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Abstract

Introduction: Merkel Cell Carcinoma (MCC) is a rare and aggressive
primary cutaneous neuroendocrine malignancy. Chemotherapy with cisplatin
(CDDP) and etoposide (VP16) was the standard treatment option for metastatic
MCC before the approval of the check point inhibitor Avelumab.

Aim: To describe a case of MCC located on the right knee in advanced
stage, not eligible for therapy with CDDP and VP16 and treated with somatostatin
analogues plus radiotherapy

Materials and Methods: A 76 year old man was referred to our center
in March 2012 complaining a 8 cm symptomatic (painful and limitation of
motion), vegetating and ulcerated lesion of the right knee. Biopsy of the lesion
revealed Merkel cell carcinoma (ki 67 91%, CgA*, NSE*, CK 20-, CD 117-,
TTF1-, SYN"); CT scan and Octreo Scan showed lesion in the right knee and
homolateral inguinal lymph-node metastases. Because of HCV+ cirrhosis
with thrombocytopenia (93.000/mm?), patient was ineligible to chemotherapy
with CDDP and VP16, therefore he received somatostatin analogue plus
radiotherapy.

Results: patient was treated with Lanreotide 120 mg every 28 days and
radiotherapy on the primary lesion (20 Gy) and on the right inguinal lymph-nodes
(20 Gy). The following examinations showed regression till disappearance of
the primary and secondary lesions after about 7 months with durable complete
response until today.

Conclusions: Somatostatin analogues plus radiotherapy represent a
valid alternative treatment for patients with MCC not suitable to standard
chemotherapy.
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Introduction

Merkel Cell Carcinoma (MCC) is a rare malignant tumor firstly
described by Toker in 1972 as “Trabecular cutaneus carcinoma” [1].
Merkel cell carcinoma has different names: cutaneous apudoma,
Merkel cell cutaneous neoplasm, small cell primary carcinoma of
the skin, neuroendocrine carcinoma of the skin, primitive small
cell carcinoma of the skin with endocrine differentiation, primary
undifferentiated carcinoma of the skin, skin cell carcinoma of
unknown obscure origin (Murky cell carcinoma) [2]. It is rare, with
a poor prognosis and a low survival rate. It is characterized by the
possible appearance of lymph nodes and by vascular involvement,
this is due in both cases to a high rate of locoregional recurrence
within the first year of tumor removal. The Surveillance of Rare
Cancers in Europe (RARECARE) reported an incidence rate of 0.13
per 100.000 [3], while more recent data from United States of America
report an incidence of 0.79 per 100.000 [4]. MCC is more frequent in
people over 65 years old though there have been cases reported in
young patients who were carriers of ectodermic congenital dysplasia
syndrome [5]. A light skin type and solar exposure are considered
risk factors for the disease as the tumor tends to develop in the body
regions more exposed to sun: 50% in the head-neck region and

40% in the extremities. In nearly one third of all cases, this tumor is
associated with other skin neoplasms such as basal cell or squamous
cell carcinomas and Bowen carcinomas [6]. Merkel cell carcinoma
may appear as a secondary malignancy in patients with immune
disorders of different aetiologies: B-cell lymphoma, myeloma and
chronic lymphocytic leukaemia; this tumor also appears in patients
who have received organ transplants or are in protracted treatment
with immunosuppressants [7]. Aggressiveness and mortality are even
higher in such patients. Added risk factors was HIV infection.

The origin of this tumor is still unknown. In recent years a role in
the carcinogenesis has been described for the virus called Merkel Cell
Polyomavirus (MCV), that it seems to be involved in about 80% of the
MCC [4]. Recent studies have discovered the presence of cytogenetic
anomalies in different chromosomes [7]. Another study [8] found the
presence of a mutation in the short arm of chromosome 10 in a great
number of cases, it has demonstrated that this mutation would result
in the inactivation of PTEN (tumor suppressor gene).

The tumor begins from neural crest derivative Merkel cell of
epidermis situated in the basal layer which contains neuro-secretory
granules. The primary lesion is often asymptomatic and may present
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as firm glassy, non-tender, bluish-red rapidly developing nodule at
the time of appearance. Macroscopically the lesion usually appears as
exophytic or plaque, with teleangectasias and ulcers, morphologically
similar to basocellular and spinocellular carcinomas. Microscopically
it appears as dermal-based lesion composed of monotonous small
round cells with scanty cytoplasm expressing neuroendocrine
markers [9]. Currently, Merkel Cell
Carcinoma is classified into three stages based on disease extension:
localized disease, with regional lymph node metastases, and with
distant metastases [10,11]. Surgery is the first treatment in patients
without systemic diffusion, alternatively, chemotherapy based on
cisplatin plus etoposide can be used to obtain a stabilization of disease
for a median of 6-12 months [12,13].

immunohistochemical

In cases were the standard chemotherapy with carboplatin of
cisplatin and etoposide (NCCN guidelines) was contraindicated,
alternative therapy is used. There are two treatments for these
cases. One option for alternative therapy is immunotherapy with
Avelumab, that is a human PD-L1 inhibitor which blocks IgGl
lambda monoclonal antibody on the tumor cell, inhibiting the
interaction between the PD-1 on T lymphocytes with the PD-L1 on
the tumor cell. In 2017, Avelumab was approved by the US Food and
Drug Administration (FDA) and the European Medicines Agency
(EMA) as a first-line treatment for patients with metastatic MCC.

The other option is chemotherapy based on inhibitors of
Somatostatin receptor plus radiotherapy. Antitumor and antisecretory
properties of somatostatin analogs in neuroendocrine tumors have
been shown in numerous in vivo and in vitro studies. Somatostatin is a
neuropeptide synthesized by paracrine cells. It has essential functions
in monitoring paracrine, autocrine and endocrine roles. Besides the
control of growth hormone production by the hypothalamic phase,
somatostatin more over regulators many pancreatic, gastrointestinal
and pituitary hormone secretion (eg, thyroid stimulating hormone,
insulin, glucagon, gastric acid) [14]. Furthermore, somatostatin
reduces intestinal motility and absorption, cell proliferation and
vascular contractility. In addition, somatostatin is a neurotransmitter
controlling locomotor activity and cognitive functions [14]. In this
report we describe a case of MCC situated on the right knee in
advanced stage, not eligible for therapy with CDDP and VP16 and
treated (Before the Avelumab was approved) with Somatostatin
analogues plus radiotherapy that presented until today a complete
response

Case Report

We describe a case of a 76 years old man who referred to our
center in March 2012 complaining a 8 cm vegetating and ulcerated
lesion of the right knee. He was a known case of hypertension and
he was a case of hyperglycemia. His past medical history included
Acute Myocardial Infarction (AMI); implant of biventricular Internal
Cardioverter Defibrillator (ICD); he has an aortic ectasia. Moreover
he had a contributory family history for lung carcinoma and gastric
tumor. At the time of admission he referred sacral and joint pains.
On objective exam the lesion appeared irregular, and seemed to be
symptomatic for pain and limitation of motility of the right knee
(Figure 1).

To obtain precise characterization, a biopsy of the lesion
was carried out revealing the presence of poorly differentiated

Figure 1: Knee lesion at the presentation.

Figure 2: Knee lesion on August 2012.

Figure 3: Knee lesion on March 2013.

neuroendocrine phenotype cells (ki 67 91%, CgA*, NSE*, CK 20,
CD 117, TTF1", SYN"). On the basis of the histological findings a
diagnosis of MCC was formulated. To achieve a complete evaluation
of the disease extension, a Computed Tomography (CT) scan and
laboratory tests were performed. The CT scan showed secondary
right inguinal lymph nodes and also highlighted the signs of a
chronic liver disease. The patient was affected by HCV+ cirrhosis
with thrombocytopenia (93.000/mm?), elevated transaminases,
and high levels of HCV-RNA. An Octreoscan was performed and
the exam showed uptake of somatostatin receptors in the hip and
in the right thigh, related with location of disease. The disease was
classified as stage II disease (Disease with lymphatic spread) on the
base of radiological examinations. Because of the cirrhotic disease
and the thrombocytopenia, standard chemotherapy with Cisplatin
plus Etoposide was contraindicated, for this reason, after specific
informed consent has been acquired, an alternative therapy based on
radiotherapy on the primary lesion (20 Gy) and on the right inguinal
lymph-nodes (20 Gy) plus inhibitors of somatostatin receptor with
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Lanreotide 120 mg every 28 days has been administered. In August
2012, a clinical improvement of the right knee cutaneous lesion was
evident (Figure 2), without progression of the disease at CT scan.
Therapy with Lanreotide 120 mg every 28 days was then continued.

In subsequent evaluations, performed every three months, the
patient presented a progressive disease regression, in the absence
of new lesions appreciable at CT and with a reduction of neoplastic
markers; the lesion of the right knee continued to improve, and
after about 7 months it was disappeared (Figure 3). To assess the
response in February 2014 a PET with FDG was performed which
results negative for disease with high metabolic index. The follow up
examinations allowed therefore to define a complete response. At the
time of writing, the patient is still in follow up with periodic control of
tumor markers, physical and radiological exams; to date he does not
show signs of disease progression.

Discussion and Conclusion

Merkel cell carcinoma is an aggressive tumor with poor prognosis
[15]. It is seen as a painless, firm, solitary, red-purple colored small
dermal nodule with a shiny surface and telengiectasias [16]. Mean age
at diagnosis is 69. 50% of the cases are located in the head and neck
region, 40% are located in the extremities and 10% are located at the
trunk. The case shown reveals some peculiarities that would require
further scientific investigations, in fact it is known the lack of studies
and the poor general results obtained by the chemotherapeutic
treatments of poorly differentiated neuroendocrine tumors (G3) that
do not use the cisplatin + etoposide doublet [17,18]; in this case the
stabilization of the disease was however obtained with a good local
control (radiotherapy) associated with a “less aggressive” therapy
based on somatostatin analogs.

Currently there are few cases in the literature of NET G3 treated
with analogues SST, and most of them concerns combinations
with chemotherapy for the control of symptoms in advanced
GEP-NET [19]; the ability of such drugs to inhibit not only tumor
endocrine secretion, but also the replicative tendency and activity
of neoangiogenesisis supported by several studies [20]. Therefore,
It is possible hypothesize the use of such drugs in patients who
demonstrate an overexpression of the SSTR receptor on Octreoscan
and that are not eligible for standard chemotherapy regimens; in our
experience the control of the disease was excellent with no important
toxicity. This case report suggests the possibility to use other treatment
when standard therapy is not feasible.
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