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Presentation outline 

 

Locally advanced disease 

 

Recurrent/metastatic disease 

 

Platinum refractory disease 

 



Locally advanced disease:standard treatments 

 
Locally advanced stage (III-IV M0; TNM 7°ed): T3-4a N0-1; any T, N2-3   
 

Multimodal: 
Resectable disease with conservative surgery: 
• Surgery followed by RT or concomitant RT/CT in high risk patients 

(extranodal disease, positive margins) 
 

Combined: 
Unresectable disease or demolitive surgery (oropharynx) 
• Concomitant RT/CT 

 

Larynx preservation program (larynx; hypopharynx) 
• Induction CT followed by RT 
• Concomitant RT/CT 

 



Locally advanced disease: standard treatments 

 Concomitant platinum based therapy (CRT) is the treatment of 
choice for medically fit patients with locally advanced 
unresectable disease  

 (Evidence level: I)1 

 RT + Cetuximab is an alternative option to CRT 

 (Evidence level: I-IIB) 1 

 Decreased efficacy for pts (MACH-NC data)2: 

 ≥ 70 years→  HR: 1 

 PS≥ 2 → HR: 0.93 

 
 

 1 NCCN Head and Neck guidelines 2018; 2 Pignon et al, Radiot and oncology 2009 
 



Locally advanced disease:  
Cisplatin concomitant treatment 

 Two schedule: high dose triweekly cisplatin (100 mg/mq; 3 
doses) and low dose weekly (40 mg/mq; 7 doses) 

 Triweekly is the most used schedule, no prospective 
comparison 

 Several meta-analisys showed no difference in LRC, PFS and 
OS1-3 

 Weekly cisplatin is less toxic 1 

 Requested cumulative dose to significantly improve OS and 
PFS is ≥ 200 mg/mq4-5 

 
1Szturz et al, The Oncologist, 2017; 2Guan J et al, Oncotarget, 2016; 3Jacinto JK et al, British Institute of Radiology; 2017; 4Strojan P et al, 
Head and Neck 2016; 5Ang KK et al, Abs 5507; ASCO 2010 



Locally advanced disease:  
intensification strategies  

 
OS: 54% at 2 years, 34% at 5 years 

 
 

INTENSIFICATION 

Increase efficacy, with acceptable toxicity 

 

Anti-EGFR  

• CDDP/RT            

  

Immunocheckpoint inhibitors (ICIs) 

• CRT1 

 

 + anti-EGFR 

  + ICIs 

CRT1: CDDP/RT or CET/RT  



Intensification strategies  
CRT+antiEGFR vs CRT 

Group Phase Regimen  End point 
 

 
RTOG 05221 

 
III 

CRT (CDDP) + ERB 
vs 
CRT (CDDP) 

 
OS no difference 

 
CONCERT 12 

 
II Ran 

CRT (CDDP) + Panitumumab 
vs 
CRT (CDDP) 

 
LRC no difference 

 
US Study3 

 
II Ran 

CRT (CDDP) + Erlotinib 
vs 
CRT (CDDP) 

RR no difference 
PFS no difference 

1 Ang KK et al, JCO 2014; 2 Mesia et al, Lancet Oncol 2015; 3 Martins RG, JCO 2013 



RT: 70 Gy in 35 fractions/7 weeks 

Intensification strategies  
CRT+Nimotuzumab vs CRT 

R 

Stage III/IV 

T1–4, N0-3 

Unresectable  

oral cavity, oropharynx, 

larynx, hypopharynx 
Weekly cisplatin 30 mg/m² + RT 

Nimotuzumab1+ weekly cisplatin  

30 mg/m²+ RT 

N=268 

N=268 

1Humanized IgG1 anti EGFR monoclonal antibody 

Secondary endpoints: 

 

• Locoregional control 

• Overall survival 

• Toxicity 

 

Primary endpoint: 

 

• Progression free survival 

 



Intensification strategies  
CRT+Nimotuzumab vs CRT 

Not statistically significant Not statistically significant 
with CDDP≥ 200 mg/mq 

PFS 

OS 

LRC 

PFS 



Intensification strategies  
CRT+Nimotuzumab vs CRT 

Results 

 Increase in PFS and LCR statistically significant in favour of the 
experimental arm 

 No difference in OS 

 No significant increase  of toxicities 

 

Comments 

 Monocentric study 

 Not applicable to oral cancer  (1% in total; 0 pts in experimental arm!) 

 The gain in the experimental arm is probably due to the ability of 
Nimotuzumab to overcome the suboptimal CT of control arm (30 mg/mq) 

 Insufficient evidence to introduce Nivo+CRT in clinical practice 

 

 

 



Intensification strategies 
Rationale for immunocheckpoints inhibitors (ICIs) and RT 

RT enhances MHC class I surface expression 

RT activates dendritic cells, 
enhances cross presentation 

RT increases the density of tumor–infiltrating lymphocytes 
RT modulates the expression of immune checkpoint molecules 



Intensification strategies  
 Immunocheckpoints inhibitors (ICIs) and RT 

 

In platinum fit patients 
 

• CDDP/RT vs  
 

• CDDP/RT vs  
 

 

In platinum unfit patients 
 

• CetRT vs  
 

• CetRT vs 

  

 

 

 

 CDDP/RT + ICIs 

 CetRT + ICIs 

   CetRT+ ICIs 

 RT + ICIs 



Intensification strategies 
Immunocheckpoints inhibitors (ICIs) and RT 



 Intensification strategies 
Immunocheckpoints inhibitors (ICIs) and RT 

 

 

Caution for overlapping toxicities (diarrea, dysthyroidism, oral mucositis,  
dermatitis, fatigue, infusion reaction) 
 

Limited data on general and in field (dermatitis) toxicities 

1 dose limiting toxicity (DLT) nivolumab related (oral mucositis) 
2 pts discontinued RT (nivolumab unrelated) 
2 pts discontinued cetuximab (nivolumab unrelated) 
 

 
 
 
44 vs 5% (Checkmate 141) 
 

 
27 vs 7% (Checkmate 141) 
 



 Concurrent cetuximab+nivo/RT is safe 

  - No new safety concerns were identified with cetuximab+nivo/RT 

       - Cetuximab and RT delivery were not compromised by the addition of  nivo      

 

Previously reported DLT rates for cisplatin+nivo/RT also acceptable 

 

 Adjuvant treatment is considered feasible 

 - 2/8 pts discontinued treatment due to nivo adverse events 

 

 Oncologic outcome appears promising at early follow up (1 recurrence at 10 
months) 

 

  

 

  

 

 

Intensification strategies 
Immunocheckpoints inhibitors (ICIs) and RT 

 
 



ICIs and combined treatments 
Current landscape of Phase III trials 

Maintenance therapy or not: ongoing trials do not isolate this question, all continue 
immunotherapy beyond RT  

Agent Study Investigational arm Control arm 

Avelumab JAVELIN HN 100    (NCT02952586) RT+Cisplatin+Avelumab RT+Cisplatin 

Pembrolizumab KEYNOTE-412        (NCT03040999) RT+Cisplatin+Pembrolizumab RT+Cisplatin 

Nivolumab CA209-9TM            (NCT03349710) RT+Cisplatin+Nivolumab           (Cis fit) 
RT+Cetuximab+Nivolumab       (Cis unfit) 

RT+Cisplatin          (Cis fit) 
RT+Cetuximab      (Cis unfit) 

Durvalumab NRG HN-004          (NCT03258554) RT+Durvalumab                          (Cis unfit) RT+Cetuximab      (Cis unfit) 

Avelumab  REACH                     (NCT02999087) RT+Avelumab +Cetuximab       (Cis fit) 
RT+Avelumab +Cetuximab       (Cis unfit) 

RT+Cisplatin          (Cis fit) 
RT+Cetuximab      (Cis unfit) 



Deintensification strategies 
Rationale and pts selection 

 Reducing toxicity without compromising efficacy 

• HPV positive tumor status is a strong, independent predictor of good 
prognosis among pts with locally advanced oropharyngeal cancer1 

• HPV positive oropharyngeal cancer pts are candidates for deintensification 

• Risk-stratification models incorporating HPV expression, tobacco use, nodal 
status and T stage categorize patients into a low, intermediate or high 
probability of poor prognosis   

 

 

    

1Ang et al,  NEJM, 2010  

93% 3 y OS 

70 % 3 y OS 

46 % 3 y OS 



Deintensification strategies 
 

Bhatia et al, JCO 2015  

1. Cetuximab as an alternative to cisplatin in concomitant radiation 
2. Induction chemotherapy followed by decreased chemo-radiotherapy dose in 

good responders 
3. Surgical resection with or without adjuvant chemo-radiotherapy (based on 

histopathology risk factors) 



Deintensification strategies 
 De-ESCALaTE  HPV TRIAL  

 



Deintensification strategies 
De-ESCALaTE  HPV TRIAL 

RT: 70 Gy in 35 fractions/7 weeks R 

 

OPSCC; p16+ 

Low risk on  Ang classification 

 Stage III/IVa 

T3N0 and T4N0;T1-4N1-3  Weekly cetuximab  

+ RT 

cisplatin  100 mg/m² gg 1-22-43 + 

RT 

N=166 

N=168 

Secondary endpoints: 

 

• Overall survival and recurrence 

• Overall number of acute severe events 

• Overall number of late severe events 

• QoL 

• Swallowing 

 

Primary endpoint: 

 

• Overall severe toxicity (CTCAE v4 G3-5) 

 

POPULATION OF LOW RISK HPV + 



Deintensification strategies 
De-ESCALaTE  HPV TRIAL 

No difference in swallowing 
No difference in QoL 
Cisplatin causes more adverse events 



Deintensification strategies 
De-ESCALaTE  HPV TRIAL 

Significantly worse survival with cetuximab 
2 y OS: 97.5 vs 89.4%; p=0.001 
HR:4.99; 95% CI 1.70-14.7 
 

Significantly worse recurrence rate with cetuximab 
2 y OS: 6 vs 16%; p=0.0007 
HR:3.39; 95% CI 1.61-7.19 
 



Deintensification strategies  
RTOG-1016  



Deintensification strategies 
RTOG-1016 

 

Accelerated IMRT: 70 Gy in 6 weeks R 
 

OPSCC; p16+ 

Stage III/IVa 

T1-2N2a-N3 or T3-4 any N 

Weekly cetuximab + RT 

cisplatin  100 mg/m² gg 1-22 + RT 

N=406 

N=399 

Secondary end points: 

 

• PFS 

• Locoregional  failure 

• Distant metastases 

• Toxicity 

 

Primary endpoint: 

 

• Non inferiority of cetuximab vs cisplatin at  5 y OS 

 

POPULATION OF LOW AND INTERMEDIATE RISK HPV + 



Deintensification strategies 
 RTOG-1016  

 

p (non inferiority): 0.51 
            p (log rank): 0.02 

p (log rank):< 0.001 

p (log rank):< 0.001 p (log rank):< 0.09 

9 vs 12% 5-yr 

Statistically significant difference in OS, PFS and locoregionagional failure in favour of cisplatin 

OS PFS 

LRF DM 



Locally advanced disease 

 Intensification 

• Insufficient data for CDDP/RT + anti EGFR 

• Promising data for CRT+ICIs 

 

 Deintensification 

• Negative data for substitution of cisplatin with cetuximab in 
good prognosis pts 

 

 Platinum based CRT remain the standard in locally advanced 
disease also in good prognosis pts 

 RT+CET is an alternative option in platinum unfit pts 

 

 

 
 

 



Standard treatments in recurrent/metastatic disease 

• Resectable disease 

 Surgery if possible with postoperative reirradiation (± CT) 

  

• Unresectable disease 

 Reirradiation (± CT) 

 

• No surgery or RT 

 CT with PF+cet (in fit patients; PS 0-1); median OS: 10 months 

  
 

 



Pembro ± CT in recurrent/metastatic disease 



Pembro in recurrent/metastatic disease 

PDL-1 positive pts 
CPS≥20 
CPS≥1 

PRIMARY END POINTS: OS and PFS 



Pembro monotherapy in  
recurrent/metastatic disease 

Statistically significant difference in OS in favour of pembro monotherapy in both populations 



Pembro monotherapy in  

recurrent/metastatic disease 

No significant difference in PFS in both populations 



Pembro monotherapy in 
 recurrent/metastatic disease 

Better RR for CT, but more durable response for pembro monotherapy in both populations 



Pembro + CT in recurrent/metastatic disease 

Total population 

PRIMARY END POINT: OS and PFS 



Pembro + CT in recurrent/metastatic disease 

Statistically significant difference in OS in favour of pembro + CT 



Pembro + CT in recurrent/metastatic disease 

No significant difference in PFS and RR, but more durable responses for pembro+CT 



Pembro ± CT in recurrent/metastatic disease 

 Pembrolizumab significantly improved OS vs Extreme in the PDL-1 CPS≥20 
(HR: 0.61, p= 0.0007) and CPS≥1 (HR: 0.78, p= 0.0086) populations 

 -Reduced toxicity 

 - No difference in PFS 

 - Although pembrolizumab had a lower ORR, responses were more durable 

 

 Pembrolizumab plus chemotherapy with platinum/5-FU significantly 
improved OS vs Extreme in the total population (HR: 0.77, p= 0.0034) 

 - No difference in PFS and ORR and toxicity 

 - Responses to pembrolizumab plus chemotherapy were more durable 
 

 Data support  

 Pembrolizumab monotherapy as a new first line standard for R/M head and 
neck  cancer that express PDL-1  

 Pembrolizumab plus platinum based-chemotherapy as a new first line 
standard for R/M head and neck  cancer 

 

 

 



Standard treatment in cisplatin refractory disease 

 Pts with PD within 6 mo after platinum-based CT administered as: adjuvant or in 
the context of primary or recurrent/metastatic disease 

 

 Standard treatment :  

      Nivolumab (Checkmate 141)1; 2 years follow up:  

 - OS:  7.7 vs 5.1 mo in all pts; HR: 0,68 

 - OS:  6,5 vs 5,5 mo in PDL < 1; HR: 0,73 
 

 AIFA reimbursable irrespective of PDL-1 expression 
  

 Next: 

 Pembrolizumab (Keynote 040)2  

 - OS:  8,4 vs 6.9 mo in all pts; HR: 0,8 

 - OS:  11,6 vs 6,6 mo in TPS (tumor proportion score) ≥ 50% for PDL-1; HR: 0,53 

 - OS:  6,3 vs 7 mo in CPS (combined proportion score) < 1; HR:1,28 
 

 EMA approved on July 2018 for pts with TPS ≥ 50% for PDL-1 

1Ferris et al Oral Oncol, 2018; 2Cohen et al Lancet, 2018  



Take home messages 

 Locally advanced disease :  

 At present: Platinum based CRT remain the standard 

 Next : Ongoing trials with CRT+ICIs   

  

 Recurrent/metastatic  disease :  

  At present: Extreme 

  Next: Platinum based therapies with ICIs 

             ICIs monotherapy in positive PDL-1 pts 

             Treatment choice based on predictive factors and pts characteristics 

 

 Platinum refractory disease: 

 At present: Nivolumab 

 Next: Nivolumab or Pembrolizumab (PDL-1 ≥ 50% ) 

  

 

  

 

 


