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Merckel cell carcinoma of the skin treated with somatostatin
analogue and mTOR inhibitor exhausted after primary
surgery, adjuvant radiotherapy and palliative chemotherapy
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Abstract: Merkel cell carcinoma is a highly aggressive neuroendocrine skin tumor. This type of tumor is primar-
ily based on Merkel cells located in the basal layer of the epidermis. The tumor occurs predominantly in elderly
individuals (average age 69 years) and has a strong tendency to local recurrence and locoregional metastasis.
Diagnosis of the tumor is based on histological and immunohistochemical examination. The therapy is radi-
cal surgery followed by adjuvant radiotherapy to the site of the primary tumor and regional lymph nodes. The
authors describe a case report of Merkel cell carcinoma of the skin treated with somatostatin analogue and
mTOR inhibitor exhausted after primary surgery and adjuvant radiotherapy and paliative chemotherapy (Fig. 2,

Ref. 17). Text in PDF www.elis.sk.
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Merkel cell carcinoma (MCC) is a rare primary neuroendo-
crine skin tumor associated with a poor prognosis (1). This type
of tumor is primarily based on Merkel cells located in the basal
layer of the epidermis. The tumor occurs predominantly in elderly
individuals (average age 69 years) and has a strong tendency to lo-
cal recurrence and locoregional metastasis. Diagnosis of the tumor
is based on histological and immunohistochemical examination.
The therapy is radical surgery followed by adjuvant radiotherapy
to the site of the primary tumor and regional lymph nodes (1).

Case report

70-year-old female patient with tumor triplicity (papillary ton-
silar carcinoma, lung carcinoma and Merkel cell carcinoma) was
treated from January 2008 in Cancer Center (Fig. 1). The patient
underwent radical surgery of the right elbow, followed by adjuvant
radiotherapy up to a total dose of 54 Gy in 27 fractions. After three
months there was a progression of the tumor within the meaning
of the new bearings on the right arm (Fig. 2). Palliative chemo-
therapy based on cisplatin and etoposide was indicated. A total of
five chemotherapy cycles were given, after which a regression of
the disease was achieved. Another local disease progression on the
right arm occurred approximately after nine months, subsequently
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re-irradiation of right arm was applied and then additional five
cycles of palliative chemotherapy based on cisplatin and etoposide
in reduced doses of both by 25 % due to haematological toxicity
(pancytopenia) were administered leading to stable disease. After
about three months there is a significant local tumor progression
not only on he right arm, but also on the right side of the neck and
chest wall. Due to exhaustion of the possibilities of cancer therapy
the patient was considered for biological treatment. Based on the
positive octreoscan somatostatin analogue therapy was idnicated
(lanreotide 120 mg intramuscularly at intervals of two weeks).
After three applications of lanreotide clinically significant pro-
gression in number of active sites on the right upper extremity
and right chest wall were observed. It was therefore changed to
a combination of lanreotide with mTOR inhibitor (everolimus at
a dose of 10 mg daily). After one month of combined biological
therapy, tumor progression was observed again. Cancer treatment
was finally stopped. The patient after giving consent was included
in a programme of palliative cancer care to preserve as the best
possible level of quality of life.

Discussion

Merkel cell carcinoma (MCC) is a rare primary neuroendocrine
skin tumor associated with a poor prognosis (1). It is thought to be
derived from Merkel cells of the skin, but it has also been proposed
that the cell of origin may be a primitive pluripotent epidermal
cell (2, 3). MCC typically presents as a firm, pinkishred nodular
or plaque-like exophytic mass. The most common locations are in
sun-exposed skin of the head, neck or extremities (4). Wide local
excision is the mainstay of treatment (5), although radiotherapy
has often been used as adjuvant or definitive treatment (6—10). As
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Fig. 1. Merkel cell carcinoma diagnosed in January 2008.

with melanoma, depth of invasion is a prognostic feature (11-13).
MCC is locally aggressive, local recurrence rates are between 25
and 100 % following surgical excision and the mortality rate of
MCC is between 30 and 60 % (4). Traditional management has
been surgical resection as the mainstay of local therapy. However,
standardized adjuvant therapy is less well defined. The standardi-
zed treatment consisted of Carboplatinum (day 1) and Etoposide
(days 1-3) with concurrent radiotherapy (5000 cGy at 200 cGy/
fx with wide margins) followed by two additional cycles of che-
motherapy (14). Viola et al (14) reported that surgical excision
with or without lymph node dissection, followed by postopera-
tive radiotherapy in stage 1l disease, is the standard treatment of
non-metastatic disease. The role of adjuvant chemotherapy is still
controversial. In patients with metastatic disease, chemotherapy
regimens active in small cell lung cancer are generally used. The
combination of cyclophosphamide, doxorubicin and vincristine
(CAV) has an overall response rate of 75 %, whereas the respon-
se rate of etoposide in combination with cisplatin or carboplatin
is 60 %. Experience with other therapeutic agents, such as tumor
necrosis factor, interferon and octreotide is scanty (14). Meier et
al (15) report the case of an 83-year-old woman with recurrent
MCC of the left cheek. The primary tumor and several relapses
were treated with surgery and locoregional radiotherapy. After the
3rd relapse, she was treated 4 times with 90Y-DOTATOC and two
complete remissions were achieved. The fourth administration after
the 2nd relapse was ineffective and conventional chemotherapy
was started. There were no side effects of the 90Y-DOTATOC.
90Y-DOTATOC is a novel radiolabeled somatostatin analogue
containing the active octapeptide of somatostatin. It is very well
tolerated and offers the option of treating somatostatin receptor-
positive tumors by targeted radiotherapy (15). Also, Fakiha et al
(16) recently treated 87-years-old female patient presenting with
a disseminated non-operable MCC by lanreotide (somatostatin
analog), with a complete remission of the disease and a follow up
of 17 months. Novel therapies use of imiquimod (an immune mo-
dulator that activates TLR7 cells on the skin surface) cream plus
radiotherapy (5040 cGy in 28 fractions) has been used anecdotally
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Fig. 2. The progression of the tumor within the meaning of the new
bearings on the right arm after three months.

as has hyperthermia with radiotherapy with limited success. Both
groups demonstrated local control, however adjuvant radiothera-
py was delivered in both cases and the margins of resection were
histologically negative (17).

Conclusion

In conclusion, we describe a case report of Merkel cell carci-
noma of the skin treated with somatostatin analogue and mTOR
inhibitor exhausted after primary surgery and adjuvant radiother-
apy and paliative chemotherapy. The case report is interesting
because of 3 reasons: 1) attention is focused onone type of neu-
roendocrine tumor of skin with an incidence in elderly patients,
including its aggressive behavior in the sense of local recurrence
or locoregional metastases. 2) it describes the current possibili-
ties of treatment of this cancer type, including the possibility of
biological treatment. 3) emphasis is on intensive nursing care as
an essential component of a comprehensive therapeutic interven-
tion for patients with this type of disease.
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