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Inhibition of JMJID3 attenuate renal senescense in ischemic reperfusion mice
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MM-102 suppressed expression of pl6INK4a and B -gal in ischemic reperfusion
injury (IRI) mice, accompanied by decreased expression of Mixed-lineage leukemia 1 (MLL1) and WD-40
repeat protein 5 (WDR5) as well as H3K4me3. MM-102 also attenuated renal fibrosis and inflammation
in the kidneys of IRl mice. In the in vitro study, transforming growth factor-f3 1 induced expression
of MLL1, WDR5, H3K4me3 and pl6INK4a. Finally, the pl6INK4a promoter was revealed to be an H3K4me3
site in renal fibroblasts.In conclusion, the MLL1/WDR5 inhibitor MM-102 ameliorates IRI-induced
renal senescence together with renal fibrosis and inflammation through a reduction in H3K4me3.
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