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ABSTRACT

Few cases of anal canal Merkel cell Carcinoma have been re-
ported in the literature. Merkel Cell Carcinoma is rare neuro-
endocrine tumor which commonly found in sun-exposed areas
such as extremities. We describe a case of 74-year-old male
with anal canal Merkel Cell Carcinoma. He presented with peri-
anal pain, tenesmus and itching. Besides, he was found to have
chronic anemia. An anal nodule was found during per-rectum
physical examination that was excised during endoscopy. His-
tological examination of the nodule confirmed the diagnosis of
Merkel Cell Carcinoma. Thenceforward, patient died 7 months
after diagnosis with marked metastatic disease despite initiation
of Pembrolizumab therapy.
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Case Report:

We are reporting a case of 74-year-old
gentleman, known to have DM-type2 on insulin,
HTN, Hypothyroidism, with middle-eastern
ethnicity, presented to our colorectal Surgery
clinic with 8 months history of peri-anal pain,
tenesmus and itching. Patient gave history of
chronic anemia prior to his present complaint.
His basic blood workup was within normal limits,
last Haemoglobin level was 11.3 g/dL and CEA
was 0.77 ng/mL. HIV screening, Hepatitis
Profile and QuantiFERON TB test were all
negative.

Physical Examination showed a 1-cm nodule at
anal verge with intact anal tone. The nodule was
excised during endoscopy.

Histologic sections of the nodule revealed anal
squamous  epithelium  with  sub-epithelial
infiltration by blue round cell tumor characterized
by sheets, nests and trabeculae of loosely
cohesive neoplastic cells that were intermediate

in size and exhibited high nuclear to cytoplasmic
ratio, relatively finely speckled chromatin and
inconspicuous nucleoli. Rare rosette like
structures were seen. Numerous mitotic figures
and apoptotic bodies were noticed. The
neoplastic cellular infiltrates were admixed with
numerous small mature lymphocytes.

Immunohistochemical stains were performed on
formalin-fixed paraffin-embedded sections using
ultra-view universal DAB detection system from
FDA approved Ventana automated staining
platform. The neoplastic cells displayed the
classical Cytokeratin 20 perinuclear dot-like
staining pattern and they were diffusely positive
for Synaptophysin, Chromogranin, CD56 and
P16 stains. The neoplastic cells were negative
for P63, CDX2, CK7, TdT, and CK5/6. CD3
immunostaining showed background T cells
lymphocytes with (2:1) CD4:CD8 ratio.
Henceforth, a diagnosis of Merkle Cell
Carcinoma (MCC) was made (Fig. 1).
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Figure 1. A-Histological examination revealed sheets and nests of round blue cells (H & E x100).
B- the tumor cells were intermediate with scant cytoplasm, nuclear molding, dispersed chromatin.
Necrotic cell debris was present with small mature lymphocytes in between (H & E x400). C-
Paranuclear dot-like staining pattern for CK20(Immunohistochemistry x200). D- The neoplastic cells
showed diffuse granular cytoplasmic staining for Synaptophysin (Immunohistochemistry x200).
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Further investigation through  computed

tomography scan (CT scan) of Chest, Abdomen,
and Pelvis showed multiple enlarged lymph
nodes all over the body along with multiple

pulmonary, hepatic, and splenic nodules;
suspicious for metastasis. All of which showed
FDG-uptake on positron emission tomography
scan (PET scan). (Fig. 2.A).

Figure (2.A): PET SCAN of Chest, Abdomen, Pelvis prior to treatment, shows FDG avid
lesions in multiple focal hepatic, splenic lesions with enlarged lymph nodes in retroperitoneal, para-
aortic, aorto-caval, common iliac and external iliac groups, along with L2 vertebral body.

Figure (2.B): PET SCAN of Chest, Abdomen, Pelvis after receiving Pembrolizumab. It
showed significant resolution of hepatic, splenic, L2 vertebra, and interval improvement of large left
inguinal lymph nodes and multiple pulmonary nodules, consistent with metastasis.

YEAR AUTHER PATIENT CLINICAL Diagnosis QuUTCOME
BACKGROUND PRESENTATION
2003 | Peterson C and 42-year-old Haemorrhoids during MCC of the anal canal Passed away due to advanced
colleagues |1 Female pregnancy liver metastasis after 13 months
of Dx
2004 | Limei Guo et al. &0-year-old Painful fixed mass in Anal MEC with Mot mentioned
2] Male anal canal pagetoid extension
2011 | EJS Ong and 43-year-old Ulcerating mass in anal Synchronous MCC and  Wide spread metastasis to whole
colleagues 2y Male, HIv- canal SCC body, passed away after 8 weeks
positive of Dy
2012 | Ohtomo R et al. 70-year-old Submucosal tumor at Anal canal MEC Underwent APR, emergence of
122] Female dentate line associated with hilateral Pulmonary and bone
TOUamous metastacis, received palliative
intraepithelial Radiotherapy, passed away after
neoplasia 2 years of Dx

D Diagnosis, NEC: Neuroendocrine Carcinoma, $CC: Squamous Cell Carcinoma, APR: AbdominoPerineal Resection, MCC: Merkle cell

Hence, the patient’s disease stage was stage IV
disease [ Metastatic Neuroendocrine Carci-
noma]. Subsequently, he started the first dose of
Pembrolizumab with 3 weeks interval per
session in June,25,2020. During his treatment
course, he was suffering from constant vague
pains around anal verge. So, a trial of Pelvic
Palliative Antalgic Radiotherapy to Anal Canal at
dose of 8 Gy in 1 Fraction was successful for
pain relief.

carcinama

Follow-up PET-scan was done after 5 cycles of
Pembrolizumab showed mixed response with
overall progression by development of new
metastatic foci in both lungs and large left
inguinal lymph nodes. Afterward, his disease
was markedly progressed with rectal
involvement and osseous metastasis of right
acetabulum and bilateral iliac bones that was
discovered in follow-up MRI (Magnetic
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resonance imaging). Thenceforth, the patient

died in about 7-months from diagnosis.
Introduction:

Merkel Cell Carcinoma (MCC) is rare non-
melanomatous cutaneous tumor of
neuroendocrine origin with incidence of 0.79 per
100,000 population M. It was previously known
as trabecular carcinoma and was initially
described by Toker., et al in 1972, It has an
aggressive clinical course with high risk of
recurrence and metastasis. The recurrence rate
is around two to three years after initial diagnosis
and the two-years survival rate is 28% Bl.

MCC usually arises in sun-exposed areas, like
head &neck and extremities and to lesser extent
in atypical locations as trunk, buttock, vulva,
scrotal-sac and perianal region in which MCC
shows an aggressive behaviour 1.

Polyoma Virus infection plays a major role in the
pathogenesis of MCC, in about 80% of MCC ¥,

Recently, the incidence of MCC is increasing.
Most probably due to advances in diagnostic
techniques, the growing elderly population and
larger number of Immunosuppressed patients.

Unfortunately, the MCC prognosis is found to be
poor compared to other tumors, due to rarity and
lack of prospective randomised trials for
optimum treatment protocol . In addition, it is
usually mistaken clinically for haemorrhoids
which delay the diagnosis .

However, the histological diagnosis of MCC is
challenging due to histopathological features
similarities between MCC and other poorly
differentiated tumors such as small cell
carcinoma, Ilymphoma, Ewing sarcoma,
melanoma, and basal cell carcinoma [l.

To the best of our knowledge, this is the fifth
case of Merkel cell Carcinoma of the anal canal
in the English literature.

Discussion:

Merkel Cell Carcinoma is rare, clinically
aggressive cutaneous tumor that is related to
advanced age, immunosuppression, ultraviolet
light exposure and Polyomavirus infection 2],

IJCR: https://escipub.com/international-journal-of-case-reports/

IJCR, 2021,5:245
To date, the pathogenesis of MCC has not been

extensively studied and the exact origin of
Merkel cells has been a point of debate for many
years, with recent suggestions of pre-B cell
lymphoid origin, as demonstrated by a study of
21 cases by Jankowski, et al. 1,

Merkel cell polyomavirus (MCPyV) is considered
to play a significant role in the development of
MCC and first discovered in 2008 by Feng, et al.
MCPyV is non-enveloped double-stranded DNA
virus of a-polyomavirus genus and considered
as skin flora that rarely causes MCC. Small T
antigen and truncated large T antigen of MCPyV
genome promote MCC oncogenesis. Some
studies show that MCPyV-positive MCC has
favorable prognosis 19,

The MCC clinical presentation is non-specific
including perianal pain with tenesmus. MCC
occurs more commonly in elderly males 4.

Upon Physical Examination, an ulcerating mass
is the most common finding. Biopsy and
histological examination are the definitive
method for diagnosis of MCC ¥,

The Merkle cells are normally found in the
epidermis adjacent to the nerve axons ends and
they function as mechanoreceptors or
chemoreceptor Bl. Histology, they displayed as
small round blue cells with finely speckled
chromatin arranged usually in trabecular pattern.
Ultra-structurally, they have dense granules at
the cytoplasmic membrane. These granules can
be demonstrated by immunohistochemical
stains like neuroendocrine marker
synaptophysin and chromogranin.
Characteristically, they typically show para-
nuclear dot-like staining with cytokeratinin20
(CK20) which helped to differentiate MCC from
other malignancies like Ewing sarcoma, small
cell carcinoma and lymphoma 2, Presence of a
strong intratumoral CD8 and CD4 lymphocytes
is considered in some studies as an independent
predictor of survival [>13],

Genetically, MCC commonly showed loss of
chromosomes 3p, 4, 5q, 7, 10, and 13, and
extra-copies of chromosomes 1, 3g, 5p, and
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6. Moreover, they exhibited loss of RBlgene
region and amplification of that found in L-Myc
oncogene which is closely related to
neuroendocrine tumors 4,

Further workup with CT-CAP and PET-Scan is
held for staging. The identification of distant
metastases during staging can alter the risk-to-
benefit assessment of highly aggressive local
and regional treatment plans.

The prognosis of MCC is poor with distant
metastasis. Nevertheless, it is strongly related to
lymph node metastasis Bl. A meta-analysis of
data of 122 patients from some centers found
that MCC recurred within 3 years in around 60%
of patients with a positive sentinel lymph node
biopsy (SLNB) vs. 20% with a negative SLNB
15, Lymph node metastasis reported by
Coquard R. et al, in around 80% of the patients
with recurrent MCC 1161,

About 50% of patients with MCC develop
metastasis during their disease course 19. Liver,
lung, and bone are considered the most
common sites for MCC metastasis /1. The
disease associated mortality rate of MCC is 46%
(18 Harms Kl et al, described 5-year survival
rates for local, nodal, and distant disease of
MCC as follows 51%, 35%, and 14%,
respectively 19,

Upon literature review, 4 reported cases of MCC
of anal canal were found. (Table. 1). [420-22]

Hence, the approach for MCC is multimodality
due to lack of guidelines, ranging from surgery
to Radiation therapy, Chemotherapy and
Biological agents.

With Exception of the above-mentioned cases,
most of the published literature related to MCC
management was for non-anal canal tumors.
The initial treatment modality was surgical
excision with negative margins, followed by
either follow-up or radiotherapy.

Regarding the initiation of an adjuvant
radiotherapy after surgical excision, a study
reviewed the Memorial Sloan-Kettering Cancer
Centre's MCC database and identified 251
patients who had been treated between 1970

and 2002. 23, |t analysed patient, tumour, and
treatment-related factors for their association
with recurrence and survival, but no association
was found between irradiation and loco-regional
control [24],

In addition, there was a one randomised control
trial to date comparing excision with
Radiotherapy versus excision with observation
showed no overall survival improvement with
adjuvant Radiotherapy, but concluded a
significant reduction in regional recurrence 31,

Chemotherapy has been reported to be used
with or without surgery and/or Radiotherapy for
stage IV i.e. cases with distant metastases (M1),
it is also being considered for selected cases of
macroscopic regional disease (N1b or N2) [26.27],

Nowadays, Immunotherapy is an emerging
treatment with promising results, especially
Immune checkpoint inhibitors that have been
able to achieve durable cures in patients with
certain tumor types by reactivating antitumor
cellular immune responses.

One of the mechanisms of action of these agents
is facilitated by the binding of PD-L1 to PD-1 on
cytotoxic T cells which will inhibit their tumor-
killing activity. PD-L1 is frequently expressed on
MCC tumor cells and peritumoral immune cells.
Pembrolizumab is an anti-PD-1 antibody
approved for the treatment of melanoma and
non-small cell lung cancer. At least one patient
with MCC showed a response to pembrolizumab
during a phase | trial. A small ongoing phase Il
trial of pembrolizumab as a first-line treatment
for advanced MCC recently reported a 71 %

initial response rate among 17 evaluable
patients [28.29.30],

Conclusion:

Merkle Cell Carcinoma is aggressive

neuroendocrine tumor that is extremely rare and
aggressive in the anal canal with tendency for
distant metastasis at time of diagnosis. Hence,
the MCC should be included in the differential
diagnosis of anal canal tumors. Further studies
are recommended to establish treatment
guidelines and long-term prognosis.
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