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ABSTRACT

Neuroendocrine cell tumors of the esophagus are rare forms of cancer. Incidence of squamous cell cancer of the esophagus is low in
the United States. Combined tumors with components of both neuroendocrine and squamous cell cancer which are very rarely seen
have not been reported in the United States. We present a unique case of a composite tumor of the esophagus with squamous cell
carcinoma and neuroendocrine carcinoma.

INTRODUCTION

Neuroendocrine cell tumors of the esophagus occur rarely with a reported incidence of less than 2%.1 Squamous cell cancer of the
esophagus is uncommon in the United States.2 Combined tumors with components of both neuroendocrine and squamous cell
cancer are exceedingly rare and have not been reported in the United States. We present a unique case of a composite tumor of the
esophagus with squamous cell carcinoma and neuroendocrine carcinoma.

CASE REPORT

A67-year-oldmanwith achalasia treatedwith surgicalmyotomy 10 years ago presentedwith complaints of progressive dysphagia to
solids and odynophagia. The initial upper endoscopy was notable for a partially obstructing 11 cmmass extending from 28 to 39 cm
from the incisors (Figure 1). The esophageal-gastric junction was noted 1 cm distal to the inferior margin of the mass and was
uninvolved (Video 1). Lugol iodine was sprayed to provide negative contrast, and the lack of uptake was seen. Biopsies from themass
demonstrated the presence of contiguous areas with squamous cell carcinoma and large cell neuroendocrine carcinoma. Hema-
toxylin and eosin-stained sections demonstrated atypical cells with squamous differentiation and increased mitosis along with
a contiguous segment of atypical cells with hyperchromatic nuclei and increased nuclear to cytoplasmic ratios. Immunostaining for
p63 and cytokeratin 5/6 markers confirmed the diagnosis of squamous cell carcinoma. Immunostaining with synaptophysin and
CD56 confirmed neuroendocrine differentiation (Figure 2). Diagnostic endoscopic ultrasound was performed and staged the mass
as T3 N1 MX. The patient underwent dilatation and palliative stenting and then decided to pursue comfort care measures.

DISCUSSION

Esophageal tumors with 2 different histological subtypes are very rare.3,4 Tumors with 2 different histological morphologies are
classified as either composite or collision tumors. A collision tumor is composed of 2 independent neoplasms which coexist and have
different behavioral, genetic, and histological features that are clearly demarcated.5 The different neoplasms do not have tissue
admixture. Composite tumors also have 2morphologically and immunohistochemically distinct neoplasms that coexist in the same
organ. However, the neoplasms do demonstrate cellular intermingling and a commonmutation that results in 2 different histologies.
In our patient, cellular intermingling was present, and we consider this to be a composite tumor. To our knowledge, this is the first
case of combined squamous cell cancer and neuroendocrine cancer of the esophagus to be diagnosed in the United States.
Worldwide, only 3 other cases have been published in the literature.
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Esophageal squamous cell carcinoma is the most common histo-
logic subtype of esophageal cancer worldwide and is frequently
diagnosed in underdeveloped countries. However, it is not

frequently diagnosed in the United States and other industrialized
nations. Risk factors for esophageal squamous cell cancer include
smoking, alcohol consumption, caustic ingestion, achalasia, Cha-
gas disease, older age, male sex, black race, and tylosis, among
others. Achalasia, a risk factor present in our patient, is a relatively
rare conditionwith an annual incidence rate of 0.5–1.2 per 100,000

Figure 1. Endoscopic appearance of the esophageal tumor. (A) Under high-definition white light endoscopy and (B) narrow-band imaging.

Figure 2. Squamous cell carcinoma of the esophagus demonstrating (A) atypical cells with positive staining for cytokeratin 5/6 immunostain;
(B) squamous differentiation with increased mitosis (hematoxylin and eosin stain, 103); (C) positive staining for sign apt to 57 within the same tumor
confirms neuroendocrine differentiation; and (D) the neuroendocrine tumor demonstrates atypical cells with hyperchromatic nuclei and increased
nuclear/cytoplasmic (hematoxylin and eosin stain, 103).

Video 1. Esophageal-gastric junction noted 1 cm distal to the in-
ferior margin of the mass and was uninvolved. Watch the video at
http://links.lww.com/ACGCR/A16.
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individuals.6 A recentmeta-analysis by Tustumi et al who looked at
the incidenceof esophageal cancer inpatientswith achalasia showed
anabsolute risk increaseof 308.1.7This study showed theprevalence
of squamous cell carcinoma in 26 cases of 1,000 patients with
achalasia (95% confidence interval, 18–39).

Neuroendocrine tumors of the esophagus are very rare but ag-
gressive tumors with a poor prognosis when left untreated.8 The
prevalence of esophageal neuroendocrine tumors is approximately
0.04%–4.6%.9 Dysphagia and weight loss are the common clinical
features. Retrosternal and epigastric pains, odynophagia, dyspho-
nia, dyspnea, and digestive bleeding (hematemesis andmelena) are
less frequent symptoms.10 Sometimes the initial symptoms are
related tometastatic sites because these tumors are very aggressive.
Paraneoplastic symptoms can occur rarely as well.11 Lymph node
anddistantmetastasis to other organs is commonat presentation.12

We report the first case of a patient with a composite tumor
comprising squamous cell cancer and neuroendocrine cancer in
the esophagus. Our patient had a history of achalasia which in-
creased the risk of squamous cell cancer.However, the presence of
both squamous cell and neuroendocrine components is unique.
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