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NF-kappaB SIGNALING IN VASCULAR REPAIRZhong-qun Yan, Wolfgang Erl, Dexiu Bu, Rainer de Martin and Goran K. HanssonCenter for Molecular Medicine, Karolinska Institute, Sweden We characterized nuclear factor kappa B (NF-kappaB) signaling in the process of vascular repair. Our data show that angioplastic injury to rat carotid artery virtually elicits two phases of NF-kappaB activation with distinct temporal and spatial characteristics. Compared to medial SMC, the intimal SMC isolated from injured rat carotid artery exhibited high levels of constitutive and inducible NF-kappaB activation, along with potent activity of IkappaB kinase (IKK), suggesting that the enhanced IKK activity accounts for the aberrant NF-kappaB signaling in intimal lesion. Inhibition of NF-kappaB by overexpressing IkappaB or dnIKKbeta effectively attenuated expression of inflammatory genes in intimal SMC. Furthermore, transducing the injured arteries with dnIKKbeta resulted in blocked of the later-phase of NF-kappaB activation, in concomitant with diminished vascular inflammatory response and intimal hyperplasia. These results provide a new insight that the IKKbeta-mediated later phase of NF-kappaB activation plays an important role in regulation of intimal hyperplasia and vascular inflammatory responses during the vascular repair.

