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Meta-analysis of 93 randomized trials (Pignon et al. 2009)

Individual data of 17,346 patients
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Meta-analysis of 93 randomized trials (Pignon et al. 2009)

Age dependence

death
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Meta-analysis of 93 randomized trials (Pignon et al. 2009)

(no head to head comparisons of different chemotherapy schedules)

death
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Concomitant Chemoradiation: CHX-schedules in randomized trials (I) 
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Concomitant Chemoradiation: CHX-schedules in randomized trials (I) 
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• No direct comparisons available

• Platin containing schedules appear more efficient

• Many consider 100 mg/m² cisplatin  (d1, 22, 43) standard

• Fractionated cisplatin maybe  equally effective and less toxic

• The value of aditional 5-FU is unknown

• Mitomycin C + 5-FU has also been shown to be effective

• Carboplatin is also an option



Bourhis, Lancet 2006 death
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• Bei nicht resezierten Kopf-Hals-Tumoren (PEC) 

ist ab T2 (jedes N) die simultane RT-CHX die 
derzeitige Standardtherapie

• Wenn keine Systemtherapie appliziert werden 
kann, ergibt die hyperfraktionierte 

Strahlentherapie mit moderater Dosiseskalation 
die besten Ergebnisse
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H&N Tumoren: Was bringt eine geänderte Fraktionierung bei RChT?

GORTEC Trial 99-02 (Bourhis): Phase III, 840 Pat.   [ESTRO 2008]

⇒ Keine AF notwendig bei begleitender Chemo

z.Zt. unklar, ob  HF+ChT   vs    CF+ChT  von Vorteil ist.

R

AF + Ch

CF + Ch

AF  

3J PFS gleich 

3J PFS besser bei CF+ Ch (p=0,03) 
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H&N Tumoren: Was bringt eine geänderte Fraktionierung bei RChT?

RTOG Trial 0129 (Kian Ang): Phase III, 721 Pat.   [ASTRO 2009]

⇒ Keine AF notwendig bei begleitender Chemo

z.Zt. unklar, ob  HF+ChT   vs    CF+ChT  von Vorteil ist.

R

AF + Ch

CF + Ch

Mediane Nachbeobachtung 4,8 Jahre

Lokale Kontolle

PFS

OS
Kein Unterschied

5x2 Gy / Woche bis 70 Gy  + cisplatinhaltige CHX Standard für nicht resezierte PEC
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Locally advanced head and neck cancer: RT vs. cetuximab    
No resection Bonner et al. NEJM 2006
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locoregional control overall survival

Bonner et al. NEJM 2006

Locally advanced head and neck cancer: RT vs. RT + cetuximab
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Best evidence (2 or more randomized trials)

•Cisplatin 100 mg/m² d 1,22, and 43 of RT

•Cisplatin 12-20mg/m² + 5-FU 600 mg/m² CI d 1-5 and 29-33 of RT

Good evidence (at least 1 large randomized trial of high quality)

Mitomycin C 10mg/m² d 5 + 36 + 5-FU 600 mg/m² CI d 1-5 of RT

Carboplatin 70-75 mg/m² + 5-FU 1000 mg/m² CI  d 1-4 + d29-33 of RT

Cetuximab 400 mg/m² d-8 + weekly Cetuximab 250 mg/m² during RT

Some evidence (at least 1 randomized trial)

Cisplatin 20mg/m² d 1-5 and 29-33 of RT

Cisplatin 6 mg/m² on all RT days

Carboplatin weekly AUC 1.5 during RT

Carboplatin 25 mg/m² on all RT days

Mitomycin 10-15 mg/m² day 1 of RT

5-FU 1000 mg/m² CI d1-4 and d 29-32 of RT

Recommended schedules for simultaneous chemo(bio)radiation
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ARO 96-03 

Fietkau et. al. ASCO 2006

EORTC 

Bernier et. al. NEJM 2004

pT3 R1 or pT4 or ECE or ≥ 3 LN+

45% ECE

Close margin ?

pT3 or pT4 or LN+ 

57% ECE

Close margin: 29%

R1 or ≥ 2 LN+ or ECE 

55% ECE

Close margin 10%

RTOG 

Cooper et. al. NEJM 2004

Locoregional tumor control
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Meta-analyses: EORTC and RTOG studies

J. Bernier  et al. 2005
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Subgroup: R1 (<5 mm) or extracapsular extention
Overall survival

J. Bernier  et al. 2005
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Subgroup: R0 (>5 mm) and no extracapsular extention

Overall survival

J. Bernier  et al. 2005
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Concurrent chemoradiation ist standard of care for 

high risk patients

(ECE or close margin [<5 mm])

Overall survival in this high risk group is still below 

50% at 5 years. DFS at 5 years is 36%

EGFR antagonist have not been show to be effective in 

the adjuvant setting
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Langendijk et al. Cancer 2005

How much surgical safety margin is needed?
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Chemotherapy schedules in combination
postoperative radiotherapy

EORTC Cisplatin 100 mg/m² days 1,22, and 43 of radiotherapy

RTOG Cisplatin 100 mg/m² days 1,22, and 43 of radiotherapy

ARO Cisplatin 20mg/m² days 1-5 and 29-33 of radiotherapy

+   5-FU 600 mg/m² CI  days 1-5 and 29-33 of radiotherapy

Radiotherapy: 5x2 Gy per week to 64 Gy (ARO) - 66 Gy (RTOG /EORTC)
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Grade III/IV mucositis

RT+ Cisplatin        RT  p

EORTC post –OP 41% 21% 0.001

RTOG  post –OP 30% 18% 0,003

ARO* post –OP 21%  13% 0.038

*Cisplatin + 5FU 

Spätnebenwirkungen Grad III/IV  jeweils tendenziell erhöht (nicht signifikant)
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Langendijk et al. Radiother Oncol 2009

Prediction of swallowing dysfunction 6 months after RT
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Multivariate analysis with grade 2–4 RTOG swallowing dysfunction

at 6 months as primary endpoint

Langendijk et al. Radiother Oncol 2009n=529



Medikamentöse Tumortherapie der Kopf-, Hals-Tumoren W. Budach, Düsseldorf

H&N Tumoren: Cetuximab NW  => zeitl. Verlauf

Behandlung: Rückfettende Pflege 

Schutz vor mechanischen Reizen

Schutz vor UV-Exposition
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H&N Tumoren: Cetuximab NW  => Sepsis möglich!
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EORTC Umfrage

(Giro, Radiotherapy

and Oncology 2009)
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Papulopustulöse 

Effloreszenzen

Mikrobiologische 

Abstriche
Acrylat-Abriss

positiv negativ negativ positiv

Antibiose

Topisch: Glukokortikosteroide

Systemisch: Isotretinoin

Tetrazykline

Metronidazol

H&N Tumoren: Cetuximab NW  => Behandlung


