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Regnase-1 controls colon epithelial regencration via regulation of mTOR and purine metabolism
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PR DES

(B BY(Purpose)]
Te understand the metabolic role of repnasel in intestinal epithelial cells of mice and the signaling nathways

involved in the regnasel asseciated intestinal epithelium functions.

(J5 872 & TR BT (Methods/Results) ]

First, we examined the role of Regnase~1 in dextran sulfate sodium (DSS)~induced intestinal epithelial injury.
2 or 3% DSS (36-50%Da) in drinking water wes adminisirated for 7 days to induce ucule colitis, after which
normal water was rechanged for additional several days. Chronic colitis was induced by 3 cvcles of 2% DSS
(7d of DSS treatment and 14d of normai water). Rapamycin (10me/kg), EHNA (0. 3rmg/kg) or PBS was injected inte
mice i.p. according to the experiment cesign. Allopurinel (img/mL) was administered by suppiementatioen of
drinking water during DSS administratien. Immunchistochemistry, immunoefluerescence and TUNEL assays were used
to analyze the component of intestinal epithelium from regnasel 3™ and regnasel™! mice. FITC-Dextran

permeability assay was assed by gavage of FITC-dextran 4000 (250me/kg). From thesc assays, we found that

regnasel deficiency in intestinal epithelial cells relieves the symptons of experimental colitis.

e ther znalyzed the changes of metzbolic molecules in regnasel®"™ mice as compared to regnasel'VD

mice by
using western hlot analysis, aquantitative PCR, metabolic analysis or biocanergotics assessment. From these
assescments, we found that the mTOR signaling was inereased and the changed purine anabalism and catabolism

pathways that gave significant effect on the recovery of intestinal epithelium after D35S induced injury.

(# $E(Conclusion}]
We shawed that specific deletion of ths endoribonucleasa Regnase—1 in intestinal spitheiial cells reliaves
the symptoms of experimental colitis diuring acute inflammation. Regnase-~l deficiency potentiates mTOR

signaling and purine metabolism in the colon epithelium.




