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Abstract Background and Aims: Mixed adeno-neuroendocrine carcinoma (MANEC) is a rare and highly

malignant tumor. In recent years, the incidence of colorectal MANEC has shown a certain growth trend.
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This study summarizes the clinicopathologic data as well as the diagnosis and treatment process of
colorectal MANEC cases treated over the past decade, with the aim of increasing awareness of this
disease and thereby standardizing its treatment and management.

Methods: The clinical data of 13 patients diagnosed with colorectal MANEC through pathological and
immunohistochemical examination of surgical specimens from January 2010 to March 2023 were
retrospectively analyzed.

Results: Among the 13 patients with colorectal MANEC, 10 were male (76.9%), with an average age of
65.1 years. The most common complaints were bloody stools and changes in stool characteristics, with
61% of patients showing positive physical signs. All patients were found to have thickening of the bowel
wall through CT or MRI, and a mass was detected through endoscopy, which led to preoperative
histopathological reports. However, only 2 cases had a preoperative pathological report indicating the
presence of neuroendocrine components, and additional whole-body PET/CT imaging using '“F-
octreotide ("*F-OC) as the imaging agent indicated increased somatostatin receptor expression in the
thickened bowel wall and surrounding lymph nodes. All 13 patients underwent surgical treatment, with
3 cases receiving preoperative neoadjuvant therapy. The majority of patients were classified as stage III
or IV after surgery (84.6%). Common sites of metastasis included per-intestinal lymph nodes and the
liver. The average tumor size was 4 cm X 3.4 cm X 2.6 cm, and 84.6% (11/13) of tumors were ulcerative.
In 92.2% of cases, the tumors were moderately to poorly differentiated adenocarcinomas. Seven patients
received postoperative drug therapy. The survival periods for 8 patients were obtained, and the average
survival was 20.6 months with a median survival of 13.5 months. Two patients had a postoperative
survival exceeding 3 years.

Conclusion: Colorectal MANEC has a generally unfavorable prognosis, and survival may be primarily
associated with clinical pathological stage and the presence of distant metastasis. The preoperative
pathological diagnosis rate is relatively low, and the use of octreotide-based PET/CT imaging can
increase the detection rate of this disease. The main treatment approach is surgery, with chemotherapy as
an adjuvant therapy. Further clinical studies are needed to determine whether a combination
chemotherapy regimen targeting both the neuroendocrine and adenocarcinoma components, as well as
immunotherapy, can provide advantages in the treatment of advanced colorectal MANEC.

Colorectal Neoplasms; Adenocarcinoma; Carcinoma, Neuroendocrine; Prognosis
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Table1 WHO 2019 classification and grading criteria for

gastrointestinal NENs
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Figure 1

PET/CT whole-body tomographic imaging with *F-OC as the imaging agent

A-B: Multiple lymph nodes with

concentrated radiotracer distribution (SUVmax 5.8) around the lesions; C: Localized thickening of the descending colon

wall, measuring approximately 29 mm at the thickest point, with radiotracer concentration (SUVmax 12.5)
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Figure 2 Histopathological findings

A: Adenocarcinoma component on the left, and neuroendocrine carcinoma component on

the right (HE x100); B: Large-cell neuroendocrine carcinoma composed of large tumor cells with prominent nucleoli, scant

cytoplasm, and easily visible mitotic figures (HE x400); C: Negative staining in the left adenocarcinoma tissue and positive

staining in the right neuroendocrine component for Syn (x100); D: Negative staining for CgA (%200); E: Negative staining
for SSTR2 (x200); F: Hotspot Ki-67 positive index: 60% on the adenocarcinoma area, and 80% on the NEC area on the

right
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