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The pivotal factors that distinguish antihypertensive drugs both between and within therapeutic classes include potency and efficacy, duration of action, tolerability and tissue protection, which may be independent of blood pressure reduction.


Candesartan cilexetil satisfies virtually all of the desirable characteristics of an ‘ideal’ antihypertensive agent. Within class, it has the greatest antihypertensive efficacy and a long duration of action and, as with all other AT1-receptor blockers, the side-effect profile is indistinguishable from placebo. Pre-clinical studies have demonstrated the tissue protective properties of candesartan cilexetil. However, the final confirmation of these potentially beneficial actions of candesartan cilexetil, were dependent on the findings of morbidity and mortality studies in man.	


The  SCOPE trial (the Study on COgnition and Prognosis in the Elderly) was designed to provide outcome data on cardiovascular end points and also on cognitive function in 4,500 elderly patients randomised to AT1 receptor blockade with candesartan, or to placebo.  SCOPE was designed at a time when it was still considered that outcome data were required for elderly hypertensive patients with entry levels of 90-99mmHg diastolic blood pressure.  SCOPE was subsequently modified to take account of other trial results and the guidelines/recommendations of different authorities, whereby the trial design changed to include the addition of hydroclorothiazide and other agents when  blood pressure control was considered insufficient.  Thus, only 16% of the placebo group received only placebo and the trial became a comparison of candesartan-based treatment against other active antihypertensive drug treatments.


As a consequence the achieved blood pressure differences between the candesartan and "placebo" groups were again relatively small (3.2/1.6 mmHg) and the trial had insufficient power to detect the 20% reduction in primary end points that had been anticipated. Despite this there was an 11% reduction in the relative risk for the composite primary end point and analysis of the secondary end points revealed a 28% reduction in non-fatal stroke (p<0.04). 


A comparison of the SCOPE and LIFE indicates a remarkable degree of commonality in that both trials showed a reduction in the primary end point in association with AT1 receptor blockade but the major benefit in both trials manifested through a reduction in stroke.  


Given the relative consistencies of these findings, there is now sufficient evidence to suggest  that selective AT1 receptor blockade may offer benefits beyond blood pressure control.  This suggests that not only should optimal treatment of hypertension should continue to be based upon treatment strategies that reduce blood pressure to the lower thresholds defined in the most recent guidelines, but also that  treatment regimens based upon AT1 receptor blockade should be considered as appropriate for first line antihypertensive therapy.


