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Abstract
Primary esophageal or gastric melanoma is a very 
rare disease with early metastasis. Due to its atypical 
symptom and less efficiency of chemotherapy and 
radiotherapy, the prognosis of esophageal or gastric 
melanoma is still very poor. Surgical resection remains 
the preferential treatment for esophageal or gastric 
melanoma. Here we present an extremely rare case 
of primary advanced esophago-gastric melanoma. 
Debulking surgery was performed without chemotherapy 
or radiotherapy. However, abdominal recurrence and 
hepatic metastases were found within one month by a 
postoperative follow-up computed tomography. Three 
and a half months after surgical resection, the patient 
died of extensive abdominal metastasis.
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Core tip: Primary malignant digestive melanoma 
is a very rare disease with poor prognosis. Here 
we report an extremely rare and advanced case of 
primary esophago-gastric melanoma. Although the 
effect of combination strategy of surgical resection 
with chemotherapy or radiotherapy is still unclear, we 
strongly recommend a postoperative chemotherapy or 
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radiotherapy due to the fast progression and extremely 
short survival of our case.
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INTRODUCTION
Primary esophageal or gastric melanoma is an 
extremely rare disease in the digestive system. 
Baur firstly reported primary esophageal melanoma 
in 1906[1]. So far, a total of 369 cases of primary 
esophageal melanoma and 19 cases of primary gastric 
melanoma have been reported worldwide. The annual 
incidence of primary esophageal melanoma is around 
0.02-0.036 per million populations[2,3], but there are 
no reported data regarding the incidence of primary 
gastric melanoma. Barely 15% of all melanomas are 
encountered in non-cutaneous sites and only 20% 
of these non-cutaneous melanomas originate from 
the mucosa[3] and with less than 0.5% of mucosal 
melanoma arising from the esophagus, ranging from 
0.1% to 0.2% of all esophageal malignancies[4,5]. 
Herein, we report an extremely rare case of primary 
advanced esophago-gastric melanoma in an attempt 
to share our experience in treating this case and 
propose the possible useful treatment strategy.

CASE REPORT
A 65-year-old man was admitted to the China-
Japan Friendship hospital with a chief complaint of 
progressive dysphagia for 3 mo. He also complained 
of a drastic weight loss of 8 kg in the past 2 mo. 
He denied a history of smoking, alcohol intake and 
substance abuse, but had a chronic atrophic gastritis 
for nearly 10 years. Also, there was no family history 
of genetic defect or malignancy. Physical examination 
showed no palpable findings. Admission blood test 
showed a slight decrease in hemoglobin (106 g/
L). Upper gastrointestinal (GI) examination using 
barium contrasts showed a large tumor blocking 
the esophago-gastric junction (Figure 1). Computed 
tomography (CT) scan revealed a soft mass in the 
esophago-gastric junction with lymph node metastasis 
in the lesser curvature of the stomach (Figure 2). 
Endoscopic examination showed a black spot in the 
lower esophagus and a bulky black mass blocking the 
esophago-gastric junction, as well as two black crater-
like ulcers in the fundus of the stomach (Figure 3). 
Biopsy specimens taken from the tumor were identified 
as poorly differentiated adenocarcinoma. Preoperative 
nutrition status of this case was scored 2 based on the 

Nutrition Risk Screening 2002 (NRS 2002)[6].
Because of the obstructive symptom caused by the 

tumor, a debulking surgery of distal esophagectomy 
and proximal gastrectomy was performed. Eso
phagogastric anastomosis and reconstruction was 
then completed with stapling device. Intraoperatively, 
the tumor was found located at the esophago-gastric 
junction and the tumor infiltrated the whole layer 
with lymph node metastasis at station four. No ascites 
or dissemination of the tumor was observed in the 
peritoneal cavity.

The tumor measured 3 cm × 6 cm in size with 
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Figure 1  Upper gastrointestinal barium examination showed a large 
tumor blocking the esophago-gastric junction (A), esophagram showed a 
niche shadow in gastric fundus (B).
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Figure 2  Computed tomography scan showed a soft mass in the 
esophago-gastric junction (A), enlarged lymph nodes in the lesser 
curvature of the stomach (B).
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black pigmentation (Figure 4). There were several 
pigmented satellite nodules beside the main tumor 
lesion, the largest one being 1 cm × 1 cm in diameter. 
Moreover, two ulceration lesions were found at the 
fundus of the stomach. Microscopically, the excised 
tumor tissue was composed of non-organized and 
pleomorphic cells exhibiting atypical nuclei, and 
abundant melanin granules (Figure 5). Pathological 
examination identified this case at a stage of ⅣA 
(T4aN1M0). Immunohistochemical staining showed that 
the tumor was positive for S-100, HMB-45, mclean-A 

and Vimentin, but negative for cytokeratin 7 and 
cytokeratin 20 (Figure 6). Based on these results, 
a diagnosis of primary advanced esophago-gastric 
melanoma was established.

The postoperative course was smooth and without 
complications. The patient gradually recovered and 
was discharged 14 d after surgery. As the patient 
denied a postoperative adjuvant therapy, abdominal 
recurrence and hepatic metastases were found within 
one month by a postoperative follow-up CT. No other 
effective treatment was administered afterwards. The 
patient died of diffuse metastatic disease 2 mo later.

DISCUSSION
To date, little is known about the exact etiology of 
esophageal or gastric melanoma, and no definite 
risk factors have been identified[7]. At the time of 
initial diagnosis, detectable metastases are present in 
30%-40% of patients[2]. The incidence of metastasis to 
regional lymph nodes is as high as 40%-80%, and the 
most common sites are periesophageal, mediastinal 
and celiac lymph nodes[8,9]. The hematogenous 
dissemination is most prone to the liver, lung and 
brain[10]. In 2009, AJCC introduced a new classification 
for melanoma of the upper aerodigestive tract[11]. In 
this classification, T1 and T2, Stage Ⅰ and Stage Ⅱ 
are omitted due to the aggressive nature of mucosal 
melanomas (Table 1 and Table 2). Based on this 
classification, our case was identified with a stage of Ⅳ
A (T4aN1M0).

Due to the rarity of the disease, no standard 
treatment has been established so far. Surgical 
resection and a combination of different adjuvant 
therapies are reasonable options, and the choice 
of treatment should be individualized for each 
patient. Due to the tendency of the tumor to spread 
longitudinally along the submucosa, some authors 
stated that a greater capacious safety margin of 
resection was necessary[12]. The median overall 
survival associated with primary malignant melanoma 
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Figure 3  Endoscopic examination showed a black spot in the lower 
esophagus and a bulky black mass blocking the esophago-gastric 
junction (A), two black crater-like ulcers located at the fundus of the 
stomach (B).

Figure 4  Surgical specimen showed that the melanoma measured 3 cm × 
6 cm in size with black pigmentation. There were several pigmented satellite 
nodules beside the main tumor lesion, the largest one being 1 cm × 1 cm in 
diameter. Two ulceration lesions were present at the fundus of the stomach.

Figure 5  Histological examination showed that the excised tumor tissue 
was composed of non-organized and pleomorphic cells exhibiting 
atypical nuclei, and abundant melanin granules. Hematoxylin-eosin staining, 
magnification × 400.
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Table 2  American Joint Comission on Cancer staging for 
melanoma of the upper aerodigestive tract

Table 1  Tumor-node-metastasis classification by the American 
Joint Comission on Cancer staging for melanoma of the 
upper aerodigestive tract

3299 March 21, 2016|Volume 22|Issue 11|WJG|www.wjgnet.com

of the GI tract is reportedly 17 mo, whereas that 
associated with primary gastric melanoma is only 5 
mo[13], and the mean survival time is 9-14.2 mo after 
surgical resection of primary esophageal melanoma[14].

The curative effects of chemotherapy are not 
satisfactory for malignant melanoma, and the long-
term survival is poor on the whole, so it does not 
seem to have a major role in the management of this 
disease[2]. Local application of INF-β alone or combined 
with systemic chemotherapy was tried and found to 
be effective[14]. The gene mutation of BARF, NRas 
and KIT in the MAPK pathway has been the focus of 
eager investigation as novel therapeutic targets with 
medications[15], such as sorefenib, farnesyltransferase 
inhibitor and imatinib. Moreover, various kinds of 
vaccines against cancer-testis (CT) antigens for 

treatment of melanoma, such as dendritic-cell vaccine, 
were explored[16]. Survivin is strongly expressed in 
melanoma and appears to be involved in melanocyte 
resistance to some agents, so the survivin inhibitor of 
YM-155 may be considered as a potential option[17].

Radiotherapy has been tried to treat this disease for 
many years, however, most researchers believed that 
melanoma was non-sensitive to radiation or with little 
benefits[18,19], so radiotherapy merely plays a palliative 
role, such as palliating the symptom of dysphagia with 
large tumors or reducing the probability of relapse 
after operation. Furthermore, heavy-ion radiation[20], 
radiotherapy combined with hyperthermia[21] and 
intraluminal brachytherapy are also administered in 
sporadic cases and demonstrate good initial responses.

In short, the aggressive biological behavior, the 
advanced stage and lack of effective therapy contribute 
to the poor prognosis of melanomas of the upper 
digestive system. Here we reported our experience in 
treating this rare case of primary advanced malignant 
melanoma in esophago-gastric junction. Debulking 
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Figure 6  Immunohistochemical staining showed that the tumor was positive for S-100 (A), HMB-45 (B), melan-A (C), and Vimentin (D).

T Tx Tumor cannot be evaluated
T0 No signs of tumor
T3 Epithelium/submucosa (mucosal disease)
T4a Deep soft tissue, cartilage, bone or overlying skin
T4b Brain, dura, skull base, lower cranial nerves, masticator 

space, carotid artery, prevertebral space, mediastinal 
structures, cartilage, skeletal muscle or bone

N Nx Regional lymph nodes cannot be evaluated
N0 Tumor cells absent from regional lymph nodes
N1 Regional lymph node metastasis present

M M0 No distant metastasis
M1 Metastasis to distant organs

AJCC staging

Stage Ⅲ T3 N0 M0

Stage ⅣA T4a N0 M0

T3,T4a N1 M0

Stage ⅣB T4b Any N M0

Stage ⅣC Any T Any N M1
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surgery was performed alone without chemotherapy 
or radiotherapy. However, abdominal recurrence and 
hepatic metastases were found within one month by a 
postoperative follow-up CT. Finally the patient died of 
diffuse metastatic disease two months later. Although 
the effect of combination therapy of surgical resection 
with chemotherapy or radiotherapy is still unclear, we 
strongly recommend a postoperative chemotherapy or 
radiotherapy due to the fast progression and extremely 
short survival of our case.
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COMMENTS
Case characteristics
A 65-year-old man with a chief complaint of progressive dysphagia for 3 mo.

Clinical diagnosis
Physical examination showed no palpable findings.

Differential diagnosis
Melanocytosis, distal esophageal cancer, cardiac cancer and proximal stomach 
cancer. 

Laboratory diagnosis
Hemoglobin 106 g/L.

Imaging diagnosis
Upper gastrointestinal (GI) barium examination, computed tomography and 
endoscopy showed a soft mass involving the esophago-gastric junction, with 
swelling lymph nodes in the lesser curvature of the stomach.

Pathological diagnosis
Preoperative biopsy suggested the presence of poorly differentiated 
adenocarcinoma, and postoperative immunohistochemical staining showed 
that the tumor was positive for S-100, HMB-45, mclean-A and Vimentin, and 
negative for cytokeratin 7 and cytokeratin20.

Treatment
A debulking surgery of distal esophagectomy and proximal gastrectomy 
was performed, and esophagogastric anastomosis and reconstruction was 
performed using stapling device, with no postoperative adjuvant therapy.

Related reports
There are few reports of primary esophageal or gastric melanoma treated with 
multidisciplinary strategies including surgery and a combination of different 
adjuvant therapies, such as chemotherapy, radiotherapy and immunotherapy. 
Thus, the data were insufficient to help achieve a long-term survival in a highly 
advanced malignant melanoma of the upper digestive tract.

Experiences and lessons
To control the highly aggressive biologic behavior and tendency to metastasis 
is the key to treatment of melanoma of the GI tract; surgical resection and a 
combination of different adjuvant therapies are reasonable options.

Peer-review
This is a report of an extremely uncommon case of esophago-gastric melanoma 
with an interesting finding, and it will definitely contribute to the quite scarce 
literature regarding the primary melanoma of the GI tract.
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