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„For advanced resectable tumors of the larynx, 
hypopharynx, and oropharynx, surgery has 
taken a back seat to organ-preserving strategies 
that retain speech and swallowing —
chemoradiotherapy is now the standard of care 
for such cases.“

Posner M.NEJM 2006



Head & neck (49,569 cases)

55--yearyear
relative survivalrelative survival

42%42%

•Women better than men
51% versus 39%

•Young (15-44) 
better than old (75+)

54% versus 37%







1 Jahr nach OP + postop Radiochemotherapie

Andreas Dietz
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Cisplatin/5-FU + Bestrahlung versus OP
(VetAdmin, EORTC, GETTEC)
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Überleben gleich

Simult. Radiochemotherapie 
für Organerhalt besser ??

Weniger Spättoxizität,
Bessere Salvage-Operabilität
durch Induktion
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Taxan/Platin (TP) oder 
Taxan/Platin/5-FU (TPF)  + RT
(Laryngoprotect, GORTEC, DELOS-I, 
RTOG 91-11 )

2006
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Simultane Radiochemotherapie
(RTOG 91 -11)

2003

American Society of Clinical Oncology, Pfister DG, Laurie SA, Weinstein GS, Mendenhall WM, Adelstein DJ, Ang KK, Clayman 
GL, Fisher SG, Forastiere AA, Harrison LB, Lefebvre JL, Leupold N, List MA, O'Malley BO, Patel S, Posner MR, Schwartz MA, 

Wolf GT.
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J Clin Oncol. 2007 Feb 20;25(6):735-736.



Survival Laryngeal Cancer USA
Hoffman et al., Laryngoscope 2006; 116: 1-13

National Cancer Data Base (NCDB); 158,426 cases



• T3N0M0 5-year relative survival
– chemoradiation: 59.2%
– irradiation alone: 42.7%
– surgery with irradiation: 65.2%
– surgery alone: 63.3% 

Survival Laryngeal Cancer USA

Hoffman et al., Laryngoscope 2006; 116: 1-13
National Cancer Data Base (NCDB); 158,426 cases



Larynx (29,988 cases)

55--year relative survivalyear relative survival
63%63%
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N=42
Larynx/HypopharynxSCC 
recommended for total 
laryngectomy

RADIOTHERAPY & ONCOLOGY
2008 in press (E-pub)



6 of 23 (25%) tumor-free long-term 
survivors received a tracheotomy 
because of late laryngeal toxicity 
associated with dysphagia 30-79 
months after radiochemotherapy.
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Platin ist kein selektiver
Radiosensitizer nur für

Tumorzellen: Flächenbrand
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true vocal folds

ventricular folds

aryepiglottic folds

tongue



J.A. Langedijk, 
Groningen

EORTC QLQ-C30

RTOGswallowing
RTOGxerostomia







Dietz et al. Eur.Arch.Otor . 2008

Verlauf „late toxicity“ nach LENT-SOMA (Grad III/IV-Toxizität)
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HEAD & NECK 2009
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Dead / Total

RT + Induction 89 / 173

RT + Concomitant 106 / 171

RT Alone 96 / 171

Phase III Resectable Larynx
Overall Survival

Forastiere AA, et al. ASCO, 2006; Abstract 5517.

91-11



TK

AB (MAB)

TK-Inhibitoren
(NIB)

�23" (HER2/neu, ErbB2)
�23! (ErbB3) 
�234 (ErbB4)
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Bonner et al. N Engl J Med 2006

�23� (epidermal growth factor receptor,EGFR, ErbB1)

Dietz et al. Eur.Arch.Otor. 2008



+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 Tag 1-5.

Accelerierte hyperfractionierte 
Strahlentherapie
Kumulative Dosis: 69,6 Gy
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IIT, LKP: A. Dietz

ONKOLOGISCHE ARBEITSGEMEINSCHAFT
DER DEUTSCHEN GESELLSCHAFT FÜR HALS-

NASEN-OHREN-HEILKUNDE, KOPF- UND 
HALSCHIRURGIE

ARO; AIO

Randomisation

Cetuximab

Falls keine PR:
Operation!

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 Tag 1-5.

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 Tag 1-5.

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 at day 1-5.

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 at day 1-5.

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 Tag 1-5.

Accelerierte hyperfractionierte 
Strahlentherapie
Kumulative Dosis: 69,6 Gy
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Mediane Zeit bis 
zum Beginn der 

Bestrahlung: 
50 Tage



Sequential chemoradiotherapy (SCRT) for larynx 
preservation (LP): Preliminary results of the randomized 

phase II TREMPLIN study. ASCO 2009, # 6010

J. Lefebvre, Y. Pointreau, F. Rolland, M. Alfonsi, A. Baudoux, C. Sire, D. de Raucourt, E. Bardet, C. 
Tuchais, G. Calais, Groupe Oncologie Radiotherapie Tete Et Cou (GORTEC)

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 Tag 1-5.

A
Strahlentherapie
Kumulative Dosis: 70 Gy

•3 x 100 mg 
•Cisplatin

Randomisation

Falls keine PR:
Operation!

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 Tag 1-5.

+)� Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
5FU 750 mg/m2 Tag 1-5.

B
Strahlentherapie
Kumulative Dosis: 70 Gy

+ Cetuximab

153 pts with stage III-IV 
larynx/hypopharynx cancer were enrolled 
in the study and could start ICT

Of them 74 % could receive the planned 
ICT while the others had either reduced 
dosages or less than 3 cycles. Toxic 
deaths occurred in 3 pts (2%). 

In arm A, 45 % of pts could receive the full 
CRT protocol vs 71 % in arm B.

ICT followed by RT with concurrent 
cetuximab appeared better tolerated 
than with concurrent cisplatin with the 
same LP rate 3 months after 
treatment.



Cisplatin

Taxotere

5FU

Myelo-
suppression

Infektion,
Febrile Neutropenie,
Sepsis

Nephrotoxizität
Andere Frühtoxizitäten

Frühtoxizität

Larynx-Hypopharynx-
Karzinompatienten
Tabakspezifische Comorbidität
Atherosklerose, PAVK
Malnutrition

Fläche korreliert mit
Effektivität



+) Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 

Accelerierte hyperfractionierte 
Strahlentherapie
Kumulative Dosis: 69,6 Gy
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IIT, LKP: A. Dietz

ONKOLOGISCHE ARBEITSGEMEINSCHAFT
DER DEUTSCHEN GESELLSCHAFT FÜR HALS-

NASEN-OHREN-HEILKUNDE, KOPF- UND 
HALSCHIRURGIE

ARO; AIO

Randomisation

Cetuximab

Falls keine PR:
Operation!

+) Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 
.

+) Docetaxel 75 mg/m2 at Tag 1 
Cisplatin 75 mg/m2 Tag 1 

+) Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 

+) Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 

+) Docetaxel 75 mg/m2 Tag 1 
Cisplatin 75 mg/m2 Tag 1 

Accelerierte hyperfractionierte 
Strahlentherapie
Kumulative Dosis: 69,6 Gy



Funktionseinschränkung durch
Spättoxizität

„laryngo-esophageal
dysfunction-free survival“
nach 5 Jahren

Platinbasierte 
simultane 

RCHT

50% 100%

PF-Induktion
+ RT

TPF-Induktion
+ RT

TPE-Induktion
+ RT

TP-Induktion
+ RT

RTOG 91-11

VA
EORTC 24891
GETTEC
RTOG 91-11

DeLOS-I

TAX 324
TAX 323
GORTEC 2000-01
Laryngoprotect
DeLOS-II

Argiris, ASCO 2008
DeLOS-II AmendmentII

RT



....But remarkably, some years later targeted therapies pushed the idea 
of personalized medicine again (k-ras) and ASCO philosophy actually 
changed to personalized, individual therapies in 2009. 
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