
EVIDENCE AND PRACTICE CHANGING TREATMENTS 
IN HEAD AND NECK TUMORS 

D. Alterio1 and L. Belgioia2

1 Istituto Europeo di Oncologia, Milano
2 Università degli Studi di Genova, IRCCS Ospedale Policlinico San Martino



Agenda

-Head and Neck cancer – overview
-Oropharyneal cancer
-Nasopharyngeal cancer
-Oral cavity cancer
-Laryngeal Cancer
-Focus on Protontherapy



Petit C et al, Lancet Oncol 2023; 24: 611–23 

• 28 trials
• 8214 

patients
• 1988-2016 



Petit C et al, Lancet Oncol 2023; 24: 611–23 

1- treatment modalities containing concomitant CTRT ranked better OS than methods without concomitant 

chemoradiotherapy

2- concomitant chemotherapy:  ICH better than adjuvant chemotherapy or concomitant chemotherapy alone

3- ICH the greatest benefit for distant progression 

4- adjuvant chemotherapy greatest benefit for locoregional progression

5- adverse events: the schedules containing more than one timing of chemotherapy generally resulted in more 

toxicity than the use of only one timing. 

Summary



• 2 RCTs + 6  retrospective cohort studies (2005-2022)
• 2568 pts: 55,6% (1427) UNI  vs 44,4% (1141) WNI

UNI:
• N0 (except RLN)-> elective irradiation to bilateral II, III, 

Va
• RLN positive , and unilateral cervical lymph node

positive -> RT to whole neck on the involved side and to 
upper neck on the contralateral uninvolved side for 
patients with unilateral cervical LN involvement.

Ding et al, Radiotherapy and Oncology 188 (2023) 109860

similar LC, DM and PFS  
between UNI and WNI



UNI had similar efficacy and fewer toxicities compared with WNI for patients with unilateral or bilateral node-
negative NPC

lower incidences: G1-2 hypothyroidism and G1-2 dysphagia for 
UNI vs WNI



The MRLN lies between the pharyngeal constrictors
and the prevertebral fascia near the midline

Inclusion criteria:
• non-keratinising NPC
• T1-4 N0-3 M0
• 18-65 years
• KPS>70

1 outcome: LRFS
2 outcomes: OS, DMFS, RRFS, acute and late 
toxic effects, and quality of life. 

Mao YP et al, BMJ 2023;380:e072133 |

Low risk CTV:
• Standard RT group (283 pts): LRLN+MRLN regions

from a base of the base of skull to the caudal border of 
hyoid bone or caudal border of C3

• MRLN sparing RT group (285 pts) : only the LRLN 
region



Mao YP et al, BMJ 2023;380:e072133 |

3yy LRFS: 95,3% vs  95,5% 

3yy OS: 96,4% vs  95,2% 

3yy RRFS: 94% vs  96,6 % 

wide 
ranging
eligibility
criteria



MRLN  sparing region from elective RT volumes is a safe way for local control and effectively preserves 
swallowing function, which could benefit almost all patients with non-keratinising, nonmetastatic 
nasopharyngeal carcinoma.



You R et al, Lancet 2023; 401: 917–27 

SF: 60-60-54 Gy in 27 fx once a day vs 
Hyperfx: 65-65-54 Gy in 54 fx twice daily

Primary endpoints: severe (>=G3) late 
complica\ons and OS

144 pts enrolled 



-23% G3 AEs

You R et al, Lancet 2023; 401: 
917–27 

Overall Survival: 

21% pts in the hyperfractionation group and 
44%pts in the standard fractionation group 
died from late complications. 



Take Home message: Nasopharyngeal cancer

• Role of chemotherapy

• Contouring: Medial RNF Nodes and  Upper neck RT

• Recurrence: Hyperfractionation re-RT  
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Dayan GS et al, JAMA Otolaryngol Head Neck Surg. 2023;149(11):961-969

• Retrospective analysis: multicenter cohort of 1368 OCSCC pts
• 2005-2019
• Primary curative surgery
• Adjuvant RT or CTRT

1 Endpoint: OS
2 Endpoint: DFS

• Median overall S-PORT interval: 56 days
• 80% of patients initiated RT > 42 days after surgery
• Median RTI: 43 days

• 26% of pts had a prolonged RTI



3yy OS: 66% vs 77% (S-PORT>42 d) 3 yy DFS:  57% vs 67% (S-PORT> 42d)  3yy OS: 57% vs 67% (RTI >49 d) 

10% difference in 3-year OS between patients who completed S-PORT by 42 days and those who did not

Dayan GS et al, JAMA Otolaryngol Head Neck Surg. 2023;149(11):961-969

• Retrospective nature 
• Not  pts restage to 8th ed TNM (DOI, ENE?) 
• Not explore reasons for prolonged treatment times- > Critical importance of the postoperative period 

(postoperative complications and prolonged wound healing, delays in pathology reports…)



Oral Oncology 148 (2024) 106633

• prospectively collected dataset of 3266 OCSCC
• 2008-2020
• Bordeline resectable
• 1 Endpoint: OS

NACT x 2-3 
cycles (TF 
or TPF)

Radiologically 
re-evaluation

• Surgery + PORT
• CTRT
• Palliative CT • Median f up: 52,6 months

• > 2 drugs NACT : 32,9%
• Response rate to NACT: 32,5%

• 46,8% pts received a curative treatment 

after NACT ( 32% Surgery – 14,8% CTRT)
• Surgery: 98,4% R0

• 8,2% pts pCR



2 drugs vs > 2 drugs Surgery vs non surgery pCR vs no pCR

NACT 
• improves resectability in upfront technically unresectable tumours
• leads to long term survival benefit (>2-drug regimen better then 2-drug regimen)
• Patients who achieve a CR/PR and undergo surgical resection post NACT have a significantly longer survival

2 drugs

>2 drugs

5-years OS: 23.5% vs 10.1% 5-year OS: 29.5% vs 7.6% 
5-year OS of 45.3% vs 13.3% 



Take Home message: Oral Cavity

• Timing:

- S-PORT interval impact on OS e DFS and RTI

• Intensification of treatment: 

- NACT in borderline resectable disease
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60/64.8 Gy in 2.4 Gy/fraction

T1/T2 lesions, N0, M0 
disease
2007- 2013  

AX Arm  show comparable efficacy to SF  and  a tendency for beeer safety

Kodaira T et al, Int J Radiat Oncol Biol Phys. 2023 Dec 1;117(5):1118-1124.

SF: 66/70 Gy for T1/T2

1 endpoint: PFS 

≥ G2 Late Aes: 14,3% SF  vs 7,6% Ax (p=0,045) 



1969-2010: 
10 articles for a total of 1198 patients
- 40.9% (491) PORT 
- 59.1% (707) without PORT 

No OS difference for patients receiving or not PORT, but PORT group show a more advanced disease
(worse prognosis) compared to those treated with surgery alone. 



Low level of 
evidence regarding
the oncological role
of PORT 

this holds also true
for the func\onal
complica\ons of RT



Take Home message: Laryngeal cancer

• Early stage: Ax schedule

• PORT
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Lee A et al, JAMA Network Open. 2023;6(1):e2250607

242 pts PT-ReRT for recurrent/2 T HNSCC in a 
previously irradiated field (2013- 2020) 

• Early toxicity: 73 were G3 toxic
effects (2 G4 dysphagia and 4 
G4 dermatitis)

• Late toxicity79 were potential
grade 3 toxic effects

• 5 potentially re Rt related G5 
bleeding events. 



The 1-year LC:68.4%, 
1 year LC  for frac\onated reRT: 71.8% 
1-year OS  for frac\onated reRT: 66.6% 

Single-ins\tu\on, nonrandomized cohort, including
challenges with medical record review and the 
availability of data 

Difficult assessment of toxic effects -> many pa\ents
present with adverse effects from their first course of 
treatmen




