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Conclusions/future perspectives

We have discussed that secretin and its receptors regulate the secretory activity of a number of organ 
tissues including the stomach, intestine, pancreas, heart and the biliary epithelium in the liver. 
Regarding the biliary epithelium, we have shown that secretin and its receptor (only expressed by 
cholangiocytes in the liver) play key role in the secretory and proliferative activity of large 
cholangiocytes, the only cell types that express SR and respond to secretin. Small cholangiocytes 
(which constitutively do not express SR) acquire large cholangiocyte phenotypes in pathological 
conditions associated with damage of large cholangiocytes and amplify their Ca2+-dependent 
signaling to compensate for loss of large biliary functions and to maintain the homeostasis of 
the liver. We have also shown that secretin may be an important trophic autocrine factor that 
may sustain biliary proliferation during ductopenic states. It has also suggested the diagnostic role 
of secretin in biliary diseases such as PBC and biliary atresia. Further studies are necessary to 
determine the prognostic role of secretin in the diagnosis of ductopenic biliary diseases. 
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