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Primary Gastric Melanoma: A Rare Cause
of Upper Gastrointestinal Bleeding

Anupama Ravi, MD ‘ Atlanta, Georgia

rimary gastrointestinal malignant melanoma is

an unusual clinical entity. Rarer still is primary

gastric melanoma. Most melanomas found in the
stomach are metastases from cutaneous sources.' Primary
gastric melanoma is underdiagnosed, its symptoms and
signs are nonspecific, and specific staining techniques
must be used to confirm the diagnosis. The following
case of primary gastric melanoma involves a middle-aged
white man who initially presented with upper gastroin-
testinal bleeding.

Case Report

A 50-year-old white man presented after 3 episodes of
hematemesis and 1 episode of melena. He had a 9-month
history of worsening epigastric pain and a 20-pound
weight loss over the previous month, and his past medi-
cal history was significant for hypertension, pancreatitis,
and peptic ulcer disease. In addition, the patient was a
40-pack-per-year smoker and a former alcoholic, and
his family history was deemed noncontributory. On
examination, the patient was hypotensive but not tachy-
cardic, and pallor of the conjunctiva and mild epigastric
tenderness were seen. Laboratory results were significant
for a hemoglobin of 7.5 g/dL and hematocrit of 23.1%.
Upper endoscopy revealed a large necrotic ulcerated mass
extending from the antrum to the body of the stomach
(Figure 1). Computed tomography scan of the abdomen
was remarkable for thickening of the posterior wall of the
body of the stomach, with the mass extending into the
gastric lumen and the adjacent fat with 2 enlarged lymph
nodes (Figure 2). Surgery demonstrated a mass measuring
12 cm x 10.5 cm x 2.5 cm involving 50% of the stomach,
including the gastrocolic ligaments, and extending into
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the pancreas. Palliative resection was performed. Histo-
pathology showed neoplastic cells in a sheet-like growth
pattern showing no glandular differentiation (Figure 3).
S100 protein, HMB-45 antibodies, and Melan A staining
were strongly positive, thus confirming a diagnosis of gas-
tric melanoma (Figure 4). The patient denied any history
of cancerous lesions of the skin. A complete examination
of his skin, including oral and anal mucosa, showed no
suspicious lesions, and fundoscopic examination of the
eye was normal. A diagnosis of advanced primary gastric
melanoma was made. The patient was discharged to a cor-
rectional facility and subsequently lost to follow-up.

Discussion

Malignant melanoma most commonly develops in the
skin. The vast majority of gastrointestinal melanomas
are metastases from a cutaneous primary tumor.! In rare
instances, primary malignant melanoma can arise from
mucosa of the gastrointestinal tract, particularly from the

Figure 1. Upper endoscopy revealed a large necrotic
ulcerated mass extending from the antrum to the body of
the stomach.
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Figure 2. Contrast-enhanced computed tomography scan

of the abdomen demonstrated thickening of the posterior wall
of the body of the stomach with extension of the mass into the
gastric lumen and into the adjacent fat (yellow arrow) with

2 enlarged lymph nodes.

esophagus, anorectum, and small bowel.? Fewer than 15
cases of primary gastric melanoma have been documented
in the literature.’*

There has been speculation in the past as to whether
primary melanoma can occur in the stomach, as benign
melanocytes are absent in the normal gastric wall. How-
ever, melanosis of the stomach has been well documented
in the case of anal and esophageal melanoma.®” Thus, it
is possible that primary gastric melanoma can occur in
unusual circumstances.

Criteria for the diagnosis of primary gastric melanoma
include the absence of concurrent lesions and the lack
of a history of melanoma or atypical melanocytic lesion
removal from the skin or other organs.® Disease-free sur-
vival of at least 12 months after curative surgical excision
of the involved organ has been proposed as a criterion
for the distinction of a primary lesion from a metastatic
lesion, as 50% of patients with stage IV melanoma of the
skin or visceral disease from an unknown primary lesion
die 12 months after diagnosis.’

The clinical manifestations of primary gastric mela-
noma are similar to those of other gastric tumors, with
weight loss, upper gastrointestinal bleeding, and anemia
as the most common symptoms. Most patients are asymp-
tomatic until the tumor becomes advanced. Computed
tomography scan of the abdomen, upper endoscopy, and
subsequent biopsy are the main diagnostic modalities. On
upper endoscopy, a mass-like lesion with black pigmen-
tation may be seen. Immunohistochemical stains with

Figure 3. Biopsy of the mass showed neoplastic cells in a
sheet-like growth pattern showing no glandular differentiation
(hematoxylin & eosin stain, x200).

Figure 4. Tumor cells were strongly positive for
immunoperoxidase staining for Melan A (x 200).

S100 protein, Melan-A, and HMB-45 antibodies have
increased the diagnostic sensitivity of biopsy and cytol-
ogy and play a key role in the diagnosis of these lesions.'
Chemotherapy options include interferon, interleukin-
12, and other agents.*!! Prognosis is extremely poor due
to the frequent delay in diagnosis, the inherently more
aggressive nature of the tumor, and earlier dissemination
due to the rich lymphatic and vascular supply of the gas-
trointestinal mucosa."?

Primary gastric melanoma is an extremely uncom-
mon clinical entity. Amelanotic melanoma such as the
one in this case can be missed in poorly differentiated
tumors unless appropriate staining tests are performed.
Primary malignant melanoma of the stomach may be an
underdiagnosed phenomenon. Early detection and surgi-
cal intervention is critical for long-term cure,® though
overall prognosis is very poor.

Gastroenterology & Hepatology Volume 4, Issue 11 November 2008



PRIMARY GASTRIC MELANOMA

1 would like to acknowledge Dr. Robert Osburne for provid-

ing guidance with the manuscript.

References

1. Washington K, McDonagh D. Secondary tumors of the gastrointestinal tract:
surgical pathologic findings and comparison with autopsy survey. Mod Pathol.
1995;8:427-433.

2. Aagaard MT, Kiristensen IB, Lund O, Hasenkam JM, Kimose HH. Primary
malignant non-epithelial tumours of the thoracic oesophagus and cardia in a 25-
year surgical material. Scand | Gastroenterol. 1990;25:876-882.

3. Chandler AB, Jones GE. Malignant melanoma of the gastrointestinal tract: a
case report. Am J Surg. 1951;17:719-721.

4. Alazmi WM, Nehme OS, Regalado JJ, Rogers Al. Primary gastric melanoma
presenting as a nonhealing ulcer. Gastrointest Endosc. 2003;57:431-433.

5. Lagoudianakis EE, Genetzakis M, Tsckouras DK, Papadima A, Kafiri G,
et al. Primary gastric melanoma: a case report. World | Gastroenterol. 2006;12:
4425-4427.

Review
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The dearth of information regarding mucosal melanoma
corresponds with the rarity of the disease. In a review of
84,836 melanoma cases from the National Cancer Data
Base that were entered between 1985 and 1994, 91.2%
were cutaneous, 5.2% were ocular, 1.3% were mucosal,
and 2.2% were unknown primaries.' Mucosal melanoma
was first described by Weber in 1856 and later classified
as a distinct entity in 1869.%° In the United States, the
incidence of cutaneous melanoma continues to rise at a
rate higher than that of any other form of cancer. The
incidence of noncutaneous melanoma, however, remains
stable. Exposure to ultraviolet radiation is a major pre-
disposing factor to cutaneous melanoma. The occurrence
of melanoma in areas of the body that have never been
exposed to sunlight, such as the gastrointestinal tract,
may provide important insights into the pathogenesis of
melanoma in general.

Ravi reported a case of upper gastrointestinal bleed-
ing due to a primary gastric melanoma® and noted that
the tumor is extremely rare and has a very poor prog-
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nosis. A high index of clinical suspicion is essential to
reach this diagnosis. Unusual appearance or nonhealing
gastric ulcers should prompt the endoscopist to obtain
multiple biopsies and consult with the pathologist to
reach a diagnosis.

The distribution of mucosal melanomas tends to
center near mucocutaneous junctions, where the mela-
nomas are thought to arise from melanocytes that have
migrated from the neuroectoderm and undergone malig-
nant transformation. Their function in these locations is
believed to differ from that of cutaneous melanocytes and
likely has been the reason for the lack of understanding
of this malignancy. Malignant melanoma can arise in
gastrointestinal mucosal sites such as the esophagus,’ ano-
rectum,® and small bowel.”® Cases of primary melanoma
of the stomach have rarely been reported.”!! The debate
over the nature of such lesions early in development still
persists. Thus, specific criteria have been proposed for the
diagnosis of primary melanoma, including the absence of
concurrent lesions and the lack of a history of melanoma
or atypical melanocytic lesion removal from the skin or
other organs.® Partial or complete regression of melano-
cytic nevi and melanomas is well recognized.'? However,
there are no data as to how many melanomas regress
completely without metastasis. The exact mechanism of
regression remains unknown and is difficult to study.”
Such knowledge would provide an insight into cancer
immunology, in general, and melanomas, in particular.

It is known that melanocytes come from neural
crest cells and migrate to the skin, hair follicles, and
retina; however, their function in the mucosa is not
certain. Melanin may be seen in the submucosa of the
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oral cavity due to phagocytosis by macrophages. Whether
from injury, hormone response, or congenital factors, a
variety of melanocytic lesions present clinically as both
benign and malignant." Diagnostic studies have been
performed to further identify mucosal melanomas as
a separate entity from cutaneous melanomas by using
a panel of antibodies and looking for various markers
seen in the cutaneous form."”” Most of these studies have
been performed retrospectively and have been analyzed
immunohistochemically for melanoma-associated anti-
gens. Stains for S100, HMB-45, and antivimentin were
strongly associated with mucosal melanomas, but they
were not pathognomonic for the disease due to other
neural crest-derived tumors known to be associated with
these substances.'® The applicability of these studies can
aid in differentiating melanomas from other poorly dif-
ferentiated tumors. Unfortunately, the laborious process
of performing these studies and the similar expression
patterns found in cutaneous melanomas can prove to
be challenging when differentiating a primary mucosal
melanoma from a metastatic one.

Metastatic melanoma in the gastrointestinal tract
is relatively uncommon; an antemortem diagnosis is
made in 1-4% of patients with malignant melanoma.
The small bowel is the most commonly involved site
in metastasis occurring in the gastrointestinal tract.”
Despite nonspecific gastrointestinal symptoms, meta-
static melanoma should be suspected in patients with
a history of melanoma and acute gastrointestinal symp-
toms. Although long-term survival remains poor, com-
plete surgical resection of macroscopic viable tumors
affords prolonged survival compared with that of pallia-
tive resection or medical treatment.

Recommendations regarding appropriate treatment
strategies have been proposed in the recent literature.'
Inidially, radical surgery was advocated as the mainstay
of therapy; however, local recurrence and survival rates
were unchanged regardless of whether radical surgery or
local excision was performed, and the most recent data
have favored the conservative approach when appropri-
ate. Unfortunately, a multitude of adjuvant therapies have
been tried without any success. Adjuvant radiotherapy
plays a role when combined with surgery, but this option
is reserved for nodal and locoregionally advanced disease
and has had no effect when used as a prophylactic method.
Potential therapies based upon new biologic and immu-
nologic findings may have promise in the future to impact
this disease. Until then, this aggressive disease continues
to have a poor prognosis, and surgical resection continues
to be the mainstay of primary therapy."

In summary, primary mucosal melanoma, particu-
larly gastric melanoma, represents an extremely rare malig-

nancy that does not have the same risk factors or behavior
patterns as cutaneous melanoma. This malignancy occurs
in areas that are not exposed to the sun, and its solid pre-
disposing risk factors have not been identified, making
the disease very difficult to diagnose or screen for. Primary
mucosal melanoma is usually diagnosed at a later stage
and carries a poor prognosis.”’ Differentiating a primary
lesion from a metastatic melanoma is often challenging,
due to the lack of definitive criteria, both pathologically
and clinically. The rich vascular and lymphatic networks
surrounding these lesions are likely responsible for their
aggressive behavior and poor prognosis. In addition, the
obscure locations where mucosal melanomas occur are an
obvious reason for their late presentation at an advanced
stage and hence their often incurable nature.
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