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ABSTRACT

Primary Malignant Melanoma of the Esophagus (PMME) is an aggressive tumor with a
median survival of about 13 months. Surgical extirpation is the only treatment for PMME.
The most common clinical presentation is the onset of progressive dysphagia. Endoscopy
presents a polypoid lesion occasionally in the middle and lower third of the esophagus.
Definitive diagnoses are based on pathology and immunohistochemical examination with
positive results for S-100, Human Melanoma Black (HMB)-45, and Melanoma-specific Antigen
(Melan-A) proteins. We presented a 46-year-old man complaining of dysphagia and melena
from the past two months. Gasteroesophagoscopy demonstrated a large polypoid in the
lower third of the esophagus extending to the cardia. Histopathology of the biopsy specimen
from the esophagus revealed positive staining for S-100, Human Melanoma Black (HMB)-45,
and Melanoma-specific Antigen (Melan A) proteins that were all compatible with malignant
melanoma of the esophagus. The patient underwent surgery followed by radiotherapy and
Immunotherapy. The postoperative period was uneventful. No metastasis and recurrence
was observed after more than 6 months of initial treatment. PMME is a rare but highly
aggressive tumor. The diagnosis of PMIME should be made by clinical symptoms, auxiliary
examination, pathological examination, and immunohistochemistry markers. The problem of
exact diagnosis at the early stages of the disease and effective treatment is still a challenge.
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Introduction

rimary Malignant Melanoma of the

Esophagus (PMME) is an extremely

rare and aggressive neoplasm, com-

prising 0.1%-0.5% of all primary

esophageal malignancies [1]. The

mean survival duration from diag-
nosis is about 13 months, and the 5-year survival rate
equals 4.2% [1]. It most often affects patients between
the 6th and 7th decades of life. There is a 2.02:1 male
predominance [1]. Baur reported the first case of PMME
in 1906 [2].

Only ~300 cases have been reported in the literature
[3]. PMME is a disease of unknown etiology, and the
natural course of the illness remains undetermined [3].
Based on this theory that esophageal melanocytosis
may be a precursor to PMME. In esophagitis and hyper-
plastic esophageal lesion, abundant and abnormal me-
lanocytes may be precursor lesions of PMME [4].

The symptoms of PMME are not unique compared to
other esophageal neoplasms [3]. The most common
symptoms are dysphagia and retrosternal pain. He-
matemesis and melena are observed infrequently [3].
Although Surgical excision is the standard treatment
for PMME, treatment is not standardized due to its low
frequency, leading to a highly aggressive course of this
malignancy [3].

Esophagoscopy presents PMME as one or more polyp-
oid lesions, usually pigmented and located in the middle
and lower third of the esophagus [3]. Definite diagnosis
is by pathology and immunohistochemical examination
with positive results for S-100, Human Melanoma Black
(HMB)-45, and Melanoma-specific Antigen (Melan A)
proteins [3]. Recently, Endoscopic Ultrasonography (EUS)
has been used to recognize the depth of tumor invasion
and the lymph node status in patients and reveal this type
of neoplasm as a hypoechoic mass or mixed echogenicity
compared with the surrounding healthy tissue [3].

This case report presents a 47-year-old male with
PMME diagnosed by endoscopy along with immunohis-
tochemistry, i.e., positive for S-100 protein HMB-45 and
Melan A. The patient underwent subtotal gastroesoph-
agoscopy. He was treated with radiotherapy and ipilim-
umab as targeted therapy. He is still alive for more than
6 months without further chemotherapy, radiotherapy,
and immunomodulatory therapy.
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Case Presentation

A 47-year-old otherwise healthy man presented with
two months history of dysphagia and melena. The phys-
ical examination results were unremarkable, suggesting
no pigmented lesions at the skin, eyes, rectum, or other
locations. Gastroesophagoscopy and biopsy were per-
formed, as per below:

Esophagus: Upper third and the middle third were
regular. A large pedunculated polypoid lesion with a
long pedicle in the distal third at 32 cm of incisor was
detected.

Stomach: A suspicious subepithelial lesion with over-
lying ulceration and abnormal-looking mucosa was de-
tected in the cardia.

Duodenum: The bulb and second part of the duode-
num was normal (Figure 1).

CT scan of the abdomen and chest with contrast en-
hancement demonstrated a 17x18 mm hypodense
mass lesion in the distal part of the esophagus with lu-
minal narrowing.

A 44x69 hypodense mass lesion with the regular bor-
der was observed in the lesser curvature of the stomach.
Chest CT revealed no metastasis to the lymph nodes,
mediastinum, or the lungs. Further examinations also
ruled out distant metastasis.

Endoscopic Ultrasound (EUS) was performed and in-
dicated a large ulcerated semi pedunculated mass 35
cm from the mouth in the lower third of the esophagus
extending up to the cardia and a large central ulcerated
mass in the cardia and fundus.

Esophageal mucosa had been invaded by a neoplastic
tissue composed of sheets of loosely cohesive large cells
with oval nuclei bearing nucleoli (Figures 2A, B, C).

Immunohistochemistry (IHC) study indicated that the
tumor cells were positive for HMB-45, S100 protein, and
Melan A (Figures 2D, E, F). Immunostaining for Pan-Ck,
P63&Ck5/6 were negative. The final diagnosis of pri-
mary malignant melanoma of the esophagus was made.

PET CT indicated hypermetabolism in the distal third
of the esophagus and cardia (SUV 11.7) without any evi-
dence of other hypermetabolic lesions suggestive of dis-
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Figure 2. The bulb and second part

A: Primary malignant melanoma of esophagus stained with an H&E (x10); B, C: H&E (x40); D: S100; E: HMB-45; F: Melan A (x40).
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tant metastases. Accordingly, a subtotal gastroesopha-
goscopy was performed. The patient received radiation
therapy for the primary tumor at 45 Gy (gray) dose in 15
fractions over 3 weeks at 5 fractions per week.

Following surgery and adjuvant radiotherapy, the pa-
tient underwent treatment with three cycles of Immu-
notherapy. Ipilimumab was used as the Immunotherapy
for 3 cycles, i.e., a monoclonal antibody that blocks the
checkpoint of cytotoxic T-lymphocyte-associated pro-
tein 4 (180 mg per 3 weeks). Follow-up esophagogas-
troscopy examinations and CT scans revealed no signs
of disease recurrence for >6 months. The latest clinical
follow-up was 1 month ago, and the esophagogastros-
copy examinations and CT scans showed no signs of dis-
ease recurrence.

Discussion

Although PMME prognosis is abysmal, the most im-
portant prognostic factor is the presence of nodal
metastases [2]. Approximately 50% of patients with
primary malignant melanoma of the esophagus have
metastatic disease at presentation, most commonly to
liver and mediastinum, followed by lung and brain, and
long-term survival is uncommon [5]. Sabanathan et al.,
in 1989, reported a median survival of between 7 and 12
months in patients who underwent radical resection [5].

Chalkiadakis et al. reported, in a series of 110 patients,
mean survival of 13 months [6]. Most cases manifest as
progressive dysphagia [7]. The most common location
(>90%) is in the middle and lower third of the esopha-
gus [8]. The differential diagnosis consists of small round
cell sarcoma, lymphoma, spindle cell sarcoma, carcino-
ma, gastrointestinal stromal tumor, or even epidermoid
carcinoma, Kaposi’s sarcoma, and leiomyosarcoma [2].
It is challenging to diagnose PMME esophageal tumors
based on radiological criteria; histological approval is
always crucial to diagnosing melanoma, especially in
amelanotic cases [2]. Using antibodies against HMB-45
and S-100 protein in the immunohistochemical exami-
nation is essential to confirm the diagnosis [2]. Primary
malignant melanoma of other organs must be excluded
before the diagnosis is established [2].

In the absence of distant metastases or considerable
lymph node involvement, surgical resection should be
the first treatment choice [7]. Adjuvant therapy includes
chemotherapy, radiotherapy, and immunomodulatory
therapy, while curative treatment is not always possible
[7]. Despite the radioresistant nature of PMME, it may
have a palliative role if the patient seems to be inopera-
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ble [7]. Fogarty et al. reported a patient with metastatic
malignant melanoma of the esophagus who received
36 Gy with a photon beam in six fractions given twice
weekly and achieved excellent palliation of his dyspha-
gia and CT after 4 months following completion of ra-
diotherapy presented no residual mass [9]. Molecular
analysis is a helpful target for targeted therapy in PMME
[10]. Mutations in the BRAF and KIT genes in subgroups
of melanoma have been reported [10]. Langer et al. de-
tected a c-KIT gene mutation in 2 patients with PMME
[11]. BRAF inhibitors may be helpful in the treatment of
metastatic melanoma in patients with BRAF mutations
[11]. However, in patients with PMME, its efficacy re-
mains unproven [11].

Conclusion

PMME is a highly malignant tumor with a poor prog-
nosis. Diagnosis in the early stages, timely operation
therapy, and appropriate adjuvant chemotherapy and
Immunotherapy may prolong overall survival. Diagnosis
should be established with a combination of clinical im-
aging and histopathological findings, including immuno-
histochemical markers.
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