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Renin inhibitors are a new class of antihypertensive agents that act by blocking the renin-angiotensin system (RAS) at the highest level in the chain of events. The well-established benefits of RAS blockers cannot be explained solely by their effects on circulating angiotensins, suggesting that they interfere with locally generated/tissue angiotensin. Such tissue generation depends on the uptake of renin and/or its inactive precursor, prorenin, from the circulation. Therefore, renin inhibitors have a pharmacokinetic advantage in that they may already bind to renin/prorenin on their way to tissue sites (i.e., in blood), whereas the other blockers first have to penetrate into tissues to exert their effect. Furthermore, although renin will rise during renin inhibitor treatment (like during any type of RAS blockade), this renin remains enzymatically inactive due to the presence of the renin inhibitor. Finally, prorenin, when bound to the recently discovered (pro)renin receptor, displays full enzymatic activity. Since prorenin occurs at >10-fold higher levels than renin, while the (pro)renin receptor is present at multiple tissue sites, prorenin might be a more important contributor of local angiotensin production than renin. Renin inhibitors will block such prorenin-induced angiotensin generation. Thus, taken together, these drugs are likely to provide a more complete suppression of the RAS than the existing RAS blockers. This talk will address the principle of renin inhibition, taking into consideration the role of prorenin and the (pro)renin receptor. It will also summarize the currently available (pre)clinical data on the first clinically available renin inhibitor, aliskiren. 

