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Elucidation of roles of MMP-1 in atherosclerosis and plague rupture using
transgenic rabbits
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Increased expression of matrix metalloprotease-1 (MMP-1) has been implicated
in atherosclerosis and aneurysms; however, it is not fully understood whether macrophage-derived
MMP-1 affects atherosclerosis and aneurysm. To investigate this hypothesis, we generated transgenic
(Tg) rabbits expressing human MMP-1 in macrophages under the control of human scavenger receptor
promoter. After feeding a cholesterol rich diet, MMP-1 Tg rabbits had similar lesion size of aortic
atherosclerosis compared with non-Tg rabbits; however, Tg rabbits showed a remarkable destruction of
the medial elastic lamina in the aortic lesions. Using an elastase-induced aneurysm model, we found
that Tg rabbits showed grater aortic dilation than non-Tg rabbits. These results indicate that
macrophage-derived MMP-1 plays an important role in pathogenesis of vascular disease.
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