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INTRODUCTION

The treatment of patients with metastatic cuta-
neous squamous cell carcinoma (cSCC) who also
have multiple locally advanced (la) basal cell carci-
nomas (BCCs) can be challenging and requires
multidisciplinary management. We present our clin-
ical experience with concomitant treatment with
pembrolizumab and sonidegib in a patient with
metastatic cSCC and multiple locally advanced BCCs.

CASE REPORT

A 73-year-old man with a history of occupational
exposure to mica, asbestos, rock fiber, nickel, and
chromium, with multiple BCCs previously treated
since the age of 40 years, was referred to our center
for evaluation of keratinocyte carcinomas. Following
our assessment, 18 BCCs were diagnosed located
mainly on the head and trunk (Fig 1, A). Three of
them were locally advanced with a diameter of >5 cm,
a vegetate growth, ulcerated and invading deep
structures. In addition, the patient was diagnosed
with a left cervical poorly differentiated ¢SCC, which
was completely excised for histologic diagnosis. A
computed tomography scan confirmed the presence
of cervical and axillary lymph nodes and pulmonary
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BCC: basal cell carcinoma

¢SCC: cutaneous squamous cell carcinoma
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metastases, which proved to have the same histology
than the ¢SCC (Fig 2, A) (T3N3M1, American Joint
Committee on Cancer eighth edition).

The interdisciplinary tumor board decided to initiate
pembrolizumab at a dose of 200 mg every 21 days for
the treatment of both, the metastatic ¢<SCC and the
multiple BCCs. The patient presented an initial dissoci-
ated response, with regression of the lung metastases
after 4 months of treatment but with lymph node and
BCCs initial pseudoprogression (Figs 1, B and 2, B).
After 8 months of treatment, the patient achieved almost
radiologic complete response of the cSCC metastases,
with an excellent tolerance to the treatment and only
arthralgia grade 1. The response of BCCs was, however,
very modest. The clinical decision was to add sonidegib
200 mg daily for the treatment of the BCCs. The patient
presented a clinical complete response after 4.5 months
of combined treatment (Fig 1, C), when both
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Fig 1. Locally advanced basal cell carcinoma (BCC) on (A1) cheek and (A2) back. B, BCCs
pseudoprogression after 4 months of pembrolizumab. C, BCCs complete response after
4.5 months with sonidegib treatment and 12 months with pembrolizumab.

treatments were discontinued, due to transient eleva-
tion of grade 2 transaminases. As the complete response
of the BCCs was confirmed by histologic examination,
sonidegib was not reinitiated. Treatment with pembro-
lizumab was reinitiated and discontinued after
15 months since its initiation, presenting radiologic
complete response maintained in both squamous cell
carcinoma (SCC) and BCC (Figs 1, C and 2, C). The
reason for discontinuation was a transient elevation of
troponins without clinical manifestations (requested in
a routine analysis) which was attributed to immuno-
therapy. At the present time, 24 months after the start of
pembrolizumab and 8 months after cessation of both
treatments, the patient maintains a complete response
of both tumors.

DISCUSSION

In recent years, the treatment of advanced and
metastatic cSCC and 1aBCC has undergone a signif-
icant improvement.'”

Limited case reports describe patients with both,
advanced SCC and advanced BCCs exhibiting
improved responses when treated sequentially with
cemiplimab and sonidegib.”" The authors consider
that the combination of both treatments is well
tolerated, being the sonidegib-related toxicities
grade 1 and 2."

Our patient presented an even greater therapeutic
challenge. He had a metastatic cSCC and multiple
laBCCs. Furthermore, cemiplimab treatment is not
funded in our country for the treatment of non-
melanoma skin cancer. Based on efficacy studies of
pembrolizumab in the treatment of advanced ¢SCC
and BCC,”* the interdisciplinary tumor board
decided to initiate this treatment on a compassionate
use basis, which achieved a complete response in
metastatic cSCC. However, the response of BCC was
not significant, and sonidegib was added to the
treatment, and the patient achieved a complete
response after only 4.5 months of treatment. As
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axillary lymph nodes by CT; A2, pulmonary metastases by CT. B, Dissociate response after
4 months of pembrolizumab treatment. B1, Lymph node pseudoprogression in PET/CT; B2,
complete response of the lung metastases by PET/CT. C, Complete response after 12 months
with pembrolizumab treatment. C1, Complete response of axillary lymph nodes by PET/CT;
C2, complete maintained response of the lung metastases by PET/CT. PET, Positron emission
tomography; C7, computed tomography.

described in the aforementioned reports, we found
that this combination was well tolerated and had a
high synergistic effect.

To our knowledge, this is the first clinical report
on the concomitant and sequential administration of
pembrolizumab and sonidegib in a patient with
metastatic ¢SCC synchronous to multiple locally
advanced BCC, achieving complete response of all
tumors with good tolerance to the combined treat-
ment. BCC and ¢SCC are 2 different cancers and in
our case immunotherapy demonstrated less efficacy
in BCC than in ¢SCC. Immunotherapy is only
indicated in 1aBCC in second line after progression
to hedgehog inhibitors or after unacceptable toxic-
ities to them.’
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