BHS Statement on the ALLHAT Trial

The ALLHAT trial was conducted in North America and represents the largest trial of blood pressure lowering therapy to date.  This trial included 33,357 patients with mild to moderate hypertension and at least one other risk factor for cardiovascular disease. There are a number of important aspects to this study: 

1. It compares the effectiveness of newer drugs represented by amlodipine 
(a calcium channel blocker) or lisinopril, an ACE-inhibitor, with an established therapy, a diuretic (chlorthalidone) – as first line therapy. 


2. The size of the study has allowed examination of the effectiveness of antihypertensive drugs in previously under-investigated and important patient subgroups, such as; women, ethnic groups (especially blacks and hispanics) and those with diabetes.


3. It is the first study to have sufficient power to compare the effectiveness of different classes of antihypertensive therapy to reduce fatal or non-fatal coronary heart disease.


4. It evaluated the effectiveness of statin therapy (pravastatin) versus “usual care” in a sub-sample (approximately 10,000) of these high risk hypertensive patients. 
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Overview of the ALLHAT study design

X   The doxazosin arm was discontinued early because of concern that it may increase risk of heart failure.

ALLHAT results

The overall findings suggest that there are no clinically important differences between the three drug classes studied in reducing the risk of coronary heart disease. Surprisingly, perhaps, ACE-inhibition was less effective than the diuretic at protecting against stroke and heart failure, especially in blacks. However, this may, at least in part, reflect the fact that blood pressure control was less good in the patients receiving ACE-inhibition..

The CCB amlodipine was as effective as the diuretic on all end points, except the prevention of heart failure, which favoured diuretics. Given previous concerns over the validity of the diagnosis of “heart failure” in this study, which precipitated the termination of the doxazosin limb of the trial two years ago, we remain cautious about the robustness of the conclusions regarding the prevention of heart failure in this trial.

This trial confirms current BHS guidelines regarding the selection of the first drug for the management of hypertension in patients over the age of 55 years. However, it is important to note that on average, 40% of patients required more than one drug, the average number of drugs per patient being two. Moreover, one third of patients failed to reach the goal blood pressure of <140/90mmHg. These data reemphasise the fact that the majority of hypertensive patients require two or more agents to achieve recommended blood pressure goals. This trial confirms that diuretics should form part of any combination of drug therapy especially in view of their effectiveness and low cost. Unfortunately, the ALLHAT trial design does not provide robust information about the additional components required for the most effective combination.

The ALLHAT trial clearly demonstrates the importance of direct randomised head-to-head comparisons to assess the relative  safety and effectiveness of different antihypertensive drugs. In particular the ALLHAT trial allays previous concerns about the use of calcium channel blockers. Along the same lines, previously reported benefits of ACE-inhibition, “over and above their blood pressure lowering action”, especially in subgroups such as those with diabetes, those with high cardiovascular risk, or in renoprotection, have not been confirmed by the ALLHAT study.

The effectiveness of statins at reducing cardiovascular events and mortality has been established in a series of well conducted, large randomised controlled trials. However evidence for the benefits of statins in people with hypertension has been limited to sub-group analyses within these trials. The ALLHAT study compared the effects of pravastatin (mostly 40mg/day) with “usual care” on all cause mortality in over 10,000 patients with mild to moderate hypercholesterolaemia (average baseline total cholesterol 5.8 mmol/L). There was no difference in the primary end-point between the two treatment groups despite a 9% difference in total cholesterol in the group randomised to statin therapy. There were non-significant reductions in fatal and non-fatal coronary disease (9%) and fatal and non-fatal strokes (9%) in favour of statin therapy.  Unfortunately, the modest differential in lipid levels between the two treatment groups limits the interpretation of these data. It would be inappropriate to conclude that statin therapy is not effective in people with treated hypertension. Not least because of recent evidence from the ASCOT trial. The lipid lowering limb of the ASCOT trial, which also included over 10,000 hypertensive patients in a placebo-controlled comparison of statin therapy (atorvastatin 10mg daily), was terminated prematurely due the highly significant cardiovascular benefits associated with statin use. The results of the ASCOT lipid lowering limb will be published in April 2003.
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