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Cardiovascular Disease Burden

CVD Leading cause of global CV morbidity and mortality

7.4 million people living with CVD in the UK

CVD causes 27% of all deaths in the UK and costs £19 billion each year to UK
economy

HTN and Type Il Diabetes are important risk factors
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CV mortality based on Ethnicity
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Quee_n Mary Standardised mortality ratios (SMR) for heart disease and stroke in South
eRionSy o Loscen Asians and African Caribbeans compared to Europeans (Wild, BM] 1997)
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BP Difference based on Ethnicity

Systolic pressure (mm Hg)

\Q_g
Queen Mary

University of London

150

140

w
o

120 }

o

100

~&- European
-4~ African Caribbean

4 8 12 16 20

Time (hours)

ASBP in African Caribbeans/ Europeans (Chaturvedi, Hypertension 1993)
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BP and CVD risk reduction
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Blood Pressure Reduction Correlates to Reduced Risk
Risk Reduction Observed Across All Major Adverse Cardiac Events

Percent Risk Reduction by Achieved SBP Percent Risk Reduction per 10 mm Hg Reductionin SBP2
(Meta-regression n=613,815 across 123 studies) (Meta-regression n=613,815 across 123 studies)
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Long Acting Si RNA targeting hepatic AGT for HTN
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Zilebesiran Mechanism of Action

Reduced

S e e e Blood Pressure
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Zilebesiran siIRNA Liver targeting ligand

AGT. Angotensnogen. GalNAC. N-Acetylgalactosamne. mRNA, Moo-Riborudec Acd. RNAL Riborudeic And Intederence

The renin-angiotensin-aldosterone system (RAAS)
cascade has a demonstrated role in blood pressure
regulation’2
» Traditional RAAS-targeted antihypertensive
pharmacotherapy targets include

* Renin inhibition

* Inhibition of Ang | cleavage

* Inhibition of Ang Il receptor binding

Angiotensinogen (AGT) is the most upstream
precursor of the RAAS cascade, and is predominantly
produced in the liver?

Zilebesiran is an investigational liver-targeted RNAI
therapeutic that degrades AGT mRNA
« Preclinical data® demonstrated durable reductions in

AGT protein and ultimately in downstream products,
including the vasoconstrictor angiotensin Ang ||

1. 10 Rest, Lot o Cor Res 2016 11606) 960-975. 2 Kumar R. ot o Heart Falore: A Companon 4 Bawwads MHeart ODueszs, 2 Edtion, by Douglas Mamn, Saunders Press 2011, pp. 1344161, 3. L E et al Mypardenzon
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BP Reduction with Zilebesiran

" Alnylam @20

Post-Hoc Analysis: Change From Baseline in 24-hr ABPM and SBP

« Marked reductions in both daytime and nighttime SBP were observed with zilebesiran doses 2200 mg at Week 8*
- These reductions in daytime and nighttime SBP were sustained to later timepoints (Weeks 12 and 24; data not shown)
- Similar improvements during daytime and nighttime were also seen for DBP (data not shown)

Change From Baseline in Daytime/Night-time
ABPM at Week 8b:c 24-Hour SBP at Week 8
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