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Oropharyngeal SCC

• Rates of many types of HNSCC are declining
− HPV associated oropharyngeal SCC are increasing

• Favorable prognosis in comparison
− Still up to 20% mortality at 3 years
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Toxicity

• Significant side effect rates up to 40%
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De-Escalation - Cetuximab

• 424 patients with locoregionally advanced (stage 
III/IV) head and neck cancer randomized to RT +/-
weekly cetuximab

• Median OS 49 months RT + cetux vs 29.3 months 
RT alone (HR 0.74, p=0.03)

• No difference in distant metastasis

Bonner et al NEJM 2006 4 │



De-Escalation – Cetuximab vs Cisplatin

Gillison et al Lancet 2018 5 │
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De-Escalation - Cetuximab
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Overall acute and late g3-4 toxicity rates not different

Cisplatin
- More n/v
- Hematologic 
- Ototoxicity
- AKI

Cetuximab
- Cutaneous
- Other AEs still present
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RTOG 1016 De-ESCALaTE ARTSCAN III

Overall acute and late g3-4 toxicity rates not different

Cisplatin
- More n/v
- Hematologic 
- Ototoxicity
- AKI

Cetuximab
- Cutaneous
- Other AEs still present

Late toxicities similar



De-Escalation – Dose Reduction

Yom et al JCO 2021 10 │



De-Escalation – Dose Reduction

• HN 005
−Phase II/III trial 
−T1-2N1 or T3N0-1 p16+ oropharynx SCC

Yom et al IJROBP 2024 11 │

70 Gy + cisplatin

60 Gy + cisplatin

60 Gy + nivolumab
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• HN 005
−Phase II/III trial 
−T1-2N1 or T3N0-1 p16+ oropharynx SCC
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70 Gy + cisplatin

60 Gy + cisplatin

60 Gy + nivolumab

98%

89%

90%

2 year PFS



De-Escalation – Cisplatin Ineligible

• HN-004
• Multiple disease sites, p16+/p16-

− ~45% p16+ oropharynx
− SOC RT + cetuximab or durvalumab

Mell et al Lancet Oncol 2024 13 │



De-Escalation – Cisplatin Ineligible

• HN-004
• Multiple disease sites, p16+/p16-

− ~45% p16+ oropharynx
− SOC RT + cetuximab or durvalumab

• No benefit with durvalumab over cetuximab

• Assessed as “inactive” in otherwise SOC therapy

• *** best PFS in this group reported on any cetuximab trial

Mell et al Lancet Oncol 2024 14 │



What about immunotherapy with SOC treatment?

• JAVELIN
− chemoRT +/- avelumab

• No significant improvement with the addition of avelumab 
to chemoRT

• Grade ≥3 AEs more frequent with combined therapy

Cohen et al ESMO 2020 15 │



Radiation & Immunotherapy

Sharabi et al. Cancer Immunol Ther 2015 16 │

Enhanced dendritic cell-mediated antigen presentationRadiation can induce modulation of immunophenotype and 
immunogenicity of tumor cells



Radiation & Immunotherapy

Sharabi et al. Cancer Immunol Ther 2015 17 │



Elective Nodal Irradiation
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Neoadjuvant Immunoradiotherapy

• Neoadjuvant immunotherapy can result in meaningful pathologic 
responses and clinical down staging in multiple tumor types

− Reponses are more limited in HNSCC
• Melanoma mPR ~30%
• HNSCC 7-14%

Leidner et al J Immunother Cancer 2021 19 │



Neoadjuvant Immunoradiotherapy

• Neoadjuvant immunotherapy can result in meaningful pathologic 
responses and clinical down staging in multiple tumor types

− Reponses are more limited in HNSCC
• Melanoma mPR ~30%
• HNSCC 7-14%

• Can neoadjuvant PD-1 blockade and SBRT improve outcomes?
− Without delaying resection
− Goal of mPR > 33%

Leidner et al J Immunother Cancer 2021 20 │



Neoadjuvant Immunoradiotherapy

• 63 year old male

• R tonsil p16+ SCC, cT2N1M0

• Treated to primary & involved LNs

• Significant PR on post-treatment imaging

Leidner et al J Immunother Cancer 2021 21 │



Neoadjuvant Immunoradiotherapy

• 63 year old male

• R tonsil p16+ SCC, cT2N1M0

• Treated to primary & involved LNs

• Significant PR on post-treatment imaging

• At resection:
− pCR in primary
− mPR in LN (<10% viable cells)

Leidner et al J Immunother Cancer 2021 22 │



Neoadjuvant Immunoradiotherapy

• Summary
− Pathologic down-staging in 90% of patients

• mPR 86%
• pCR 67%

− HPV+
• mPR 100%
• pCR 90%

− Only 1/21 patients required adjuvant therapy
− SBRT alone

• Lower mPR/pCR rates
− Higher toxicity in 8 Gy x 5 arm

Leidner et al J Immunother Cancer 2021 23 │



NIRT HPV+
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NIRT HPV+

25 │



NIRT HPV+
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Case

• 56 year old male
• Progressive L neck mass
• No visible primary
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Case

• 56 year old male
• Progressive L neck mass
• No visible primary
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Case

• 56 year old male
• Progressive L neck mass
• No visible primary
• Biopsy: SCC, p16+
• L lingual tonsil –
• L palatine tonsil + 
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Case
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Case
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SBRT

IMRT



Case
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SBRT

IMRT



Case
• Completed SBRT

−Mild mucositis, xerostomia, dysgeusia
• Systemic therapy

−No issues
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Pre-treatment Post-SBRT/IO



Case

• Completed SBRT
−Mild mucositis, xerostomia, dysgeusia

• Systemic therapy
−No issues

• Resection
−No residual carcinoma in tonsil
−0/37 LN, 3 with treatment effect
−pCR in primary and LNs
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Thank you!
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