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Development of a novel therapy for kidney diseases targeting the hypoxia sensor
PHD in macrophages

Kawakami, Takahisa
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i Several models of inflammatory diseases were made by using macrophage(MP)
-specific

PHD knockout mice (cKO) and siblings as the control to investigate the effects which the hypoxia
sensor, PHD, in macrophages has on kidney diseases and inflammation. While no significant difference
was observed in acute kidney injury and chronic kidney disease models, survival of cKO was
significantly ameliorated in the systemic inflammation model treated with intraperitoneal injection
of LPS. The analysis of blood, tissues, bone-marrow-derived MPs, and transcriptome of isolated MPs
of liver showed that MPs in cKO had less pro-inflammatory tendency, which causes the longer
survival. These results suggest PHD inhibition may be applied to clinical therapy for inflammatory
diseases, including sepsis.
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