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VASCULAR REMODELING DURING HEALING AFTER REPERFUSED MYOCARDIAL INFARCTION 
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Vascular and ventricular remodeling after reperfused myocardial infarction (MI) are complex processes with several pathophysiological descriptors that can be modified by pharmacotherapy.  We determined the effects of the calcium channel blocker amlodipine (5 mg qd) and the angiotensin-converting enzyme inhibitor enalapril (5 mg qd) during healing over 6 weeks after MI on vascular and venticular remodeling in the dog model. We randomized the animals to reperfused and non-reperfused MI followed by treatment with oral placebo, amlodipine or enalapril over 6 weeks.  Compared to placebo at 6 weeks, both amlodipine and enalapril limited left ventricular dysfunction and in vivo remodeling (echocardiograms) as well as ex vivo remodeling (planimetry) in both MI groups.  In contrast to enalapril, amlodipine preserved infarct scar collagen, increased interstitial collagen volume fraction, and enhanced perivascular fibrosis and the media thickness of resistance vessels in the non-infarct zone (NIZ).  However, both amlodipine and enalapril decreased resistance vessel media:lumen area ratio in the NIZ, indicating attenuation of vascular remodeling.  These changes were associated with consistent changes in growth factors (e.g. TGFbeta; PDGF) and cytokines (TNFalpha).  Thus, both amlodipine and enalapril limit vascular remodeling during healing after reperfused MI but involve different mechanisms.  The beneficial vascular effect may contribute to attenuation of ventricular remodeling post MI by these agents.

