AMERICAN PANGREATIC Intracellular trypsinogen activation in phagocyting
macrophages acts as DAMP fueling severe acute pancreatitis
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regarded as an Initlal event In acute
pancreatitis. A second peak of trypsinogen
activation Is thought to be mediated by

trypsin activity relative to control

cathepsin B activity relative to control
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Fig.1: Acute pancreatitis in C57BL/6 mice was induced by partial duct ligation as a model of severe necrotizing pancreatitis or supramaximal control -+ CCK stimulated Acini N
caerulein stimulation (50mg/kg/bodyweight). Immunofluorescence stainings of Ly6g (neutrophiles), CD68 (M1 macrophages) and CD206 (M2 Fig.4: Cytokine release into medium was measured by cytometric bead array after co-incubation of macrophages with freshly | S
macrophages) were used to characterize infiltrating immune cells [A]. Quantification of fluorescence staining showed a positive correlation of prepared and CCK stimulated acinar cells. Blockage of pancreatic protease activation with nafamostate of bafilomycin A1 | *
infiltrating (_:D68 positi_ve _macrophages with diaease severity _[B, C]. Macrophages are able to remove dying cells and cellular debris _by results in decreased cytokine secretion [A]. Cytokine release of acinar cells alone after 6h was very low compared to co- £
phagocytosis. Co-Ioca_hsann pf C_D68 and trypsinogen gave evidence for engulfed zymogens by macrophages in necrotic areas of the murine incubation with macrophages (data not shown) suggesting that macrophages are the major source of cytokines. For NFkB, ©
pancreas 3d after partial duct ligation [D]. we detected nuclear translocation in macrophages after co-incubation with acinar cells but not after blocking serine protease

activity by nafamostate [B], LPS treatment served as positive control.



