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Misfolding-dependent pathway

Ductal pathway

▪ PRSS1 
▪ CPA1 
▪ CEL and CEL-HYB

▪ CFTR 
▪ CLDN2 
▪ TRPV6 

Trypsin-dependent pathway

▪ PRSS1 
▪ SPINK1 
▪ CTRC
▪ CTRB1-CTRB2 locus inversion

Pathological pathways in chronic pancreatitis
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Trypsin-dependent pathway
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Trypsin-dependent pathway
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Effect of D23A mutation on T7 mouse trypsinogen in vitro
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Phenotype of T7D23A mouse
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Pancreas weight Intrapancreatic trypsin activity

Phenotype of T7D23A mouse
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Leu-Pro-Leu-Asp-Asp-Asp-Ala-Asp-Gly---trypsin

Leu-Pro-Leu-Asp-Asp-Asp-Asp-Ala-Gly---trypsin

Leu-Pro-Leu-Asp-Asp-Asp-Asp-Asp-Lys---trypsin wild type T7

D23A,K24G

D22A,K24G

enterokinase, trypsin, cathepsin B

enterokinase, trypsin, cathepsin B

Normal activation

Increased activation
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D22A,K24GD23A,K24G
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C57BL/6N T7 D23A,K24G
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C57BL/6N Ctsb-KO 
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acute pancreatitis

intrapancreatic trypsin
activation

parameters

▪ trypsin activity

▪ pancreas weight 

▪ plasma amylase

▪ histology 

Cerulein-induced pancreatitis models
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Cerulein-induced acute pancreatitis
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Cerulein-induced acute pancreatitis
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Therapeutic approaches

Trypsin
inhibitor
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