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Intermittent abdominal pain and fullness in 46 year old Female

Pao-Ying Lin ,'? Jui-Hsiang Tang®? and Chun-Chao Chang'+

!Division of Gastroenterology and Hepatology, Department of Internal Medicine, Taipei Medical University
Hospital, Taipei, Taiwan.
?Division of Gastroenterology and Hepatology, Department of Internal Medicine, School of Medicine,

College of Medicine, Taipei Medical University, Taipei, Taiwan.

Pancreatic neuroendocrine tumors are a group of endocrine tumors arising from the pancreas. Most of these
tumors are indolent in nature but have malignant potential.

Poor prognosis includes larger tumor size, higher tumor grade, lymph node and liver metastasis.

We present a case of 46-year-old female presented with intermittent abdominal pain and fullness, high blood
pressure, and poor appetite with body weight loss. Lab data revealed increased liver function test, high
chromogranin A, increase aldosterone and renin ratio. Abdominal CT revealed pancreatic tumor with hepatic
metastasis.

Ultrasound-guided needle biopsy of the hepatic tumor revealed well differentiated pancreatic neuroendocrine
carcinoma. Immunohistochemical stain showed positive pan-cytokeratin (AE1/AE3), synaptorphysin and

chromogranin A. Her clinical symptoms and blood pressure were improved after sandostatin and afinitor.
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Atypical image presentation of serous cystadenoma

MEd Tk 294 KB
SHEARFR 2 REFR - Lohp

In this presentation, we will present atypical image presentation of serous cystadenoma, and possibility
of malignancy will be discussed.

A 59-year-old male patient had an incidental finding of pancreatic head tumor during health check-up.
The tumor markers (CEA and CA 19-9) were within normal limits. Abdominal CT revealed a lobulated poor
enhancing hypoattenuating lesion around 2.1cm at pancreatic head with PD dilatation. Pancreatic head
malignancy was first impressed. MRI showed a lobulated heterogeneous T2W hyperintense lesion about
2.2x1.8 cm at pancreatic head with some soft tissue component without obvious pancreatic ductal connection,
causing upstream pancreatic ductal dilatation, up to 8.6 mm in diameter.

Robotic pancreaticoduodenectomy was performed and frozen section report pancreatic head microcystic
lesion. The pancreatic serous cystadenoma with malignancy will be discussed.
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The Role of Pancreatic Stellate cells in Growth and Metastasis of Pancreatic Neuroendocrine Tumor
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Abstract
Key word: Pancreatic neuroendocrine tumor; Pancreatic stellate cells; Cancer metastasis.

Pancreas consists of endocrine and exocrine cells. Neoplasm derived from endocrine cells is pancreatic

neuroendocrine tumors (PNETS). In contrast, neoplasm derived from exocrine cells is pancreatic ductal or
acinar cell adenocarcinoma (PDAC). Clinical manifestation of PNETSs is quite different from that of PDAC,
in general speaking, being more slowly in progression and much better in patients’ survival. In histology, the
most striking differences between PNETs and PDAC are degrees of stromal fibrosis and vascularity.
Compared to PDAC, PNETs have a much less fibrotic but much more hypervascular stroma. Pancreatic
stellate cells (PSCs) have been reported to play a pivotal role in the pathogenesis of fibrosis and
hypovascularity in PDAC-associated desmoplastic reaction.
Although considered to be ‘indolent’ tumours, at the time of diagnosis almost two-thirds of nonfunctional
PNETSs present with liver metastases, which is the main factor determining the patients’ outcome. However,
besides the presence of synchronous metastases, there are few consistently reliable criteria for predicting
clinical outcome. Two recent studies have identified that low microvessel density (MVD) and presence of
fibrosis are useful indicators of patient prognosis. As stated before, fibrotic and hypovascular stroma is the
most characteristic histologic features of PDAC. It implies that PNETs with PDAC-like stroma tend to have
worse prognosis. PSCs are responsible for PDACs’ fibrotic and hypovascular stroma. Therefore, it is
reasonable to postulate that PSCs are also responsible for the PDAC-like stroma of malignant-behavior of
PNETSs.

In clinical study of 61 patients with PNETSs, we confirmed that the specimens from patients with liver
metastases have more abundant extracellular matrix collagen (collagen type I), and pancreatic stellate cells
(defined as a-SMA-positive cells). We found that a-SMA area was significantly correlated to the incidence of
liver metastasis(n=55). Also, the distribution of a-SMA in PNETSs was associated with the presence of fibrosis
and necrosis, distant and lymph node metastasis(p <0.05). Our study also performed 3-dimensional histology
to reveal the characters of tumor microenvironment in malignant PNETs. We found that the specimen of
malignant PNETs have a-SMA-positive stroma, heterogeneous distributed microvascular network and
peri-lesional lymphangiogenesis. This is as our suspicion that malignant PNETs have stroma like PDAC.

To study the roles of PSCs in cell growth and metastasis of PNETSs, we first perform co-culture of PNET
and PSCs. Our results showed conditional media of PSCs promoted QGP1 proliferation and cell cycle
progression. Also, animal study showed tumors derived from orthotopical injection of QGP1 and PSCs grew
faster and metastasized earlier than tumors derived from injection of QGP1 alone. Both clinical and bench
data showed PSCs play an important role in establishment of malignant-behavior PNETSs. In conclusion, this

study identifies activated PSCs in tumor stroma of PNETSs. This is first time to show the interaction of PNETs
16



and their environment are important in PNETSs progress and metastasis. In the future, we further explore the
molecular mechanism of PSC-induced proliferation and metastases of PNETSs.
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