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Introduction: PNENs represent a heterogeneous group of rare tumors (3-5% of all cases)
consisting primarily of pancreatic neuroendocrine tumors (pNETs) and pancreatic
neuroendocrine carcinomas (pNECs). During the last decades, their incidence is increasing as
a consequence of improved imaging techniques. In terms of overall survival (OS), pNENs are
mostly benign (95% 4.1 years, CI: 3.9–4.4), contrary to the more aggressive and most
common type of pancreatic cancer (>90%), Pancreatic Ductal Adenocarcinoma (PDAC), which
presents a median 6-month survival. PNENs are characterized by late diagnosis due to the
absence of specific symptoms, aggressive and rapid progression of the disease. In 50-80 % of
these patients metastases occur months or years after the primary tumor is diagnosed,
probably due to senescence, although the exact mechanisms remained undefined.

Aim: As Epithelial to Mesenchymal Transition (EMT) seems to be an
important factor during the metastatic process, and senescence to be
responsible for late recurrence, the expression profiles of Vimentin and
Syndecan-1 which has been recently associated to play a role in the
regulation of cellular senescence, were analysed in the current study,
aiming to investigate a possible interconnection between them.

Patients : Study was approved by the scientific committee of General Hospital of Athens
‘Hippocration’. Protein expression profiles were studied immunohistochemically in
paraffin-embedded tissues from 25 patients undergoing surgery for pNEN (15 pNETs and
10 pNECs). All pNEN cases were revaluated according to the latest 2019 WHO definition.

Methodology : Immunohistochemical detection
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Data were statistically analysed with SPSS 26
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Results  Syndecan-1 membrane staining was diminished in pNETs epithelium
compared to NA epithelium
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 84% of pNEN patients’ presented Vimentin expression in lesions’ epithelium
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Vimentin expression profile did not significantly differ between pNET and pNEC
(2.47±0.66 vs. 3.3 ± 0.9, p=0.268)

Discussion
Accumulating evidence supports that "quasi-mesenchymal" cells which display both epithelial and mesenchymal
characteristics, are the most capable for metastasis and formation of new tumors throughout the body. Our results indicate
the presence of EMT process, as presented by the increased Vimentin expression in most pNENs lesions’ epithelium. In
addition, in pNET epithelium an increased number of senescent cells were detected (p21 positive expression). As both
expression profiles parallel the detected depletion of Syndecan-1 expression in neoplastic compared to the normal adjacent
epithelium, an association of Syndecan-1 with tumor development and a mechanism for tumor cells to escape/bypass
senescence through EMT can be speculated.
Limitation: Further research is required to elucidate the interrelation of these two mechanisms as our cohort of patients is
small.
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