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Establishment of novel target molecules for pancreatic diseases by regulating
stellate cell activation
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We aimed to investigate whether Hic-5 activates pancreatic stellate cells

(PSCs) and thereby promotes development of pancreatic fibrosis in chronic pancreatitis (CP).We used
immunofluorescence and immunohistochemistry to analyze expression levels of Hic-5 in human and mouse
pancreatic tissue. Hic-5 expression was strongly upregulated in activated PSCs cultured from human
pancreatic tissue and mouse pancreatic fibrosis taken from wild-type mice with cerulein-induced CP.
In Hic-5 knockout mice, pancreatic fibrosis and PSC activation were significantly attenuated. In the
activated PSCs of Hic-5 knockout mice, the TGF- /Smad2 signaling pathway was significantly
inhibited, resulting in reduced collagen production and reduced o -smooth muscle actin expression.
Together, these results show that Hic-5 is a potential marker of activated PSCs and therapeutic

target for the treatment of CP.
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