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Abstract

Pathophysiological changes of preeclampsia (PE) include inflammation and immune cell activation. Indeed, inflammatory cytokines such
as interleukin (IL)-1f and anti-angiogenic factors (sEng), have been considered to be the main pathological features of PE. SI00A9 plays
an essential role in the regulation of inflammatory responses and immune response. Therefore, in the present study, we investigated the
effects of SI00A9 on inflammatory response in human placenta, placental trophoblast cells and human umbilical vein endothelial cells
(HUVEC). We observed higher SI0O0A9 mRNA expression levels in preeclamptic placentas compared to healthy placentas. Treatment
of SI00A9 stimulated the inflammatory cytokines and sEng secretion in a dose-dependent manner. Recent evidence indicates that sterile
inflammation is mediated through the NLRP3 inflammasomes, composed of NLRP3, ASC, and caspase-1 and NRLRP3 inflammasome
regulates IL-1f secretion. We showed that S1I00A9 activated caspase-1 in Sw.71 cells. Treatment with NLRP3 or caspase-1 inhibitors
significantly suppressed IL-13 secretion stimulated by SI00A9. SI00A9 increased sEng secretion in HUVEC. These results demonstrate
that SI00A9 increased in PE placentas induces the increase IL-1f and sEng secretion via NLRP3 inflammasomes, suggesting the

involvement of S100A9 in pathogenesis of PE.
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