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Parallel-group, Phase III randomized controlled, Multicentric trial (22 centers UK-Ireland)
Standard IMRT vs DARS-OPTIMIZED (DO)-IMRT
Inclusion criteria: tumors of oropharynx and hypopharynx, bilateral RT
Exclusion criteria: post-operative RT

Primary end-point
MD Anderson Composit Score (MDADI) @ 12 months 
(PRO-Patient reported Outcome)

Disphagia-Aspiration Related Structures 
DARS

118 pts

56 pts
Standard IMRT

56 pts
DO-IMRT

45 pts 52 pts



Dysphagia-Aspiration Related Structures 
DARS

Delinea'on of organs at risk involved in swallowing for radiotherapy treatment planning Miranda E.M.C. Chris'anen et al Radiother Oncol 101 (2011) 394–402

Constrictor Muscles
-Superior
-Middle
-Inferior

Supraglottic Larynx
Glottic larynx

Dysphagia and aspiration after chemoradiotherapy for HN Cancer: which anatomic structures can affected and can be spared by IMRT? A. Eisbruch Int. J. Radiat Oncol Biol. Phys., Vol. 60, No. 5, pp. 1425–1439, 2004

Mean Dose constraint < 50 Gy

Mean Dose constraint < 20 Gy



Dysphagia-Aspiration Related Structures 
DARS

-mean score 77·7 [SD 16·1] vs 70·6 [SD 17·3]
-mean difference 7·2 [95% CI 0·4–13·9]; p=0·037)

-after adjusting the mean difference was 9·8 (95% CI 3·5–16·0; p=0·0030)

-the difference persisted at 24 months

Das B, et al. Lancet Oncol. 2023. PMID: 37797635 McDowell L, et al. Lancet Oncol. 2023. PMID: 37797634

Main Criticisms:
-MDASI multi-dimensional eating and swallowing-related quality of life beyond the physical act of swallowing
-HPV+ oropharyngeal cancer 82-84% 

DO-IMRT should be considered a new standard of care for 
patients receiving radiotherapy for pharyngeal cancers.



SBRT RE-IRRADIATION
LINGUAL ARTERY 

Contouring and Constraints
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Curative Setting  
Standard of care

- RT+ Cisplatin 100 mg/m2

- RT+ Cisplatin 40 mg/m2

- Carboplatin + 5 FU

- Cetuximab

New practice changing treatment? NO



Curative Setting

- RT+ Cisplatin 100 mg/m2

- RT+ Cisplatin 40 mg/m2

- Carboplatin + 5 FU

- Cetuximab

Cetuximab
Update phase III randomized trial

2005-2009
981 pts in 151 Centers
235 p16+ and 86 p16-
Median follow up 10yrs 
(vs 3 years previous publication)



Curative Setting

- RT+ Cisplatin 100 mg/m2

- RT+ Cisplatin 40 mg/m2

- Carboplatin + 5 FU

- Cetuximab

Cetuximab

7 Randomized Controlled Trials
2444 pts
2013-2020

Updated Meta-analysis

Overall Survival Locoregional Control

Cisplatin > Cetuxiamb Cisplatin > Cetuxiamb
No differences 

after induction CT



Curative Setting

- RT+ Cisplatin 100 mg/m2

- RT+ Cisplatin 40 mg/m2

- Carboplatin + 5 FU

- Cetuximab Docetaxel

Single Center Phase II/III trial
2017-2021
Patients 356 pts unfit for CDDP

Primary end-point: 2y OS



Curative Setting

- RT+ Cisplatin 100 mg/m2

- RT+ Cisplatin 40 mg/m2

- Carboplatin + 5 FU

- Cetuximab

Immunotherapy Pembrolizumab (Anti PD1) (Keynote 412)
Avelumab (Anti PDL1) (Javelin)

IMRT (bath of dose)
-Lymphopenia

Proton therapy
-Less lymphopenia
-Higher immunogenic effect

Immuno
stimulation

Immuno
suppression

Immuno
stimulation



Curative Setting

- RT+ Cisplatin 100 mg/m2

- RT+ Cisplatin 40 mg/m2

- Carboplatin + 5 FU

- Cetuximab

Immunotherapy Pembrolizumab (Anti PD1) (Keynote 412)
Avelumab (Anti PDL1) (Javelin)

Xevinapant Inhibitor of IAPs (Inhibitor of Apoptosis Proteins)



Curative Setting

- RT+ Cisplatin 100 mg/m2

- RT+ Cisplatin 40 mg/m2

- Carboplatin + 5 FU

- Cetuximab

Xevinapant

Phase II randomized trial 
CT/RT+ Xev vs CT/RT+Placebo
Primary endpoint: LCR @18m

Phase III trial
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Take home messages

Constrictor Muscles should be contoured for all H/N cancer patients candidate to curative RT

RT + Pla<num-based chemotherapy remains the standard of care.
Associa<on with Xevinapant seems to be the most promising future approach

SBRT can ben considered as a personalized approach in oligometastatic patients

RT remains an effective approach in palliative setting. High precision techniques 
and BED >60 Gy shoudl be considered
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Oropharyngeal cancer

Deintensification strategies – where we are?

Biomarker





Circulating Tumor DNA – HPV+ tumors



Take home messages

De-intensifica<on strategies should be proposed only in the contest of clinical trials

cfHPV DNA seems to be a promising marker in patients with HPV+ cancers

Thank you for your attention


