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De-intensification for HPV-OPSCC: Why is it NOT Standard of Care Yet?
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Objective

To discuss why de-intensification is not yet standard of care.

UNC/UF Paradigm (1st generation, LCCC 1120)

• De-intensified Chemoradiotherapy
– 60 Gy at 2 Gy/fx, daily, 6 weeks (IMRT)
– Cisplatin 30mg/m2, 6 weekly doses

All patients had biopsy of 
primary site and 
supraselective neck 
dissection 

N=44 
Median f/u = 34 months (88% ≥ 2 years)

Primary endpoint (IJROBP 2015):  
pCR rate = 86%

Secondary endpoints (Cancer 2018): 
3 year PFS = 100%
3 year OS = 95%
Global QoL returned to baseline
Swallowing returned to baseline
Dry mouth continues to improve > 1 year

Schema LCCC 1413 (De-intensification #2)
Enrolled Patients (N = 113)

1. T0 - 3 N0 – N2c M0
2. Squamous Cell Carcinoma
3. HPV positive and/or p16 positive
4. Minimal/moderate smoking history
5. Oropharyngeal Primary

Chemoradiotherapy (6 weeks)
60 Gy at 2 Gy/fx

Weekly Chemotherapy

Post-Treatment Response
(PET/CT & Fiberoptic Laryngoscopy)

Follow-up every 2-3 months X 2 years
Primary Endpoint:  2 year PFS

10 to 16 weeks

Patient reported assessments of Symptoms and Quality of Life
Clinician assessments of Toxicity

X Modified Barium Swallow (pre-CRT & 6 months post-CRT)

X

X

Negative

Positive
Biopsy/Surgery

ClinicalTrials.gov, NCT02281955
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2 year PFS = 86% 2 year OS = 95%

2 year  LRC = 91% 2 year DMFS = 91%

Primary endpoint = PFS

Mayo Clinic

U Chicago

TORS vs. CRT

70Gy 
Cisplatin vs.
Cetuximab
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2 year OS:

70Gy + cis = 99%
60Gy + cis = 98%
60Gy + nivo = 96%

Efficacy

Does it work in clinical trials?

Under ideal situations

Effectiveness

Does it work in clinical practice?

Under usual situations

Efficacy does not imply Effectiveness

evidence.nihr.ac.uk

Mehanna Lancet 2023

Do we need better biomarkers?

Favorable ctHPV16DNA clearance profile 
correlates with disease control

Favorable ctHPV16DNA clearance profile = high baseline copy number (>200 copies/mL) and >95% 
clearance of ctHPV16DNA by day 28 of CRT.

Chera et al. CCR 2019

Common sites of PIK3CA mutation  (16 patients total)
- E545K – 8
- E542K – 2

N=77 patients
Enrolled on De-escalation CRT trials (60Gy)

13 14

15 16

17 18



10/17/2025

4

3 month post-treatment PET fused to CT sim

PTV 60 got 50Gy per protocol PTV 60 (magenta), 100% IDL (red), 95% IDL (blue)

Pathology and NGS from 2/21/25 salvage neck surgery

University of Florida:

ctHPV16DNA as an 
integral biomarker to 
guide intensity of 
treatment

NOT HPV subtype 16    OR 
ctHPV-DNA 13-99 

copies/mL

HPV type 16
AND

≥100 copies/mL present

Treat to 40 Gy, then re-test 
ctHPV-DNA

<95% clearance 
of ctHPV-DNA

at 40-44 Gy

≥95% clearance of 
ctHPV-DNA

Final dose 60 Gy

Main Eligibility Criteria
- p16 positive SCCa oropharynx or Unknown primary with Level 2 adenopathy
- T0-3 ≤ 4 cm, N0-2, M0 (AJCC 8th Ed.)
- Smoking ≤ 10 pack-years or REMOTE smoker: > 10 pk-yrs but no smoking for ≥ 10 years
- No contraindications to receiving either cisplatin or carbo/taxol concurrently

ctHPVDNA test for plasma TTMV

Final dose 50 Gy

ctHPV-DNA undetectable

Final dose 70 Gy

Extreme Deintensification Moderate Deintensification Standard Intensity

cT0-2 N1 M0
Squamous Cell Carcinoma
</= 2 LN ,each </= 3 cm –OR-
1 LN >3cm but <6cm
Well lateralized/exophytic Tonsil, BOT, GTS
No radiographic ENE
NavDx positive (TTMV-HPV16 only)
Tobacco pack years
• </= 10 pack years OR
• >10pack years (>10 years abstinence)

pT0-T2 AND 
>/= 3mm margins AND 
pN1 (</= 1 LN), AND
no ENE/PNI/LVSI, AND
2 week postop Navdx Neg*

pT0-T2 AND  
>/=1 and < 3mm margins OR 
pN1 (</=2 LN) OR 
+PNI OR 
+ LVSI AND 
No ENE, AND
2 week postop Navdx Neg*, AND

</= 2 intermediate features

pT0-T2 AND
Positive margins OR 
N1 (>/=3 LN) OR 
+ENE OR
>2 intermediate features

Surveillance
NavDx Q 3months x 
2 years, Q 6 months 
x 3 years
Imaging per MD 
discretion

60 to 66Gy +/-
cisplatin 40mg/m2

NavDx Q 3 months 
for 2 years

NPL and PE
PET/CT or
CT N/C/A/P

+NavDx

Chemoradiotherapy

Local regional Recurrence

MD discretion

Distant Recurrence

Q3 month NavDx
NPL and PE
PET/CT or
CT N/C/A/P

MRD

Primary endpoint is 2 year local regional control (control above the clavicles), should it be salvage rate, 
negative NavDx at 2 years?

Secondary endpoints: 2 year PFS, DMFS, OS
Exploratory:  QOL, anxiety, swallow

Local, regional, Distant
Recurrence detected

Low Pathological Risk

Intermediate Pathological Risk

High Pathological Risk

*Very few if any patients with 
low/intermediate risk are expected to 
have a positive postop NavDx. If positive 
patients will receive standard of care 
postoperative radiotherapy (50 to 60Gy)

Conclusions and Final Thoughts

• I personally do not have equipoise  I think we should be de-intensifying

• Maybe PFS is the wrong endpoint since OS is >95%
• Salvage treatment more efficacious?
• Would patients accept a lower cancer control in favor of less toxicity?

• ctHPVDNA 
• Better “window” into tumor biology
• Is it a better biomarker that can be used for more precise patient selection?
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