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Abstract

Keywords

Pancreatic stellate cells (PSC) is the most vital element in the stroma of pancreatic ductal adenocarcinoma
(PDAC), which plays an irreplaceable role in the development of pancreatic carcinoma. Recent researches
concentrate on the interaction between PSC and pancreatic cancer cells (PCC) and the function of PSC in PDAC
microenvironment. PSC could be stimulated to activate in some conditions, such as alcohol, oxidative stress and
hyperglycemia, etc. PSC activation could be occurred at the early stage of PDAC and would generate collagen to
form tumor associated microenvironment, which would accelerate the proliferation of tumor cells and defended
the cytotoxicity of chemotherapeutic drugs. Besides, PSC can also interact with other stroma compositions such
as endothelial cells and immune cells to form the tumor stroma (e.g., angiogenesis, immune escape and neural
invasion), which assists the invasion of cancer cells. Above all, it is pivotal to clarify the interplay between PSC and
PDAC as well as stroma ingredients.
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Figure 1 The interaction between PSC and PCC as well as other stromal cells in pancreatic ductal adenocarcinoma
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Multiple factors can activate PSC, such as ethanol, oxidative stress, hyperglycemia and endotoxin, etc. Besides, PCC can motivate PSC by
diverse matrix proteins (for example, Gli-1, PDGF, TGF-B1, FGF2, TFF). Activated PSC promotes EMT and stem cell transition to facilitate
proliferation, invasion and migration. Meanwhile, activated PSC promotes proliferation of endothelial cells and lymphocytes to form tumor

microenvironments and the ability of PCC to invade neurons and islet beta cells.
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Table 1 PSC activation-related factors

(LSEPASES FAC R+ Fil 5 5l

LI P38/MAPK/ERK{ 5 i (ERK1/2, p38K, JNK)"*', oxLDL™, TNF-a ¥, PI3K/AKT/
mTOR™

AN P38/MAPK/ERK{% 5 1# % (ERK1/2, p38K, JNK)""'

e PI3K/AKT/mTOR"™

o5 I P38/MAPK/ERK( 53 # (ERK1/2, p38K, JNK)™

E NE- k BfF Sl ", TollkEZ A9 | Jak/STAT{ 5l i

AT PR 2T AGE AN () R 5 T B sl A A TR TR 2E PSR , b gl iy T AT SIESE A 5 Sl B RA N A7

Multiple factors can activate PSC via diverse signaling pathways, here lists the signaling pathways and factors that has been validated.
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