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Rare disease

Anorectal mucosal melanoma (AMM) is a rare and aggressive neoplasm, with a 5-year survival rate of 10%.
Due to its rarity and nonspecific symptoms, the diagnosis is often made late. Surgical resection remains the
criterion standard for treatment of anorectal melanoma.

We present the case of an 81-year-old woman presenting with hematochezia, anal secretion, tenesmus, dif-
ficulty in defecation, and perianal pain. On physical examination, there was a prolapse of a 5-cm melanocytic
nodule in the anal canal, hard on palpation. Biopsy confirmed anorectal melanoma. Staging revealed anal and
metastatic disease, with adrenal, lymphatic, and hepatic involvement. As the patient continued to have bleed-
ing, severe pain, and difficulty in defecation, she was submitted to a wide local excision. At 5-month follow-
up, the anal lesion had relapsed, and the patient died 10 months after the procedure.

AMM is a rare and extremely aggressive tumor. Symptoms are nonspecific but early diagnosis should be pur-
sued to allow curative treatment. Surgical resection with free margins is the goal of surgical treatment. New
therapies are being studied, including immunotherapy, which can improve the dismal prognosis of this rare
disease.

Colorectal Surgery ¢ Margins of Excision ¢ Melanoma ¢ Rectal Diseases ¢ Treatment Outcome
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Background

Anorectal mucosal melanoma (AMM) is a rare and aggressive
neoplasm, with a 5-year survival rate of 10% [1]. It accounts
for only 0.4% to 1.6% of all melanoma and 0.5% of all ano-
rectal cancer [1]. Typically, affected patients are older (sixth
to eighth decades of life), white, and female [2]. Common
presenting symptoms include pain, bleeding, anal mass, te-
nesmus, or constipation; therefore, it is usually discovered
during rectal examination for other suspected anorectal disor-
ders. Due to its rarity and nonspecific symptoms, the diagno-
sis is often made late, which contributes to the dismal prog-
nosis [3]. AMM is often misdiagnosed as hemorrhoids, polyps,
or colorectal cancer [3].

Surgical resection remains the criterion standard for treatment
of AMM. The best procedure is still a matter of debate, and
both wide local excision (WLE) and abdominal perineal resec-
tion (APR) are possible options [4].

We present a case of anorectal melanoma treated with local
excision and a literature review of this rare tumor.

Case Report

An 81-year-old woman presented with hematochezia, anal se-
cretion, tenesmus, obstipation, and perianal pain, which start-
ed 6 months before. She denied weight loss, diarrhea, pruritus,
or inguinal mass. When she noticed the presence of blood in
the stool and the appearance of an anal nodule, she went to
a general practitioner, when she was diagnosed with throm-
bosed hemorrhoids.

Figure 1. Prolapsed melanocytic nodule in the anal canal.
Physical examination demonstrating a prolapsed
melanocytic nodule in the anal canal.
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Figure 2. CT scan. Staging CT scan showing a large adrenal
metastasis (indicated by the red arrow).

Figure 3. Surgical specimen. Picture of the open surgical
specimen showing a partial resection of the anal
sphincter, indicated by the red arrow.

She had a past medical history of arterial hypertension and
type 2 diabetes mellitus. On physical examination, there was a
prolapse of a 5-cm melanocytic nodule in the anal canal, hard
on palpation, as shown in Figure 1. There was no evidence of
inguinal lymphadenopathy or sphincter involvement on digi-
tal rectal examination. A biopsy confirmed anorectal melano-
ma. Complete colonoscopy was performed and ruled out syn-
chronous lesions. Staging with computed tomography of the
chest, abdomen, and pelvis was performed and revealed anal
disease and metastatic disease, with adrenal, lymphatic, and
hepatic involvement (Figure 2).
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the yellow arrow), and vascular invasion (C, indicated by the green arrow).

As the patient continued to have bleeding, severe pain, and dif-
ficulty in defecation, an anal tumor resection was suspected.

The patient underwent a wide local excision of the tumor,
with a 0.5-cm radial margin, which required partial resection
of the anal sphincter. She had an uneventful recovery, and was
discharged on the second day after the procedure. A surgical
specimen is shown in Figure 3. In the outpatient follow-up,
the patient reported a significant improvement in symptoms.

The pathological examination demonstrated a pT4b melanoma,
with a Breslow index of 28 mm, ulceration, microsatellitosis,
vascular and perineural invasion, invasion of rectal mucosa, and
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10 mitoses/mm?, as shown in Figure 4. Inmunohistochemistry
staining was positive for S-100 and HMB-45.

Consultation with the clinical oncology team led to a decision
not to proceed with chemotherapy, due to absence of perfor-
mance status and considering the patient’s advanced age, co-
morbidities, and metastatic disease with poor response rate.
After 5 months, the anal lesion relapsed and the patient devel-
oped anal bleeding. One session of hemostatic radiation ther-
apy (800 cGy) was performed in the anal canal for palliation.
Death occurred 10 months after the surgical procedure, due
to liver failure related to multiple liver metastases.
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Discussion

Pathophysiology

AMM is a malignant neoplasm originating from melanocytic cells
in the anorectal mucosa. Mucosal melanomas (MM) originate
from melanocytes located in the mucous membranes of any part
of the mucosal surface, most commonly in the mucosa of the
oral cavity, pharynx, vulvovaginal, anorectal, and urinary tract.

MM has different somatic mutation profiles compared to cuta-
neous melanoma (CM); BRAF mutations are rare in MM, while
mutations related to cell surface receptor tyrosine kinase ac-
tivation (c-KIT) are identified more frequently [5].

Clinical Picture

The symptoms are nonspecific, generally common to sever-
al anorectal disorders, such as hemorrhoidal disease, polyps,
and squamous cell carcinoma, delaying the diagnosis and ear-
ly treatment, as occurred with our patient. Zhang et al, in a
Chinese study with a case series that included 79 patients with
AMM, reported that in 46 patients the initial diagnosis was a
benign anorectal disease [6]. Symptoms are usually more ev-
ident in larger tumors with deeper tissue penetration [1], and
include pain, bleeding, anal mass, and constipation. The av-
erage time between the onset of symptoms and confirmation
of the diagnosis varies between 4 and 8 months.

Differential diagnoses include hemorrhoids, polyps, and colorec-
tal cancer. Hemorrhoids do not usually present with dark col-
oration at inspection. Polyps can present with an aspect and
color similar to the normal mucosa, and colorectal cancer pres-
ents with an ulcerated friable mass. Although the differenc-
es can be remarkable, in some cases the melanoma does not
present its characteristic dark color (amelanotic melanoma).
In these cases, the differential diagnosis is far more challeng-
ing, and histopathological evaluation is essential.

Diagnosis and Staging

Histology and immunochemistry are required to confirm the
diagnosis of AMM. Mucosal melanomas show high pleomor-
phism in the nucleus, are epithelioid spindle-shaped, and they
often present melanin granules, as well as the proliferation of
atypical junctional melanocytes and atypical melanocytic cells
in the basal layer in the superficial epithelium [7]. Proteins
S-100, HMB-45, and Melanin A are useful to confirm the diag-
nosis and help to differentiate it from other tumors [8] such as
gastrointestinal stromal tumors (GISTs) and sarcomas. Either
endoscopic ultrasound or pelvic magnetic resonance imaging
should be used for local staging [5]. Systemic staging should
be performed with head, thorax, abdomen, and pelvis CT scans.
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Complete colonoscopy is indicated to rule out synchronous le-
sions. Endoscopic findings include nodule with black pigmen-
tation, with friability and ulceration. The endoscopic appear-
ance can help the differential diagnosis with adenocarcinomas
and hemorrhoids [9,10].

The staging of AMM is divided into 3 stages: |, local disease; Il,
local disease with regional lymph nodes; and Ill, with distant
metastasis [6]. The primary site for metastasis is the liver, fol-
lowed by the lungs and bones [5]. The stage of melanoma is
an independent factor for overall survival [11,12].

Prognosis

The anatomical location of AMM, whether anal, anorectal, or
rectal, does not appear to influence disease-free survival or
overall survival [13]. The main recurrence factors for MM are
perineural invasion and tumor thickness [14,15].

The Breslow index measures the thickness of the lesion in
millimeters, from the epidermis to the deepest tumor cells in
the skin. The more superficial the lesion on removal, the bet-
ter the prognosis [1].

Up to one-third of these patients already have metastasis at
the time of diagnosis [4]. The prognosis of AMM is poor, which
is partially attributed to the late detection of this rare entity.

Our patient had a tumor located in the anal region, and the
pathological examination demonstrated a pT4b melanoma,
with a Breslow index of 28 mm, ulceration, microsatellitosis,
vascular and perineural invasion, invasion of rectal mucosa,
and 10 mitoses/mm?, as well as metastasis to the liver.

Despite our patient presenting several poor prognostic factors,
local resection was indicated due to the difficulty in defecation,
pain, and bleeding, and was then sent for adjuvant therapies.

In up to one-third of MM patients at the time of diagnosis, the
disease is in an advanced stage, and the surgical strategy (WLE
or APR) may not influence the natural history of the disease,
its clinical course, and overall survival [4,16,17].

Treatment

The treatment of choice for localized disease is surgical resec-
tion, either by wide local excision (WLE) or abdominoperineal
resection (APR). The standard surgical procedure is yet to be
established. Despite the greater radicality of APR, results have
not demonstrated improved survival. WLE is a feasible proce-
dure when sphincter involvement it not a concern, and it min-
imizes the morbidity associated with the surgical procedure.
Thibault et al reviewed 50 patients with AMM, and reported
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that the 5-year survival and recurrence rates for local excision
and abdominoperineal resection did not differ [4]. Given that
WLE is associated with less morbidity, with comparable surviv-
al, it is reasonable to consider it as the initial treatment choice.
Palliative surgery may also be performed, such as a diverting
colostomy in the setting of bowel obstruction [3].

In past decades, several adjuvant therapeutic options such
as immunotherapy with alfa interferon, brachytherapy with
117-Caesium, and chemotherapy with dacarbazine, vincris-
tine, and nimustine hydrochloride were developed. Alfa inter-
feron is used particularly in patients with positive lymph nodes,
and demonstrates a significant prolongation of overall surviv-
al and relapse-free survival [18]. The role of pelvic radiation
has not been systematically examined [19]. Radiation can be
used with a palliative intent for bleeding control, such as in
the present case. Metastatic melanoma can be managed with
dacarbazine in combination with interleukin-2, although the
responses rates are very poor [3]. Patient performance status,
comorbidities, and expectations must be considered to pre-
scribe adjuvant therapy for metastatic AMM.

Immunotherapy is a promising strategy to treat advanced mu-
cous melanoma [3]. Ipilimumab is an anti-CTLA-4 (cytotoxic
T-lymphocyte antigen 4) monoclonal antibody that has an effect
on T-cell-mediated antitumor immune response [20]. Nivolumab
and Pembrolizumab are anti-PD1 (programmed-death) mono-
clonal antibodies that also target the T-cell-mediated antitumor
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immune response [3]. Nivolumab and Ipilimumab can be used
in combination, with improvement of progression-free survival
in patients with advanced melanoma [21]. KIT-mutated meta-
static melanomas are susceptible to therapy with specific in-
hibitors. Hodi et al reported favorable results in patients with
KIT-mutated rectal melanoma [22]. Complete remission was
reported in patients with KIT-mutated melanoma who under-
went treatment with sunitinib [23].

The literature suggests that AMMs are extremely heteroge-
neous in their mutations, and studying this variable tumor bi-
ology may allow the discovery of new target molecules with
therapeutic implications.

Conclusions

AMM is a rare and extremely aggressive tumor. Surgical re-
section with free margins should be achieved either by wide
local excision or abdominoperineal resection. For locally ad-
vanced disease, palliative treatment is indicated for debilitat-
ing symptoms. New therapies are being studied, including im-
munotherapy, which may improve prognosis.
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