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Elucidation of leading PSC induced basement membrane destruction mechanism and
development of the regulating method by using pancreatic organoids
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In this study, we investigated how pancreatic stellate cells (PSCs) disrupt
the basement membrane of pancreatic cancer tissue and support the invasion of pancreatic cancer
cells by using pancreatic cancer organoids, and aimed to develop a regulating method therefor.
Pancreatic cancer organoids formed a basement membrane similar to the pancreatic cancer tissue, and
a three-dimensional co-culture model with PSCs revealed that PSCs promoted pancreatic cancer cell
invasion through basement membrane destruction in real time observation. In addition, it was
clarified through in vitro / in vivo assays by RNA interference that the basement membrane
destruction mediated by MMP2 and MT1-MMP of PSCs supported pancreatic cancer cell invasion. In the
future, we will identify specific pancreatic stellate cells that function as leading cells and
develop a novel method for regulating pancreatic cancer invasion by controlling them.
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