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Elucidation of mechanism of PSC leading to pancreatic cancer cluster invasion
and pancreatic cancer control by microenvironmental substrate remodeling

IKENAGA, Naoki
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Using three-dimensional matrix remodeling assay, we found that pancreatic
stellate cells (PSCs) frequently invaded the collagen matrix with pancreatic cancer cells (PCCs),
which invaded behind the invading PSCs. Invading PSCs changed the alignment of collagen fibers,
resulting in ECM remodeling and an increase in the parallel fibers along the direction of invading
PSCs. In addition, Endol180 knockdown in PSCs attenuated the invasive abilities of PSCs and
co-cultured PCCs. Next, we established human PDAC organoids from resected PDAC specimens. When the
organoids were co-cultured with PSCs, organoids lost their BM and ductal structures by PSCs direct
contact and invaded collagen matrix more frequently. Matrix metalloproteinase 2 or membrane type-1
MMP knockdown in PSCs significantly attenuated BM destruction by PSC.
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