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NO DISCLOSURE TO REPORT



• Head and Neck cancer – overview

• Oropharyngeal cancer

• Nasopharyngeal cancer

• Oral cavity cancer

• Laryngeal Cancer

• Salivary Gland 
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-Head and Neck cancer – overview

Systemic therapies

Toxicity

Survivors

Proton therapy
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Aim: Cisplatin fractionation may allow, by decreasing the 

peak serum concentration, to decrease toxicity. 

Postoperative HR or definitive CTRT comparing 

HD-Cis

to 

FHD-Cis (25 mg/m2/d d1-4 q3w for 3 cycles)

Primary endpoint : cumulative delivered CDDP dose 

CT

124 pts



RESULTS

Median cisplatin cumulative delivered dose was 291 mg/m2 in the FHD-Cis arm and 274 mg/m2 in the HD-

Cis arm (P = 0.054) 

However the  proportion of patients receiving a third cycle of cisplatin was higher in the FHD-Cis arm: 81 % 

vs 64.1 % in the HD-Cis arm (P = 0.04) 

Fewer patients in the FHD-Cis arm required CDDP dose reductions

Lower proportion of grade 3–4 all acute toxicity in the FHD-Cis arm compared to the HD-Cis arm: 10 % vs 

17 % (P = 0.002), respectively.  (Hematological toxicity)

Median-FU of 48 months locoregional failure rate, PFS and OS were similar between the two arms. 

…..for patients with borderline HD-Cis eligibility, but also for those at high risk 

who definitely need a third cycle of full-dose cisplatin. 



3 cycles: docetaxel, CDDP, camrelizumab every 3 weeks

Surgery

RT postop was administered four weeks following surgery 
Total dose 50-60 Gy

30 pts

❑ T3-4 73.3%

❑ N2-3 76.7%

❑ p16- 76.7%

Median FU of 33.7 months, neither median DFS nor OS were 

reached for this trial                 

pCR and MPR rates of 37 % and 74 % 

The probabilities of OS and DFS at 2 years were 100 % and 90 %, 

respectively 

Neoadj CT + immuno



(ClinicalTrials.gov, NCT03765918 )

Phase III, Randomized, Open-label Study to Evaluate Pembrolizumab as 
Neoadjuvant Therapy and in Combination With Standard of Care as Adjuvant 
Therapy for Stage III-IVA Resectable Locoregionally Advanced Head and Neck 
Squamous Cell Carcinoma (LA HNSCC)

Resectable SCC 
-Stage III HPV positive oropharyngeal tumor size 
(T) 4, lymph node involvement (N) 0-2, 
-Stage III or IVA oropharyngeal HPV negative;  
-Stage III or IVA larynx/hypopharynx/oral cavity

KEYNOTE-689 trial

Primary Outcome Measures:

Event-free Survival

https://cts.businesswire.com/ct/CT?id=smartlink&url=https%3A%2F%2Fclinicaltrials.gov%2Fstudy%2FNCT03765918&esheet=54132923&newsitemid=20241008593341&lan=en-US&anchor=NCT03765918&index=1&md5=873fc7f6f3b27e2809d6023ffc7b62fe


Radiological responses

Pathological responses

Safety

11 trials: R0 resection rates 
ranged from 77 % - 100 % 

pCR 0%-87%   better ICI+CT/RT:   17%-87%

15 trials: ORR     0 % - 97 % 
DCR     64 % - 100 % 

ICI + ICI or ICI+CT/ RT BETTER THEN ICI alone 

manageable profiles



Key challenges in neoadjuvant immune checkpoint inhibitor 



Lancet Oncol 2024 May;25(5):572-587 

CT + immuno

804 pts

better sequential than concomitant?
❖ RT modifies the T microenvironment and blocks the 

antitumour immune reaction by depleting T cell or other 

immune cells thus impairing the immunoresponse by PD1 or 

PD L1 inhibition

❖ Prophylactic neck RT impair the immune function

2 ongoing phase3 studies (NTC03452137 and  NCT03811015)  

for sequential treat (atezolizumab -nivolumab for oro)

No difference between the 2 gr in n.pts

completed CTRT or  maintenance phase

a randomised double-blind phase 3 



89 academic and community medical centres in North America

Durvalumab 1500 mg + IMRT starting 2
weeks before then every 4 weeks (seven
cycles)

VS
CTX with IMRT 70 Gy

PRIMARY ENDPOINT: PFS

No adj infusion

190 pts



2-year PFS was 50·6% (95% CI 41·5–
59·8) in the durvalumab group versus 
63·7% (51·3–76·1) in the CTX group 
p=0·89) 



primary endpoint: freedom from locoregional progression (FFLRP)

Hypoxic tumors,defined as greater than or equal to the median tumor hypoxia score 

of the first 50 pts analyzed (≥0.079), using a validated 26-gene signature

338 pts 19 centers in UK

Median age 73 y (44-88)

IMRT 65 Gy in 30 fr plus nimorazole or 

placebo

Nimorazole mimic the effect of oxygen in 

rendering hypoxic cells radiosensitive

BACKGROUND:DAHANCA-5 phase 3 study, showed that Nimo 
added to primary conventional RT improved 5-year locoregional
tumor control (49%vs33%;P<.002)

2024 Pts unfit for CDDP 



The effect on locoregional tumor control favored nimorazole over placebo, 
not statistically significant

No difference in OS for intercurrent or treat –related competing mortality
events ???

Addition of the hypoxia modifier nimorazole to IMRT for 
locally advanced HNSCC in older and less fit patients did
not improve locoregional control or survival



Retrospective study in Switzerland on 655 patients showing that the effect of seasonality of RT on loco-
regional control (5-year LRC, 73 % vs. 61 %; p = 0.0108) 
progression-free survival (5-year PFS, 51 % vs. 43 %; p = 0.0374) 
was superior when RT was administered during the darker half of the year than during the lighter half This 
period was likewise associated with increased acute toxicity 

possible explanation is a variation in cell cycle progression in 
function of seasons, possibly related to vitamin D levels variations 
or for G2-M phase that occur in the late afternoon and evening  

11.320 pts and 6276 pts CONCLUSIONS: Season of RT had no impact on PFS or LRF



Int J Nurs Pract. 2024

27 RCT studies 2003-2023

2736 pts

5 categories of intervention:

✓ NUTRITIONAL SUPPORT

✓ EXERCISE

✓ SWALLOWING FUNCTION TRAINING

✓ PSYCHOLOGICAL INTERVENTION

✓ LOW-LEVEL LASER THERAPY

TOXICITY

BACKGROUND:
At the time of diagnosis 35%–60% of HNC patients are
undernourished

During RT 87% experience different degrees of weight loss

Low body weight has become an independent predictor of 
prognosis



non-pharmacological interv were found to alleviate 
body weight loss at the end of RT

incidence of severe oral mucositis was lower than in control group

xerostomia and mouth opening were not improved by nonpharmacological interventions



J Clin Oncol 42:1426-1435
© 2024 by American Society of
Clinical Oncology

Microbiota plays a pivotal role 
in the development and progression
of radiation-induced OM

probiot



J Clin Oncol 42:1426-1435
© 2024 by American Society of
Clinical Oncology

Duration mean, 8.9 days v 18.3 days; P = .0084

The incidence of SOM was significantly 
lower in the SsK12 group as compared
with the placebo group 
(36.6% v 54.2%; P = .0351).

SOM =WHO grade 3-4



2024

PubMed, EMBASE, and Cochrane Library databases were searched
for randomized controlled trials and observational studies, published between
January 1, 2009, and December 1, 2023. 
80 were identified

ORN about 3.1%.

TOXICITY









Proton therapy

Secondary endpoints 

loco-regional tumour control, 

disease-specific survival 

overall survival 



Danish Center for Particle Therapy in Aarhus, 
Denmark 

NTCP model-based selection

proton-photon plan comparison



2024 SURVIVORS

To explore the impact of a dietary approach in reducing 
recurrences and second tumors (10% to 20%)
in HNSCC survivors

open-label, randomized phase II 
multi-country trial

STAGE III IV



highly monitored dietary intervention plus the Word Cancer 
Research Fund/American Institute for Cancer Research 
recommendations for cancer prevention 
(intervention arm)

standard-of-care recommendations
(control arm)

cooking classes (about specific nutrition topics),
community meals, and dietary reinforcement meetings
and individual counseling



to assess the effectiveness of the dietary intervention in reducing tumor recurrences and 
second primary tumors 

Exploratory clinical endpoints:
- adherence to nutritional recommendations through
nutritional questionnaires (24-h food frequency diaries)

- improvement of patients’ QoL

Exploratory translational endpoints:
- blood-circulating food-derived miRNA(potential biomarkers of 
different dietetic styles)
- biological sample biobanking.

89 PTS
FU to 18 months as the final 
observation

CONCLUSIONS:
❖ Subjects receiving specific counseling increased the 

consumption of the recommended foods indicating 
feasibility of lifestyles interv, but no relevant changes in QoL

❖ Food derived plasma miRNA might be considered promising 
circulating dietary biomarkers

Primary endpoint



NO DISCLOSURE TO REPORT



• Head and Neck cancer – overview

• Oropharyngeal cancer

• Nasopharyngeal cancer

• Oral cavity cancer

• Laryngeal Cancer

AGENDA

• Early stage
• De-escalation



J Clin Oncol 42:4023-4028, 2024

Primary end point: swallowing QOL assessed with the MD Anderson 
Dysphagia Inventory (MDADI)

Secondary end points: OS, PFS, adverse events (AEs) and other QOL 
metrics

68 pts

34 pts 34 pts

T1-2, N0-2 OPC
Tonsil/BOT
88% HPV pos

• No differences in 5-year functional oral intake score
• 95% receiving a total oral diet with no restrictions



J Clin Oncol 42:4023-4028, 2024

AEs RT/CRT Arm

(n°=34)

TORS Arm

(n°=34)

P-value

G 2-5 31 (91.2%) 33 (97.1%) 0.61

G 3-5 19 (56%) 16 (47%) 0.47

G4 1 (2.9%) 2 (5.9%)

G5 0(0%) 1 (2.9%)

Specific toxicities (all p<0.05)

• RT Arm: neutropenia, hearing loss, and tinnitus

• TORS Arm: dysphagia and other pain



Gupta KK et al, European Journal of Surgical Oncology 50 (2024) 108434

555 OPSCC pts:

236 pts TORS vs 319 pts RT

1° endpoints: swallowing and global QoL

• 54.7% of pts in the TORS group
receved multimodality therapy

• difficult to establish the ‘true’ QoL outcomes of 
surgery alone 

• introduces bias against TORS: 
post-op RT cause a synergistic effect with surgery 
leading to amplified damage at the surgical site

MDADI at 12 months

EORTC QoLC30 at 12 months



Approaches to de-escalation



Yom SS et al, IJRBP Vol 120, 2, supplemet

• median follow-up 2.2 yy

• 2-year PFS: 98.1% vs 88.6% vs  90.3%

• 2-year OS: 99.0% vs 98.0% vs 96.1% 

➔failed to show non-inferiority for 
both de-escalation arms

➔A phase III trial will not proceed

• For low-risk HPV-OPC standard of care has excellent 

results – 98%PFS

• Standard of care remains 70 Gy + CDDP

153 pts



• 440 pts (219 IMRT vs 221 IMPT), 
• RCT non inferiority
• 21 Institutions
• Primary endpoint: 3 yy PFS
• Secondary endpoints: OS, treatment-related malnutrition, 

gastrostomy-tube dependence

Weight loss <5% 24% 

vs 14% (p=0.037)

Dysphagia – Gastrotomy tube dependence

Malnutrition (weight loss/sustainability <5%)

Median follow-up: 3.14 years

IMPT is non- inferior to IMRT

Gastrostomy tube 

dependence 42% vs 

28% (p=0.019)

IMPT has emerged as a standard of care CRT approach for 
OPC that reduces malnutrition and gastrostomy-tube 

dependence



Lee A et al, J Clin Oncol 42:940-950, © 2024 

• T0-2/N1-2c/M0 152 HPV pos OPC

• IMRT to the postoperative primary site, gross neck nodes, and 
potential areas of microscopic spread (typically bilateral necks)

• The primary objective:  2-year LRC of 95% (historical control) with 
a 7% noninferiority margin

• Median follow-up was 38.3 months

42 (28%) pts

86 (78%) pts

24 (22%)pts

2-yy LRC:94.7% 2-yy PFS: 
94% for 30Gy group
96 % for 70Gy group 

• 12 of 128 (9%) patients who received 30 Gy required neck 
dissections (vs 2%-8% in other series) 

• No 70 Gy patients experienced a nodal failure



• First personalized phase II trial using functional PET imaging as an integral
biomarker to markedly de-escalate definitive CTRT in HNC

• ↓ decreased AEs, = oncologic outcomes to standard full-dose RT 



deep response rate (DRR)- proportion of tumors with >50% 
shrinkage per RECIST

IC: nivolumab + 
nab-paclitaxel+ 
carboplatin
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J Clin Oncol 42:2021-2025,  2024 

446 pts
Median f. up: 74 months

Toxicity:
5-year disease-free survivors significantly ↓:
- hypothyroidism (34% v 48%; P <0.004)
- dysphagia (14% v 27%; P 5 .002)
- neck tissue damage (29% v 46%; P < .001) 
for UNI vs WNI group

• comparable 5-year survival outcomes
• Under this premise, the reduction in long-term toxicity

burden and improvement of QoL outcomes are 
particularly valuable representing a definite step forward



• Median latency period to TLN: 27-48 months
• Average crude incidence of TLN is approximately 14 % (2,3%-47,3%)

• Dmax ≤72 Gy and D1cc ≤62 Gy are potentially valuable in predicting TLN

• 30,191 patients with NPC who underwent curative-intent RT
• 30 retrospective studies included
• IMRT was used in all studies
• RT dose: 66-76 Gy/ 30-38 fx
• MRI for TLN diagnosis   



Lancet Oncol 2024; 25: 1563–75

• 150 patients stages III–IVa NPC and pretreatment plasma 
EBV DNA ≥1500 copies per mL

• randomly assigned to the toripalimab group (n=100) or 
the placebo group (n=50)

• Chinese patients

2 yy PFS: 92%

2 yy PFS: 74%

Median f. up: 37,8 months
toripalimab group:
- ↑ any-grade xerostomia (88% vs 70%)
- ↑  alanine transaminase (39%vs 20%)
10% Immune relate AEs G3  

• 425 high-risk stage III–IVa NPC regardless of tumour PD-L1 status 
• Sperimental arm (210 pts): Sintilimab+ICT(Gem+CDDP)->CTRT+Sintilimab-

>adj Sintilimab
vs standard arm (215 pts): ICT (Gem+CDDP) -> CTRT

48% pts T4, 33% N3
70% stage 4°

median follow-up was 
41·9 months

Higher but manageable adverse events.
Immune-related AEs were mostly G1 -2, 10% pts G3–4 in the sintilimab group 

Liu X et al, Lancet 2024; 403: 2720–31



April 2015- March 2018:  383 stage III-IVB NPC:

• IC-RT group  193 (50.4%) and to IC-CCRT group 190 (49.6%) 
• IC: 3 cycles of fluorouracil, cisplatin, and docetaxel

3 yy PFS
the median follow-up time was 76

JAMA Oncol. 2024;10(4):456-463

• After IC, RT alone was non-inferior to CTRT in terms of the 3-year PFS for locoregionally advanced NPC
• G3-4 short-term toxic effects in the IC-RT group was less than that in the IC-CCRT group

No significant differences in 3 yy-OS,LRR, DMFS No data for plasma EBV DNA 



Ji-Shi Li et al, Int J Radiation Oncol Biol Phys, Vol. 120, No. 5, pp. 1294−1306, 2024

1. Definition of resectability:

- Potentially resectable disease

- Unresectable diseases

2. Assessment of surgical margins

3. Definition of the surgical margin

4. Indications for post op re-RT

5. Method and dose for post op re-RT

• CTV: post op T bed+ 5mm

• Dose≥60Gy, not exceed 66Gy

• Avoid dose>2Gy/fx
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Radiotherapy and Oncology 200 (2024) 110474

• 348 OCSCC pts
• Early T : T1-T2, advanced T: T3-T4
• to provide detailed per-level quantifications of neck node 

involvement for OCSCC

• Higher probability of N involvement in advanced T
• Ipsilateral involvement 
- Liv I: 13 % (early) vs 35% (advanced)
- Liv II: 23 % (early) vs 38% (advanced)
- Liv III: 11 % (early) vs 15% (advanced)
• N metastases in one level increase the prevalence of metastases in 

an adjacent level
• Higher contralateral involvement was observed for tumors with 

midline extension

-> Potential implications for elective treatments



Radiotherapy and Oncology 201 (2024) 110533
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Int JRadiationOncolBiolPhys,Vol.000,No.00,pp.1−8, 2024 

Median follow up: 3,7 yy
• 1 and 2 yy LRR: 4% and 8%
• T1: 2 yy LRR: 4,5%
2 local recurrence (T1b and T2 at
diagnosis) 

25 pts

8.5 Gy/fx

3.63 Gy/fx

16 fx

No acute or late soft tissue necrosis

Excellent tolerability and local control with SBRT
No unexpected late complications



Int J Radiation Oncol Biol Phys, Vol. 121, No. 1, pp. 145−152, 2025

33 pts
36Gy/3 fx
Primary endpoint: local failure

Median follow-up is 51.5 months

Local control: 100%

Concern on toxicity!



• Oropharyngeal cancer
- Early stage: RT = Surgery
- De-escalation 

• Nasopharyngeal cancer
- Reduced N volume
- IT 
- Adjuvant re-RT

• Oral cavity cancer
- BRT

• Laryngeal cancer
- SBRT

Summary
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