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A substantial proportion of patients with SCCHN will 
experience relapse or metastatic disease

1. http://www.clevelandclinicmeded.com/medicalpubs/diseasemanagement/
hematology-oncology/head-and-neck-cancer/

2. Goodwin WJ. Laryngoscope 2000;110(3 Pt 2 Suppl 93):1–18;
3. Bernier J, et al. N Engl J Med 2004;350:1945–1952;

4. Cooper JS, et al. N Engl J Med 2004;350:1937–1944

Stage I or II, early-stage resectable disease; 
Stage III–IV, locoregionally advanced (sometimes unresectable)
Stage IVC, metastatic (incurable)

Cure: 30–60%2
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Stage IVC

Recurrence: 25–50%3,4
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Development of Chemotherapy Regimens
in R/M HNSCC 

N Regimen
ORR
(%)

Median OS
(months)

Jacobs, et al1 249 Cisplatin 5-FU                                                      
Cisplatin + 5-FU 

17      
13         
32*

5.0          6.1           
5.5

Forastiere, et al2 277
Cisplatin + 5-FU

Carboplatin + 5-FU
Methotrexate

32*
21
10

6.6
5.0
5.6

Clavel, et al3 382

Cisplatin, methotrexate, bleomycin, 
vincristine

Cisplatin + 5-FU
Cisplatin

34*
31*
15

7.3
7.3
7.3

Gibson, et al4 218 Cisplatin + 5-FU
Cisplatin + paclitaxel

27
26

8.7 
8.1

Vermorken, et al5 442 Platinum + 5-FU 
Platinum + 5-FU + Cetuximab

20
36*

7.4 
10.1*

1. Jacobs C, et al. J Clin Oncol. 1992;10(2):257-263. 2. Forastiere A, et al. J Clin Oncol. 1992;10(8):1245-1251. 
3. Clavel M, et al. Ann Oncol. 1994;5(6):521-526. 4. Gibson MK, et al. J Clin Oncol. 2005;23(15):3562-3567. 
5. Vermorken JB, et al. N Engl J Med. 2008;359(11):1116-1127.

*Statistically significant; 5-FU, 5-fluorouracil



Long-term survival with CT* in R/M SCCHN: 
Analysis of two Phase III ECOG trials

Argiris A, et al. Cancer 2004;101:2222–2229

Analysis of 399 patients, with median follow-up 4.8 years

*Cisplatin-based
E1393 study, n=201; E1395 study, n=198
†No further details provided in study

1-year 2-year 3-year 4-year 5-year

32,4% 

12,3% 6,9% 5,2% 3,6% 

Survival 
rates

Median OS for all patients: 7.8 months 
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Therapy
Other
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†



Patients with 
recurrent 

and/or 
metastatic 

SCCHN Cetuximab
until PD

Primary endpoint: OS
Key secondary endpoints: PFS, relative risk, 
safety

N=442

Vermorken JB, et al. N Engl J Med 2008;359:1116–1127

EXTREME: 
Estudio Fase III - aleatorizado

CT
Cisplatin (100mg/m2 i.v., day 1) 
[or carboplatin (AUC 5mg/mL/min, day 1)] 
plus 5-FU (1000mg/m2 i.v., days 1–4)

Every 3 weeks, up to 6 cycles

Cetuximab
Initial dose 400mg/m2 i.v.
then 250mg/m2 i.v. weekly
until PD

AUC, area under the curve; PD, progressive disease

cetuximab

CT

CT +



EXTREME:
Improved response rates and control of disease with 
cetuximab + CT* in R/M SCCHN

Odds ratio: 2.33
(95% CI: 1.5–3.60)
p<0.001

Vermorken JB, et al. N Engl J Med 2008;359:1116–1127
EMR 620202/002 study report (Tables 14.2-3.2 and 14.2-3.3)

*Platinum-based CT, consisting of cisplatin/carboplatin + 5-FU
†ORR is published data but breakdown of CR and PR is unpublished
‡Disease control includes CR, PR, and SD
CR, complete response; PR, partial response; SD, stable disease

Odds ratio: 2.88
(95% CI: 1.87–4.44)
p<0.001

Disease control‡
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60% 

0% 20% 40% 60% 80% 100% 
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0.9%

CR†

6.8%

PR†

PR†



0

5

10

15

20

25

30

35

40

R
es

po
ns

e 
ra

te
 (%

)

EXTREME:
1st line treatment of R/M SCCHN: Cetuximab increases RR 
regardless of type of platinum CT

23.0

38.9

15.0

30.4

Cisplatin/
5-FU

(n=135)

Cisplatin/
5-FU +

cetuximab
(n=149)

Carboplatin/
5-FU

(n=80)

Carboplatin/
5-FU +

cetuximab
(n=69)

Cisplatin-based CT
p=0.0035

Carboplatin-based CT
p=0.0267

Vermorken JB. Springer Science+Business Media 2011:651–664

+15.9

+15.4



EXTREME: Significant improvement in swallowing problem and 
pain with cetuximab added to CT† vs CT† alone

Mesía R, et al. Ann Oncol 2010;21:1967–1973

Worsening symptoms Improving symptoms*

Problems with reduced sexuality +4.37
–2.55

Social eating problems +0.24
–9.98

Speech problems +1.33
–7.81

Sense problems +4.42
–2.60

Swallowing problems +5.21
–9.17

Pain +3.51
–9.99

Problems with social contact –2.64
–0.43

p=0.0162

p=0.0027

Cetuximab + CT† (n=152)
CT† alone (n=137)

*Measured by European Organisation for Research and 
Treatment of Cancer Quality of Life Questionnaire-Head and 
Neck 35
†Platinum-based CT, consisting of cisplatin/carboplatin + 5-FU



EXTREME: Adding cetuximab to CT* does not 
negatively affect QoL

Mesía R, et al. Ann Oncol 2010;21:1967–1973

EORTC Quality of Life Questionnaire (QLQ)-C30; ≤55% of patients 
completed a baseline questionnaire
*Platinum-based CT, consisting of cisplatin/carboplatin + 5-FU
†At 6 months, after baseline adjustment
‡Bars show 95% CIs

CT* alone
Cetuximab + CT*

Baseline Cycle 3 6 months
CT alone: n=94 n=63 n=20
Cetuximab + CT: n=109 n=80 n=45
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Difference between 
treatment arms‡

Global health status/QoL was not statistically different
between treatment arms at 6 months

p=0.28†



EXTREME: Cetuximab + QT* seguido de Cetuximab hasta PE 
prolonga la SLP vs QT exclusiva en 1L de tratamiento de 
tumores de CyC R/M 

PF
S 
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)
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p<0.001 CT (n=220)
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*Platinum-based QT, consisting of cisplatin/carboplatin + 5-FU
PD, progression of disease Vermorken JB, et al. N Engl J Med 2008;359:1116–1127

Δ2.3 months



1. Vermorken JB, et al. N Engl J Med 2008;359:1116–1127
2. Vermorken JB, et al. Poster presented at ASCO 2014 (Abstract No. 6021)

EXTREME: Cetuximab + QT* seguido de Cetuximab hasta 
PE reduce el riesgo de muerte un 20% vs QT exclusiva

*QT consisted of cisplatin/carboplatin + 5-FU

CT* (n=220) Cetuximab + CT* (n=222)

Long-term survivors (>2y) 25 (11%) 31 (14%)

Long-term responders (>12m) 3 (1%) 12 (5%)

5-year survival figures are low for both 
arms of the study, reflecting the 

aggressive course of the disease and 
poor prognosis of patients
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p=0.04
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Cetuximab + CT* (n=222)
CT* alone (n=220)
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Overall Survival in EXTREME by p16 Status
p16-Negative patientsp16-Positive patients
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1.0

0 3 6 9 12 15 18 21 24 27

Chemo + cetuximab (n = 178)
Chemo (n = 162)

178 150 126 93 61 40 19 10 1 0
162 128 92 56 47 33 15 6 0 0

HR (95% CI) 0.63 (0.30–1.34)
P value .22

HR (95% CI) 0.82 (0.65–1.04)
P value .11

HRs are chemo + cetuximab vs chemo; CI, confidence interval; HR, hazard ratio

Vermorken JB, et al. Ann Oncol. 2014;25(4):801-807.



1st line overall survival in real-world clinical setting 
was consistent with outcomes from EXTREME

1. Siano M, et al. ECC 2015 (Abstract 2865); 
2. Vermorken JB, et al. N Engl J Med 2008;359:1116–1127

• These data provide real-world confirmation of the results of EXTREME, which 
found a median OS of 10.1 months with cetuximab + CT (vs 7.4 months with 
CT alone)2
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Single-center, retrospective analysis of 117 patients with R/M SCCHN1

● Patients were treated with cetuximab and platinum therapy in the 1st line

1st line systemic treatments received1

Regimens n (%)

Carboplatin + cetuximab 23 (44)

Cisplatin/cetuximab 15 (28)

Cisplatin/5-FU/cetuximab 7 (14)

Cisplatin/paclitaxel/cetuximab 6 (12)

Cetuximab monotherapy 1 (2)



1st line overall survival in real-world clinical setting 
was consistent with outcomes from EXTREME
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• These data provide real-world confirmation of the results of EXTREME, which 
found a median OS of 10.1 months with cetuximab + CT (vs 7.4 months with 
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Datos de largos supervivientes

Ricard Mesía. SEOM 2015





Estudio Fase II - aleatorizado

Objetivo primario: Tasa de respuesta objetiva

Objetivos secundarios: Duración de respuesta, SLP, SG, Seguridad.

CECC
Recurrente/mtx

Cetuximab 
(dosis inicial 400 mg/m2, luego 250 

mg/m2  semanal)   

+                                                                               
Paclitaxel
(80 mg/m2) semanal

Hasta 
progresión o 

toxicidad

Esquema fuera de 
indicación

ERBITAX: Cetuximab + Paclitaxel en 1L de tratamiento de 
tumores de cabeza y cuello R/M 

Ricardo Hitt et al. Annals of Oncology 2011



Mediana SLP:  4.2 meses (95% IC 2.9–5.5)

ERBITAX: Cetuximab + Paclitaxel demostró un aumento de 
la SG y la tasa de SLP

Mediana SG:  8.1 meses (95% IC 6.6–9.6)

Ricardo Hitt et al. Annals of Oncology 2011



Estudio retrospectivo - 148 pacientes.

Objetivo: actividad de Paclitaxel + Erbitux (PCS) en pacientes con CECC R/M, analizando factores
pronósticos de interés clínico.

64 pacientes (43,2%) recibieron además Erbitux de mantenimiento.

Resultados:

Tasa de respuesta (RR): 47,3% RC o RP - 20,3% EE - 32,4% PE.

SG 10 meses - SLP 7 meses.

Los factores pronósticos adversos significativos en el análisis univariante (AU) para SLP fueron:

- Progresión de la enfermedad, Albúmina basal de 1, IC Charlson >3, ECOG>1, intervalo libre de
enfermedad (ILE) ≤20 meses y Albúmina basal <3gr/dl y Anemización durante el tratamiento.

En el análisis multivariante la presencia de progresión de la enfermedad y la disminución de Magnesio
durante el tratamiento mayor de 10% resultaron significativos para SG.

Conclusiones:

Se confirma la actividad de PCS en pacientes RM-CECC no seleccionados, similar a los estudios
previos, incluso con mejores resultados, y comparable al tratamiento basado en platino y Cetuximab.

ERBITAX: datos en pacientes fuera de ensayo clínico

Isabel Pajares Bernad et al. Comunicación oral SEOM 2015















TPExtreme GORTEC Trial May Provide Further Insight Into the 
Optimal Chemotherapy Backbone to Combine With Cetuximab in 

First-Line R/M HNSCC

*Cetuximab in combination with taxanes is not approved in the EU2.
†Cetuximab administered every 2 weeks at 500 mg/m2 in the maintenance phase 

Phase III randomized study

EXTREME regimen: 6 cycles

R

Cisplatin (75 mg/m2 q3w)

Docetaxel (75 mg/m2 q3w)

Cisplatin (100 mg/m2 q3w)

Cetuximab (400 mg/m² 
Day 1, then 250mg/m² qw)

5FU (4000 mg/m2 over 
4 days)

• 1st line recurrent 
and/or metastatic 
HNSCC

• N=416 (expected)

TPEx* regimen: 4 cycles

Cetuximab maintenance 
(250 mg/m² qw)

Until PD or unacceptable 
toxicity

Cetuximab (400 mg/m² 
Day 1, then 250 mg/m² qw)

Cetuximab maintenance 
(500 mg/m² q2w)

Until PD or unacceptable 
toxicity

Primary endpoint: OS

National Institutes of Health. Available at: http://clinicaltrials.gov/ct2/show/NCT02268695. Accessed: July 10, 2017.



ORIGINAL ARTICLE

A randomized, phase 2 study of cetuximab plus
cisplatin with or without paclitaxel for the first-line
treatment of patients with recurrent and/or metastatic
squamous cell carcinoma of the head and neck

P. Bossi1, R. Miceli2, L. D. Locati1, D. Ferrari3, S. Vecchio4, G. Moretti5, N. Denaro6, F. Caponigro7,
C. Moro8, E. Vaccher9, A. Sponghini10, A. Caldara11, G. Rinaldi12, F. Ferrau13, F. Nolè14, S. Lo Vullo2,
F. Tettamanzi15, L. Hollander15 & L. Licitra1*

1Head and Neck Medical Oncology, Fondazione IRCCS – Istituto Nazionale dei Tumori, Milan University of Milan, Milan; 2Clinical Epidemiology and Trial
Organization, Fondazione IRCCS – Istituto Nazionale dei Tumori, Milan; 3Medical Oncology, Ospedale San Paolo, Milan; 4Medical Oncology, IRCCS San Martino, IST
National Cancer Institute, Genova and University of Genova, Genova; 5Medical Oncology, Azienda Ospedaliera Arcispedale Santa Maria Nuova – IRCCS, Reggio
Emilia; 6Medical Oncology, St. Croce & Carle University Teaching Hospital, and ARCO Foundation, Cuneo; 7Medical Oncology, Istituto Nazionale Tumori – IRCCS –
Fondazione Pascale, Naples; 8Medical Oncology, Azienda Ospedaliera Papa Giovanni XXIII, Bergamo; 9Medical Oncology, Centro di Riferimento Oncologico, Aviano;
10Medical Oncology, A.O. Universitaria Maggiore della Carità, Novara; 11Medical Oncology, Ospedale Santa Chiara, Trento; 12Medical Oncology, AOU Policlinico
“Paolo Giaccone,” Palermo; 13Medical Oncology, Ospedale San Vincenzo, Taormina; 14Medical Oncology, Istituto Europeo di Oncologia, Milan; 15Oncology, IRCCS
Istituto di Ricerche Farmacologiche Mario Negri, Milan, Italy

*Correspondence to: Prof Lisa Licitra, Department of Head and Neck Cancer Medical Oncology, Fondazione IRCCS Istituto Nazionale Tumori, University of Milan, 20133 Milan,
Italy. Tel: þ39-02-2390-2150; E-mail: lisa.licitra@istitutotumori.mi.it

Background: B490 (EudraCT# 2011-002564-24) is a randomized, phase 2b, noninferiority study investigating the efficacy and
safety of first-line cetuximab plus cisplatin with/without paclitaxel (CetCis versus CetCisPac) in patients with recurrent and/or
metastatic squamous cell carcinoma of the head and neck (R/M SCCHN).

Patients and methods: Eligible patients had confirmed R/M SCCHN (oral cavity/oropharynx/larynx/hypopharynx/paranasal
sinus) and no prior therapy for R/M disease. Cetuximab was administered on day 1 (2-h infusion, 400 mg/m2), then weekly (1-h
infusions, 250 mg/m2). Cisplatin was given as a 1-h infusion (CetCis arm: 100 mg/m2; CetCisPac arm: 75 mg/m2) on day 1 of each
cycle for a maximum of six cycles. Paclitaxel was administered as a 3-h infusion (175 mg/m2) on day 1 of each cycle. After six
cycles, maintenance cetuximab was administered until disease progression or unacceptable toxicity. The primary end point was
progression-free survival (PFS). We assumed a noninferiority margin of 1.40 as compatible with efficacy.

Results: A total of 201 patients were randomized 1 : 1 to each regimen; 191 were assessable. PFS with CetCis (median,
6 months) was noninferior to PFS with CetCisPac (median, 7 months) [HR for CetCis versus CetCisPac 0.99; 95% CI: 0.72–1.36,
P¼ 0.906; margin of noninferiority (90% CI of 1.4) not reached]. Median overall survival was 13 versus 11 months (HR¼ 0.77; 95%
CI: 0.53–1.11, P¼ 0.117). The overall response rates were 41.8% versus 51.7%, respectively (OR¼ 0.69; 95% CI: 0.38–1.20,
P¼ 0.181). Grade#3 adverse event rates were 76% and 73% for CetCis versus CetCisPac, respectively, while grade 4 toxicities
were lower in the two-drug versus three-drug arm (14% versus 33%, P¼ 0.015). No toxic death or sepsis were reported and
cardiac events were negligible (1%).

Conclusion: The two-drug CetCis regimen proved to be noninferior in PFS to a three-drug combination with CetCisPac. The
median OS of both regimens is comparable with that observed in EXTREME, while the life-threatening toxicity rate appeared
reduced.

Clinical trial number: EudraCT# 2011-002564-24.

Key words: cetuximab, R/M SCCHN, paclitaxel, cisplatin, EXTREME

VC The Author 2017. Published by Oxford University Press on behalf of the European Society for Medical Oncology.
All rights reserved. For Permissions, please email: journals.permissions@oup.com.
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doi:10.1093/annonc/mdx439

Downloaded from https://academic.oup.com/annonc/article-abstract/doi/10.1093/annonc/mdx439/4107986/A-randomized-phase-2-study-of-cetuximab-plus
by Merck KGaA / Scientific Information Centre user
on 15 September 2017



Results

Patient population

Between September 2011 and September 2016, the B490 study en-
rolled 201 patients with R/M SCCHN (Figure 1). The ITT popula-
tion included 191 patients; baseline characteristics were reasonably
balanced between treatment arms and are presented in Table 1.

Overall, 61 (61.0%) and 60 (66.0%) patients had died in the
CetCis and CetCisPac arms, respectively, and 48 (48.0%) and 51
(56.0%) patients died due to progression.

Efficacy

The B490 study evaluated survival end points for patients with R/M
SCCHN receiving first-line cetuximab plus cisplatin with or without
paclitaxel. In total, 164 PFS events were observed until the clinical data
cutoff (30 June 2017) (87 events in the CetCis arm and 77 events in the
CetCisPac arm). The upper boundary of the one-sided 90% CI for HR
was 1.21 and thus below the pre-specified noninferiority margin of
1.4. The median PFS was 6 versus 7 months, respectively (HR¼ 0.99;
95% CI: 0.72–1.36, P¼ 0.906 by log-rank test) (Figure 2A). The sec-
ondary end point of OS showed no difference between patients receiv-
ing the CetCis versus CetCisPac regimen (median: 13 versus
11 months, respectively; HR¼ 0.77; 95% CI: 0.53–1.11, P¼ 0.117 by
log-rank test) (Figure 2B). The secondary objective of ORR was 41.8%
in the CetCis arm and 51.7% in the CetCisPac arm (OR¼ 0.67; 95%
CI: 0.38–1.20, P¼ 0.181 by Cochran–Mantel–Haenszel test; Table 2).

Safety

Within the ITT population of the B490 study, 99 patients (99.0%)
in the CetCis arm and 91 patients (100%) in the CetCisPac arm

had an adverse event (AE) of any grade (Table S1). Additionally,
76 (76.0%) and 66 (72.5%) patients in the CetCis and CetCisPac
regimen, respectively, experienced a grade"3 AE. Grade 4 toxic-
ities were reported in 14% of patients receiving CetCis and 33% of
those receiving CetCisPac (P ¼ 0.015 by Pearson’s v2 test).
Detailed incidences of grade"3 events can be found in Table 3. Of
note, no sepsis occurred and cardiac events were negligible (1%).
No treatment-related deaths were observed in either arm.

Discussion

The B490 study showed that the CetCis regimen was noninferior
to the CetCisPac regimen in terms of PFS. Importantly, although
the ORR and OS yielded by the two regimens were not statistically
significantly different, the ORR achieved by the CetCisPac regimen
was>50%. The EXTREME trial (CetCis plus 5-FU) accomplished
an ORR of 36% [4]. Indeed, it is quite remarkable that in our trial,
even the two-agent regimen (CetCis) yielded a response rate com-
parable to that observed with the EXTREME regimen. It is pos-
sible, therefore, that 5-FU may not add significant efficacy benefits
to patients when combined with cetuximab plus cisplatin.

Alternatively, patient selection may have played a role in im-
proving the ORR found in this study. Notably, the B490 and
EXTREME studies used identical inclusion and exclusion criteria,
with the single exception that our study also permitted enroll-
ment of patients who had previously received cetuximab in the
locoregionally advanced setting (6%). Furthermore, it appears
that the patient populations of the two trials were somewhat dis-
tinct [age favored the EXTREME trial (median age of 63 and 62
years in the CetCis and CetCisPac treatment arms, respectively,
versus 56 years in EXTREME), whereas PS favored B490 (12% in
EXTREME had an ECOG PS"2, while B490 enrolled only

Prescreening
No prior systemic treatment (cetuximab, paclitaxel, or docetaxel)

during the last 6 months; no previous therapy for R/M disease

Enrollment
Stratification according to PS (ECOG 0 vs 1), site of primary

disease (oropharyngeal vs other sites) and study site
(201 patients)

R

Excluded from
analysis

3 withdrew consent
3 did not begin treatment
4 had no data available

2-drug regimen

(100 patients)

Cetuximab + cisplatin Cetuximab + cisplatin +
paclitaxel

(91 patients)

3-drug regimen

Figure 1. Patient disposition (CONSORT).
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First	line	Cetuximab	and	Cisplatin	with	or	without	Paclitaxel	in	
recurrent/metastatic	head	and	neck	cancer:	a	randomized	phase	IIb trial

Bossi,	et	al.	ESMO	2017	(Abstract	No.	LBA47).

Endpoints:†

• Primary endpoint: PFS
• Secondary endpoints: OS, 

ORR, toxicity

1st	line	R/M	SCCHN
N=200

QT	con	tres fármacos

R

QT	con	dos	fármacos - Cetuximab	(400mg/m2 → 250mg/m2 qw) 
- Cisplatin	(100mg/m2 q3w)

(n=100)
Mantenimiento	
con	cetuximab

- Cetuximab	(400mg/m2 → 250mg/m2 qw) 
- Cisplatin	(75mg/m2 q3w)
- Paclitaxel	(175mg/m2 q3w)(n=91)

Mantenimiento	
con	cetuximab

Máximo	6	ciclos



milder systemic regimens than the EXTREME one, which is asso-
ciated with more life-threatening toxic events.

Finally, in the EXTREME study, the three-drug regimen (cetuxi-
mab, cisplatin, and 5-FU) improved some quality of life (QoL)
items and did not result in any overall deterioration of QoL scores

[29]. Therefore, if the CetCisPac drug combination is indeed more
efficacious than the EXTREME regimen, but does not confer the 5-
FU-associated toxicities, we suggest that the adverse impact on
QoL might be even smaller with this therapy. Furthermore, as ad-
vances in the immunotherapy field progress, CetCisPac and CetCis
may represent more favorable combination therapy backbones
than cetuximab plus cisplatin plus 5-FU [4, 20, 30].

Several limitations of this study exist that could be addressed in
future studies. First, as described above, outcomes with the first-
line regimens tested in B490 cannot be directly compared with
those with the EXTREME regimen because of the absence of a
head-to-head comparator arm. However, such a comparison
may not be strictly necessary, because the use of taxanes is already
widespread in clinical practice, and physicians are comfortable
with this approach in R/M SCCHN. Additionally, although the
higher ORR observed in B490 suggests that more patients experi-
enced tumor shrinkage and, therefore, likely an improvement in
QoL, we did not prospectively perform such an analysis. Finally,
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Figure 2. (A) Effects of first-line cetuximab plus cisplatin with or without paclitaxel on progression-free survival in patients with recurrent
and/or metastatic squamous cell carcinoma of the head and neck (R/M SCCHN). (B) Effects of first-line cetuximab plus cisplatin with or with-
out paclitaxel on overall survival in patients with R/M SCCHN.

Table 2. Response to treatment

Patients (N 5 191) Cetuximab 1

cisplatin
(n 5 100)

Cetuximab 1

cisplatin 1

paclitaxel (n 5 91)

– Complete response rate, n (%) 5 (5.0) 6 (6.6)
– Partial response rate, n (%) 36 (36.0) 40 (44.0)
– Stable disease rate, n (%) 35 (35.0) 22 (24.2)

Overall response rate, % 41.8 51.7
Disease control rate, % 77.6 76.4
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The	observational	ENCORE	study:	cetuximab	+	platinum-based	therapy	(PBT)	for	first-line	(1L)	treatment		of	patients	
with	R/M	SCCHN

Le	Tourneau C,	et	al.	ESMO	2017	(Abstract	No.	1068P).

Estudio	multicéntrico,	observacional,	prospectivo,	abierto	que	pretende	determinar	cómo	los	oncólogos	toman	y	ejecutan	las	decisiones	terapéuticas	
relativas	al	tratamiento	en	1L	de	pacientes	con	tumores	R/M	de	cabeza	y	cuello	en	su	práctica	clínica	habitual

Patients	with	1st	line	R/M	SCCHN)

N=225

Estudio	en	marcha:	no	hay	datos	de	eficacia	y/o	seguridad



The	observational	ENCORE	study:	cetuximab	+	platinum-based	therapy	(PBT)	for	first-line	(1L)	treatment		of	patients	
with	R/M	SCCHN

Le	Tourneau C,	et	al.	ESMO	2017	(Abstract	No.	1068P).

Baseline	
characteristics

cetuximab	planned	
until	PD
(n=212)

cetuximab	not	planned	
until	PD
(n=13)

Median	age,	
years	(range) 64	(22–91) 60	(31–80)

Male,	% 77.4 61.5

ECOG	PS,	%
0
1
2
3
Missing

31.6
53.3
13.2
0.5
1.4

23.1
61.5
15.4
0
0

CT	agent	to	be	included	
with	cetuximab	in	planned	
regimen

% patients

Cisplatin 40.4

Carboplatin 59.1

5-FU 54.7

Taxane 3.1

Role	of	MDT	in	decision-making
%	patients	planned	for	
cetuximab	until	PD

Case	discussed	in	MDT 77.8

Treatment	decision	by	MDT 71.2

Treatment	decision	outside	MDT
Medical	oncologist
Radiation	specialist
Clinical	radio-oncologist

23.6
4.7
0.5



Phase III Randomized Trial of Platinum-based Chemotherapy With 
or Without Bevacizumab in Recurrent or Metastatic HNSCC (E1305)

Argiris A, et al. J Clin Oncol. 2017;35(Suppl 4): Abstract 6000.

Recurrent or
metastatic 
HNSCC 

ECOG
Performance 
status 0-1

No prior 
therapy
for recurrent or 
metastatic 
HNSCC 

Arm B 
Platinum doublet*
+ Bevacizumab 15 mg/Kg IVly
Every 21 days until progression

Arm A 
Platinum doublet*
Every 21 days until progression

R
A
N
D
O
M
I
Z
E

Option to discontinue 
chemotherapy after 6 cycles if 
maximum response

* Choice of one of 4 chemotherapy regimens:
1. Cisplatin 100 mg/m2 day 1 IV, 5-FU continuous infusion 1000 mg/m2/day x 4 days.
2. Carboplatin AUC 6, day 1 IV,  5-FU continuous infusion 1000 mg/m2/day x 4 days.
3. Cisplatin 75 mg/m2 day 1 IV, docetaxel 75 mg/m2, day 1, IV.
4. Carboplatin AUC 6, day 1 IV, docetaxel 75 mg/m2, day 1, IV.
In regimens 1 and 3, carboplatin substitution was allowed for specific severe cisplatin-related 
toxicities.
All patients received prophylactic oral antibiotics (ciprofloxacin) on days 5-14.

Stratify by
a. Performance status
b. Weight loss
c. Prior radiotherapy
d. Chemotherapy regimen

Option to discontinue 
chemotherapy after 6 cycles if 
maximum response. 
Bevacizumab continued until 
progression



0.2

E1305: Overall Survival

Median OS, 
months 

P
value

HR
(95% CI)

Arm A: Chemo 11.0

.13 0.84 (0.67-
1.05)Arm B: Chemo + 

bevacizumab
12.6

Argiris A, et al. J Clin Oncol. 2017;35(Suppl 4): Abstract 6000.

Pr
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ab
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ty

0.8

0.6

0.4

0.0

0 6 12 18 24 30 36 42 48

Time, months

1.0
Chemo only
Chemo + bevacizumab

No. at risk

Chemo only 200 145 88 51 30 18 11 9 7

Chemo+Bev 203 144 98 73 41 26 18 13 11



E1305: Efficacy Results Summary

Arm A: Chemo
(N = 200)

Arm B: Chemo + Bev 
(N = 203)

P value

ORR, % (95% CI) 25 (19-32) 36 (30-44) .013
Median PFS, months (95% CI) 4.4 (3.8-5.2) 6.1 (5.0-6.8) .0012
HR for PFS (95% CI) 0.71 (0.58-0.87)
Median OS, months (95% CI) 11.0 (9.5-13.0) 12.6 (10.3-16.5) .13
HR for OS (95% CI) 0.84 (0.67-1.05)
1-year OS, % (95% CI) 46 (39-53) 51 (44-58)
2-year OS, % (95% CI) 18 (13-24) 26 (20-33)
3-year OS, % (95% CI) 8 (5-13) 16 (11-22)
4-year OS, % (95% CI) 6 (3-11) 13 (8-19)

Argiris A, et al. J Clin Oncol. 2017;35(Suppl 4): Abstract 6000.



Cetuximab-Based Therapy Options for 
1st-Line Treatment of Recurrent or Metastatic HNSCC 

Regimen Median PFS, mo Median OS, mo ORR, %

Cetuximab + 
cisplatin/carboplatin + 5FU 
(EXTREME)

5.6 10.1 36

Cetuximab + carboplatin + 
paclitaxel (PCE) 5.2 14.7 40

Cetuximab + cisplatin + 
docetaxel (TPE) 6.2 14 44.4

Cetuximab + cisplatin 4.2 9.2 26

Cetuximab + paclitaxel 4.2 8.1 54

AUC, area under the curve; IV, intravenous; PD, progressive disease



Treatment options in R/M SCCHN

• The choice of 1st line therapy is key, as 2nd line options are limited

Surgery-based
treatment*

Radiotherapy-
based treatment*

Systemic 
treatment

R/M SCCHN

*In metastatic disease: selected patients with limited metastases, 
good PS
†Platinum-based CT, consisting of cisplatin/carboplatin + 5-FU
CT, chemotherapy; PS, performance status; 
QoL, quality of life; R/M, recurrent and/or metastatic

National Comprehensive Cancer Network Clinical (NCCN) Practice Guidelines in 
Oncology: Head and Neck Cancers V1.2015

Best supportive 
care

CT alone CT† + cetuximab

Stable disease
or responders

until progressionCetuximab
monotherapy



International Guidelines Recommend Cetuximab + Platinum-
Based Chemotherapy Followed by Cetuximab Until Progression

The standard of care for recurrent, 
unresectable or metastatic non-

nasopharyngeal cancer is considered 
to be the regimen from the EXTREME 
trial of cetuximab plus cisplatin/5FU 

or carboplatin/5-FU (category 1)1

First-line option for fit
patients should include the 

combination of cetuximab with 
cisplatin or carboplatin plus 5-FU 

(PF)… [II, A]2

*Based on high-level evidence (randomized controlled trials)

1. National Comprehensive Cancer Network. NCCN clinical practice guidelines in oncology: Head and Neck Cancer, 
V.2.2017. Available at: https://www.nccn.org/professionals/physician_gls/f_guidelines.asp. 2. Grégoire V, et al. Ann 
Oncol. 2010;21:v184-v186.

• The EXTREME regimen of cetuximab, used in combination with chemo, followed by 
cetuximab as maintenance therapy until disease progression in patients with r/m 
HNSCC, is recommended by international guidelines1,2



● Cetuximab + platinum + 5-FU recomendado como tratamiento
estándar en pacientes con PS 0‒1

● Cetuximab + paclitaxel semanal como 1ª opción de tratamiento en 
pacientes con PS 2

1. SEOM clinical guidelines for treatment of head and neck cancer (HNC) 2013. 
R. Mesia, M. Pastor, J.J. Grau, E. Del Barco

Guías SEOM



*EXTREME regimen (platinum, 5-FU, cetuximab) is supported by phase III data

Continuum of Care in R/M HNSCC

Argiris A, et al. Front Oncol. 2017;7:72.

R/M HNSCC
(Palliative care)

Fit Non-fit

Cetuximab + chemo–based 
regimen*

(EXTREME†, TPEx, PCE)

Checkpoint 
inhibitor 

monotherapy

Monochemotherapy or
Targeted monotherapy 

or
Combination

Clinical Trial

1st line

2nd and later line

Recommended path 
for fit patients





¿Propuesta	de	ensayo	TTCC?

• Cetuximab 250	mg/m2	días	1-8	+	Paclitaxel 80	
mg/m2	días	1-8.

• Nivolumab 3	mg/Kg	día	1	+	Paclitaxel 80	
mg/m2	días	1-8.
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