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Dichotomic response patterns to PD-1 blockade with cemiplimab
in a patient with multiple squamous cell carcinomas

Dear Editor,

Cutaneous squamous cell carcinoma (cSCC) accounts for
20-50% of all skin malignancies. Most cSCCs are success-
fully treated with surgery resulting in cure in about 90% of
cases. Locally advanced and metastatic cSCC (lacSCC and
mcSCC) are defined as not amenable to surgery or radio-
therapy or in which curative resection would result in unac-
ceptable complications or morbidity.' The anti-programmed
cell death protein 1 (PD-1) antibody cemiplimab is the first-
line treatment for lacSCC and mcSCC with reported long-
term durable response and improved survival.> However, it
must be admitted that knowledge on the diversity of pat-
terns of response in the realm of keratinocyte skin cancers
is an evolving science.”® Moreover, little is currently known
about the efficacy of immunotherapy in patients with mul-
tiple cSCC. Herein, we report a patient with multiple ¢SCCs,
who developed new keratinocyte cancers despite achieving
good response of a lacSCC to cemiplimab.

An 84-year-old woman presented with a large, ulcerated
plaques localized on a skin graft of the right leg (Figure la).
Co-morbidities included a history of more than 20 ¢SCCs,
ischaemic heart disease, stroke and chronic renal failure.
Histopathology showing a recurrent, poorly differentiated
cSCC with extensive ulceration, and massive infiltration of
the dermo-hypodermic layers. The patient was presented at
the multidisciplinary tumour board and considered candi-
date for systemic therapy with cemiplimab 350 mg, admin-
istered intravenously every 3 weeks. After the first 3 cycles,
an evident clinical response associated by a significant
pain reduction (Figure 1b) was noted. Between the 4th and
5th cycle, the patient developed a rapidly growing nodule
of 12mm in diameter on the right clavicle (Figure lc,d).
Immediate excision was performed, and histopathology
demonstrated an invasive poorly differentiated basosqua-
mous carcinoma with perineural and lymphovascular inva-
sion. The tumour was treated by wide surgical excision and
adjuvant radiotherapy with good response. Treatment with
cemiplimab was continued, but at time of the 8th cycle the
patient presented again a newly developing tumour on her
left forearm, for which surgery and subsequent histopathol-
ogy revealed a well-differentiated ¢SCC. Tumour staging
with ultrasound was unremarkable but at latest follow-up at
cycle 9th revealed two suspicious inguinal lymph nodes in

the right groin for which short-term follow-up was sched-
uled due to the absence of significant changes regarding the
management and treatment.

During their lifetime, over 50% of patients with SCC
will develop subsequent keratinocyte tumours and this
has been largely linked to the so-called cancerization field.
This in turn leads to diffuse DNA damage resulting in a
high mutational burden and subsequently high levels of
tumour neoantigens expression.5 Immune checkpoint in-
hibitors (ICI) have been shown to be particularly effective
in tumours with elevated mutational burden; in fact, ICI
with cemiplimab has demonstrated clinical benefit in up
to 50% of patients.®

However, as seen also in other malignancies,” ICI may
show different patterns including dichotomous response:
some patients experience rapid and durable tumour regres-
sion while others achieve minimal or no appreciable benefit.

Interestingly, Siegel et al.® recently described a case with
dichotomous response to cemiplimab in an immunosup-
pressed patient, with a mcSCC. While host factors such as
immunosuppression in the case reported by Siegel et al.®
may reasonably explain the escape mechanism of the sec-
ondary cSCCs in their patient, different genetic burden may
better explain the new developing cSCCs in our, immune
competent, patient.

The observation by Siegel et al.® and our case provide fer-
tile ground for future research targeting to acquire (1) more
data on long-term efficacy and patterns of response to ICI
in patients with multiple keratinocyte skin cancers (2) host,
molecular or clinical predictive factors that could identify
patients with grater possibility to respond to immunother-
apy (3) how to improve response in case of dichotomic re-
sponse within one patient.
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FIGURE 1 (a) Ulcerated lacSCC localized on the right pretibial region at baseline. (b) Clinical response of right pretibial cSCC after the first
3 cycles of Cemiplimab. (¢, d) High-risk basosquamous carcinoma, 12 mm in diameter, localized on the right clavicle at clinical (c) and dermoscopic (d)

evaluation.
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