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To the Editor, 
Mixed endocrine glandular tumors of the gastrointes-
tinal tract are rare lesions. In these tumors, the glandu-
lar and neuroendocrine components display a broad 
spectrum of combinations with marked variability in 
histopathology, immunohistochemical properties and 
clinical prognosis. We hereby report two cases of colo-
nic tubulovillous adenomas, concomitantly containing 
a neuroendocrine component. While one polyp conta-
ined benign microcarcinoid, the other showed a poorly 
differentiated infiltrative neuroendocrine cancer.

CASE 1
A 73 year old man with history of malignant melanoma 
was found to have a large sessile polyp at hepatic fle-
xure (Figure 1) on colonoscopy. Polyp biopsies on his-
topathology showed tubulovillous adenoma with focal 
neuroendocrine nests in the mucosa (Figure 2). These 
neuroendocrine nests were immunoreactive for synap-
tophysin but not for chromogranin A (Figure 3). 

CASE 2
A 55 year old woman was found to have mass in the ce-
cum and metastatic disease in the liver on CT scan of ab-
domen. On colonoscopy, she had an identical appearing 
polyp as in Case 1 in the ascending colon (Figure 4). Bi-
opsies from the polyp showed a tubulovillous adenoma 
with an infiltrating, poorly differentiated neuroendocrine 
carcinoma (Figure 5). The tumor cells were diffusely po-
sitive for synaptophysin and CD56 but negative for chro-
mogranin A (Figure 6). They also displayed focal positivity 
for cytokeratin 5/6, scattered p63 positivity and micro-
satellite stability. Thus a diagnosis of high grade mixed 
adeno-neuroendocrine carcinoma (MANEC) was made. 

DISCUSSION
Microcarcinoids in the gastrointestinal tract have been 
reported in the stomach in the setting of autoimmune 
gastritis (1) and in the colon in background of inflam-

matory bowel disease (2,3). Presence of microcarcinoids 
within adenomatous polyps was first described in 2006 
and recognized to be a separate entity called compos-
ite adenoma-microcarcinoid (4). In these rare lesions, 
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Figure 1. Endoscopic appearance of polyp in Case 1.

Figure 2. Hematoxylin and eosin staining showing tubulovillous 
adenoma (Case 1).
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microcarcinoids appear as small nests of endocrine cells mea-
suring 0.5 mm to 2.9 mm in diameter and do not alter the over-
all architecture of the adenoma (4). 

Mixed adenoneuroendocrine carcinoma (MANEC), is a rarely 
reported neoplastic lesion, where in each component repre-
sents at least 30% of the lesion (5). Unlike adenoma-microcar-
cinoids, high grade MANECs often lack a nested architecture, 
show areas of necrosis and a high number of mitoses (5). While 
the adenoma-microcarcinoids have a favorable outcome, the 
clinical course of MANEC is marked by early metastasis, high 
propensity for recurrence and a very poor prognosis. The spec-
trum of mixed- endocrine glandular tumors is diverse and furt-
her studies are necessary to provide a better understanding of 
this diverse spectrum. 
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Figure 3. Synaptophysin staining showing nests of neuroendocrine cells 
at the base of the tubulovillous adenoma. 

Figure 5. Hematoxylin and eosin staining showing tubulovillous adeno-
ma and neuroendocrine carcinoma (Case 2).

Figure 4. Endoscopic appearance of polyp in Case 2.

Figure 6. Synaptophysin staining of histopathological specimen of case 2 
showing high grade neuroendocrine cancer within tubulovillous adenoma. 




