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A solitary gastric metastasis originating from primary nasal
mucosal melanoma treated with wedge gastrectomy
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Introduction

Abstract

Sinonasal melanoma is a rare type of melanoma that originates
from the mucous membranes of the nasal and paranasal sinuses. It has
a poor prognosis with an estimated 5-year overall survival rate of 10-
30%. The most common locations of metastasis include lymph nodes,
liver and lungs. Currently, there are several therapeutic options for ad-
vanced mucosal melanoma. We report a case of a 77-year-old male
patient who presented to our surgical department with acute vague
postprandial abdominal pain one year after excision of a sinonasal mu-
cosal melanoma (MM). Upper gastrointestinal (Gl) endoscopy revealed
a 2 cm solitary ulcerated polypoid lesion. Histological examination and
immunohistochemistry confirmed the diagnosis of metastatic mela-
noma. Wedge gastrectomy was performed, and the tumor was excised
with histologically confirmed negative margins. To our knowledge, this
is the first case of gastric metastasis from primary nasal melanoma, the
most common type of head and neck mucosal melanoma, described in
the literature. The stomach is a rare metastatic site for both cutaneous
and mucosal melanomas. Non-specific gastrointestinal symptoms in a
patient with a history of nasal melanoma should be investigated, as
excision and systemic therapy including immunotherapy and targeted
therapy may improve patient survival.
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Abbreviations: *F-FDG: fluorodeoxyglucose F 18; AJCC: American
Joint Committee on Cancer; CDK: Cyclin-dependent kinase; CTLA-4:
cytotoxic T-lymphocyte-associated protein 4; Gl: gastrointestinal; MM:
mucosal melanoma; PD-1: Programmed cell death protein 1.

frequency in the lateral nasal wall, inferior turbinate and anteri-
or nasal septum, while the paranasal sinuses are less frequently

Mucosal melanoma accounts for 1% of melanomas. Apart
from ocular, it includes head and neck melanomas (50%), gas-
trointestinal, anorectal, genitourinary and respiratory melano-
mas [1,2]. Head and neck mucosal melanoma is found in pa-
ranasal and nasal cavities, mouth, larynx, pharynx and upper
esophagus. The nasal and paranasal sinuses are the most fre-
quent localizations [3]. Nasal melanoma occurs with decreasing

affected and mainly involve the maxillary and ethmoid sinuses.
Mucosal melanoma has a less favorable prognosis compared to
cutaneous melanoma. The tumor can be pigmented or, less fre-
quently, amelanotic. The presenting symptoms are non-specific
and include epistaxis and nasal obstruction symptoms. Local re-
currence after initial excision is common and is associated with
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a higher risk of distant metastasis. The liver, lungs and lymph
nodes are the most common metastatic sites [3].

Case presentation

A 77-year-old male patient presented to our surgical depart-
ment with acute vague postprandial abdominal pain, one year
after excision of a sinonasal mucosal melanoma. The medical
history included chronic obstructive pulmonary disease and ul-
cerative colitis, which was medically managed and under remis-
sion. The patient was a smoker with 120 pack-years.

The primary tumor was located between the superior and
middle turbinate in the lateral wall of the right nasal cavity.
The tumor was excised with histologically confirmed negative
margins. The pathology report showed squamous epithelium
invaded by malignant cells, magenta-colored nuclei of different
sizes, prominent nucleoli, nuclear atypia, increased mitotic rate
(>10 mitoses/mm?) and atypical mitoses. Immunohistochemis-
try demonstrated cell positivity for MelanA, HMB-45, vimentin,
S-100 and MITF. The Ki67 index was >60%. Adjacent structures
were not infiltrated and no locoregional or distant metastases
were found. According to the seventh edition of the American
Joint Committee on Cancer (AJCC) for head and neck mucosal
melanoma, the diagnosis was stage Ill primary nasal melanoma
(T3, NO, MO) and no further excision or radiotherapy was re-
quired. The patient was referred to the oncology unit for further
consultation and treatment.

Local recurrence was diagnosed in the third and ninth
months after the first resection (stage IVA (T4a, NO, MO0). They
were endoscopically resected with negative margins and anti-
CTLA-4 immunotherapy was administered. No further residual
or recurrent disease was detected at follow-up visits.

The patient presented to our surgical department 4 months
after the second local recurrence. Physical examination revealed
vague abdominal pain. We performed an upper gastrointestinal
(GI) tract endoscopy (Figures 1,2). A solitary 2 cm polypoid, ul-
cerated lesion along the greater curvature of the stomach was
revealed. Immunohistochemistry of the bioptic specimen was
positive for S-100 and MelanA. In addition, the patient under-
went a PET-CT scan, which showed increased fluorodeoxyglu-
cose F 18 (18F-FDG) uptake at the border between the corpus
and the fundus along the greater curvature of the stomach. A
detailed dermatologic examination and the PET-CT scan exclud-
ed other metastases.

A wedge gastrectomy was performed, and the tumor was
removed with histologically confirmed negative margins. The
pathology report of the surgical specimen was conclusive of
melanoma metastasis. Immunohistochemistry revealed het-
erogeneous positivity for MelanA and HMB-45. The patient was
discharged on the sixth postoperative day and remains disease-
free three months after surgery.

Discussion

Sinonasal melanoma is a rare entity accounting for 1% of
melanomas. It originates from melanocytes lining the mucous
membranes of the nasal and sinonasal sinuses. Mucosal mela-
noma differs from cutaneous melanoma in that it has a distinct
molecular profile and a poorer prognosis. It is more common
in females in their seventh decade of life. It can be either pig-
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Figure 1: Upper Gl endoscopy detected a polypoid, ulcerated, 2 cm
metastatic lesion.
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Figure 2: The metastatic lesion during (left) and after (right) wedge
gastrectomy. ‘
/

mented or amelanotic [4]. Its poor prognosis is reflected in the
current classification system, as all head and neck mucosal mel-
anomas are classified as either stage Ill or IV, whereas stages |
and Il do not exist. A stage Ill tumor is confined to the mucosa
and the underlying soft tissue (T3, NO, MO). Stage IV refers to
advanced tumors (T4a and T4b) or when lymph node or dis-
tant metastases are present. Gal et al. reported a 5-year survival
rate of 40% for stage Ill and between 10 and 20% for stage IV.
Locoregional or distant relapse develops in 80% of cases after
initial resection [5].

The optimal treatment for primary sinonasal melanoma is
wide excision with microscopically confirmed negative margins
and if RO excision is not possible, radiotherapy is offered. Sen-
tinel lymph node biopsy is not routinely performed, and lymph
node dissection is performed if lymph nodes are clinically in-
volved. Treatment of stage IV consists mainly of systemic thera-
py. Due to the rarity of cases, there have been no large studies
assessing stage IV mucosal melanoma treated with metastasec-
tomy. It has been showed that metastasectomy improves sur-
vival in cutaneous melanoma [6]. Bello et al. showed a better
prognosis for melanoma patients, including mucosal melanoma
patients, who underwent metastasectomy after administration
of immunotherapy [7]. Systemic therapy consists of immuno-
therapy, targeted therapy and participation in clinical trials.
Immunotherapy with PD-1 and CTLA-4 checkpoint inhibitors
provides a survival benefit for mucosal melanoma patients.
In the CheckMate-067 trial, the 5-year response rate for ipili-
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mumab (CTLA-4 inhibitor) and nivolumab (PD-1 inhibitor) was
43% compared to 30% for nivolumab and 7% for ipilimumab
alone [8]. Targeted therapies with BRAF and MEK inhibitors are
another option, although BRAF and NRAS mutations are not as
common as in cutaneous melanoma [9]. Moreover, c-KIT in-
hibitors are an alternative, as 30-40% of mucosal melanomas
have c-KIT activating mutations and amplifications [10]. In addi-
tion, copy number alterations in the Cyclin- dependent kinase 4
(CDK4) pathway are found in mucosal melanoma and the use of
CDK4/6 inhibitors is being investigated in this type of melanoma
[11]. Clinical trials combining immune checkpoint inhibitors and
other targeted therapies exist. Thus, prompt detection of meta-
static disease is important, and sequencing of metastatic lesions
may indicate whether targeted therapy should be considered.

According to the existing literature, gastric metastases are
rare in cutaneous and ocular melanomas [12-14]. Cases of mu-
cosal melanomas developing gastric metastasis are limited.
Cases of vulvovaginal, oral and sphenoid sinus melanomas de-
veloping gastric metastasis have been reported [15-19]. Gastric
metastases are challenging to diagnose because of their non-
specific symptoms. They are more often multiple, ulcerated,
located in the submucosa and develop in a widespread meta-
static setting [20,21]. They are pigmented or amelanotic, the
latter being more difficult to diagnose. Nevertheless, as far as
we know, gastric metastasis has not been reported in primary
nasal melanoma. In the present case, the stomach was the first
distant metastatic lesion and presented as a solitary, amelanotic
tumor. The diagnosis was made based on the medical history
and the directed immunohistochemistry.

Conclusion

In conclusion, we present a rare case of primary nasal mela-
noma resulting in a solitary distant gastric metastasis treated
with wedge gastrectomy. To our knowledge, this is the only case
reported in the literature that originated from a primary nasal
melanoma and was considered important as nasal melanoma is
the most common type of head and neck mucosal melanoma.
With this case report, we would like to highlight that clinicians
should maintain a high level of suspicion for non-specific gas-
trointestinal symptoms in patients with a medical history of mu-
cosal or cutaneous melanoma. Timely diagnosis is key to treat-
ment, as several therapeutic alternatives are available.
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