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cessful management of this rare disease.

("An 80-year-old woman without past medical or surgical history was presented in our department with a huge mass taking the )
whole left eye. An excisional biopsy was performed. Histopathology showed Merkel Cell Carcinoma, which is a rare and ag-
gressive malignant cutaneous tumor. It can affect the eyelids and is simulate benign lesions which can delay establishment of
suitable therapy. A correct histopathological analysis, including immunohistochemistry techniques and oriented by clinical
suspicion, is important for the correct diagnosis. Prognosis of this tumor is known to be poor, that is the reason why an accurate
diagnosis and an early multidisciplinary team with oncologists, ophthalmologists and physician radiation are essential to a suc-
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Introduction

Merkel Cell Carcinoma [MCC] is a rare and aggressive malig-
nant tumor of the skin. It was first described in 1972 by Taker
in 1972, referring to it as “’trabecular carcinoma of the skin.”
Merkel cells are dermal mechanoreceptors that have been de-
scribed as capable of malignant transformation and thought to
be the origin of MCC [1]. Established risk factors for MCC
include advanced age > 65 years old, immunosuppression and
significant sunlight exposure, and the infection of Merkel cell
polyomavirus was recently identified in 80% of cases of MCCs
[2-4]. In particular, there is an increased relative risk of devel-
oping MCC in people with concurrent HIV infection [5].
Recently, there has been an increase of incidence of this rare
disease [6]. Diagnosis most often occurs after 60 years-old,
with age specific rates highest over the age of 70 years [7-9]
with a slight male predominance [7-11]. About one tenth of
Merkel cell carcinoma cases occur in the eyelid and periocular
regions [12], usually affecting elderly people [13]. These le-
sions localizations of MCC have an aggressive natural history
and potential for local recurrence, lymphatic node metastasis,
and spread metastasis dissemination. [13]

MCC lesions typically appear as asymptomatic, solitary nod-
ules with distinctive red, pink or violaceous coloring and may
have overlying ulceration or telangiectasia [14]. The diagnosis

of this tumor must be histopathological by biopsy because its
rarity and the possibility of simulating benign lesions which
can delay in treatment [12].

These neoplasms have a poor prognosis. The estimated mortal-
ity rate for all patients with MCC is less than 35% [15].
Reports of ophthalmological involvement include principally
primary tumors of the eyelid, but also metastases to the orbit,
ciliary, choroid, body, iris and conjunctiva have been described
[16]. Treatment approaches of ophtalmological MCC are dif-
ficult and require a skilled and experienced multidisciplinary
team [17].

Case Report

An 80-year-old female without past medical or surgical history
was presented in our institution with a huge mass taking the
whole left eye. The mass was reddish, vascularized and pain-
less, developed from the upper eyelid of the left eye 3 months
ago [Figure 1]. According to the patient and her family, the le-
sion was growing rapidly. MRI [Magnetic resonance imaging]
showed no invasion in orbit, but the results were compatible
with a malignant eyelid tumor. She underwent incisional biop-
sy of the mass by local anesthesia of the mass. Histopathology
showed features of a high-grade undifferentiated carcinoma
with a trabecular pattern [Figure 2], Immunohistochemistry
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Figure 1: external photograph in a patient showing a red and Figure2: Histopathology [hematoxylin and eosin] HEx25:
vascularized mass of the upper eyelid taking the whole left eye: Histopathology showed features of a high-grade undifferenti-
ocular Merkel cell carcinoma. ated carcinoma with a trabecular pattern.
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Figure 3: Photomicrograph showing the same tumor stained for CK20. [A] There is strong expression of CK20 in the cytoplasm and
membrane of MCC. [Gx25] and [B]: strong positivity of chromogranin [Gx40].

G

Figure 4: By immunohistopathology, [A] the tumor displays CD 56/Gx25] and [B] EMA [Epithelial membrane antigen] positive
cells [Gx10] in Merkel cell carcinoma.
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revealed positive CK 20 and chromogranin stains [Figure 3].
In addition, EMA expression and CD 56 were also expressed
[Figure 4]. There was no immunoreactivity to protein S-100,
thyroid transcription factor 1[TTF-1] and leukocyte common
antigen [LCA]. Thus, the tumor was diagnosed as a MCC. The
patient’s condition deteriorated rapidly and she required pallia-
tive care. The patient died 1 month after diagnosis.

Discussion

Merkel cell carcinoma is a frequently lethal cutaneous cancer
that has a high propensity for lymphatic metastases and local
recurrence, has poor prognosis. Several reports have described
the association of MCC of the eyelids [17] with incidence be-
tween 5% and 20% of all cases of head and neck Merkel cell
carcinoma [8,10,13]. Most commonly in the eyelid, the tumor
affects the upper eyelid and develops near the eyelid mar-
gin, sometimes causing partial or complete eyelash loss. The
skin covering the primary lesion is habitually hard, smooth-
surfaced, and red, with hues ranging from pink to violaceous.
Overlying telangiectasis is often present [13,19,20].

Clinical diagnosis of these tumors is difficult because they can
present as benign lesions such as chalazion and keratoacan-
thoma.[12] or malignant tumors as basal cell carcinoma [9,21].
MCGC:s of eyelids tumors are usually treated initially as benign
lesions, which leads to local recurrences. In addition, in many
cases the histopathologic examination is not performed, result-
ing in a delay of the exact diagnosis.[12,19].

Merkel cell carcinoma requires aggressive and rapid initial
therapy for a favorable outcome. Owing to the rarity of this
tumor, it is difficult to conduct a randomized, prospective
study to define optimal treatment [22]. The standard of care
for primary tumor is surgical resection with negative margins
or Mohs micrographic surgery with or without adjuvant ra-
diotherapy [14,15,22]. A wide excision with margins of 2,5 to
3 cm has been advocated and is based on studies showing a
significant reduction in local recurrence rate by increasing the
margins from 1 to 3 cm [12,22].

The role of radiotherapy in the management of eyelid MCC re-
mains controversial. There is a decrease of local recurrence and
improving survival rate after radiotherapy [23,24]. However,
this has no effect on overall survival [25,26]. Currently, most
eyelid MCCs are treated without irradiation. On the contrary,
adjuvant chemotherapy for MCC has not shown benefits and
has even been associated with increased morbidity and mortal-
ity. Even though patients may initially respond, resistance of-
ten develops [27]. Chemotherapy in MCCs is used in patients
with metastasis or locally advanced tumors. Moreover, a high
incidence of toxic death occurs due to chemotherapy. [28].
MCC has demonstrated sensitivity to chemotherapeutic drugs
such as cisplatin, cyclophosphamide, doxorubicin, vincristine,
etoposide and 5-fluorouracil [22,28]. A retrospective review of
107 patients with locally advanced or metastatic MCC demon-
strated overall clinical response rate to first-line chemotherapy
of 61%, however, this study additionally demonstrated high
toxicity-related mortality [28]. Combination chemotherapy is
more effective than monochemotherapy [28].

Cisplatin plus etoposide, cyclophosphamide plus doxorubicin
plus vincristine, or cyclophosphamide plus epirubicin plus
vincristine are the most commonly used regimens [17]. The
response rate is 70%, with a complete response in 35%. In-
terestingly, non-ocular MCC is reported to be a very aggres-
sive tumor, lethal in 33% of patients.[17] Myelosuppression,
sepsis, fatigue, alopecia, diarrhea, nausea and renal failure are

the most common adverse events of chemotherapy reported in
literature [29].

The development of new alternative therapies, such as immu-
notherapy with checkpoint inhibitors [CPIs], has shown good
results in the treatment for advanced or metastatic diseases.
and, consequently, CPIs are considered to be emerging immu-
notherapeutic options for these patients [29].

MCC of the head and neck has been shown to be particularly
aggressive with higher likelihood of cartilage, bone, and skel-
etal muscle invasion when compared to MCC of other sites
[10]. While eyelid and periocular lesions may arise earlier due
to better visualization of the lesion in this location, MCC of
the head and neck still demonstrates high incidence of spread
to the regional lymph nodes with up to 2/3 of patients having
regional lymph node metastasis and 1/3 of patients with distant
metastasis within 18 months of diagnosis [13,14,21]. MCC of
the eyelid has been reported to have an overall metastatic rate
ranging from 10% to 30% [14,21,30], regional lymph node re-
currence rate of 20%, and distant metastasis rate of 5%. The
recent study by our group demonstrated a 22% metastatic rate
overall which included an 11% nodal metastasis and 11% dis-
tant metastasis rate [14].

Distant metastasis from MCC regardless of anatomic sites
most frequently occurs in the skin, bone, brain, liver, and lung
[8,10,13]. The reported rate of distant metastasis is as high as
36% [21].

Conclusion

Merkel cell carcinoma of the eyelid is associated with signifi-
cant rates of recurrence and metastases, as well as a significant
mortality rate. This localization appears to be associated with
a better prognosis, which may be related to earlier detection.
Surgery followed by radiation therapy is considered to be the
first-line treatment for primary or loco-regional MCC in order
to prevent recurrences and lymph node metastasis, while che-
motherapy has always been used to treat advanced and meta-
static forms.
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