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Mineralocorticoid Receptor- Associated Hypertension
and Its Organ Damage: Clhinical Relevance for

Resistant Hypertension
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SIGNIFICANCEOFALDOSTERONEAND MINERALOCORTICOID
RECEPTORINHYPERTENSIONAND CARDIOVASCULAR
COMPILICATIONS
The role of aldosterone in the pathogenesis of hypertension
and cardiovascular diseases has long been recognized through
mulliple mechanisms including inflammation, oxidative stress,
fibrosis, and endothelial dysfunction. The beneficial effects of
aldosterone blockade has been clearly demonstrated in patients
with congestive heart failure by several randomized-controlled
clinical trials, particularly Randomized Aldactone Fraluation
Study (RALES ! Eplerenone Post-Acute Myocardial Infarction
Heart Failure Efficacy and Survival Study (EPHESUS),2 and
Eplerenone in Mild Patients Hospitalization and Survival Study
in Heart Failure (EMPHASIS H19.3 Based on the clinical stud-
ies, the addition of mineralocorticoid receptor (MR) antagonists
o optimal medical therapy reduces morbidity and mortality
among patients with mild to severe systolic heart failure.

The role of aldosterone in hypertension is best illustrated in
primary aldosteronism (PA) which is characterized by aldosterone
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excess, suppressed plasma renin activity, and treatment-resistant
hypertension. The widespread use of aldosterone-to-renin ratio
as a screening test leads to higher prevalence of PA in hyperten-
sive patients than previously predicted. The recent meta-anal-
ysis on the prevalence of PA showed that 4.3% of hypertensive
patients in a primary care setting and 9.0% of referred patients
have confirmed PA.* Patients with PA are at an increased car
diovascular risk by three lo fivefold, as shown by higher rates
of stivke, myocardial infarction, and arrhythmias compared to
hypertensive individuals without PA.>-9

Resistant hypertension (RHTN) is defined as persistent
hypertension with a failure of concomitant use of three or
more different classes of antihypertensive agents to control
blood pressure (BP) to <140/90mm Hg, remains a common
clinical problem.'% The prevalence of PA is shown to be
higher (14-21%) in patients with RHTN compared to the
general hypertensive population. Besides PA, RHTN is
{requently observed in several subsets of patients, including
obstructive sleep apnea, obesity, diabetes mellitus, chronie
kidney disease (CKD), and polyeystic ovary syndrome
(PCOS. Despite a variety of plasma aldosterone levelsamong
these pathologic states, add-on therapy with MR antagonists
is shown to be very effective in patients with RHTN, indicat-
ing MR overactivation independent of plasma aldosterone

levels 12
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