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Timing, Drug, Age 

Pignon JP et Al. Radiot Oncol, 2009, Blanchard P. et Al. 2011  

Evidence 1 
Concomitant RT-CT  
CDDP based chemotherapy 
Age  < 60 aa 
 



NCCN guidelines (1) 
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Pubmed… 



Papers selection in Medline 

Denaro N. et Al. Radiotherapy and Oncology, August  2013 



Papers selection in Medline 
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Endpoints selection  

Denaro N. et Al. Radiotherapy and Oncology, August  2013 



Acute and Late toxicities  

Denaro N. et Al. Radiotherapy and Oncology, August  2013 



Role of organ preservation surgery  

Denaro N. et Al. Radiotherapy and Oncology, August  2013 



Conclusion 

Not one standard larynx preservation treatment accepted 
worldwide 
 
Heterogeneity for population and endpoint 
 
Chemotherapy and Radiation Therapy cannot be offered  
to all patients, because of acute and possible late toxicities.  

Denaro N. et Al. Radiotherapy and Oncology, August  2013 



RTOG 91-11: study design 

Forastiere AA  et Al. J Clin Oncol 2013 



RTOG 91-11: results 

Forastiere AA  et Al. J Clin Oncol 2013 



RTOG 91-11 

Forastiere AA  et Al. J Clin Oncol 2013 



RTOG 91-11 

Forastiere AA  et Al. J Clin Oncol 2013 

Survival according to whether or not a laryngectomy was performed  
in the first year: all treatment arms combined (P  .21) 



Taxanes 

N Eng J Med, 2007 



European Point of View:  
GORTEC 2000-01 

Pointreau Y  et Al. J Natl Cancer Inst. 2009  
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European Point of View 

Pointreau Y  et Al. J Natl Cancer Inst. 2009  



Target therapies 

N Eng J Med, 2006 



Int. J. Radiation Oncology Biol. Phys., 2011 

IMRT  Bio-Intensification 



Int. J. Radiation Oncology Biol. Phys., 2011 

IMRT  Bio-Intensification 

60 pts  
(55% larynx, 45% hypopharynx) 
 
Dose Level 1: 63 Gy 28 fr 
Dose Level 2: 67.2 Gy 28 fr 
 
Dose Level 2 increase in 
biologically equivalent dose of 9% 
for the primary tumor (76 Gy) 
 



Int. J. Radiation Oncology Biol. Phys., 2011 

IMRT  Bio-Intensification 
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IMRT  Bio-Intensification 
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Guidelines trial organ preservation 
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Guidelines trial organ preservation 

Which patients are considered for larynx preservation trials? 
Once selected, what are the stratification variables of 
highest importance to obtain the most valuable information 
from randomized trials? 

Lefebvre JL, Ang K. Int. J. Radiation Oncology Biol. Phys., 2009 

PATIENT SELECTION AND STRATIFICATION 



Guidelines trial organ preservation 

What are the optimal assessments to conduct in patients 
enrolled in larynx preservation trials to assess the risks 
and benefits of the study treatment? 

Recommendations (1) 
 
Baseline assessment for speech and swallowing function 
 
Baseline assessment of vocal cord fixation 
 
TC, RM, performed before endoscopy, PET TC if useful 
 
Partial response is > 50% decrease under baseline  
in the sum of the products of perpendicular diameters of all  
measurable lesions with  no progression of evaluable  
disease and no new lesions 
 
Assessment should occur between 2 and 3 months  
after the last day of radiotherapy 

Lefebvre JL, Ang K. Int. J. Radiation Oncology Biol. Phys., 2009 

ASSESSMENT 



Guidelines trial organ preservation 

Recommendations (2) 
 
Assessment by endoscopy/comparative imaging is mandatory 
 
Routine biopsy is not recommended 
 
In case of salvage local surgery total laryngectomy  
is preferred, but partial laryngectomy can be considered 
(according to local expertise) 
 
Follow-up: is mandatory assessments related to function  
and long-term toxicities 

Lefebvre JL, Ang K. Int. J. Radiation Oncology Biol. Phys., 2009 

ASSESSMENT 



Guidelines trial organ preservation 

What are the optimal endpoints to use in  
larynx preservation trials?  
How are these endpoints defined? 

Lefebvre JL, Ang K. Int. J. Radiation Oncology Biol. Phys., 2009 

ENDPOINTS 



Guidelines trial organ preservation 

What are the most promising translational research  
opportunities that should be explored?  
What clinical trial practices will foster translational  
research? 

Lefebvre JL, Ang K. Int. J. Radiation Oncology Biol. Phys., 2009 

TISSUE BANKING AND BIOMARKER ASSESSMENT 



Biomarker 

Buglione M et Al.  Eur J Cancer. 2012 



New biomarker studies 

Buglione M et Al.  Eur J cancer 2012  

Conclusion 
The most important variable seems 
to be the change of CTC number  
during treatment: better response  
and better survival were  
evident if CTC were always absent  
or if they disappear during  
the treatment. 



Conclusions 

n  Patient selection  
n  Functional outcomes registration 
n  Customized therapy 
n  New predictive and prognostic factors 
n  Phase 3 ongoing trials results 
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