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By the end of the 80's/early 90's, many physicians changed their management of hypertension in older patients from diuretic-based to ACE inhibitor and/or calcium channel blocker (CCB), and particularly in diabetic patients, or patients at high risk for cardiovascular morbidity to ACE inhibitor or ARB.  This change was based on assumptions of negative, adverse effects of diuretics versus anti-atherosclerotic, cardiovascular protective effects of ACE inhibitors and CCB(s.

ALLHAT was specifically designed to address the primary hypothesis that the incidence of fatal and non-fatal MI would be lower in hypertensive patients (>55 years of age) randomized to (newer( agents such as amlodipine or lisinopril as compared to a thiazide diuretic (chlorthalidone).

In no instance, i.e. none of the end-points or subgroups, any evidence for BP-independent benefits by ACE inhibition emerged.  In particular, no such evidence was found in non-black patients with only minor (<1 mmHg) differences in BP control between the lisinopril and chlorthalidone-based treatments, or in high-risk patients (i.e. diabetics or patients with CAD at baseline).  In contrast, in the black subgroup, syst. BP was 4-5 mmHg higher, and these higher systolic BP(s were associated with substantially higher rates of combined CHD (+15%), combined CVD (+19%), stroke (+40%) and CHF (+32%) in the lisinopril vs chlorthalidone arm of the study.  On the other hand, for all major outcomes and subgroups, rates of events were similar in patients in the amlodipine vs chlorthalidone arm of ALLHAT.  In particular, relative risk for fatal and non-fatal MI, combined CVD events and cancer-rates were the same.

Putative BP independent cardiovascular protective effects of ACE inhibitors are commonly assumed (or (believed( in) based on placebo-controlled trials such as HOPE or EUROPA, but can most likely be explained by modest, from a population point of view, relevant improvements in 24-hr BP control.  This important point is substantiated by the adverse cardiovascular outcomes associated with a 4 mmHg higher syst. BP in blacks on lisinopril relative to chlorthalidone in ALLHAT.  The recently published prospectively-designed overview of randomized trials by the BP Lowering Treatment Trialists( Collaboration (2003) and the updated meta-regression analysis by Staessen et al (2003) concluded (treatment with any commonly used regimen reduces the risk of total major cardiovascular events, and larger reductions in BP produce larger reductions in risk(.  In non-Blacks, both a CCB and an ACEI appear an appropriate alternative/addition to a diuretic for prevention of total burden of cardiovascular events.  However, for individual patients one may consider that the overall trial evidence (including ALLHAT) suggests that ACEI are somewhat better for prevention of heart failure and CCBs better for prevention of stroke (BP Lowering Treatment Trialists( Collaboration, The Lancet, 2003).  On the other hand, the putative benefits of ARB(s for stroke prevention can largely be explained by lower achieved systolic BP(s (BP Lowering Treatment Trialists( Collaboration, Staessen et al, 2003).

