AEINGREENT 2435 (L FRR)2013 4E 4 557 %5 7 ] Chin J Clinicians ( Electronic Edition) , April 1,2013,Vol.7,No.7

- ELneEE -

(3 7 WAL E Keapl 2 11 W i O T 6 HL ) BF 53
IW Egki Rk IAE BH% AL

({ZE] BE RIEHE RN IR G F 5 0 Keapl -Nrf2-ARE FHOCHES 1 Keapl A9 1EH
Sl F7E HiFe MDA-MB-231 A A FHAN RIS A FAZ P BE(S wmol /L AT 20 pumol/L) 4L 24 148 h,
Western blot J7 A AN Keapl & AU He 5 11 Nel2 B9RIEAE ML, 454312 3-8 1 I A1 16 511
MG-132 FHP BRI G 77 SV B L, 0 — 2P TS A RE P IR A Keapl SRR T BEIRAS, SBR HE I
W14 I MDA-MB-231 i1 Keapl 8 FAYRIEKF-, EAT A AN TSR A 1 5 i A MG-132 1 e
HAEWMARE SRR, ik AR REREE U] AL Ut Keapl HHFEME , BEMIATG Keapl-Nif2-ARE {55
3 B, 49 5 0 0 AR A L B BE T 5 T 53 Keap 1 8 1 AR ) IR AR AT RT BEN A T12 2R -2 1 A kA
i, PEAALHTIA fr it — AT

[K@R] HEEMPE;  Keapl; EZR-BEAMMSRIE; HHHARE
Effect of resveratrol on degradation of Keapl protein and its mechanism WANG Qian,YAN Ji-hong ,WU Bo,
SUN Hai-mei ,YANG Shu,ZHOU De-shan. Department of Histology and Embryology ,School of Basic Medical Sciences ,
Capital Medical University , Betjing 100069 ,China
Corresponding author ; ZHOU De-shan , Email : zhoudsO8@ ccmu. edu. cn

[ Abstract] Objective To explore the effect and mechanism of resveratrol on Keap 1,which is the key in the
classic antioxidant signaling pathway Keap 1-Nrf2-ARE. Methods The cultured MDA-MB-231 cells were treated
with different concentrations of resveratrol (5 pmol/L and 20 pwmol/L) for 24 or 48 hours. Western blot was performed
to detect the intracellular Keap 1 and its transcription factor Nrf2. Furthermore , an ubiquitin-proteasome inhibitor MG -
132 and lysosomal enzyme inhibitor chloroquine , were applied to figure out the potential ways in which resveratrol
could degrade Keap1 protein. Results Resveratrol significantly reduced the expression level of Keap 1 protein in
MDA-MB-231 cells. The effect was in a concentration - and time-dependent. However , the effect of resveratrol on Nirf2
content increased. This role was not inhibited by MG-132 or Chloroquine. Conclusions  Resveratrol could
dramatically promote the degradation of Keap 1 protein , thereby activating the Keap 1-Nrf2-ARE signaling pathway and
enhancing the ability of antioxidative cells. Our results indicated the degradation of Keap 1 protein induced by
resveratrol may not be dependent on the ubiquitin -proteasome or lysosome pathway ; and the precise mechanism
remains to be further studied.
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