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Case Report / Olgu Sunumu

Gastric Metastasis of Merkel Cell Carcinoma: Case Report

Midede Merkel Hiicreli Karsinom Metastazi: Olgu Sunumu
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Merkel cell carcinoma (MCC) of skin is a rare tumor
with aggressive behavior. Local recurrences, regional
lymph node and distant metastases of MCC are fre-
quent but to date metastasis to upper gastrointestinal
tract was reported only a few. We present a 75-year-
old man who had primary MCC at his left thigh. The
tumor was excised and the patient was directed to
local radiotherapy. He had developed abdominal and
thoracal subcutaneous metastatic nodules within 5
and 8 months after surgical excision, respectively. In
the tenth month, a second operation had to be per-
formed because of a perforated duodenal ulcer and
incidentally a submucosal yellow-white nodule mea-
suring 2 cm in diameter was found in the wall of gastric
cardia and excised. This lesion was histologically iden-
tical to the primary tumor, hence, gastric metastasis of
MCC. The patient rejected further therapy and died
17 months after the initial diagnosis. Differential diag-
nosis of MCC and distinction of gastrointestinal MCC
metastasis from primary neuroendocrine tumors may
be difficult. Clinical information and histopathological
features along with the results of immunohistochemi-
cal stainings are very important in this distinction.
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tinal; metastasis.

Derinin Merkel hicreli karsinomu (MHK) agresif
davranigli, nadir bir tumérdur. Merkel hicreli kar-
sinomun lokal rekirrensleri, bélgesel lenf nodu
ve uzak metastazlari sik olmakla birlikte bildiri-
len Ust gastrointestinal metastaz oldukga azdir.
Yetmis bes yasindaki erkek hasta, sol bacagin-
daki MHK eksize edildikten sonra lokal radyo-
terapiye ydnlendirilmistir. Timoér eksizyonundan
sonraki 5. ayda karinda, 8. ayda toraks duva-
rinda subkutan metastatik nodiller gelismistir.
ilk operasyondan 10 ay sonra perfore duodenal
Ulser nedeniyle yapilan ikinci operasyon sirasin-
da rastlantisal olarak midede, kardia duvarinda
farkedilen 2 cm capli, sari-beyaz renkli, submu-
kozal nodul eksize edilmistir. Bu lezyon MHK’un
mide metastazi tanisi almigtir. Hasta daha ileri
bir tedaviyi reddetmis ve baslangigtaki tanidan
17 ay sonra yasamini yitirmistir. MHK’un ayirici
tanisi ile gastrointestinal MHK metastazlarinin
primer ndéroendokrin tumérlerden ayrimi zorluk
yaratabilir. Bu tlr tani sorunlarinin ¢éziminde
klinik bilgi, histopatolojik 6zellikler ve immunohis-
tokimyasal caligsmalar olduk¢a 6nemlidir.

Anahtar sézclkler: Merkel hiicreli karsinom; mide; gast-
rointestinal; metastaz.

Primary neuroendocrine carcinoma of the skin (Merkel
cell carcinoma; MCC) is a rare tumor with aggressive
behavior which usually localizes on the head and neck
region and extremities as a solitary mass.["1?! Local

recurrences, as well as regional lymph node and distant
metastases of MCC are frequently seen, though, to date
upper gastrointestinal metastasis was reported only a
few 039
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Differential diagnosis of MCC include cutaneous
metastasis of small cell carcinoma of the lung, lym-
phomas, tumors of skin appendages and malignant
melanoma. Unusual metastasis to gastrointestinal tract
may pose diagnostic problems in that primary neuro-
endocrine tumors occur more frequently in this region.
1121 In order to solve this classical diagnostic problem on
small round cell tumors with possible primaries, clinical
information and histopathological features are crucial
as well as immunohistochemical findings of the tumor.

CASE REPORT

A 75-year-old man complaining of a rapidly growing
swelling of 7 cm in diameter at left thigh for about 6
months was admitted to the orthopedics clinic. On small
incisional biopsy material, the lesion was diagnosed as
“small round cell tumor” with comments stating that a
larger biopsy specimen was needed in order to give more
specific diagnosis using immunohistochemical studies.
On second incisional biopsy which was diagnosed as
MCC with the aid of immunohistochemical studies, the
patient was undergone total surgical excision.

Excision material was consisted of a pink-purple
nodular lesion measuring 7 cm in diameter with an ulcer-
ated center surface (Fig. 1). Microscopic findings revealed
a tumoral lesion localized mainly in dermis, extending to
the epidermis with solid sheets of cells. Tumor cells was
found to have scant eosinophilic cytoplasm, oval or round
nucleus without nucleoli (Fig. 2a, b) and a high mitotic
rate. Diffuse punctate cytoplasmic staining for CK20, typi-
cal for MCC, and diffuse positivity for chromogranin and
neuron specific enolase were seen in the tumor cells (Fig.
2¢, d). The tumor did not stained with LCA and TTF-1.

Fig. 1.

A pink-purple nodular tumor with ulcerated surface.

With these findings, the diagnosis of MCC was con-
firmed and patient was directed to local radiotherapy.
Unfortunately, he had developed abdominal and tho-
racal subcutaneous metastatic nodules within 5 and 8
months after surgical excision, respectively. In the 10th
month, the patient had had to be operated because of a
perforated duodenal ulcus.

During gastrostomy, a submucosal yellow-white
nodule measuring 2 cm in diameter was found inciden-
tally in the wall of gastric cardia and excised. No other
lesion was observed in the operation site.

Histopathological examination of the nodule had
revealed a small round cell tumor consisting of solid
sheets and trabeculae continuing in the surgical margins
and with a tendency to invade the lamina propria (Fig.
2e, f). Overlying gastric mucosa was otherwise normal.

(a) Tumor containing solid sheets in
dermis (HE, x40). (b) Tumoral cells
with scant cytoplasm, hiperchromatic
nucleus and high mitotic index (HE, |
x200). (c) Dot-like CK20 staining
and (d) diffuse chromogranin staining
in tumoral cells (x200). (e) Tumor |}
in submucosa of stomach (HE, x40)
and (f) infiltration of tumoral cells
to gastric mucosa (HE, x200). (g)
Characteristic CK 20 staining in
MCC in stomach (x40), (h) (x200).
(i) Diffuse chromogranin staining in |-
MCC in stomach (x40), (j) (x200).
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As the immuno profile of the tumor cells was found to
be identical to those of the excision material (Fig. 2g, h, i,
j), the final diagnosis was made as “gastric metastasis of
MCC”. The patient rejected further therapy and died 17
months after the initial diagnosis.

DISCUSSION

Merkel cell carcinoma (MCC) is a rare primary neuroen-
docrine tumor of the skin. Its histogenesis is uncertain.
It is suggested that this tumor derived from epidermal
Merkel cells, dermal neuroendocrin cells or pluripotent
epidermal stem cells."? Merkel cell carcinoma is thought
to be related to sun exposure and UV light irradiation.!?
It was reported that the prevalence of MCC increases in
immunosuppressed patients>'*! and patients with this
tumor had increased risk for developing second internal
malignancy as well as synchronous or metachronous
squamous cell carcinoma.™?

It mostly occurs mainly in sites exposed to the sun,
particularly in head, neck and extremities of fair skinned
people in their 6th or 7th decades.'''¥! Being generally
solitary and occasionally multiple, MCC is seen as a
pink-purple nodular lesion measuring 0.8-4 cm in diam-
eter.'2 The largest tumor diameter reported is 23 cm.[*®!

Merkel cell carcinoma is an aggressive neoplasm
with a high rate of local recurrence (40%), and of
regional lymph nodes metastasis (55%), and of distant
metastasis (35%).! The most common metastatic sites
after regional and retroperitoneal lymph nodes are liver,
bone, brain, lungs and skin.'? Pertaining to gastrointes-
tinal system metastases, it was reported that it involved
stomach, duodenum and small intestine and colon.["”!

Intradermal tumor is known to form sheets, tra-
beculae and pseudorosettes. Tumor cells have scant
cytoplasm, round and irregular nuclei tending to form
nuclear molding with condensed and uniformly dis-
persed nuclear chromatin. The nucleoli are usually
indistinct. High mitotic activity is considered as a rule.
14 Tumor cells show diffuse cytoplasmic staining with
NSE and chromogranin as well as with EMA, Ber-Ep4,
CD117 and CD57. Cytoplasmic dot-like staining pattern
for CK20 is an characteristic diagnostic feature.%20-52]

Merkel cell carcinoma may, histopathologically, be
confused with metastasis of small cell carcinoma of
the lung, lymphomas, tumors of skin appendages and
malignant melanoma. Although clinicopathological cor-
relation plays a crucial role in differential diagnosis,
immunohistological findings are also valuable.[2926-32]
Cytoplasmic dot-like staining pattern for CK20 is said to
be very useful in distinguishing metastasis of small cell
carcinoma of the lung, non-Hodgkin lymphomas, cuta-
neous PNET, tumors of skin appendages and malignant
melanoma from MCC. In addition, metastatic small cell
carcinoma of the lung differs from MCC for being posi-
tive with TTF-10217162); non-Hodgkin lymphomas for
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being positive with LCA, L-26 and CD3 and malignant
melanoma for being positive for HMB-45 ve S-100[2926-32

Distinguishing gastrointestinal metastasis of MCC
from primary neuroendocrine tumors is said to be difficult.
It has been reported that gastrointestinal carcinoid tumors
display negative staining for TTF-1 and CK 20. Positivity
for CK20 in a tumor with small round cells whose origin is
unknown supports the diagnosis of MCC, whereas nega-
tivity more specifically rules it out."”! In our case, as the
patient was known to have a primary MCC, CK20 was the
first reagent to stain. Therefore, in such cases, the history of
patient should carefully be interrogated and CK20 should
be added to immunohistochemical panel.

Primary therapy of the MCC is wide resection.!">*!
It is reported that while radiotherapy decreases local
recurrence, %! the efficacy of the dissection of regional
lymph nodes and chemotherapy is controversial.l>*
Since the number of the patients is very few, there is no
common approach for the treatment of patients with
GIS metastasis. The patients who were reported to have
MCC in gastrointestinal system had undergone total
gastrectomy, omentectomy, partial intestinal resection
with chemotherapy including various drugs such as
cytoxan, vincristine, adriamyecin, cisplatin, doxorubicin,
carboplatin.”?! In our case, only the metastatic nodule
at gastric corpus was excised. No further therapy was
conducted because of the rejection of the patient.

Metastatic disease at the initial diagnosis, tumor
diameter exceeding 2 cm, history of more than three
months, the age exceeding 65 years, male gender and
trunk localization are suggested to be negative prog-
nostic factors. As for histologic criteria, the depth of the
invasion, number of the mitoses, and small size of the
tumor cells are regarded to indicate more aggressive
behavior.['?¢ In addition to having poor histopathologi-
cal characteristics, our patient was over 75, and had a 7
cm tumor for six months when he was first diagnosed.
As expected, metastatic disease had soon developed and
he had not able to survive for more than 17 months.
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