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Two paradigms regarding outcome of survivors after myocardial infarction (MI) evolved over the last 3 decades.  The first paradigm, that ‘left ventricular (LV) remodeling after MI is a major mechanism for LV dysfunction, disability and death,’ received considerable attention.  A host of clinical trials showed that angiotensin-converting enzyme inhibitors (ACE-Is) with or without aldosterone antagonists, angiotensin II type 1 receptor blockers (ARBs), beta-adrenergic blockers or reperfusion improve outcome after MI.  The second paradigm, that ‘the extracellular collagen matrix (ECCM) plays a major role in LV remodeling after MI whereby decrease, disruption or altered composition promote LV dilation,’ has received little attention.  However, the ECCM plays a pivotal role in paradigm 1 and ACE-Is, aldosterone antagonists and ARBs exert antifibrotic effects which decrease ECCM in the infarct zone (IZ) and non-infarct zone (NIZ).  New antifibrotic agents that target the ECCM will more effectively limit both interstitial NIZ fibrosis and reparative IZ fibrosis.  These agents could decrease, damage or alter the ECCM in the IZ and NIZ, impair IZ healing and promote LV dilation.  Matrix metalloproteinase inhibitors prevent collagen degradation in the IZ but might increase NIZ fibrosis.  Endothelin antagonists may impair healing.  A caveat against impairing healing and promoting adverse remodeling should be considered.  Drugs or genes that separately target the IZ and NIZ (using local drug or gene delivery), markers (of immune reactions, collagen turnover, and adverse remodeling), phenotypes of responders to ACE-Is and beta-blockers, and pharmacogenomics can all be applied to further improve outcome of survivors after MI.


