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The functional role of Nardilysin in pancreatitis and pancreatic ductal
adenocarcinoma formation
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Nardilysin (NRDC), a zinc peptidase, exhibits multiple
localisation-dependent functions. We found that pancreatic deletion of Nrdc leads to spontaneous
chronic pancreatitis concomitant with acinar-to-ductal conversion, increased apoptosis and atrophic
pancreas in mice. Acinar-to-ductal conversion was observed mainly through a non-cell autonomous
mechanism, and the expression of several chemokines was significantly increased in Nrdc-null
pancreatic acinar cells. Furthermore, pancreatic deletion of Nrdc dramatically accelerated
KrasG12D-driven PanIN and subsequent PDA formation in mice. These data demonstrate a previously
unappreciated antiinflammatory and tumour suppressive functions of Nrdc in the pancreas in mice.
Finally, absence of NRDC expression was observed in a subset of human PanIN and PDA.
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