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Cardiac enlargement and heart failure after myocardial infarction (MI) are global problems.  MI damages both muscle and the supporting extracellular collagen matrix (ECCM).  Ventricular remodeling after MI is a major mechanism for progressive cardiac enlargement and dysfunction.  The ECCM plays a major role in ventricular remodeling, whereby decrease, disruption and/or defective composition contributes to dilation and rupture.  After acute MI, levels of matrix metalloproteinases (MMPs) and tissue inhibitors of MMPs (TIMPs) increase, and high MMP/ TIMP ratios favor rapid ECCM degradation, thereby mediating adverse ECCM and ventricular remodeling and rupture.  MMPs, and other substances expressed by macrophages, lead to degradation of fibrous caps of unstable atherosclerotic coronary artery plaques, thereby causing rupture, thrombosis and MI.  Collective evidence has underscored the importance of preserving the ECCM during healing after MI.  Clinical trials have shown that angiotensin-converting enzyme inhibitors (ACE-Is) with or without aldosterone antagonists (AAs), angiotensin receptor blockers (ARBs), beta-adrenergic blockers or reperfusion improve outcome after MI.  However, the inhibitory effect of ACE-Is, AAs and ARBs on ECCM in the infarct zone (IZ), and reperfusion-induced damage to the ECCM in the IZ, need to be balanced against the benefits, including the limitation of ventricular and vascular remodeling.  Preclinical studies indicate that MMP inhibition limits post-MI LV dilation and rupture.  Recent studies suggest that ARBs may improve the MMP/TIMP balance, functional recovery and remodeling after acute MI.  The effect of MMP-inhibitors, alone or combined with ACE-Is and ARBs, in limiting cardiovascular remodeling in acute and chronic MI, deserves to be studied.  

