

CT+ Pembro superior
to Extreme
in CPS >1 

CT+ Pembro superior
to Extreme
in CPS >20



OS, P+C vs E, Total Population

CT + Pembro superior to Extreme in total population
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DO  CPS !!!

> 1 and < 20

0 > 20

CT + CETUX

CT + Pembro* ?? Pembro alone*

CT + Pembro*

Pembro alone

Patients in stable condition and asymptomatic

15% 40-45%

35-40%

You do not need a tumor shrinkage

*Exploratory analysis in CPS 1-19 subgroup (monotherapy vs. EXTREME): HR=0.90 (95% CI: 0.68, 1.18) (US prescribing information)
Data for CPS <1 (monotherapy and combination) and CPS 1-19 (combination therapy) subgroups are not available



CPS available

0 > 1

CT + Pembro

Rapid tumor shrinkage needed

15% 85%

Extreme= CT + CETUX

CT + Pembro ??

No place for Pembrolizumab alone !!!!

NO CPS Done

CT + Pembro



EORTC – HNCG
Study 1559 (UPSTREAM): 

A pilot study of personalized biomarker-based treatment strategy or immunotherapy in 
patients with recurrent/metastatic squamous cell carcinoma of the head and neck



Thank you

emmanuel.seront@uclouvain.be


