Zilebesiran as Add-On Therapy in Patients with Hypertension
Inadequately Controlled with a Standard Antihypertensive Medication:
Efficacy and Safety Results from the KARDIA-2 Study

For US HCPs Only

Manish Saxena'?, Ahmad Aswad®, Jolita Badariene®, Farhana Kazi°>, Adam D Karns®, Joel M Neutel’, Wansu Park®, Scan to View Congress

Material Presented

Daniel Stiglitz®, Nune Makarova®, Andrea Havasi®, Dion Zappe®, George L Bakris®

'Barts Health NHS Trust, London, UK; 2Queen Mary University of London, London, UK; *Gonzalez MD and Aswad MD Health Care Services, Coral Gables, FL, USA; “Medical Faculty,
Vilnius University, Lithuania; °Prime Revival Research Institute LLC, Coppell, TX, USA; °Entertainment Medical Group, Beverly Hills, CA, USA; "Orange County Research Center, Tustin, CA, USA;
SAlnylam Pharmaceuticals, Cambridge, MA, USA; °The University of Chicago Medicine, Chicago, IL, USA

Conclusions

 |In KARDIA-2, treatment with a single subcutaneous dose of zilebesiran 600 mg reduced serum angiotensinogen (AGT) levels and 24-hour mean ambulatory and office systolic blood
pressure (SBP) compared with placebo at Month 3 when added to a diuretic, calcium channel blocker, or maximum-dose angiotensin receptor blocker.
— SBP differences were sustained to Month 6 in the indapamide and amlodipine cohorts, despite the use of rescue antihypertensives.

 Most hypotension adverse events (AEs) associated with add-on zilebesiran treatment were mild in severity and there was no clear pattern in the incidence of hepatic AEs among treatment
groups. Laboratory values indicated that most instances of hyperkalemia and decline in renal function were transient and resolved without intervention.

e These results support the potential for biannual dosing of zilebesiran to achieve additive blood pressure (BP) reductions when combined with standard-of-care antihypertensives.

e The Phase 2 KARDIA-3 study is active and enrolling patients with established cardiovascular (CV) disease or high CV risk, with or without advanced chronic kidney disease, and with
hypertension uncontrolled by two to four standard-of-care antihypertensives.

Table 2. Safety Profile Through Month 6
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