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Introduction
Esophageal melanoma is a rare occurrence (0.1%-0.2% of malignant 

esophageal tumors) [1,2]. Malignant melanoma arises from melanocytes 
and can be classified as mucosal and cutaneous. Mucosal melanomas 
are rare and account for approximately 1% of all melanomas. They arise 
primarily in the head and neck, anorectal, and vulvovaginal regions 
(55%, 24%, and 18% of cases respectively). The esophagus is the rarest 
site of origin for mucosal melanoma. Treatment of resectable melanoma 
is based on standard guidelines, and surgical esophagectomy is the only 
radical curative treatment. Adjuvant therapy after surgery is conducted 
based on the therapy for cutaneous melanoma. However, the malignant 
potential is so high that the duration from surgery to recurrence is 
usually very brief. An anti-cancer medication based on decarbonize 
for patients with metastasis has been administered for many decades. 
However, the prognosis of melanoma is poor against that treatment. The 
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Abstract
We made a diagnosis as a malignant melanoma and conducted esophagectomy. She had DAC-Tam as a 

palliative chemotherapy after detecting recurrence. But she had wasted away and died within 14 months being 
diagnosed with her disease. Histological findings revealed malignant melanoma arise from esophagus with liver 
metastasis. She had nivolumab as first line therapy and ipilimumab subsequently, but she had wasted away and died 
within 6 months being diagnosed with her disease. Esophageal melanoma was very rare disease. Development of 
immune-check inhibitor and molecular targeting therapy changed the prognosis for patients.

Case-1

A 57-year-old woman was admitted with a complaint of fatigue and anemia (serum hemoglobin, 5.6 g/dl). We 
detected an irregular tumor 4 cm in diameter in the lower esophagus, using an upper endoscopic test; melanosis 
was detected near the tumor. An esophageal biopsy revealed large tumor cells possessing minimal cytoplasm and 
hyperchromatic indistinct nucleoli based on Hematoxylin and Eosin (HE) staining. We performed esophagectomy 
and the final staging, on histopathological examination, was IIIA (UICC-6). She was administered DAV-Feron (DTIC, 
ACNU, VCR and Interferonβ) as adjuvant chemotherapy. However, she was diagnosed with recurrence of the 
melanoma in the peritoneum in March 2010. We initiated DAM-Tam (DTIC, ACNU, CDDP and tamoxifen) as palliative 
chemotherapy. She had grade 3 neutropenia and grade 2 fatigues, but these adverse events were controlled to 
reduce dose settings. She progressively weakened and died within 14 months of being diagnosed with the disease.

Case-2

A 67-year-old woman visited complaining of fatigue. A type 1 tumor with blue pigment deposition in the lower 
esophagus was detected on upper endoscopy and liver metastasis was observed using Positron Emission 
Tomography-Computed Tomography (PET-CT). An esophageal biopsy revealed large tumor cells possessing 
minimal cytoplasm and hyperchromatic indistinct nucleoli based on HE staining. Immunostaining revealed that the 
tumor cells were positive for S-100 and Melan A, and negative for HMB-45. Histological findings revealed malignant 
melanoma that had arisen from the esophagus. We initiated nivolumab therapy based on the negative results of 
the B-RAF V600E mutational test. She exhibited no adverse events after the administration of nivolumab. However, 
CT revealed progression of the disease within 3 months. We changed to ipillimumab. However, she progressively 
weakened and died within 6 months of being diagnosed with the disease. Esophageal melanoma was very rare 
disease. Development of immune-check inhibitor and molecular targeting therapy changed the prognosis for patients.
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response rate is low and the 5-year survival rate has been reported to 
be less than 5% [2]. In recent years, the developments of both immune 
checkpoint inhibitors and molecular agents have influenced adjuvant 
treatment and the treatment for metastatic and recurrent cases. Herein, 
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we report our experience with two cases of metastatic and recurrent 
melanoma.

Case Report
Case-1

A 57-year-old woman was admitted with a complaint of fatigue and 
anemia (serum hemoglobin, 5.6 g/dl) on June 2009. We detected an 
irregular tumor 4 cm in diameter (Figure 1) in the lower esophagus, 
using an upper endoscopic test; melanosis was detected near the 
tumor. An esophageal biopsy revealed large tumor cells possessing 
minimal cytoplasm and hyperchromatic indistinct nucleoli based on 
Hematoxylin and Eosin (HE) staining. Immunostaining tests revealed 
that the tumor cells were positive for HMB-45 and Melan A, and 
negative for S-100. We diagnosed the patient with malignant melanoma 
(Union for International Cancer Control (UICC) Stage III), based on 
both pathological and imaging findings. We performed esophagectomy 
in June 2009 and the final staging, on histopathological examination, 
was IIIA (UICC-6). She was administered DAV-Feron (80 mg/m2 
DTIC on days 1-5, 60 mg/m2 ACNU on day 1, 0.5 mg/m2 VCR on day 
1, 3000000 units IFNβ on days 1-5, local injection every 4 weeks) as 
adjuvant chemotherapy. However, she was diagnosed with recurrence 
of the melanoma in the peritoneum in March 2010. We initiated DAM-
Tam (220 mg/m2 DTIC on days 1-3, 60/m2 ACNU on day 1, 25 mg/
m2 CDDP on days 1-3, 20 mg/body tamoxifen on 1-28 every 4 weeks) 
as palliative chemotherapy. She had grade 3 neutropenia and grade 
2 fatigues, but these adverse events were controlled to reduce dose 
settings. She progressively weakened and died within 14 months of 
being diagnosed with the disease.

Case-2

A 67-year-old woman visited our hospital, in August 2016, 
complaining of fatigue. A type 1 tumor (Figure 2) with blue 
pigment deposition in the lower esophagus was detected on upper 
endoscopy, and liver metastasis was observed using Positron Emission 
Tomography–Computed Tomography (PET-CT) (Figure 3). An 
esophageal biopsy revealed large tumor cells possessing minimal 
cytoplasm and hyperchromatic indistinct nucleoli based on HE staining 
(Figure 4). Immunostaining revealed that the tumor cells were positive 
for S-100 (Figure 5) and Melan A (Figure 6), and negative for HMB-
45 (Figure 7). Histological findings revealed malignant melanoma 
that had arisen from the esophagus. We initiated nivolumab (2 mg/
kg on day 1 every 3 weeks) therapy based on the negative results of 
the B-RAF V600E mutational test in September 2016. She exhibited 
no adverse events after the administration of nivolumab. However, CT 
revealed progression of the disease within 3 months (Figure 8). We 
changed to ipillimumab (3 mg/kg every 3 weeks) therapy in January 
2017. However, she progressively weakened and died within 6 months 
of being diagnosed with the disease.

Results and Discussion
Esophageal melanoma is a rare occurrence (0.1%-0.2% of malignant 

esophageal tumors) [1,2]. The peak age of onset is in the 60s-70s and 
the male-to-female ratio is 2:1. Common sites of occurrence are from 
the mid to lower esophagus. The rate of multi-occurrence is 35.1%. 
Melanosis is detected in 0.11% of normal individuals but is thought 
to be a precursor lesion because of its coexistence in 10%-30% cases 
of esophageal melanoma. Seventy percent of patients experience 
difficulties in swallowing at diagnosis. Delayed diagnosis is common 
after growing up because of soft tissue compared to normal esophageal 

Figure 1: (A) Type-1 irregular tumor (4 cm diameter) was detected in lower 
of esophagus (B) Melanosis was detected near the tumor.

Figure 2: (A) Type-1 irregular tumor (3 cm diameter) was detected in lower of 
esophagus (B) Melanosis was detected near the tumor.
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cancer tissue, and moderate invasion vertically. Endoscopic techniques 
are useful for the detection of tumors. Elevated lesions with unleveled 
surfaces and with black, blue, purple, and brown color in morphologic 
features is common. However, it is difficult to make a diagnosis based 
only on HE staining, in which case non-colored tumors occur [2]. 

Staining for S-100, HMB-45, and MelanA are useful to make a diagnosis 
in these cases.

Figure 3: PET-CT scan revealed primary tumor and liver metastatic findings
 

 
Figure 4: An esophageal biopsy revealed large-sized tumor cells possessing 
minimal cytoplasm and hyperchromatic indistinct nucleoli by HE staining.

 

Figure 5: Immuno-staning revealed that the tumor cells were positive for 
S-100.

 
Figure 6: Immuno-staning revealed that the tumor cells were negative 
for HMB-45.

Figure 7: Immuno-staning revealed that the tumor cells were positive 
for Melan A.

.
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  Figure 8: CT revealed progression of the disease within 3 months.

Biopsies for cutaneous melanoma are contra indicatory because of 
the risk of hematogenous metastasis. However, biopsies for esophageal 
melanoma are not contra indicatory because of the lack of prognostic 
differences between biopsy and non-biopsy cases. Forty percent of 
patients exhibit lymph node or organ metastasis at prior diagnosis. The 
liver (31%-39%) is the most common metastatic site [1,2].

Treatment for mucosal melanoma, including those of 
esophageal origin, is based upon therapy for cutaneous melanoma. 
Curative treatment only requires a surgical approach. Preventive 
lymphadenectomy is useful to improve patient prognosis [3]. 
Chalkiadakis [1] et al., in 1985, reported that the 5-year survival rate 
was 4.2% and median overall survival time was 14 months after curative 
surgery. However, in recent years, the 5-year survival rate has improved 
up to 30%, owing to the widespread implementation of endoscopic 
tests [4]. Local injection of IFN-β for skin melanoma was reported as a 
useful adjuvant therapy, in the 1980s [5]. DAV-Feron therapy (DTIC/
ACNU/VCR plus local injection of IFN-β) as an adjuvant therapy is 
used frequently in Japan [6,7]. We used DAV-Feron therapy as adjuvant 
therapy after surgery, for case 1. However, these regimens are not 
recognized as standard because recent retrospective studies have not 
shown significant improvement of survival, and no randomized control 
trials have been conducted.

Treatment of metastatic esophageal melanoma is largely based upon 
experiences with patients having cutaneous melanoma. Decarbonize has 
been most frequently used as anti-cancer medication in patients with 
advanced metastatic melanoma. However, the response rate, complete 
response rate, and long-term response rate were low, 10%-20%, 5%, and 
less than 2%, respectively [8,9]. Thus, several combination therapies 
have been attempted in the past. The DAC-Tam modified ‘’Dartmouth 

regimen’’ from BCNU to ACNU was developed in Japan [10]. We used 
DAC-Tam as palliative chemotherapy, but this was unsuccessful in 
our case. Recently, decarbonize has not shown any significant survival 
benefits in randomized control trials or evidence of improving survival 
in meta-analyses [11,12].

Clinical studies depending on the development of molecular 
biology have been progressing rapidly in recent years. Ipillimumab is 
an anti-cytotoxic T-lymphocyte antigen-4. This is the first clinically 
applicable immune checkpoint inhibitor in oncological history with 
proven survival benefits in a phase III randomized study [13]. The 
current approved drugs for metastatic melanoma in the National 
Comprehensive Cancer Network guidelines that are applicable for 
insurance in Japan are follows. Nivolumab [14] and keytruda [15] 
are immune checkpoint inhibitors targeting the Programmed Death 
Ligand 1 (PD-L1/PD-1 pathways. Vemurafenib [16] and dabrafenib 
plus trametinib [17] are molecular targeting agents for patients with 
BRAF V600E mutation-positive metastasis. We have used nivolumab as 
first-line therapy because the patient in case 2 did not harbor a BRAF 
V600E mutation, and we used ipillimumab as second-line therapy 
subsequently. However, we received no response to both immune 
checkpoint inhibitor drugs in the patient with esophageal melanoma.

Conclusion
In conclusion, we herein report our experiences with two cases of 

metastatic and recurrent melanoma. Clinical studies depending on the 
development of molecular biology have been progressing rapidly in 
recent years. Ipillimumab is an anti-cytotoxic T-lymphocyte antigen-4. 
This is the first clinically applicable immune checkpoint inhibitor 
in oncological history with proven survival benefits in a phase III 
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randomized study. However, we received no response to both immune 
checkpoint inhibitor drugs in the patient with esophageal melanoma.
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