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Abstract: The most common cancer in the United States is non-melanoma skin cancer. Cutaneous
squamous cell carcinoma (¢cSCC) is the second most common non-melanoma skin cancer after basal cell
carcinoma. It develops in the middle and outer layers of the skin. Its precursor is actinic keratosis, which
can progress to squamous cell carcinoma in situ, invasive ¢SCC, and finally metastatic cSCC. About 20%
of non-melanoma skin cancers are squamous cell and the remaining 80% are basal cell. Unlike basal cell,
squamous cell carcinoma has the propensity to metastasize. This commonly occurs with squamous cell
carcinoma (SCC) thicker than 2 millimeters. The risk of metastasis and local recurrence increases with 6 mm
thickness and desmoplasia. The risk factors are excessive sun or ultraviolet light (tanning beds) exposure,
immunosuppression (either having a weakened immune system or taking immunosuppressive therapy) and
fair skin. Therefore, it most commonly affects skin in the head and neck area such as scalp, ears, lips, face,
neck or the back of the hands. The treatment for local cutaneous squamous cell cancer is mainly surgery;
excisional surgery, Moh’s surgery, cryosurgery, curettage and electrodessication, laser surgery or radiation
therapy, photodynamic therapy or topical agents such as fluorouracil or imiquimod. However, c¢SCC that
is locally advanced, such as involvement of regional lymph nodes, or has metastasized to distant organs
or tissue, is not amenable to surgery or radiation alone. Immunotherapy with cemiplimab, a programmed
cell death 1 (PD-1) inhibitor, is a US Food and Drug Administration (FDA) approved therapeutic option
for locally advanced and metastatic cSCC for patients who are not candidates for or whose disease
is not susceptible to curative surgery or radiation therapy. Cemiplimab is a humanized recombinant
immunoglobulin monoclonal antibody that binds to and blocks PD-1 receptor found on T cells inhibiting
T-cell proliferation and cytokine production. We present a case of locally advanced ¢SCC with regional
lymph nodes metastases, which achieved clinical remission, utilizing a unique approach of therapy combining

a checkpoint inhibitor, Cemiplimab and radiotherapy.
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Introduction

Cutaneous squamous cell carcinoma (cSCC) is the second
most common non-melanoma skin cancer after basal cell
carcinoma (1).

cSCC of the head and neck is typically managed with
Mohs Micrographic Surgery (MMS) with adjuvant radiation
given to certain high-risk subsets (2).
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Immunotherapy with cemiplimab, a programmed cell
death 1 (PD-1) inhibitor, was approved for locally advanced
and metastatic cSCC patients who are not amenable to
curative surgery or radiation therapy (2). We sought to
present this case with locally advanced and regional lymph
nodes metastases, which achieved clinical remission,

utilizing a unique approach of therapy combining a
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Figure 1 Friable, ulcerative mass prior to therapy.

Figure 2 Lobules of keratinizing invasive squamous cell
carcinoma invading the dermis (hematoxylin and eosin stain; 200x

magnification).

checkpoint inhibitor and radiotherapy.

We present the following case in accordance with the
CARE reporting checklist (available at https://dx.doi.
org/10.21037/sci-2020-071).

Case presentation

A 73-year-old male with a past medical history of heavy
cigarette smoking (2 packs per day for 40 years), coronary
artery disease and previous stroke presented with a right
sided facial lesion progressively enlarging and worsening
over a period of 5 months. It was noted on physical
examination to be a 5 cm right buccal skin necrotic ulcerative

© Stem Cell Investigation. All rights reserved.

Stem Cell Investigation, 2021

Figure 3 CT of the neck showing large soft tissue ulceration
within the right temporal scalp and necrotic lymph nodes in the

superior lateral, intraparotid and preauricular region.

lesion with raised borders and dried blood (Figure I).
There was a right conglomerate lymph node mass
measuring 7 cm at the level of the mandible.

The patient underwent a shave biopsy with pathology
consistent with a moderately differentiated invasive
squamous cell carcinoma extending broadly to peripheral
and deep biopsy edges (Figure 2).

He underwent computed tomography (CT) imaging with
contrast of the head and neck which revealed the primary
lesion having deep ulceration in the right temporal scalp
at the level of the zygomatic arch. There was evidence of
lymphatic metastases (Figure 3).

The patient was evaluated by plastic and reconstructive
surgery and was deemed not to be a surgical candidate
given the extent of the tumor. Given the patient had locally
advanced, unresectable invasive ¢SCC, he was started on
treatment with cemiplimab and radiation. After 4 cycles,
the patient’s tumor had a remarkable response (Figure 4).
Patient tolerated it very well without any adverse effects and
will continue on treatment at this time.

All procedures performed in studies involving human
participants were in accordance with the ethical standards of
the institutional and/or national research committee(s) and
with the Helsinki Declaration (as revised in 2013). Informed
consent was obtained from the patient for publication of
this case report and any accompanying images.

Discussion

cSCCiis a cancer of rapidly dividing epidermal keratinocytes (3).

After melanoma, it is the most common cause of death from
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Figure 4 Response after 4 cycles of Cemiplimab with concurrent

radiotherapy.

skin cancer (3). The incidence is felt to be underestimated,
at 1 million cases each year in the US (3). Risk factors of
¢SCC include an immunosuppressed state, being elderly,
male gender, fair skin, history of premalignant actinic
keratosis and chronic sun exposure (3,4).

The majority of cases are highly curable given localized
disease, however when advanced or metastatic, it can cause
significant morbidity and mortality (5). There are limited
treatment options in this setting.

Cemiplimab is an antibody inhibiting PD-1 which
gained approval by the US Food and Drug Administration
(FDA) in September 2018. The drug showed strong efficacy
in patients with locally advanced and metastatic disease.
Objective response rates were seen in about 50% of patients
(4). The recommended dose is 350 mg given intravenously
over 30 minutes every 3 weeks until disease progression or
unacceptable toxicity. The tumor is thought to be highly
sensitive to immunotherapy given high mutational load and
increased risk of ¢SCC in immunosuppressed patients (4).

Immunotherapy has revolutionized the treatment
paradigm for advanced ¢SCC giving patients like ours an
easily tolerable treatment option with excellent response.
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