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Quali tossicità con le nuove strategie terapeutiche 

in oncologia cervico-cefalica? 
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MULTIMODALITY TREATMENT 
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SEQUENTIAL THERAPY 
 
TARGETED THERAPY  
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«…the cost of cure» 
 



«the cost of cure» 
CRT: ACUTE TOXICITY 

Foras&ere	
  AA	
  et	
  al,	
  N	
  Engl	
  J	
  Med	
  2003	
  
	
  



RADIOCHEMOTHERAPY 
 TREATMENT RELATED DEATH  

RANDOMIZED STUDY 

AUTHOR	
   CT	
   RT	
   MORTALITY	
  

CALAIS	
   CbF	
   Conv	
   1%	
  

BRITZEL	
   PF	
   HF	
   2%	
  

WENDT	
   PFL	
   HF	
  –	
  split	
   2%	
  

ADELSTEIN	
   PF	
   Conv	
  –	
  split	
   2%	
  

ADELSTEIN	
   P	
   Conv	
   4%	
  

FORASTIERE	
   P	
   Conv	
   5%	
  

BONNER	
   C	
   Conv	
   5%	
  

POSNER	
   TPFàCb	
   Conv	
   1%	
  



AUTHOR	
   CENTER	
   	
  PTS	
  N	
   MORTALITY	
  

ARGIRIS	
  2004	
   CHICAGO	
   324	
   9.3%	
  

NGUYEN	
  2004	
   DALLAS	
   55	
   9.1%	
  

ALDESTEIN	
  2006	
   CLEVELAND	
   222	
   14%	
  

MERLANO	
  2008	
   CUNEO	
   155	
   6.4%	
  

MATCHTAY	
  2008	
   3	
  STUDI	
  RTOG	
   230	
   10%	
  

RADIOCHEMOTHERAPY 
 TREATMENT RELATED DEATH 

INSTITUTIONAL SERIES 







CRT:	
  LATE	
  TOXICITY	
  

LATE	
  TOXICITY	
  RELATED	
  FACTORS:	
  
	
  
• 	
  OLD	
  AGE	
  
• 	
  T3,T4	
  
• T	
  site	
  (larynx/ipopharynx)	
  
• Neck	
  nodes	
  dissec\ons	
  a]er	
  CRT	
  

	
  230	
  pts	
  underwent	
  	
  CRT	
  
3	
  studies	
  

RTOG	
  91-­‐11,	
  97-­‐03,	
  99-­‐14	
  

Machtay	
  M	
  et	
  al,	
  J	
  Clin	
  Oncol	
  2008	
  



Bourhis ECCO 2011 



New drugs combinations which could give 
potentially better results. 
                                        Pignon, Anti-Cancer Drugs 2004 

  
Induction CT may improve local/regional control, 
while also reducing the rate of distant metastasis 
that may not be adeguately treated by local 
therapy or by lower-dose CT as part of CRT. 

                                             Cohen,	
  JCO	
  2004	
  



TPF versus PF 

Vermoken JB, N Engl J Med2007 
Posner MR N Engl J Med2007 



TAX 323 

TOXICITY	
   TPF	
   PF	
  

G3-­‐4	
  NEUTROPENIA	
   77%	
   53%	
  

G3-­‐4	
  NAUSEA	
   1%	
   7%	
  

EMESIS	
   1%	
   5%	
  

STOMATITIS	
   5%	
   11%	
  

DEATH	
  FOR	
  TOXICITY	
   2%	
   6%	
  

TAX 324 

TOXICITY	
   TPF	
   PF	
  

G3-­‐4	
  NEUTROPENIA	
   83%	
   56%	
  

FEBRILE	
  NEUTROPENIA	
  	
   12%	
   7%	
  

G3-­‐4	
  NAUSEA	
   14%	
   14%	
  

EMESIS	
   8%	
   10%	
  

STOMATITIS	
   21%	
   27%	
  

Vermoken JB, N Engl J Med2007 
Posner  MR N Engl J Med2007 



–  New technologies (dose 
escalation, SIB) 

–  New integration stategies 
–  Targeted therapy 

THE UNKNOWN OF NEW FRONTIERS 





Corvò R Radiother Oncol 2007 





Improvements in the therapeutic index obtained by a 
rational selection of drugs based on their intrinsic 
cytotoxic mechanisms and their interaction with 
pathways leading to radiation-induced cell death 
 
Better understanding of drug-radiation interactions in 
both tumor and normal tissues 
 
A careful selection of patients, an accurate assessment 
of risk levels, and new algorithms properly tailoring 
therapy to the individual patient must be a priority 
 


