Enteroendocrine cells are specialized cells present in the mucosa of the digestive tract. They
account for less than 1% of all epithelial cells in the gastrointestinal tract, but as a whole, they
collectively constitute the largest endocrine “organ” in the body. Enteroendocrine cells are
also found in the ducts of the pancreas, the liver, and the respiratory system, another
endodermal derivative that originates by invagination of the epithelium of the embryonic
foregut. Because enteroendocrine cells closely resemble neurosecretory cells of the central
nervous system (CNS) that secrete many of the same hormones, signaling molecules, and
regulatory agents, they are also called neuroendocrine cells. Most of these cells are not
grouped as clusters in any specific part of the gastrointestinal tract. Rather, enteroendocrine
cells are distributed singly throughout the gastrointestinal epithelium. For that reason, they
are described as constituting part of a diffuse neuroendocrine system (DNES). In the
current view, the DNES includes both neurons and endocrine cells that share common
characteristics, including the expression of specific markers (e.g., neuropeptides,
chromogranins, and neuropeptide processing enzymes). Secretory products of
enteroendocrine cells derive from a variety of genes. Secretion of enteroendocrine cells is
regulated by G protein—coupled receptors and tyrosine-kinase activity. There is evidence that
chromogranin-A regulates biosynthesis of dense-core secretory granules, whereas
chromogranin-B controls sorting and packaging of produced peptides into secretory vesicles.
Neoplastic transformations of DNES cells are responsible for development of
gastroenteropancreatic (GEP) neuroendocrine tumors.
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