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Largos respondedores a Cetuximab en 1L: EXTREME y ERBITAX



EXTREME: Fundamento del mantenimiento y resultados del estudio





A pivotal, open-label, randomized, multi-center, Phase III trial in patients w ith 1L R/M SCCHN

Primary endpoint:  Overall survival

Key secondary endpoints:  PFS, ORR and safety*

R

1:1

Up to  6  cycles

(18 weeks)

If PR, CR, SD

Stratification

• KPS (<80%

vs ≥80%)

• Previous CT 

(receipt vs non-

receipt)

Cetuximab +  

plat inum-based CT 

(n=222)

Platinum-

based CT alone 

(n=220)

Cetuximab maintenance treatment unti l  disease 

progression or unacceptable toxicity

Patients with 

1L R/M 

SCCHN 

(N=442)

*Other secondary endpoints not listed. AUC, area under the curve; CR, complete response; IV, intravenous; KPS, Karnofsky performance score; PR, partial response; SD, stable disease. Vermorken JB, et al. J Clin Oncol. 2014;32:6021. Tardy 

MP, et al. J Clin Oncol. 2017;35:e17524

*Cetuximab was administered as a 400 mg/m 2  IV initial dose, then 250 mg/m 2  IV weekly +  cisplatin OR carboplatin +  5-FU; Patients received cisplatin (100 mg/m 2  IV, day 1) OR carboplatin (AUC 5 mg/mL/min IV, day 1)† +  5-FU 

(1000 mg/m 2  IV, days 1 –4) in 3-week cycles. †Cisplatin  or carboplatin at investigator’s  discretion ‡Other secondary endpoints not listed

Plat inum-based CT

• Cisplatin (100mg/m2  i.v., day 1)

[or  carboplat in  (AUC 5mg/mL/min,  day 1)]

• 5-FU (1000mg/m2  i.v., days 1 –4)

In the ITT population 12 patients (5%) in the CT+cetuximab 
arm were long term responders (PFS>12 months).

Median treatment duration for cetuximab, 67.7 weeks. 

A retrospective study from cetuximab maintenance therapy for >6 
months after first receiving platinum-based CT with cetuximab. 

Maintenance with cetuximab continued for a mean duration of 11 
months. PFS and OS were 15.5 months

and 27.4 months, respectively.

EXTREME trial: Platinum-based chemotherapy (CT) plus cetuximab in recurrent or metastatic squamous cell carcinoma of the head and neck cancer (



ERBITAX: Fase II y resultados



1L, first line; BOR, best overall response; CT, chemotherapy; DCR, disease control rate; DoR, duration of response;; R/M, recurrent and/or metastatic; ORR, overall response rate; OS, overall survival; PFS, progression-free 
survival; PS: performance status; SCCHN: squamous cell carcinoma head and neck.
*Cetuximab is indicated in R/M SCCHN in combination with a platinum-based CT; Cetuximab in combination with taxanes only is currently not approved for R/M SCCHN.

Rubió-Casadevall J, et al., Front. Oncol. 13:1226939 (2023)

Retrospective, non-interventional, N=531 patients (16 centers from Spain)

Objective: To validate the efficacy and safety of cetuximab + paclitaxel* in 1L for the treatment of R/M HNSCC in 
real clinical practice.

R/M SCCHN Cetuximab + paclitaxel*

1L
Study design

Paclitaxel was administered weekly (days 1, 8, 15, 21...) and cetuximab could be 
switched to a bi-weekly schedule in the maintenance phase.

❖ Primary endpoint: PFS

❖ Secondary endpoint:

▪ BOR, ORR, DCR, DoR, OS

▪ Determine potential prognostic factors associated with 
survival

▪ Safety profile (compliance and toxicity)

Inclusion criteria

• Patients on ERBITAX* regimen from January 2012 - December 
2018

• Previously untreated patients for histologically confirmed R/M SCLC 
(oral cavity, oropharynx, hypopharynx, larynx)

• Age ≥ 18 years

• Ineligible for platinum-based CT:

❖ PS

❖ Comorbidities

❖ High doses of cumulative platinum 

❖ Early progression after platinum (< 6 months in LA disease)

Enrolled patients received at least the first dose of cetuximab (400mg/m2 loading dose, then 250 mg/m2) 
and 80 mg/m2 paclitaxel between 2012 and 2018.

Real World Evidence of 1L Cetuximab + Paclitaxel (ERBITAX*) in 
R/M SCCHN - TTCC-2019-02



PFS

mPFS: 4.5m (95% CI: 3.9-5)

1-year PFS rate 14.9% (95% CI: 12.1-18.4)

Full dataset

mOS: 8.9m (95% CI: 7.8-10.3)

1-year OS rate: 38.2% (95% CI: 34.2-42.6)

OS
Full dataset

Overall, 497 (93.6%) 
patients died. 

The most common cause of 
death was inexplorable 

progression of the disease 
(82.3%).

*Cetuximab is indicated in R/M SCCHN in combination with a platinum-based CT; Taxanes are 
currently not approved for R/M SCCHN.

Rubió-Casadevall J, et al., Front. Oncol. 13:1226939 (2023)

Real World Evidence of 1L Cetuximab + Paclitaxel (ERBITAX*) in R/M SCCHN 



NIVOLUMAB en CECCR/M EN PROGRESION A PLATINO EN 6 O MENOS MESES DE INTERVALO



ESTUDIO CHECKMATE-141 PARA 2ª LÍNEA EN CECCRM

Supervivencia global



SIN cetuximab

Con cetuximab

ESTUDIO CHECKMATE-141 PARA 2ª LÍNEA EN CECCRM



Updated resul ts  from a  German prospect ive ,  observat iona l ,  mult icenter  cohort s t u d y  in  pat ients  with R/M 
SCCHN treated with n ivo lumab  fo l lowing  progress ion  dur ing  or after  p lat inum-b a s e d  therapy

* Inc ludes  3  pat ients  with m i s s i n g  d a t a  on l ine of treatment;  †Dosing  according  to current s u mmar y  of product characteristics .1L,  f irst l ine; 2L ,  second l ine; DoR, duration of response;  DoT, duration of treatment ;  ECOG PS ,  Eastern  

Cooperative Oncology Group Per formance  S ta tu s ;  IRAE, immune- related adver se  even t ;  IV, in travenous ;  LA, local ly a dvan ced ;  ORR, overal l  response  rate; OS, overal l  su rv iva l ;  PFS ,  progression-free su rv iva l ;  PT, p la t inum-b as ed  therapy ;  

Q2W, every  2 weeks ;  QoL, qua l i ty  of l i fe;  R/M, recurrent and/or metas tat ic ;  TTNT, t ime  to next  treatment ;  TTR, t ime  to response.

•

Patients with R/M SCCHN 

N=478

• Enrolled May  2017– Ju ly 2021

• ≥ 1 8  years

• Progression dur ing  or after 

p lat inum-b a s e d  

therapy

Treatment decis ion for therapy 

with n i vo lumab  a lready  taken

Cohort 1  (n=255)* 

Nivolumab (240  m g  IV Q2W)†

≥2L  t reatment  for R/M SCCHN, prior p lat inum-b a s e d  therapy  for LA or R/M SCCHN; 

pat ients  were p lat inum-refractory or p lat inum-sensit ive

Cohort 2  (n=223)  

Nivolumab (240  m g  IV Q2W)†

1L treatment  for R/M SCCHN, prior p lat inum-b a s e d  therapy  for LA SCCHN ad juvan t  or 

pr imary  set t ing ;  pat ients  were p lat inum-refractory or p lat inum-sensit ive

Primary endpoint:  OS

Secondary endpoints:

PFS ,  ORR, DoR, TTR, TTNT

DoT, pat ient  characterist ics, 

sa fe t y ,  QoL (EQ-5D)

Median potential  follow-up:  57 .2  months
Time since enrollment of each patient in study, regardless 

of patient’s current status in study
OS in the overal l  populat ion OS by response to Pt -based therapy in 1L subset

ESMO 2024 ;  Dietz A, et a l .  Abstract No. 873P  – poster

Patients with R/M SCCHN treated with nivolumab in the 1L+ settings in Germany: 



PEMBROLIZUMAB EN 1ª LÍNEA PARA CECCR/M



Pembrolizumab plus a platinum and 5-FU vs EXTREME:

Superior OS for pembrolizumab + chemotherapy in the PD-L1 CPS ≥20 and CPS ≥1 and total populations

Longer duration of response for pembrolizumab + chemotherapy 

Comparable safety profiles for pembrolizumab + chemotherapy and EXTREME

Pembrolizumab monotherapy vs EXTREME:

Superior OS for pembrolizumab in the CPS ≥20 and CPS ≥1 populations

Noninferior OS for pembrolizumab in the total population

Substantially longer duration of response for pembrolizumab

Favorable safety profile for pembrolizumab

Data support pembrolizumab plus platinum-based chemotherapy and pembrolizumab monotherapy as new first-line standard-of-care 

therapies for R/M HNSCC

Rischin KN048 ASCO 2019

PEMBROLIZUMAB EN 1ª LÍNEA PARA CECCR/M

—



Pembrolizumab 
(n=301)

Pembrolizumab + 
cisplatin + 5-FU 

(n=281)

Randomised, open-label, phase 3 study with patients who were diagnosed with R/M HNSCC at 200 
sites in 37 countries.

1L

N=882

R/M HNSCC

85% CPS ≥ 1

43% CPS ≥ 20

Stratification factors:

- PD-L1 expression (≥50% or ≤ 50%)

- P16 status for oropharyngeal cancers (+/-)

- ECOG PS 0 or 1

• OS and PFS

Primary endpoints

Cetuximab + cisplatin + 
5-FU (n=300)

Secondary endpoints

• Safety and tolerability

• Participants with ORR

• Progression-free at 6 &12 
months

Kevin J. Harrington et al., Journal of Clinical Oncology 2023 41:4, 790-802

Pembrolizumab ± chemotherapy vs. cetuximab with chemotherapy for R/M SCCHN (KEYNOTE



Kevin J. Harrington et al., Journal of Clinical Oncology 2023 41:4, 790-802
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OS benefit with pembrolizumab monotherapy was driven by patients with CPS ≥20

Kevin J. Harrington et al., Journal of Clinical Oncology 2023 41:4, 790-802



Kevin J. Harrington et al., Journal of Clinical Oncology 2023 41:4, 790-802
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mOS benefit with pembrolizumab + platinum + 5-FU was highest in patients with CPS ≥20



¿ES POSIBLE MEJORAR LOS DATOS DE SUPERVIVENCIA DE LAS       

PRIMERAS LÍNEAS DE TRATAMIENTO DEL CECCR/M?

                             SECUENCIA TERAPÉUTICA

 



Secuencia de QT con Cetuximab seguida de IO: 

                     ERBITAX-IO, EXTREME-IO (KESTREL) y TPEXTREME-IO 



Baseline characteristics for patients who received ulterior immunotherapies or other treatments

Patients who received 
subsequent treatment with ICI 
had a better ECOG and better 

ERBITAX* outcomes.

After ERBITAX*, the median 
duration of response was 6.9 
months (95% CI 5.3-9.8) for 
patients who were subsequently 

treated with ICI and 4.6 months 
(95% CI 3.7-6.5) for other 

treatments (p=0.04).

Patients treated with other 
treatments:

Carboplatin (43%)

Methotrexate (43%)

*Cetuximab is indicated in R/M SCCHN in combination with a platinum-based CT; Taxanes are currently not approved for R/M SCCHN.

Rubió-Casadevall J, et al., Front. Oncol. 13:1226939 (2023)

Real World Evidence of 1L Cetuximab + Paclitaxel (ERBITAX*) in R/M SCCHN - TTCC-2019-02



Ulterior treatment

Patients who received ICI in any 
subsequent line of treatment had 

an mPFS of 8.8 months, while 
patients who received subsequent 
treatments other than ICI had an 

mPFS of 6 months.

Stratified PFS

Ulterior treatment

Stratified OS

Patients treated with ICI 
(nivolumab) in subsequent lines 
also had better survival, with a 

median OS of 29.8 months 
and 13.8 months for other 

treatments.

*Cetuximab is indicated in R/M SCCHN in combination with a platinum-based CT; Taxanes are currently not approved for R/M SCCHN.

Rubió-Casadevall J, et al., Front. Oncol. 13:1226939 (2023)

Efficacy results according to subsequent treatment



1L, first line; 2L, second line; CI, confidence interval; CT, chemotherapy; IO, immunotherapy; R/M, recurrent and/or metastatic SCCHN: squamous cell carcinoma head and neck.
Psyrri A, et al. Ann Oncol 2023;34:262–274.

KESTREL: Durvalumab with or without tremelimumab versus 
the EXTREME regimen as 1L treatment for R/M SCCHN

Phase III randomized open-label study: Evaluate the efficacy of durvalumab (PD-L1 antibody) with or without tremelimumab 
(CTLA-4 antibody) vs the EXTREME regimen in patients with R/M SCCHN.

Patients with HNSCC who 
had not received prior 
systemic treatment for 

R/M disease

Durvalumab (1500mg) Q4W + 

Tremelimumab (75mg) Q4W (up to 

4 doses)

Durvalumab monotherapy 

(1500mg) Q4W

EXTREME regimen (platinum, 
5-FU, cetuximab)

1L

2:1:1

Until PD, initiation of alternative therapy, unacceptable toxicity, withdrawal of consent or until any other treatment discontinuation criterion was met.

Randomization was stratified by:

• Tumor cell PD-L1 expression (≥ 
25% vs ≤ 25%)

• Tumor location (oropharyngeal or 
non-oropharyngeal)

• Patients with OPC were 
stratified by HPV status 
(+/-)

• Smoking history (>10 or ≤ 10 pack 
years)

Primary objective: OS of durvalumab monotherapy compared to EXTREME in patients with R/M 
SCCHN whose tumors express high PDL1 (PD-L1 TC ≥50% or immune cells (IC)≥ 25%

Secondary objectives: 

• Efficacy of durvalumab monotherapy compared to EXTREME in all patients

• Efficacy of durvalumab + tremelimumab compared to EXTREME in both patients with PDL1 high 
tumors and in all patients

Study design



CI, confidence interval; CT, chemotherapy; IO, immunotherapy; ICI, immune checkpoint inhibitor; mOS, median overall survival; Psyrri A, et al. Ann Oncol 2023;34:262–274.

mOS EXTREME subtrt IO: 22.4 (95% CI 15.6-37.2) months

mOS EXTREME subtrt non-IO: 12.4 (95% CI 10.9-15.8) months

Overall survival according to subsequent treatment

mOS EXTREME subtrt IO: 35.6 (95% CI 15.6-N/A) months

mOS EXTREME subtrt non-IO: 14.3 (95% CI 11.1-24.0) months

PD-L1 high patients All patients

Conclusions

• High proportion of patients in the EXTREME arm received 2L ICI

• Subsequent ICI following the EXTREME regimen improved OS

• The EXTREME may be an appropriate choice of 1L therapy for those patients with a high tumor burden and life-threatening disease, 
followed by ICI upon PD or following disease stabilization



1L R/M SCCHN

(N=539)
TPEx (experimental arm)

4 cycles Q3W CT Cetuximab + 
cisplatin + docetaxel

+ G CSF after each cycle

EXTREME (reference arm)
6 cycles Q3W CT

Cetuximab + cisplatin + 5-FU

Maintenance 
Cetuximab 

250 mg/m2 QW 

Maintenance
Cetuximab 

500 mg/m2 Q2W† 

Primary endpoint:
OS

• No prior systemic CT for 
R/M SCCHN except if 
completed >6 months 
prior if given as part of 
multimodal treatment for 
LA disease

• ECOG PS 0–1
Secondary endpoints:

PFS, ORR at 12 weeks, safety, compliance

*The TPEx regimen is Cetuximab + cisplatin + docetaxel. #The TPExtreme study did not meet its primary endpoint of significantly improving OS in the TPEx regimen vs the EXTREME regimen; †Cetuximab is 

administered Q2W in this study arm during maintenance, whereas the EU SmPC stipulates weekly administration; 

ECOG PS, Eastern Cooperative Oncology Group Performance Status; G CSF, granulocyte colony stimulating factor; LA, locally advanced; Q2W, every 2 weeks;Q3W, every 3 weeks.

Guigay J, et al. The Lancet 2021;Vol. 22(4)pp.463-475

Study design

Cisplatin was replaced by intravenous carboplatin in case of cisplatin-
related nephrotoxicity of grade 1 or worse, ototoxicity of grade 3 or worse, 
or neurotoxicity of grade 3 or worse.

Until PD or 
unacceptable 

toxicity

TPExtreme*#: A large randomized study comparing TPEx                            (cetuximab + platinum + taxane) with EXTREME



Available data

Other CT in 2L 

2L cetuximab + RT†

Treatment received in 2L

2L anti-PD-1/-PD-L1

2L CT taxane-based#

2L cetuximab ± CT†

EXTREME arm (n=270)

Any CT
120 (47%)

256 (95%)

40 (16%)

3 (1%)

174 (64%)

41 (16%)

56 (22%)

24 (9%)

TPEx arm (n=269)

245 (91%)

61 (25%)

7 (3%)

167 (64%)

41 (17%)

30 (12%)

18 (7%)

Any CT
109 (44%)

Guigay J, et al. The Lancet 2021;Vol. 22(4)pp.463-475

*The TPEx regimen is Cetuximab + cisplatin + docetaxel. The TPExtreme study did not meet its primary endpoint of significantly improving OS in the TPEx regimen vs the EXTREME 
regimen. Cetuximab is administered Q2W in this study arm during maintenance, whereas the EU SmPC stipulates weekly administration; #Taxanes are currently not approved for R/M 
SCCHN. †Cetuximab is indicated in R/M SCCHN in combination with a platinum-based CT. 

In the TPExtreme* trial, the majority of patients received CT or ICI in 2L



ICI

2L+1L

TPEx

2L+1L

19.4 months21.9 months EXTREME

Cetuximab ± QTTPEx 14.9 months

ICI

Cetuximab ± QT 17.6 monthsEXTREME

2L ICI: 21.9 months (95% CI 15.9–35.0)
2L CT ± cetuximab: 14.9 (95% CI 13.0–16.3)

2L ICI: 19.4 months (95% CI 15.9–35.0)
2L CT ± cetuximab: 17.6 (95% CI 15.2–19.5)

mOS from randomization1 
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2L 
CT/Cetuximab

2L ICI

2L 
CT/Cetuximab

2L ICI

TPEx arm EXTREME arm

1L, first line; 2L, second line; CI, confidence interval; CT, chemotherapy; IO, immune checkpoint inhibitor; mOS: median overall survival.

*The TPExtreme study did not meet its primary endpoint of significantly improving OS in the TPEx regimen vs the EXTREME regimen. Cetuximab is administered Q2W in this study arm during 
maintenance, whereas the EU SmPC stipulates weekly administration. #Cetuximab is indicated in R/M SCCHN in combination with a platinum-based CT. Taxanes are currently not approved for R/M 
SCCHN; 

1. Guigay J, et al. The Lancet 2021;Vol. 22(4)pp.463-475

Treatment in 1L with TPEx*# or EXTREME followed by ICI in 2L was associated with prolonged mOS.



Secuencia IO seguida de QT:

 

                               Pembro/PembroQT – QT (KEYNOTE-048)



Kevin J. Harrington et al., Journal of Clinical Oncology 2023 41:4, 790-802

Most patients 
received 

chemotherapy in 2L

Subsequent anticancer therapies in KEYNOTE-048 long-term study.



Pembrolizumab monotherapy vs. Cetuximab + CT* Pembrolizumab chemotherapy vs. Cetuximab + CT*

PFS2 on taxane-
containing 2nd line 

therapy was similar 
for pembrolizumab 

alone versus 
cetuximab-CT* 

whereas on non-
taxane-containing 2nd 

line therapy was 
numerically shorter 
for pembrolizumab 

alone versus 
cetuximab-CT

PFS2 on taxane-
containing 2nd line 

therapy was longer for 
pembrolizumab-CT 

versus cetuximab-CT* 
whereas on non-

taxane-containing 2nd 
line therapy was 

similar for 
pembrolizumab alone 
versus cetuximab-CT
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Kevin J. Harrington et al., Journal of Clinical Oncology 2023 41:4, 790-802*Cetuximab is indicated in combination with a platinum-based CT in R/M SCCHN; Cetuximab + taxanes only are currently not approved for R/M SCCHN. 

Taxane-containing 2nd line therapies



Greil R, Burtness B et al. Presented at ESMO Immuno-Oncology December 6-8 2023

• 1L Pembrolizumab monotherapy → cetuximab-based therapy (87% cetuximab + CT, 13% cetuximab 
monotherapy)

• 1L Pembrolizumab + platinum-based QT + 5-FU → cetuximab-based therapy (86% cetuximab + CT, 14% 
cetuximab monotherapy)

• 1L EXTREME → IO

Post-hoc exploratory analysis of OS in patients with R/M SCCHN who had tumors that expressed PD-L1 (CPS ≥ 1) and received: 

Treatment sequencing in PD-L1 Positive R/M SCCHN: Exploratory Analysis 
of the Phase 3 KEYNOTE-048 Study



1. Greil R, Burtness B et al. Presented at ESMO Immuno-Oncology December 6-8 2023

Conclusions1 

• OS was similar for patients who received Pembrolizumab monotherapy → cetuximab-based regimen (15,7 months) compared with 
patients who received EXTREME→IO (16,5 months); HR 1.0 (0.7-1.5)

• OS was numerically superior in Pembro + CT → cetuximab-based regimen (22,1 months) compared with EXTREME → IO (16,5 
months), HR 0.70 (0.40-1.0)

• Findings from this exploratory post-hoc analysis of KEYNOTE-048 should be interpreted with caution

Treatment sequencing in PD-L1 Positive R/M SCCHN: Exploratory Analysis of the Phase 3 KEYNOTE



- Datos actualizados de los estudios con QT (EXTREME, ERBITAX, TPEX) que mostraban los primaros hallazgos          de LS ratifi

- Resultados a largo plazo del CHECKMATE140 con nivolumab (HANNA) muestran tasas de LS tanto para pacientes platino

- Datos del KEYNOTE 048 con Pembrolizumab en seguimiento a 48 meses también nos muestran LS.

- El uso de tratamientos en SECUENCIA aumenta las SLP y las SG de forma notable con la aplicacion de la segunda línea     a la progresión de la primera.

- La secuencia funciona en ambos sentidos: QT (con cetuximab) seguida de IO e IO (sola o con QT) seguida de QT

- La optimización de la secuencia terapéutica depende de factores clínicos y moleculares que nos hagan priorizar un     esquema sobre otro.

CONCLUSIONES



¡MUCHAS GRACIAS POR VUESTRA ATENCIÓN!
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