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Exploration of the role of Keapl-Nrf2 signaling pathway in renal fibrosis
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Two-week unilateral tubular ligation (UUO) was performed on C57BL / 6 mice,
and C-28 methyl ester of 2-cyano-3,12-dioxoolean-1,9-dien-28-oic acid (CDDO-Me), which has the
effect of activating Nrf2, was administered. The fibrotic area was reduced when fibrosis was
evaluated by Sirius red staining compared with the control. In this study, we generated conditional
knock-out mice lacking Nrf2 in a tubular and endothelium-specific manner (Pax8-Cre / flox-Nrf2 and
Tie2-Cre / flox-Nrf2, respectively). When a UUO model was created, the density of peritubular
capillaries was not different from that of the control flox-Nrf2 mouse. However, Pax8-Cre /
flox-Nrf2 mice significantly increased interstitial fibrosis compared to Tie2-Cre / flox-Nrf2 and
Tlox-Nrf2 mice. When TGF-b and collagen | were evaluated by real-time PCR, these expressions
increased. These results suggest that renal tubular Nrf2 activation could suppress renal
interstitial fibrosis.
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