Title: Should Developing Countries Continue to Use Older Antihypertensives for Essential Hypertension?
Author Name: Thamizhanban Pillay
Email: tpillay@mail.newcastle.edu.au
Presenter Name: Thamizhanban Pillay
Authors: Pillay T, Hill SR
Institution: University of Newcastle, Australia

Problem Statement: Older antihypertensives (methyldopa, reserpine and hydralazine) are not favoured in international hypertension guidelines. However, developing countries continue to recommend older antihypertensive agents because they are considered to be less expensive. There is strong evidence from systematic reviews to support the use of diuretics, beta blockers and angiotensin converting enzyme inhibitors (ACEI) in essential hypertension. There are no systematic reviews on the efficacy of older antihypertensives. There can be significant differences in 30-day treatment costs.  For example: Using Defined Daily Doses  (DDD) and  the Management Sciences for Health price guide, 1-day treatment costs are as follows: Hydrochlorothiazide - US$ 0.10; atenolol - US$ 0.37; reserpine - US$ 1.10; captopril - US$1.58; hydralazine - US$2.26; and methyldopa  - US$3.91. 

Objectives: To determine the comparative efficacy and safety of older antihypertensives in essential hypertension. 

Design: Systematic reviews of randomised controlled studies (RCTs) that included methyldopa, reserpine or hydralazine

Methods: A comprehensive literature search was conducted to identify RCTs of methyldopa, reserpine and hydralazine. Studies that compared the older drugs to either diuretics, beta blockers and ACEI or placebo were eligible for inclusion. The outcomes were hypertension-related morbidity, mortality, reduction in blood pressure and incidence of adverse events. The quality of the selected studies was assessed independently by two reviewers using the Schultz criteria. Cochrane review manager software was used to meta-analyse the results.

Results: There were 86 RCTs involving methyldopa, 21 involving hydralazine and 18 involving reserpine. Most of the studies were conducted in developed countries. The general quality of the RCTs for all 3 drugs was poor. None of studies reported on hypertension-related morbidity or mortality. Blood pressure response was reported as either number of people whose pressure returned to normal/responders or change in systolic and/or diastolic blood pressure. There were no statistically significant differences in blood pressure lowering with the older antihypertensives compared to any of the comparators.   Studies were designed primarily to measure efficacy rather than adverse events. The adverse event reporting in studies was poor.

Conclusions: There are no RCTs that report hypertension-related morbidity or mortality for any of the older antihypertensives. There is good evidence from systematic reviews to support the use of diuretics, beta blockers and ACEI in hypertension. There is no evidence from the literature to support the use of older antihypertensives in developing countries. Furthermore the prices of these older antihypertensives are significantly higher than diuretics, beta blockers and ACEI.
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