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Introduction/Meeting Description:

Recent advances in the treatment of other diseases with immunotherapeutic agents have led researchers to begin
exploring Head & Neck Squamous Cell Carcinomas (HNSCC) as ideal models for clinical trials incorporating
immunotherapy in cancer treatment due to their unique biology and clinical characteristics:
4+ HNSCCs, although frequently initiated by known carcinogen exposure, are immunosuppressive malignancies in
which specific, targetable immune escape mechanisms have been elucidated. Antagonists to inhibitors of
immune response that lead to clinically significant immune activation, irrespective of the tumor type, are now
available commercially and some are FDA approved treatments, e.g., anti-CTLA-4 and anti-PD-1 monoclonal
antibodies .
4+ HNSCCs often develop in accessible anatomical locations, allowing for serial tumor tissue samples. Ability to do
serial biopsies of tumors under treatment with immunotherapy will deepen the understanding of immune
targets and mechanisms, knowledge that will be applicable to the field of oncology broadly.
4 Human papillomavirus (HPV)-associated oropharyngeal SCC is a model of virally-induced cancer, presenting the
opportunity for tumor-targeted, antigen-specific treatment. Presence of specific tumor antigens (TAs) in HPV +
HNSCC, e.g. E6 and E7 oncoproteins, raises the possibility of precise TA-targeting and immune monitoring.
Immunotherapy may lead to rational de-intensification strategies which can preserve the high cure rate while
sparing late treatment toxicity.

Currently available treatment options for HNSCCs consist of surgery, radiation and chemotherapy, administered in single
or multi-modality regimens; however, the overall treatment efficacy still needs large improvements. Substantial clinical
gains from further intensification or other variations using only these three modalities are unlikely. Fortunately,
immunotherapy has emerged as a highly promising fourth treatment modality in treatment of cancer, and its
incorporation into HNSCC treatment led to the development of this Clinical Trial Planning Meeting.

Invited attendees included surgeons, medical oncologists, radiation oncologists, immunologists, radiologists,
pathologists and patient advocates.

The purpose of this meeting was to:

1. Survey the available and in-development immunotherapies which specifically target the mechanisms of immune
evasion in HNSCCs, both carcinogen and HPV related cancers

2. Review and understand the special considerations for conducting immunotherapy trials in HNSCC

3. Design three priority NCTN phase II/Ill trials which will rationally integrate immunotherapy into previously
untreated and recurrent and metastatic HNSCC population and HPV (+) SCC population.

4. Explore unique endpoints and study design issues likely to be encountered in the HNSCCC immunotherapy trials

5. Identify biomarkers of immunotherapy response discovery and validation

Background/Importance of Research Topic/Disease Limitations:
Access to clinical trials incorporating novel immunotherapies is extremely limited for both HPV (+) and HPV (-) HNSCCs.

The HNSC recognizes a compelling opportunity to highlight HNSCC as a model epithelial malignancy for the investigation
of immunotherapy, the “fourth modality.” A significant collateral benefit from this effort will be a mechanistic, tissue-



based understanding of tested immunotherapies in a model cancer which includes both viral and carcinogen-induced
subtypes.

The CTPM provided the opportunity to explore the development of concepts with immunotherapy agents for treatment
of HNSCCs to include:

4 |dentifying the optimal therapeutic targets in HNSCCs;

4 Keeping in view the treatments already approved or in development commercially;

4 Using the national expertise in immunology and immunotherapy, and HNSCC expertise;

4+ Focus on clinical trial designs that will include tumor tissue collection and biomarker incorporation.

Consensus & Recommendations:

The CTPM Leaders had the participants break out into 4 Working Groups:
1. Best Agent(s) and Trial Design in HPV+ PULA Disease
2. Best Agent (s) and Trial Design in HPV — PULA Disease
3. Best Agent (s) and Trial Design in Recurrent/Metastatic Disease
4. Monitoring for Efficacy in Immunotherapeutic Trials —Specimen Analyses, Imaging, Correlative Immune
Monitoring

Recommendation from Groupl — Previously untreated Locally Advanced (PULA) HPV+ HNSCC

Proposal 1:
“Window” anti- PD-1/PD-L1 biomarker study followed by universal
definitive CRT +/- adjuvant anti-PD1 in high-risk HPV+ oropharynx
cancer patients (T4 or N3; ? Smokers only)
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Recommendation from Group 2 - Previously untreated Locally Advanced (PULA) HPV-negative HNSCC
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Recommendations from Group 3 — Recurrent/Metastatic HNSCC

1. Schema: 2™ Line Recurrent and Metastatic SCCHN — ECOG in development and proposed to BMS

Schema: 2™ Line Recurrent and Metastatic SCCHN
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2. A Randomized Phase Il Study of SBRT plus the Anti-PD-1 Antibody, Pembrolizumab, versus Pembrolizumab Alone

for Oligo-Metastatic Head and Neck Carcinoma

1. HPV vs
Non-HPV

SBRT + pembrolizumab (200 mg q 3 wks)
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Recommendation from Group 4 — Correlatives and Imaging
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ACTION PLANS:

CTPM Co-Chairs, the HNSC Co-Chairs and NCI staff will follow up with NRG and ECOG-ACRIN disease Chairs to prioritize
which trials should move forward in 2015-16.

The presenters and co-chairs will prepare a manuscript from the proceedings to be submitted to Oral Oncology



