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The elucidation of the exacerbating factors for pancreatic fistula and i
therapeutic application based on the prevention of intraperitoneal lipolysis
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In pancreatic fistula, intraabdominal fat has been reported to be the
aggravating factor of the clinical condition. We have confirmed that serum free fatty acids (FFAS)
produced by lipolysis of triglycerides caused systemic inflammatory response, and aggravated the
condition of pancreatic fistula in a rat model of pancreatic transection; lipase inhibitors reduced
the toxicity of FFAs. We next developed a rat model of clinically relevant pancreatic fistula (CRPF)

using intraabdominal administration of autologous fat-dissolver, and evaluated the efficacy of
hydrogel mixture of emulsion containing lipase inhibitor encapsulated by polyethylene glycol (PEG)
as a drug with high practicability. Intraperitoneal production of FFAs worsened survival in CRPF
rats, and the application of the hydrogel mixture of lipase inhibitor with PEG dose-dependently
improved survival by reducing the production of intraabdominal FFAs. These results indicate a new
therapeutic strategy for pancreatic fistula.
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