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Angiotensin II receptor antagonists and ACE inhibitors both interfere at different levels in the renin-angiotensin-receptor cascade. If both classes of compounds exert their effect predominantly by blocking the renin angiotensin system, at least conceptually a combination does not seem to make much sense, provided of course each individual class of compounds is efficacious enough to block the system on its own. Recently, many claims have been made that the combination provided a more complete blockade than single drugs of both classes. This was often taken as evidence for an angiotensin II independent action of ACE inhibition. However, such results may also occur simply because both compounds of the combination were given at submaximal doses. The goal of recent studies was therefore to assess whether increasing the dose and shortening the dosing interval of an ARB alone could also achieve similar blockade as that obtained with a combination. Whereas telmisartan alone at a dose of 160mg OD or 80 mg BID was not able to produce blockade at trough comparable to the combination with an ACE inhibitor, losartan administered at 100 mg BID could reach that goal, i.e. 12h post drug intake. More recently, olmesartan at 40 or 80 mg given OD was able to induce 80% blockade at trough (24h post drug intake), and this effect was not enhanced by the co-administration of an ACE inhibitor. But even 20 mg OD still resulted in a trough receptor blockade of 60%. These results demonstrate clearly that optimising the dose and dosing intervals of at least some ARBs administered alone produced trough blockade equal to that of a combination with an ACE inhibitor. This needs to be confirmed in prospective trials assessing clinical outcome. Nevertheless, these observations already question whether ARB-ACE inhibitor combinations are really useful, and they stress the importance of adequate dosing of ARBs in order to obtain optimal results.

