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Conclusions
 Zilebesiran is an RNA interference (RNAI) therapeutic that targets hepatic synthesis of angiotensinogen (AGT), the most upstream precursor of the  Despite increases in plasma renin concentration, consistent suppression of aldosterone was observed through Month 6, with no evidence of angiotensin
renin—angiotensin—aldosterone system (RAAS). escape or aldosterone breakthrough during this period.
* In the KARDIA-1 study, biannual or quarterly doses of zilebesiran demonstrated rapid and robust reductions in serum AGT, angiotensin | and I,  Together, these findings demonstrate the differentiated mechanism of action of zilebesiran in suppressing all downstream substrates of AGT and support
and aldosterone, as well as increases in plasma renin concentrations sustained to Month 6, compared with minimal changes with placebo. a biannual dosing regimen for zilebesiran.
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