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ABSTRACT Objective: To investigate the effect of a new PHD inhibitor Roxadustat on renal ischemia-reperfusion injury in mice
and its possible mechanism. Methods: Male C57BL/6 mice were randomly divided into four groups: sham operation group (sham), injury
group (IR), injury + low dose group (IR+Rox10 mg/kg) and injury + high dose group (IR+Rox25 mg/kg). Except for the sham operation
group, the other groups were given drugs at 1 h, 6 h and 12 h before modeling, and blood samples were taken at 6 h, 12 h, 24 h and 48 h
after modeling to detect serum creatinine (Scr) and urea nitrogen (BUN), 1 d, 2 d and 5 d for pathological examination. In addition, the
hypoxia model was established by HK-2 cells, and the changes of cell viability and apoptosis, as well as the expression of apoptosis
pathway protein and HIF-1 o were measured. Result (s): Compared with sham group and IR group, the levels of Scr and BUN in high
dose group were significantly lower than those in low dose group, and the levels of Scr and BUN in high dose group were significantly
lower than those in low dose group, and the morphological damage was lighter and the apoptosis was significantly reduced in the
treatment group. Cytological experiments showed that Roxadustat could increase the vitality of HK-2 cells under hypoxia, reduce
apoptosis, inhibit the increase of Bax induced by hypoxia and increase the expression of Bcl-2, while HIF-1 « inhibitor 2 MeOE2, It can
eliminate the inhibitory effect of Roxadustat on apoptosis. Conclusions: Roxadustat can protect the kidney from ischemia-reperfusion
injury in mice through up-regulating the expression of HIF-1 «, inhibiting the expression of apoptosis pathway-related proteins and
reducing apoptosis.
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Fig. 2 Effect of Roxadustat on the levels of serum creatinine and blood urea nitrogen levels of mice with renal ischemia-reperfusion
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Fig. 3-2 Effect of Roxadustat on the renal apoptosis of mice after renal ischemia-reperfusion in mice
i¥:A 5 TUNEL #£&,B 4 TUNEL E &£, **P<0.05,
Note: A is TUNEL staining, B is TUNEL quantitative, **P<0.05.
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