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Chemo/immunotherapy for the 

treatment of SCCHN in 25 minutes !

"The Legend"
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1. Exclusive Radiotherapy concomitant with
– 1.1 CT (chemotherapy)

– 1.2 Immunotherapy (Cetuximab)

– 1.3 RTCT vs RTCetuxi

2. Induction

3. Larynx preservation

4. Customizing treatment

5. Metastatic or recurrent

6. Take home message

1.1 Exclusive RT-CT

Pignon Radiother Oncol 2009

Absolute benefit

= 6.5 %

1.1 Exclusive RT-CT
Type of RT HR

Postoperative RT 0.79

Conventional RT 0.83

Altered fractionated RT 0.73

Type of CHT HR

Poly-CT

5-FU & Platin 0.75

5-FU or Platin 0.83

Neither 5-FU nor Platin 0.73

Mono-CT

Mono Platin 0.74

Mono other 0.89

P = 0.41

P = 0.006

P = 0.19

Pignon Radiother Oncol 2009
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1.1 Exclusive RT-CT : analysis by tumor

site

Timing of CT

5y abs. benefit

Adjuvant

HR

Neoadjuvant

HR

Cct

HR

P

Oral cavity 0.94

+ 0.4 %

0.93

+ 2.2 %

0.80

+ 8.9 %

0.15

Oropharynx 1.15

- 0.4 %

1.00

+ 1.4 %

0.78

+ 8.1 %

< 0.0001

Larynx 1.05

+ 0.1 %

1.00

+ 3.8 %

0.80

+ 5.4 %

0.05

Hypopharynx 1.06

- 2.3 %

0.88

+ 5.3 %

0.85

+ 4 %

0.31

Total benefit HR 0.87 (benefit consistent in all tumor locations)

Higher benefit for CCT only for oropharyngeal and laryngeal tumors

Blanchard Radiother Oncol 2011

1.1 Exclusive RT-CT : more intense ?

Phase III GORTEC 99-02

Bourhis Lancet Oncol 2012

(courtesy of J. Bourhis)

1.1 Exclusive RT-CT : more intense ?

Phase III GORTEC 99-02

Bourhis Lancet Oncol 2012

(Courtesy of J. Bourhis)
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1.2 Immunotherapy (Cetuximab)

3 y control rate

14.9 mo

24.4 mo

34 %

47 %

Bonner NEJM 2006

1.2 Immunotherapy (Cetuximab)

Bonner Lancet Oncol 2010
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1. Exclusive Radiotherapy concomitant with
– 1.1 CT (chemotherapy)

– 1.2 Immunotherapy (Cetuximab)

– 1.3 RTCT vs RTCetuxi

2. Induction

3. Larynx preservation

4. Customizing treatment

5. Metastatic or recurrent

6. Take home message

1.3 RTCT vs RTCetuxi

CDDP/RT > 

CTX/RT

Levy et al.
=

Levy Curr Med res Opin 2011; Koutcher 

IJROBP 2011

1.3 RT-CT vs RTCT + CTX : 

RTOG 0522

AFX-CB: 72 Gy/42 F/6 sem +

Cisplatine: 100 mg/m2, q3sem x2

R
AFX-CB: 72 Gy/42 F/6 sem +

Cisplatine: 100 mg/m2, q3sem x2

Cetuximab: 400 mg/m2 x1,

puis 250 mg/m2/sem

Stage III & IV* SCC :
•Oropharynx

•Larynx

•Hypopharynx

Stratification :
•Lx vs Non-Lx

•N0 vs N1-2b vs N2c-3

•Zubrod PS
•3-D vs IMRT

•PET (oui vs non)

Exclus T1N+, T2N1

Ang, ASCO 2011
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1.3 RT-CT vs RT-CT + CTX

Years after randomisation
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Cisplatine 19,8% (16,1 - 23,6)

Cisplatine +Cet 24,5% (20,4 – 28,6)

2 years (95% CI)

Ang, ASCO 2011
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1. Radiotherapy concomitant with… : 

Key messages

• Improved loco-regional control, (IA)

• Small benefit in survival

• Alternative RT-CTX

– Toxicity profile

• RT-CT vs RT-CTX ?

• RT-CT vs RT-CT + CTX, not yet

1. Exclusive Radiotherapy concomitant with
– 2.1 CT (chemotherapy)

– 2.2 Immunotherapy (Cetuximab)

– 2.3 RTCT vs RTCetuxi

2. Induction

3. Larynx preservation

4. Customizing treatment

5. Recurrent or metastatic

6. Take home message
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Chimiothérapie seule: induction

Tax 323, Vermorken

2. Induction : Tax 323 Vermorken

Vermorken NEJM 2007

(courtesy of J. Bourhis)

-↑ PFS  11 mo vs 8.2 mo (HR 0.72; p = 0.007)

- OS 18 mo vs 14.5 (p = 0.02)

2. Induction : Tax 324 Posner

Tax 324, Posner

Posner NEJM 2007

(courtesy of J. Bourhis)

-↑ PFS  36 mo vs 13 mo (HR 0.71; p = 0.004)

- OS 71 mo vs 30 mo (HR 0.7 ; p = 0.006)

Chimiothérapie seule induction2. Induction

1. Posner NEJM 2007; 2. Vermorken NEJM 

2007
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• Induction with TPF before CT-RT ?

• Studies on going

• Not yet

2. Induction : key messages

1. Exclusive Radiotherapy concomitant with
– 1.1 CT (chemotherapy)

– 1.2 Immunotherapy (Cetuximab)

– 1.3 RTCT vs RTCetuxi

2. Induction

3. Larynx preservation

4. Customizing treatment

5. Recurrent or metastatic

6. Take home message

3. Larynx preservation

Resectable

disease

Resectable

disease

Partial surgery vs 

RT cT1 N0

Partial surgery vs 

RT cT1 N0
Larynx 

preservation

Larynx 

preservation

Mobility not 

impaired

Mobility not 

impaired

RT-CTRT-CT

FixityFixity

InductionInduction

Invasion of other

structures

Invasion of other

structures

LTLT

Pfister JCO 2006
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3. Larynx preservation

Forastiere NEJM 2003

Pointreau J Natl Cancer Inst 2009

3. Larynx preservation : 

GORTEC 2000-01

12.8 % (p=0.03)

RT 70 Gy
Cetuximab weekly

RT 70 Gy 
cisplatine 100 mg/m² J1, J22 et J43

R

< PR

≥ PR

LT 

+ post-op RT

TPF (3 cycles)

3. Larynx preservation

Lefebvre, ASCO 2009
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3. Larynx preservation

p (Logrank - 0 to 36 months) = 0.437

cisplatine

cetuximab

0.00

0.10

0.20

0.30

0.40

0.50

0.60

0.70

0.80

0.90

1.00

S
u
rv
ie
 g
lo
b
a
le

0 12 24 36

mois
6 18 30 42 48

60 56 (0.93) 49 (0.85) 22 (0.78)57 (0.95) 55 (0.92) 36 (0.81)cisplatine

56 52 (0.93) 43 (0.82) 22 (0.71)55 (0.97) 50 (0.89) 31 (0.76)cetuximab

Hazard Ratio  (0 à 36 mois) = 1.038 - I.C. 95% [ 0.406 ; 2.654 ]

Lefebvre, ASCO 2009

• Yes whenever possible

• Induction ?

• CCRT : evidence IA

3. Larynx preservation :

key messages

1. Exclusive Radiotherapy concomitant with
– 1.1 CT (chemotherapy)

– 1.2 Immunotherapy (Cetuximab)

– 1.3 RTCT vs RTCetuxi

2. Induction

3. Larynx preservation

4. Customizing treatment

5. Recurrent or metastatic

6. Take home message
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4.1 Customizing treatment :

Oropharynx et HPV

3-y 

outcome

HPV + HPV -

OS 83 % 57 %

PFS 74 % 43 %

Loco-

regional

failure

14 % 35 %

Metas 8.7 % 14.6 %

II. 

primary

5.9 % 14 %

Ang NEJM 2010

Broglie SMF 2012

4.1 Customizing treatment :

Oropharynx et HPV

4.2 Customizing treatment :

age-related

Bonner Lancet Oncol 2012; 

Pignon Radio Oncol 2009 
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4.3 Customizing treatment :

waiting time for radiotherapy

Exclusive RT : risk of local recurrence 3.7 %/month of delay

Adjuvant RT : risk of local recurrence 6.3 %/month of delay

Chen  Radiother Oncol 2008

1. Exclusive Radiotherapy concomitant with
– 2.1 CT (chemotherapy)

– 2.2 Immunotherapy (Cetuximab)

– 2.3 RTCT vs RTCetuxi

2. Induction

3. Larynx preservation

4. Customizing treatment

5. Recurrent or metastatic

6. Take home message

5. Recurrent or metastatic

Groose Cancer Treat Rep 1985; Forastiere JCO 1992; Clavel Ann Oncol 1994; Gibson JCO 2005; Vermorken NEJM 2008 

(courtesy of J. Vermorken)
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CDDP/5-FU

CDDP/5-FU +

Cetuximab

Stade IV R

Cetuximab

6 cycles till PD

5. Recurrent or metastatic

Vermorken NEJM 2008

5. Recurrent or metastatic

7.4 mo

10.1mo

Vermorken NEJM 2008

• Platinum-based doublet: ↑RR but not OS

• Benefit of OS with Platinum/5-FU + Cetuximab

5. Recurrent or metastatic :

key message
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6. Take home message

• CCRT : yes (CDDP vs 

Cetuximab)

• Induction : not yet

• Larynx preservation: 

whenever possible

• Customizing treatment : 

the future

• Recurrent or metastatic

: discuss the goal
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