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Blood pressure management involves anti-hypertensive therapies blocking the renin-angiotensin system (RAS). Yet, it might be inadequate due to poor patient adherence and/or the so-called ‘RAS escape phenomenon’, elicited by the compensatory renin elevation upon RAS blockade. Recently, evidence points toward targeting hepatic angiotensinogen as a novel approach to block the RAS pathway that could circumvent the RAS escape phenomenon. Removing angiotensinogen, from which all angiotensins originate, should prevent further angiotensin generation, even when renin rises. Furthermore, by making use of a trivalent N-acetylgalactosamine (GalNAc) ligand-conjugated small interfering RNA (siRNA) that specifically targets the degradation of hepatocyte-produced mRNAs in a highly potent and specific manner (and with a long intracellular half life), it may be possible in the future to manage hypertension with therapy that is administered 1-2 times per year, thereby improving medication adherence. This presentation will summarize all current findings on angiotensinogen siRNA in preclinical models, making a comparison versus ‘classical’ RAS blockade with either angiotensin-converting enzyme inhibitors or angiotensin II type 1 receptor antagonists. In addition, it will discuss the currently available clinical data with angiotensinogen siRNA (zilebesiran) , and what to do in situations that require a rapid angiotensin increase, like shock, emergency surgery, and pregnancy. Here the REVERSIR (reverse siRNA silencing) technology is a potential approach to counteract siRNA effects. 

