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One size fits all:  
a winding road for progress 
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•  Gortec 2007-02 randomized phase 3 trial 
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•  Gortec 2007-01 randomized phase 3 trial 

ASCO 2016: closing the loop? Is more….BETTER? 
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Sequential vs concurrent treatment: 
randomized trials 

Group Reference Regimen Survival 
benefit 

TTCC 
 (Spain)  

Hitt R, 
 Ann Oncol 

2013 

TPF (or PF) x 3 + CCRT (cisplatin) 
vs 

CCRT (cisplatin) 
NO 

Boston 
(US) 

Haddad R, 
Lancet Oncol 

2013 

TPF x 3 + CCRT (cisplatin or docetaxel) 
vs 

CCRT (cisplatin) 
NO 

Chicago 
(US) 

Cohen EE,   
J Clin Oncol 

2014 

TPF x 2+ CCRT (docetaxel, 5FU, HU) 
vs 

CCRT (docetaxel, 5FU, HU) 
NO 

GGTCC 
(Italy) 

Ghi MG, 
Asco 2014 

CCRT (carbo/5FU) w/without foregoing TPF 
vs 

CCRT (cetuximab) w/without foregoing TPF 
YES 

GORTEC 
(France) 

Geoffrois L, 
Asco 2016 

TPF x 3 + CCRT (cetuximab) 
vs 

CCRT (carbo/5FU) 
NO 

GONO 
(Italy) 

Merlano MC, 
Ecco 2015 

TPF x 3 + CCRT (cetuximab) 
vs 

CCRT (cisplatin) 
? 
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•  more RT interruptions (27% vs 15%) 
•  more G3/G4 mucositis (43% vs 33%) 

Ang KK, J Clin Oncol 2014 



More is not always better  
•  Cave: rt-dermatitis with 5-FU + Cetuximab 

(AlteRCC phase 21) 
•  Failure with cisplatin-RT  

– Panitumumab (Concert-1 rdm phase 22) 
– Zalutumumab (Dahanca 19 rdm phase 33) 
– Lapatinib (adjuvant rdm phase 34) 

•  Promising with cetuximab-RT 
– Docetaxel (RTOG 0234 rdm phase 25,  ongoing 

RTOG 1216 phase 2/3) 
–  Ipilimumab phase 1b just completed6 

1Merlano M, Ann Oncol 2010; 2Mesia R, Lancet Oncol 2015; 3Eriksen J, 5th ICHNO 2015;  
4Harrington K, J Clin Oncol 2015; 5Harari PM J Clin Oncol 2016; 6Ferris RL, NCT01935921 



De-escalation 
in                  

HPV - positive 

Intensification 
in                     

HPV - negative 

The world has changed                  
after RTOG 0129 



De-intensification clinical trials in  
locally advanced HPV + oropharynx 

Trial           
(phase) N Smoke Design Due 

date 
ECOG 1308        

(II) 80 all pts IC with PCC, then response adapted RT             
(54-70 Gy) + Cetuximab pending 

QUARTERBACK 
(III) 365 > 20 PY IC with TPF, then response adapted RT             

(56-70 Gy) + weekly carboplatin  2021 

ECOG 3311        
(II) 377 > 10 PY TORS, then risk adapted RT (50-66 Gy)                 

+ weekly cisplatin 2017 

ADEPT               
(III) 500 all pts TORS + post-op 60 Gy                                 

+ weekly cisplatin 2021  

RTOG 1016        
(III) 987 all pts accelerated 70 Gy +                                       

3w cisplatin or cetuximab 2020 

TROG 12.01       
(III) 200 < 10 PY 70 Gy + weekly cisplatin or cetuximab 2018 

De-ESCALATE    
(III) 304 < 10 PY 70 Gy + 3w cisplatin or cetuximab 2019 

NRG-HN002        
(II rdm) 296 < 10 PY 60 Gy + weekly cisplatin  2018 

Is less….MORE? 



Genetic landscape in HNSCC 

TCGA Network, Nature 2015 
Hayes DN, J Clin Oncol 2015 



Anti-EGFR and HPV status:  
a continuing debate 

•  No difference in efficacy by HPV status: 
– Cetuximab, EXTREME trial1  
– Cetuximab, Bonner trial2 

•  Anti-EGFR work better in HPV negative:  
– Panitumumab, SPECTRUM trial3 

– Afatinib, LUX-H&N1 trial4 

1Vermorken JB, Ann Oncol 2014; 2Rosenthal DI, J Clin Oncol 2016; 
 3Vermorken JB, Lancet Oncol 2013; 4 Cohen EE, ASCO 2015 



Summary 
•  Role of cetuximab in the treatment of 

LASSCHN yet to be fully defined 
– warrants further investigation in         

neoadjuvant setting & non-cisplatin based CTRT 
– bioRT still holds promise in HPV + 

•  Critical lack of EGFR-sensitivity signature 
– > G2 skin rash weak prognosticator 




