Introduction

Large cell neuro-endocrine carcinomas (NECs) of
the esophagus are rare, high-grade tumors with
poor long-term prognosis. They are aggressive and
metastasize easily compared to adenocarcinomas.
Here we present a case of large cell NEC of the
esophagus who initially presented with respiratory
failure.
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Case Description

A 70-year-old male presented to ER with acute respiratory failure requiring
intubation with mechanical ventilation. His hospital course was complicated
by renal failure and gastrointestinal (Gl) bleeding. To evaluate this Gl bleed,
patient underwent esophagogastroduodenoscopy and colonoscopy which
showed a 3 cm ulcerated nonobstructive mass at the gastroesophageal
junction which was biopsied. Pathology showed a poorly differentiated NEC,
large cell type with a Ki-67 >80%. Immunohistochemistry showed positive
CK7, synaptophysin, chromogranin and patchy CD 56+ cells. CK20 was
negative. PET scan showed extensive mediastinal lymphadenopathy and right-
sided eighth rib metastasis without primary lung lesion. Patient was started on
carboplatin, etoposide, and atezolizumab and is currently under treatment.
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Discussion

Neuroendocrine tumors are poorly differentiated,
high-grade malignant neoplasms diffusely expressing
the general markers of neuroendocrine differentiation
(synaptophysin, faint or focal staining for
chromogranin A) with marked nuclear atypia,
multifocal necrosis and a high number of mitoses (
>20 per 10 high-power fields). Large cell NECs of the
esophagus are extremely rare subtype originating
from Merkel cells. These cells are mostly concentrated
in the mid-esophagus but may also arise from
endocrine cells in the esophageal cardiac glands
present in the distal esophagus. 2017 WHO
classification divides these neoplasms into well
differentiated (grade 1, 2 or 3) or poorly differentiated
NEC’s (small or large cell) based on tumor’s Ki67%
values, grading and mitotic index. Large-cell tumors
also consist of cells with solid nests or acinar
structures, and a low nuclear/cytoplasm ratio.
Pathology is the gold standard for establishing
diagnosis. Immunohistochemistry staining for NECs is
usually negative for p40, p63, CK5/6 while sqguamous
cell carcinomas express them. Compared to NECs,
adenocarcinomas typically express napsin A while
former do not. Though robust survival data is lacking,
prognosis is usually poor, with a 2-year survival of <
20% and a median overall survival of 5 months. There
Is no established treatment for NEC.
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