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• I will be discussing non-FDA approved indications during my 
presentation.



Head and Neck Cancer
• 550,000 new cases worldwide each year; >90% are 

squamous cell carcinomas (SCC)

• Etiologic factors: Tobacco and EtOH use, and Human 
Papilloma Virus (HPV)

• Successful treatment requires a multidisciplinary 
approach including surgery, chemotherapy and 
radiation

• Despite aggressive therapy, HPV negative patients have 
a 50-70% 1 yr DFS

• Historically poor OS for recurrent/metastatic (R/M) 
HNSCC of 10-15%



• Single agent options after failure of first line therapy historically had 
response rates of 3-13% 

• Single agents include cetuximab, taxanes and methotrexate 

• HNSCC patients often have impaired immune functions and high 
levels of mutations (HPV neg) 

• Tumors with high T cell infiltration have superior survival outcomes

R/M HNSCC Therapeutic Options

Denaro et al, Oncology 2014, Patel et al., Clin Med Insights Ear Nose Throat, 2012

Can immune dysfunction be reversed?



PD-1 Inhibitors

Smart Patients. Cancer immunotherapy: PD-1 and beyond. www.smartpatients.com/targets/PD-1. 

Pembrolizumab
Nivolumab



HNSCC Cohorts of Nonrandomized, Phase 1b, Multi-cohort KEYNOTE-012 Trial†

Presented By Ranee Mehra at 2016 ASCO Annual Meeting



Best Change From Baseline in Tumor Size

Presented By Ranee Mehra at 2016 ASCO Annual Meeting

ORR of 18%



Duration of Response in Responders

Presented By Ranee Mehra at 2016 ASCO Annual Meeting



Presented By Ezra Cohen at 2017 ESMO Congress
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Phase 3 CheckMate 141 Study Design<br />Nivolumab in R/M SCCHN After Platinum Therapy

Presented By Robert Ferris at 2016 ASCO Annual Meeting



Overall Survival by p16 Status<br />Nivolumab in R/M SCCHN After Platinum Therapy

Presented By Robert Ferris at 2016 ASCO Annual Meeting



Overall Survival by Tumor PD-L1 Expression at 1%<br />Nivolumab in R/M SCCHN After Platinum Therapy

Presented By Robert Ferris at 2016 ASCO Annual Meeting



PD-1 inhibitors in R/M HNSCC

• Pembrolizumab approved for HNSCC patients whose disease 
progressed during or after platinum containing chemotherapy

• Nivolumab approved following progression on platinum-based 
therapy

• What about first line treatment in R/M HNSCC?



• Prior to 2019, first line standard of care treatment for unresectable 
disease included chemotherapy/cetuximab combinations

Metastatic/Recurrent HNSCC First Line

*82% Grade 3 or 4 Adverse Events

Vermorken et al, NEJM 2008



KEYNOTE-048 Study Design (NCT02358031)

Presented By Danny Rischin at 2019 ASCO Annual Meeting



OS, Pembrolizumab vs Extreme

Presented By Danny Rischin at 2019 ASCO Annual Meeting



OS, Pembro+ Chemo vs Extreme

Presented By Danny Rischin at 2019 ASCO Annual Meeting



Overall Survival Total Population

Presented By Danny Rischin at 2019 ASCO Annual Meeting



Presented By Richard Greil at 2020 ESMO Annual Meeting
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All-Cause AEs,a P vs E, Total Population

Presented By Danny Rischin at 2019 ASCO Annual Meeting



Pembrolizumab as First Line in R/M HNSCC

• Favorable safety profile for pembrolizumab alone and comparable 
between extreme regimen and pembro + chemo

• Longer duration of response for pembro as well as pembro + chemo

• FDA approval in first line unresectable recurrent or metastatic HNSCC:
• Pembrolizumab monotherapy in those with PD-L1 CPS ≥ 1

• Pembrolizumab + platinum + 5FU regardless of PD-L1 score



Timeline of FDA Approvals

2019

1st line Recurrent/ 
Metastatic
Pembrolizumab alone 
in CPS >1
Pembrolizumab + 
chemotherapy
Keynote 048

2016

Recurrent/ Metastatic 
Platinum Failure
Pembrolizumab q3wks
Nivolumab q2wks
Keynote 040 & Checkmate 
141

2020

Recurrent/ Metastatic
Pembrolizumab q6 wks

2018

Recurrent/ Metastatic 
Platinum Failure
Nivolumab q4wks

2011

Recurrent/ Metastatic 
Cetuximab+ chemo
Extreme Study

Chemo



Taxanes and Immunotherapy

• Early evidence of success of taxanes after immunotherapy failure
• Retrospective study demonstrated OS of 5.8 mo post platinum failure vs 10 mo post 

nivolumab (Moloney et al., ASCO 2020)

• Taxane substitution for 5FU in chemo+pembro 1st line treatment
• Ongoing trials but based on TPEx demonstrating similar efficacy with less toxicity to 

Extreme regimen, many advocate for substitution to taxane as standard of care



Salvage Surgery and Immunotherapy
• <40% long term survival for HNSCC patients undergoing salvage resection

• Early evidence for nivolumab as adjuvant therapy in recurrent surgical 
salvage setting

Presented By Jen Leddon at 2021 ASCO Annual Meeting



Conclusions

• Pembrolizumab monotherapy is approved as first line therapy for HNSCC 
patients with PD-L1 CPS ≥ 1 

• Pembrolizumab + Platinum and 5FU is approved first line for all HNSCC 
patients

• Nivolumab and pembrolizumab monotherapy are approved for R/M 
patients after platinum failure

• Taxanes may be substituted for 5FU and may be good options after 
immunotherapy failure although trials ongoing (NCT04489888, 
NCT04831320)

• PD-1 inhibitors may prolong survival in the salvage setting but randomized 
trials are ongoing (EA3191)



• Any Questions?


