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Prevalence of ASCVD in the United States

& In the United States, as of 2020, an estimated'

30 2 million were living with some form of ASCVD
.

1 9 03 million were receiving statin therapy for some form of ASCVD
.

million receiving statin therapy for some form of ASCVD were not
1 5 1 7 at the ACC/AHA-recommended goal of LDL-C <70 mg/dL
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Cardiovascular disease deaths have increased in recent years
in the US

DEATHS ATTRIBUTABLE TO CARDIOVASCULAR DISEASE (US, 1980-2017)
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Step 1:
Lifestyle Modification

2022 AHA Statement on the Comprehensive
Management of CV Risk Factors For Adults With T2DM

Lifestyle Modifications CV Imaging
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Physical Activity and Mortality in Stable CAD
Good but Not Enough

All-cause mortality risk associated with each doubling of habitual physical activity volume, and
by linear increase in physical activity
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Stewart, RAH. et al. J Am Coll Cardiol. 2017:70(14):1689-700.

Key Trials in the Lipid Space

Placebo-controlled statin trials m m
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LDL Is the Causative Agent in Atherosclerosis and Lowering LDL-C

Decreases Events

© Oral lipic-lowering comparator

 Placebo comparator

Event Rate (%)
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Raymond C, et . Clev Ciln  Med. 2014 SET113; Choleterol Treatment Tralsts (CTT) Calaboratin. Lancet. 2010;376:1670-1681
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Pharmacotherapy

Available LDL Cholesterol Lowering Therapies

HMGCR Approved All patients 20% o 50% Rhabdomyolysis.

[Ezetimibe RN Approved Al patients ~23% Not known
a

PCsks PCSK9 Approved Secondary ~47% Not known
intibody prevention; FH
Los

ApoB100 mRNA  Approved, FDA HoFH 26% Liver toxicity, injection-
only site reactions, flu-like
symptoms

MTP Approved, with HoFH 40%1050%  Liver toxicity, Gl side
registry effects
AcL Approved Statin-intolerance;  17%1021%  Gout, tendon rupture

3rd agent after
statin/ezetimibe

mp
acid
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PCSK9 mRNA Approved NA ~50% Mild injection-site.
reactions
ANGPTL3 Approved HoFH ~49% Elevated liver enzymes.
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Results of PCSK9 Inhibitors on LDL-C Levels
FOURIER and ODYSSEY OUTCOMES

* PCSK9 inhibitor use in high-risk patients reduced LDL-C levels from baseline by
50% to 60%!20]
FOURIER[!
Changein LDL-C Over Time

ODYSSEY OUTCOMES!
Change in LDL-C Over Time
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a. Sabatine M, et al. N Engl J Med. 2017;376:1713-1722; b. Steg PG, et al. N Engl) Med. 2018;379:2097-2107;
c. Robinson JG, et al. N EnglJ Med. 2015;372:1489-1499.
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https://www.sciencedirect.com/topics/medicine-and-dentistry/coenzyme
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LDL-C lower is better
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@ CV Death, MI, Stroke, UA, or
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RNA Based Therapy to reduce LDL
Two injections a year

ORION-10: Efficacy e
Durable and potent with consistent effect over 18 months

Percent change in LDL-C over time — observed values in ITT patients
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Can we modify high risk plaques by Statins
and PCSK9?

Updated according to Koskinas KC, Raber L. Eur Heart J 2016
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Discontinuing Statin Associated with H i i !
Cardiovascular Events —

Heeschen et al Withdr

Bempedoic Acid and Cardiovascular
Outcomes in Statin-Intolerant Patients

D. Mason, J.1.P. Kastelein
P.M. Moriarty, V. Menor
g Horer,
18- What if
= 16 Statins discontinued )
=
Z 14 you don’t ABSTRACT
5
- tolerate
E No statins ) Bempedoic acid, an AT citrate Iyase inhibitor, reduces low-density lipoprotein
R I A St atins (LDL) cholesterol levels and is associated with a low incidence of muscle-related
£ 8 et adverse events; its effects on cardiovascular outcomes remain uncertain.
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30-day follow-up period
Reducing the risk of myocardial infarction (MI)
Figure 1. Evept rate curves (de‘ath, nonfatal M0 fiurlng So-day and coronary revascularization in adults with
follow-up period for patients with continued statin therapy, with- blished cardi lar di
drawn statin therapy, and without statin therapy. established cardiovascular disease (CVD) or at

high risk for a CVD event

Effect of Trial Regimens on LDL-C and hsCRP

Percent Change in LDL-C over Time Percent Change in hsCRP

Primary and First Key Secondary Cardiovascular End Points
4-component MACE 3-component MACE
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Lipoprotein(a) The new Kid in the Block

Why we care?
One in 5 have high levels of Lp(a) Cardiovascular Disease
Statins minimally reduce and PCSK9 reduce by 20% levels of Lp(a)

Small Interfering RNA to Reduce Lipoprotein(a) in
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in the Lp(a) Concentration with Olpasiran at Weeks 36 and 48
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Rosenson RS et al. J Am Coll Cardiol 2021 78:434-436. 0’Donoghue ML, Rosenson RS, et al. N Engl J Med 2022. DOI:10.1056/NEJM0a2211023




Phase 2 Trial of Zerlasiran: Multiple doses
of an siRNA Targeting Lipoprotein(a) over 60 weeks

Steven E. Nissen MD MACC
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Novartis, Silence Therapeutics.

at neither income nor a tax

Take home points and Final Punch

* LDL s the garbage of lipid metabolism

 Lifestyle management is welcome but not sufficient to
reduce LDL-C and CVD events

« Data from large randomized studies: Furrier, Odyssey, and
Orion 10 supports that dropping LDL-C reduce cardiovascular
events including in patients with PAD

* Statin and PCSK9 reducing the lipid core within the plaque
and Shrink it per intravascular imaging by OCT IVUS and NIRS

« Discontinuation of these drugs results with increase of events

* Elevated Lp(a) is a common independent atherosclerotic CVD
risk factor that should be measured.

* If you have high LDL-C and not taking these agents you are in
denial
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Mean Time-Averaged Changes after Zerlasiran :
Baseline to 60 Weeks

Lipoprotein(a) LDL-cho lesterol Apolipoprotein B

A26% 1M.3%

28.7% -26.2%

T1A% 79.2%

Percent Reduction vs. Placebo (%)
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