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HEAD AND NECK CANCER -HPV

Change in incidence:

Chaturvedi AK J Clin Oncol 2011



TWO DISTINCT HEAD AND NECK CANCERS

Gillison M J Natl Cancer Inst 2008



Ang NEJM 2010

RTOG 0129

93% 3y OS

71% 3y OS

46% 3y OS

O’Sullivan JCO 2013



WHAT’S NEXT? SEPARATE TRIALS FOR HPV+ AND HPV- DISEASE:

-Can we de-intensify treatment in low 
risk HPV+/ nonsmokers 

 mainting overall survival

 decrease toxicity

Customize

radiotherapy

Fractionation

schedules

Reduce
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therapies

Reduce

volumes

-Can we intensify treatment in HPV-
high risk patients to increase outcome

 increase overall survival

 ‘limit’ toxicity

Customize

radiotherapy

Fractionation

schedules

Increase

dose

Concomitant 

therapies
Neaoadjuvant/adjuvant

chemotherapy





NCT01520997

Phase II trial

 Univ North Carolina and Florida

 44 patients

 Low risk HPV+ OPC

 T0-T3, N0-N2C

 Less 10 packyears

De-intensified CRT

 IMRT 60Gy + 6 weekly cisplatin 30mg/m2

Prim Endpoint: pCR

 86% (98% at primary, 84% at neck)

Chera et al IJROBP 2015

Cancer 2018

95% 3y OS

1.DOSE REDUCTION



2. SELECTION BASED ON INDUCTIONCHEMO

ECOG 1308: randomized Phase II trial

Cmelak A ASCO 2014, abstract LBA6006

70% CR at primary

58% CR at nodal site



ECOG 1308

Cmelak A ASCO 2014, abstract LBA6006

Marur JCO 2017



SELECTION BASED ON INDUCTIONCHEMO

Quarterback



3. POSTOP DOSE REDUCTION Customize

radiotherapy

Fractionation

schedules

Reduce

dose

Concomitant 

therapies

Reduce

volumes

31%

58%

11%



POSTOP DOSE REDUCTION

PATHOS

-Phase II trial

242 pts

- P16+ OPSCC

-T1T3N0N2b

-transoral surgery to

primary + neck dissection

Low risk: no adjuvant

therapy

High risk
positive (<1mm) margins

and/or evidence of cervical lymph node 

extracapsular spread

Intermediate risk:
T3 tumours (or T1T2 tumours with additional 

risk factors)

N2a or N2b 

perineural and/or vascular invasion or close 

margins (15mm) 

PORT 60Gy 6 

wks

PORT 50Gy 5 

wks

POCRT 60Gy 

6 wks + 

cisplat

PORT 60Gy 6 

wks



4.CONCOMITANT THERAPIES
SUBSTITUTE CETUXIMAB FOR CISPLATIN?

Bonner JA Lancet Oncol 2010

Customize

radiotherapy

Fractionation

schedules

Reduce

dose

Concomitant 

therapies

Reduce

volumes



SUBSTITUTE CETUXIMAB FOR CISPLATIN?

RTOG 1016

Concomitant 

therapies

RT 70Gy 7 wks+ weekly cisplatin

RT 70Gy 7 wks + weekly cetuximab

-P16+ OPSCC

-st III (excl T1-2N1) or IV (excl T4, 

N3 and distant M+)

-if smoking history > 10 pack 

years: nodal disease must be N0-

N2a

TROG 12.01

De-ESCALaTE

 805 patients

 Primary outcome: survival (non-inferiority trial)

Cisplatin Cetuximab

 5Y-LRR 9.9% 17.3%

 5Y-DMR 8.6% 11.7%

 5Y-PFS 78.4% 67.3%    HR: 1.29-2.29

 5Y-OS 84.6% 77.9%



Slide ESMO presentation H. Mehanna



Slide ESMO presentation H. Mehanna



WHAT ABOUT ESCALATION TRIALS?

Intermediate-risk HPV+ group and T4 or N3 disease: OS about 70% at 3 years

Escalating treatments in this high risk group?

Phase III

CompARE trial (UK)

HPV +ve OPC with N2b+ disease >10 pack years 

or high risk (HPV–ve OPC) as per Ang classification

Arm 1 

concomitant 

cisplat+RT

Arm 2 

surgery + 

arm 1

Arm 3 

induction

TPF+ arm 1

Arm 4 dose-

escalated

RT

Primary outcome: OS





CT PET

Increase dose to ‘parts’ of the tumor: Dose-painting on the 

biological target volume (BTV)

Fusion

Galvin J. et al. J Clin Oncol 2007.



CONCLUSIONS
Oropharyngeal carcinoma is on the rise with HPV as important causative
factor- good prognosis

Many interesting trials are ongoing de-escalation
Results to be awaited, sufficient follow up

Risk stratification!

Several phase II studies show excellent outcomes

Poor prognosis HPV+ disease and HPV- disease: ‘escalation’ trial

Current recommendations: treat patients according to their stage of disease at 
presentation, irrespective of HPV status


