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ü 72% of OPCs in the contemporary era are now 
attributed to HPVü Radiotherapy (RT) dose: 66 –70Gy

ü Concurrent Platinum-based 
chemotherapy 

ü Concurrent Biotherapy: Patients’ 
Comorbidities or Age >70ys

ü In selective cases: Induction 
chemotherapy followed by 
the concurrent approach

OPCs HPV-related was
associated with significantly
improved outcomes, including
overall survival (OS) Golusiński W, Golusińska-Kardach E. Current Role of 

Surgery in the Management of Oropharyngeal Cancer. 
Front Oncol. 2019 May 24;9:388. 



Why, How and When?

E6 and E7 induce
cell-cycle entry and DNA 
replication in basal stem 

cell

E6 and E7 induced p53 and 
Rb-tumour degradation



Why, How and When?

Tumor Microenvironment:
Hypoxic radioresistance

may not be clinically 
relevant in p16+ tumour

Tumor Microenvironment:
CD4+ and CD8+ type 1 cytokine
producing T cells, reactive to E6-

and E7-encoded antigens,
have a positive impact on 

disease outcome



STANDARD COURSE 
VS 

DE-ESCALATION DOSE/VOLUME:

CLINICAL OUTCOMES



Dose reduction of concurrent 
chemoradiotherapy

Median FU: 32 – 36 months
PFS 86%
LC 95%

DFS 91%
OS 95%



Dose reduction of concurrent 
chemoradiotherapy

Standard Course vs De-
Escalation:

Overall-PFS 83-95%
LRC ~90%

Overall-OS 90%

Non-inferiority results
of PFS, DFS, and OS



Dose/Volumne reduction
276 Pz

Low-risk: 1b – IV ® 30Gy
Intermediate-risk: II – V ® 50Gy 

GTV: 70Gy
GNV: 70Gy

plus
Platinum-based chemotherapy Outcomes: 

LRC
DFS
PFS
OS



Dose/Volumne reduction

Median FU: 26 months
(1 – 47)

Median Age: 61
(36 – 87yy)



STANDARD COURSE 
VS 

DE-ESCALATION DOSE/VOLUME:

TOXICITIES



Toxicities

- No >Grade3 Toxicities
- ↓ PEG-tube use

- ↑ QOL composite scores: 
(jaw-related problems, pain, social 

contact, eating, speech, and swallow)





CHEMO-RADIOTHERAPY 
VS 

BIO-RADIOTHERAPY:

CLINICAL OUTCOME AND 
TOXICITIES



↓PFS
↓OS
↓LF

RT plus CTX did not consider a standard 
care



ACUTE ADVERSE EVENTS 
77,4 vs. 81,7%

FEEDING TUBE
57,3% vs. 61,5%



Dose Reduction and 
Immunotherapy

Upregulation of the immune-
checkpoint protein PD-L1 has been
observed at higher frequencies in
patients with HPV+



Is the concomitant 
immuno- radiotherapy the 

feauture??



CONCLUSION



CONCLUSION



TAKE HOME MESSAGE
- De-escalation dose could be considered a valid approach in OPCs-HPV+

patients remaining the first therapeutic choice over the Bio-Radiotherapy
course

- Clinical Outcomes are comparable between standard and de-escalation
dose/volume

- De-intentification dose obtained better results in terms of Toxicity, use of
feeding tube with positive impact on patients’ QoL

- Could be the immuno-radiotherapy the future of concomitant approach?



Grazie per 
l’attenzione


