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WFFER R OMEEE (330) : Although it has been suggested that the renin-angiotensin (RA)
system and cathepsins contribute to the development and vulnerability of atherosclerotic
plaque, the interaction of the RA system and cathepsins is unclear. Thus, we investigated
the effects of an angiotensin II type 1 receptor (AT1) antagonist, olmesartan, on the levels
of cathepsins in brachiocephalic atherosclerotic plaque and plaque stabilization in
apolipoprotein E (apoE)-deficient mice receiving a high-fat diet. Under a high fat diet,
treatment with olmesartan (3 mg/kg per day) maintained collagen and elastin at high
levels and attenuated the plaque development and cathepsin S (Cat S) level in the
atherosclerotic plaque of apoE-deficient mice. The administration of olmesartan
suppressed the accumulation of macrophages in plaque. Immunoreactivities of Cat S and
AT1 were observed in macrophages. The amount of Cat S mRNA and the
macrophage-mediated collagenolytic and elastolytic activities in cultured macrophages
were increased by exposure to angiotensin II (Ang II), and these effects were diminished by
olmesartan and the NADPH-oxidase inhibitor apocynin. These results suggested that Cat
S derived from macrophages is involved in the mechanisms of atherosclerotic plaque
vulnerability, and AT1 blocker maintained the plaque stabilization alongside the
suppression of Cat S and macrophage activities.
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