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Analysis on the function of prostacyclin synthase expressed in macrophages in
inflammatory diseases
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Prostacyclin (PGI2) is a bioactive lipid produced by PGl synthase fPGIS) and
is known to play important roles in inflammatory reactions as well as cardiovascular regulation.
However, little is known about the roles of PGIS and PGI2 in systemic inflammatory responses such as
septic shock. To analyze the role of PGIS in systemic inflammation, lipopolysaccharide (LPS) was
administrated to wild type (WT) or PGIS knockout (KO) mice. Intraperitoneal injection of LPS induced
diarrhea, shivering and hypothermia. These symptoms were more severe in PGIS KO mice than in WT
mice. The expression of Tnf and 116 genes was notably increased in PGIS KO mice. In contrast, over
95% of WT mice survived 72 h after the administration of LPS, whereas all of the PGIS KO mice had
succumbed by that time. The mortality rate of LPS-administrated PGIS KO mice was improved by
selexipag, a selective PGI2 receptor (IP) agonist, administration.
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