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Treatment Options in 
Locally Advanced (LA) HNSCC

Locally advanced HNSCC1
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RT3CRT RT CRT RT

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. Bonner JA, et al. N Engl J Med. 2006;354(6):567-
578. 3. Lefebvre JL, et al. J Clin Oncol. 2013;31(7):853-859.

CRT, chemoradiotherapy; RT, radiotherapy; TPF, docetaxel, cisplatin, 5-FU



Cetuximab + RT Significantly Improves OS at 5 Years 
Compared With RT and Has a Manageable Tolerable 

Safety Profile

Overall survival by treatment: 5-year update 
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Bonner JA, et al. Lancet Oncol. 2010;11:21-28.



The Survival Benefit of Adding Cetuximab to RT 
Is Within the Same Range as ChemoRT

Treatment regimen HR for death
(95% CI)

Absolute 5-year 
benefit (%)

RT + concurrent chemo
vs RT alone1

0.81
(0.78-0.86) 6.5

Platinum + 5-FU1 0.75
(0.67-0.84) -

Platinum alone1 0.74
(0.67-0.82) -

Cetuximab + RT vs RT alone2 0.73
(0.56-0.95) 9.2

1. Pignon JP, et al. Radiother Oncol. 2009;92(1):4-14. 2. Bonner JA, et al. Lancet Oncol. 2010;11(1):21-28.

• No results from direct phase III comparisons of RT/cetuximab with RT/chemotherapy



Clinical and Biological Characteristics of 
HPV-Negative vs HPV-Positive HNSCC

Feature HPV-negative HPV-positive 
Incidence Decreasing Increasing
Stage Variable Small T (T0-2), advanced N

Etiology Smoking, excessive alcohol use Oral sex
Pathology Keratinized Non-keratinized, Basaloid
Age Above 60 years Under 60 years
Socioeconomic status Low High
Second primaries Increased Unknown/Decreased
TP53 mutations Frequent Infrequent
Predilection site All sites Oropharynx/Tonsil
Prognosis Poor Favorable

Modified from: Leemans CR, et al. Nat Rev Cancer. 2011;11(1):9-22.



Recursive-Partitioning Analysis of RTOG 0129: Risk Categories 
in Oropharyngeal Cancer (by HPV, Smoking, Stage)

Ang KK, et al. N Engl J Med. 2010;363(1):24-35.

Low risk
3 year OS, 93.0%

Intermediate risk
3 year OS, 70.8%

High risk
3 year OS, 46.2%
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266 Patients with oropharyngeal cancer, known tumor 
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Years

Treatment with cetuximab + RT improved OS among patients 
with p16+ OPC vs RT alone (N = 182, 41% were p16+)

Bonner JA, et al. Presented at: 5th ICHNO International Conference; February 12-14, 2015: Nice, France. Abstract: 
PD-036. Rosenthal DI, et al. J Clin Oncol. 2016;34(12):1300-1308. 

p16-Positive Patients Benefit From RT/Cetuximab
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• Although not used to guide treatment, HPV testing is valuable 
prognostically. The results of HPV testing should not change 
management decisions except in the context of a clinical trial1

• HPV testing can be useful in workup and management of 
cancers of the neck of unknown primary1

• Modern risk assessment for oropharyngeal tumors should 
include whether the disease is HPV related2

Guidelines Recommend That HPV Status Should 
Not Influence Treatment Decisions

*HPV status may help to define radiation fields
NCCN, National Comprehensive Cancer Network

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(Suppl 5):vi184-vi186. 



Treatment “De-Intensification” Strategies for 
HPV-Positive in Clinical Trials

• De-intensification strategies aim to reduce treatment-related 
morbidity without compromising treatment efficacy

• Best candidates are patients with HPV+ oropharyngeal HNSCC with 
best outcomes

• Several treatment strategies are being investigated
─ Use of targeted therapy (cetuximab) instead of cisplatin

▪ Trials: RTOG1016; TROG12.01; De-ESCALATE
─ Reduced RT dose with concurrent systemic therapy alone or after 

induction for patient selection
▪ Trials: E1308; QUARTERBACK; UNC 1120; NRG-HN002

─ Upfront surgery followed by RT dose reduction with systemic 
therapy or RT alone in selected patients 
▪ Trials: E3311; PATHOS; ADEPT 

─ RT alone (60 Gy) as primary therapy
▪ Trial: NRG-HN002



RTOG 1016:  HPV+ Oropharynx SCC           
Phase III Study Design  

Stage III/IV
oropharynx

- Central path p16+

Stratify by:                                   
Smoking < or > 10 pack- year

N-stage; T-stage; 
Performance status

R
A
N
D
O
M
I
Z
E

70 Gy/6 weeks + cisplatin x 2

70 Gy/6 Weeks + cetuximab

Endpoints:
Primary: OS (noninferiority)
Secondary: Toxicities, QOL

Accrual completed in July 2014; results pending

National Institutes of Health, Available at: https://clinicaltrials.gov/ct2/show/NCT01302834. Accessed: July 20, 2017.



High Dose Cisplatin (preferred) 
(Category 1)

Patients 
appropriate 

for 
Systemic 
Therapy

Primary systemic 
therapy concurrent RT

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.

Cetuximab (Category 1) 
oropharynx, hypopharynx, larynx)

Principles of Systemic Therapy for LA HNSCC

Carboplatin/Paclitaxel 
(Category 2B)

Weekly Cisplatin 40 mg/m2
(Category 2B)

Carboplatin/ Infusional 5FU
(Category 1)

Other (Category 2A): 
5FU/hydroxyurea;

Cisplatin/paclitaxel; 
Carboplatin/5FU

Induction/sequential 
chemotherapy

Following induction, agent to be used:
Cetuximab or weekly Carboplatin 

Cisplatin-based induction 
chemotherapy followed 

High-dose cisplatin CRT is 
not recommended 

due to toxicity concerns.

Docetaxel/cisplatin/5FU 
(Category 1)

Paclitaxel/cisplatin/infusional 5FU









Recurrent or Metastatic HNSCC

1. SEER 1975-2010. Available at http://seer.cancer.gov/csr/1975_2010/. Accessed: January 8, 2015. 2. Peyrade F, 
et al. Oral Oncol. 2013;49(6):482-449. 3. Vermorken JB, et al. Ann Oncol. 2010;21(Suppl 7):vii252–vii261. 
4. Argiris A, et al. Cancer. 2004;101(10):2222-2229. 5. Fakhry C, et al. J Clin Oncol. 2014;32(30):3365-3373. 
6. Argiris A, et al. Ann Oncol. 2014;25(7):1410-1416.

Poor prognosis: Median survival 6–9 months in absence of targeted 
therapy4

Prognostic factors: Weight loss, PS, primary site, tumor differentiation, 
prior radiotherapy4

HPV5-6

Presentation After treatment of locally advanced disease

Distant 
metastases in 

10%1

Recurrence in 
50–60%2

Distant 
metastases in 20–

30%3



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



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-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



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.



Guías SEOM

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



























POSICIONAMIENTO DE 
CETUXIMAB EN CCYC

• LOCALMENTE AVANZADO NO RESECADO NO 
SUBSIDIARIO DE CISPLATINO.

• METASTÁSICO: EN PRIMERA O EN SEGUNDA 
LÍNEA EN FUNCIÓN DE INMUNOTERAPIA.
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