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Case 1

51 year old woman with NPC

18 months prior in China
• Neoadjuvant carbo/5FU
• 30 Fractions ChemoXRT

6 mos after treatment
• p/w FDG avid LAD

Lost to f/u for 12 months

Presentation to UCSF
• 2.4 cm R neck mass 
• 3.6 cm L neck mass adj ICA
• Biopsy with recurrent NPC



Case 2 – Treatment – Please Vote!

A. Chemoradiation

B. Induction chemotherapy then radiation

C. Surgery

D.Chemotherapy

E. Pembrolizumab or nivolumab

F. Ipilimumab and nivolumab



Case 2

51 year old man with p16+ OPC

8 months prior in Canada
• Definitive ChemoXRT
• Distant metastases within 6 mos

Presentation to UCSF
• Mediastinal LAD
• Bilateral lung nodules



Case 2 – Treatment – Please Vote!

A. Chemoradiation

B. Induction chemotherapy then radiation

C. Surgery

D.Chemotherapy

E. Pembrolizumab or nivolumab

F. Ipilimumab and nivolumab
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Head and Neck Cancers



HNSCC Incidence and HPV
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Treating Head and Neck Cancer
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Locoregional OPC Prognosis and HPV

Lancet Oncol. 2016;17(4):440.

Stage HPV+ HPV-

I 88% 76%

II 82% 68%

II 84% 53%

IVA 81% 45%

IVB 60% 34%

5 year OS
> 50%
< 50%



Platinum + 5FU + Cetuximab

ORR 36%

Median PFS  5.6 months

Median OS  10.1 months

Vermorken JB et al. N Engl J Med 2008;359:1116-1127.

Chemotherapy for Recurrent / Metastatic HNSCC



Cetuximab: PFS ~ 2.5 months, ORR 12%



Treating Head and Neck Cancer
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Median Survival
= 10 months

82% Gr 3+ AEs



Ipilimumab

Pembroliuzmab
Nivolumab

Pardoll, Nat Rev Cancer, 2013

Immune Checkpoint Pathways



Tumor Shrinkage

Presented By Tanguy Seiwert at 2015 ASCO Annual Meeting

Pembrolizumab Phase 1b



Tumor Shrinkage Over Time

Presented By Tanguy Seiwert at 2015 ASCO Annual Meeting

Pembrolizumab Phase 1b



Biomarkers

Presented By Tanguy Seiwert at 2015 ASCO Annual Meeting

Pembrolizumab Phase 1b



Ferris RL et al. N Engl J Med 2016;375:1856-1867

Nivolumab Phase 3: OS and PFS



Ferris RL et al. N Engl J Med 2016;375:1856-1867

PD-L1 Expression and HPV



Ferris RL et al. N Engl J Med 2016;375:1856-1867

Nivolumab Phase 3: Subgroups



Ferris RL et al. N Engl J Med 2016;375:1856-1867

PD-L1 Staining and Response



Ferris RL et al. N Engl J Med 2016;375:1856-1867

Side Effects



Ferris RL et al. N Engl J Med 2016;375:1856-1867

Quality of Life



Treating Head and Neck Cancer
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Case 1

51 year old woman with NPC

CR to induction chemotherapy

Consolidated with chemoradition

NED at 4 years

A. Chemoradiation

B. Induction chemotherapy then radiation

C. Surgery

D. Chemotherapy

E. Pembrolizumab or nivolumab

F. Ipilimumab and nivolumab

PD-1 Antibodies are NOT approved (yet) for NPC



Case 2
51 year old man with p16+ OPC

Considered platinum-refractory due 
to PD within 6 months of chemoXRT

Received PD-1 Ab

Patient is in complete response at 1 
year

No significant treatment-associated 
side effects

A. Chemoradiation

B. Induction chemotherapy then radiation

C. Surgery

D. Chemotherapy

E. Pembrolizumab or nivolumab

F. Ipilimumab and nivolumab



Combination Targets

Durvalumab + tremelimumab PDL1 + CTLA4

Nivolumab + / - ipilimumab PD1 + CTLA4

Pembrolizumab + SD-101 PD1 + TLR

Pembrolizumab + ACP-196 PD1 + BTK

Pembrolizumab + PLX3397 PD1 + CSF1

Nivolumab + FPA008 PD1 + CSF1

Nivolumab + epacadostat PD1 + IDO

Durvalumab + epacadostat PDL1 + IDO

Nivolumab + lirilumab PL1 + KIR1

Nivolumab + varilumab PD1 + CD27

I/O Studies in HNSCC at UCSF

PD-1 Abs alone
• Favorable side effects
• Low response rate
• Durable



Learyism “Tune in” “Turn on” “Drop out”

Description • Bring immune cells into tumor
• Make chemicals to activate 

immune response

Activate 
immune cells in 
tumor

Get rid of “regulatory” 
cells that get in the way of 
immune response

Examples of 
agents

1. CTLA4 Ab
2. pIL12-EP
3. TVEC
4. TLR agonists

1. PD-1 Abs 1. IDO inhibitors
2. CSF-1 inhibitor

Steps to an effective 
anti-tumor immune 
response
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Conclusions for Head and Neck Cancer

1. Chemotherapy offers short survival with many side effects

2. PD-1 antibodies nivolumab and pembrolizumab are 
approved in second line recurrent / metastatic HNSCC:
• Oral cavity
• Oropharynx
• Larynx
• Hypopharynx

3. Most patients have fewer side effects on PD-1 Abs than on 
chemotherapy

4. Clinical trials are underway to improve immunotherapy 
response rates


