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Elucidation of mechanisms that hepatic microenvironment sort out pancreatic
cancer cells, and management the stress in microenvironment.

HORIOKA, Kohei
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i NETs are extracellular DNA meshworks released from neutrophils together with
proteolytic enzymes against foreign pathogens. Emerging studies suggest their contribution to liver

metastasis in several types of cancer.

In this study, we showed DNase I, a NET inhibitor, suppressed liver metastasis and micrometasatasis
on spontaneous pancreatic cancer mouse models and liver metastasis mouse model that was generated by
intrasplenic tumor injection. We found DNase also suppressed the recruitment of activated CAFs,

which play a pivotal role in the tumor-supportive microenvironment in the micrometastatic foci. In

vitro experiments showed that pancreatic cancer cells induced NET formation and consequently NETs

enhanced the migration of hepatic stellate cells, which was the possible origin of CAFs in the liver
metastasis. These results suggest that NETs is one of the candidate therapeutic targets to inhibit

liver metastasis enhanced via CAF activation in pancreatic cancer.
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