Role of ACE Inhibition in the Cardiovascular Continuum
Abstract

The renin-angiotensin system (RAAS) plays an important role in the pathogenesis of
cardiovascular disease. Atherosclerosis and the complications of the disease and adverse
remodeling of the damaged myocardium are the most prominent disease processes where
RAAS plays an important role. Modulation of RAAS with angiotensin converting
enzyme inhibitors has benefits throughout the cardiovascular continuum: extending from
the patient with risk factors (diabetes and hypertension) through to the patient with a
severely damaged heart. Guidelines for the management of patients with diabetes,
hypertension, myocardial infarction and heart failure reflect the important role ACE
inhibitors play in the management and prevention of cardiovascular disease.

The role of ACE inhibition for the prevention of vascular events was defined by the
HOPE, EUROPA and PEACE trials. Although they enrolled different subjects, the trials
confirm the value of ACE inhibition in a range of patients with cardiovascular disease for
the reduction of mortality and morbidity endpoints. Despite the PEACE trial being
underpowered, the endpoints that compare with HOPE and EUROPA showed a trend
towards favourable benefits. This is confirmed by the meta-analysis of ACE inhibitor
trials.

Do ACE inhibitors have benefits beyond that of blood pressure lowering ? In the HOPE
and EUROPA trials the reduction of vascular events (particularly MI) was greater than
the measured BP reduction (HOPE 3/2 mmHg and EUROPA 5/2 mmHg). In
hypertension trials analyses have indicated that the reduction of cardiovascular events is
greater than expected from BP reduction alone. No such additional benefit was observed
with calcium channel blockers. Hence an ACE inhibitor should be considered for
antihypertensive treatment for the patient at high risk for coronary or cerebrovascular
disease. The success of anti-hypertensive medication depends upon adherence to
treatment. Excellent tolerability and simplicity of treatment as achieved by limiting the
number of prescribed medications by using combination treatment (such as the ACE
inhibitor plus diuretic) helps to improve adherence.

Do Angiotensin receptor blockers (ARBs) have the same role as ACE inhibitors ?
Although ARBs prevent the progression and development of heart failure (VALIANT
and CHARM) we await the results of the ON-TARGET and TRANSCEND studies to
reveal whether the ARBs and ACEi have similar and additive vascular protective
properties.
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OR (CI 95%) ACE 1% Placebo %
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OR (CI de 95%) ACE | % Placebo %
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Rationale for using
ACE Inhibitor in Patient with CAD

BP lowering

Improved CV hemodynamics (CHF)
Reduction of LVH

Improved endothelial function
Decreased risk of plaque rupture
Favourable shift anti-thombotic balance

— Reduced Athero-thrombosis
Reduced clinical events

— Reduces LV adverse remodeling
Reduced heart failure
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® RCT with tens of thousands of patients
show capacity of ACE inhibitor to
reduce most CV events in patients with

CAD with and without LV dysfunction

® ACE inhibitor should be part of routine
treatment for secondary prevention in
all patients with CAD




