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pCR M 11/20 (55%) .
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Favorable Immune Microenvironment Associated with Pathologic Responses
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Memory CD8+ T-cell Subset Associated with Pathologic Responses
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Phase 2 Neoadjuvant Immunotherapy CSCC

Exploratory Analyses

Tumor mutational burden and pathologic response
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Gross N et al.

PD-L1 status and pathologic response

Neoadjuvant Cemiplimab (N=79)
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Phase 2 Neoadjuvant Immunotherapy CSCC

Exploratory Analyses

Peripheral (A) CD8+ and (B) CD4+ T-cell activation/proliferation pre- and post-treatment by response status
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Phase 2 Neoadjuvant Immunotherapy CSCC

Exploratory Analyses

Clonality (Gini-coefficient) pre- and post-treatment by response status
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Cancer-induced nerve injury promotes resistance to anti-PD-1 therapy
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Randomized Phase Il Trial of Neoadjuvant
Immunotherapy with Response-adapted Surgery versus
Standard-of-Care (SOC) Surgery for Resectable Stage

I11/IV Cutaneous Squamous Cell Carcinoma (CSCC)

Neil D. Gross, MD, FACS
Trisha M. Wise-Draper, MD, PhD (co-chair)
Christopher A. Barker, MD (co-chair)
Bruce Ashford, MD (co-chair)
Danny Rischin, MD (co-chair)

NATIONAL CANCER INSTITUTE

A national program of the Canadian Cancer Societ A 4 5
QF e PrOCHe ¥ Advancing Research. Improving Lives.™
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Advancing Research. Improving Lives.™

Randomized Phase 3 Trial

N=420

Cemiplimab

MN—200Z>»2X

Surgery

\ 4

Cemiplimab

\ 4

Surgery* kk——> non-pCR —— +/- Radiationt

PCR ——| Observation

ClincalTrials.gov: NCT06568172

) NATIONAL CANCER INSTITUTE

» Radiation?
Primary Endpoint:
* Response-adapted oncologic surgery Event-free Survival (EFS)
T As indicated per protocol
PCR (pathologic complete response) 18



NRG-HNO14 Biospecimen Collection

) NATIONAL CANCER INSTITUTE

Biospecimen Type

Collection Time Point
(Biospecimen Code)

Sites Ship Biospecimens
to

Biospecimen Submission Required

After Patient Registration and Bank ID Assignment

H&E slide and FFPE block! from
primary tumor tissue (can be from
Lymph Node)

Note: FNA or cytospin is not an
acceptable specimen type

Pre-treatment biopsy
(H&E: FPO1; Block FPO2)
* Both Arms 1 and 2

H&E slide and FFPE Block! from
Surgery: Surgical tumor tissue or
biopsy of tumor tissue from
resection or neck dissection

During Treatment biopsy on
day of surgery

(H&E: FPO3; Block FP(4)

* Both Arms 1 and 2

Ambient to NRG
Oncology Biospecimen
Bank

San Francisco, CA
04115*

specimen

Pre-treatment:

* Arm 1: prior to or on day
Plasma of surgery (PBO1)
(Blood collected in one 10 mL * Arm 2: priof to first
purple top EDTA tube, and nepadjuvant cycle (PB02)

processed for plasma and frozen at
-80°C)

During treatment:

» Arm 2: prior to second
neoadjuvant cycle
(PB03) and prior to or on
day of surgery (PB04)

Wheole blood
(Collect blood in one 5 mL purple
top EDTA for DNA, mixed and

Pre-treatment:

o Arm 1: prior to or on day
of surgery (WBO1)

* Arm 2: prior to first
neoadjuvant cycle

(WB02)

aliquofted)

During treatment:
e Arm 2: prior to second
neoadjuvant cycle

(WB03)

Frozen on dry ice by
priority overnight
Monday to Wednesday to
NRG Oncology
Biospecimen Bank

San Francisco, CA
a4115*

NRG

ONCOLOGY

Advancing Research. Improving Lives.™
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Advancing Research. Improving Livesm

CSCC is ideal for translational research

Pathology remains the best biomarker of
response to neoadjuvant immunotherapy

HNO14 will bank specimens for future
correlative studies

ngross@mdanderson.org
X @DrNeiIGross MD ANDERSON CANCER CENTER



2006

Head and Neck Squamous Cell Carcinoma (HNSCC)

Multi institution

Phase 0 Study
N=49
T *+ Sulindac™ Cisplatin 100 mg/m2 days o\ \ =
1,22, & 43 of radiotherapy . s

Stage III/IVA and R - Jennifer Grandis
select stage IT* Pre-treatment P Radiation (2Gy/d) to min of
squamous cell head biopsy 60 Gy + max of 66 Gy
and neck cancer.
PSo-1 le'bnm
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Head and Neck Squamous Cell Carcinoma (HNSCC)

Treatment group
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