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Prevention of CaCl2-induced aortic inflammation and subsequent aneurysm
formation by the CCL3&#8211;CCR5 axis
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We report that CaCl2 application into abdominal aorta induces abdominal
aortic aneurysm (AAA) with intra-aortic infiltration of macrophages as well as enhanced expression
of CCL3 and MMP-9. Moreover, infiltrating macrophages express CCR5 and MMP-9. Both Ccl3-/- mice and
Ccr5-/- but not Ccrl-/- mice exhibit exaggerated CaCl2-inducced AAA with augmented macrophage
infiltration and MMP-9 expression. Immunoneutralization of CCL3 mimics the phenotypes observed in
CaCl2-treated Ccl3-/- mice. On the contrary, CCL3 treatment attenuates CaCl2-induced AAA in both
wild-type and Ccl3-/- mice. Consistently, we find that the CCL3-CCR5 axis suppresses PMA-induced
enhancement of MMP-9 expression in macrophages. Thus, CCL3 can be effective to prevent the
development of CaCl2-induced AAA by suppressing MMP-9 expression.
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