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Inhibition of group IVA phospholipase A2 as a therapeutic strategy for
non-alcoholic steatohepatitis
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o i Non-alcoholic steatohepatitis (NASH) is characterized by hepatic fibrosis
with inflammation. However, effective pharmacotherapeutic strategies for hepatic fibrosis in NASH

remain to be established. Among the initiators of inflammation, we have been investigating the
possible involvement of group IVA phospholipase A2 (IVA-PLA2), which catalyzes the initial step of

the generation of lipid mediators, in the progression of hepatic fibrosis. We showed that a lack of
IVA-PLA2 alleviates hepatic fibrosis in NASH model mice, suggesting the contribution of

IVA-PLA2-mediated cellular responses. We further explored which types of cells in the liver are
involved in IVA-PLA2-mediated hepatic fibrosis using cell-specific IVA-PLA2 knockout mice. The
preliminary results suggest that IVA-PLA2 in endothelial cells plays a role, in part, in the hepatic
stellate cell-mediated progression of hepatic fibrosis. Thus, IVA-PLA2 may be a pharmacotherapeutic
target for NASH.
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