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Identification of Hic-5 as a novel molecule in the development of abdominal aortic a
neurysms

Lei, Xiao-Feng
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Reactive oxygen species (ROS) play a key role in the pathogenesis of abdominal aor
tic aneurysm (AAA)_However, the precise mechanism of cellular signaling by ROS in the pathogenesis of AAA
has not been fully elucidated.Hydrogen peroxide-inducible clone 5 (Hic—Sg was identified as a H202 and TGF
beta-inducible gene. Using the Angll-induced AAA mice model, we showed that Hic-5-/- mice were completely
protected from AAA formation.Hic-5-/- mice show decreased elastic lamina degradation, aortic expansion and

rupture. Mechanistic studies showed that Hic-5 interacts as a scaffold protein specifically with JNK2 and

its upstream MKK4, resulting in the phosphorylation of JNK2 and consequent MMP2 expression. Hic-5 serves
as a scaffold protein specifically for activating the JNK2 pathway, thereby leading to the induction and a
ctivation of MMPs in SMCs and subsequent AAA formation.Thus, Hic-5-targeted therapy may provide a novel th
erapeutic option for the treatment of AAA in the future.
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