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The pathologic mechanism of cardiovascular and renal disease could be explained by the model of
cardiorenovascular continuum. It comprises a process from exposure of risk factors to endothelial dysfunction,
atherosclerosis, ventricular hypertrophy, albuminuria, myocardial infarction, and finally heart and renal failure. The
renin-angiotensin-aldosterone system (RAAS) plays a central role in all steps along this process. Therefore, its
blockade could reasonably reverse or prevent disease progression. However, because individual blockade has
their limitations, combination of drugs with different mechanisms could theoretically have more complete inhibition
of RAAS. This issue has been discussed in the past decade and benefits have been reported in some studies.
However, recent data has raised some controversies about the efficacy and safety of combination therapy. The
RESOLVD, Val HeFT and CHARM-added studies have shown the combination of ACEI and ARB was associated
with reduction of the morbidity in patients with heart failure. But the VALLIANT study did not find further benefit
with ACEI and ARB in patients with acute myocardial infarction complicated by heart failure. The ONTARGET
study also failed to show combination benefit of ACEI and ARB in cardiovascular and renal outcome in patient with
high cardiovascular risk. Besides, increased risk of hyperkalemia was reported in most studies. The RALES and
EPHESUS studies have shown the addition of an aldosterone antagonist to standard heart failure therapy conferred
powerful relative risk reductions for both morbidity and mortality in systolic heart failure patients. Finally, direct renin
inhibitor, as a novel RAAS blockade, may provide additional therapeutic choice. However, the recent data were
disappointing and its role has yet to be established. In conclusion, combined therapy with different RAAS blockade
should not be routinely used. In patients with heart failure with incomplete neuroendocrine inhibition and refractory
symptoms, dual therapy might benefit in certain end points. (J Intern Med Taiwan 2014; 25: 325-332)



