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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.

 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

Introduction

Background Medication

Backg round n (%), unless otherwise specified Indapamide Amlodipine Olmesartan
° Many patients with hypertension do not meet guideline-recommended Placebo (N=64) Zilebesiran (N=63) Placebo (N=121) Zilebesiran (N=118) Placebo (N=152) Zilebesiran (N=149)
BP targets despite the availability of effective therapies.1—3 At least 1 AE 25 (39.1) 31 (49.2) 57 (47.1) 64 (54.2) 73 (48.0) 87 (58.4)
— Poor adherence to multidrug oral regimens contributes to BP AL SRS AE 2] 0 110.8) B2} 1) Ll
variability and may increase the risk of CV events.'# ISRAEs 0 4(6:3) 0 2(1.7) 1(0.7) 4(2.7)

. . Hypotension/orthostatic hypotension AEs 0 0 4 (3.3) 7 (5.9) 3 (2.0) 7(4.7)
leel?eswa.n _ , o , , Hepatic AEs? 3 (4.7) 0 1(0.8) 6 (5.1) 4 (2.6) 5 (3.4)
* Zilebesiran is an investigational RNA interference therapeutic that T " - ! (0.8) 3(2.5) 2 (13 427y

targets the synthesis of hepatic AGT, the most upstream precursor AST 3% ULN 1(1.6) 0" 1(0.8) 2 (1.7) 4 (2.6) 3 (2.0

of the renin—angiotensin system.® Mean change from BL in serum potassium at Month 6, ~0.16 (0.34) 0.12 (0.52) ~0.14 (0.44) 0.09 (0.46) ~0.01 (0.42) 0.05 (0.43)

* Inthe Phase 2 KARDIA-1 study, single subcutaneous doses of mmol/L (SD)

zilebesiran monotherapy significantly reduced 24-hour mean Potassium >5.5 mmol/L 0 2(3.2) 1(0.8) 8 (6.8) 3(2.0) 10 (6.7)
ambulatory and office SBP from baseline to Months 3 and 6 Confirmed by repeat measure 0 1(1.6) 0 2(1.7) 0 2(1.3)
Compared with placebo.5 anSLO/:ﬁigﬁc;e?)a;ez from baseline in eGFR, 1(1.6) 8 (12.7) 5(4.1) 10 (8.5) 4 (2.6) 10 (6.7)
Confirmed by repeat measure 0 3 (4.8) 2(1.7) 1 (0.8) 1(0.7) 4 (2.7)
>2x increase from BL in creatinine pmol/L 0 0 0 0 0 3 (2.0)
Confirmed by repeat measure 0 0 0 0 0 1(0.7)

o _ . .
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