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Absolutni redukce celozivotniho rizika pri 50 % snizeni LDL-C

e Benefit je umérny absolutni redukci LDL-C nezavisle na mechanismu, ktery vede k zvyseni katabolismu
via LDLR

* Benefit je umérny poklesu apoB pro vSechny terapie nezavisle na zmené LDL-C nebo TG koncentraci

Cumulative lifetime incidence of cardiovascular events by LDL-C Benefit of all lipid lowering therapies proportional to absolute reduction in apoB
before and after 50% LDL-C reduction Regardless of change in LDL, TG, or both
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Statiny v primarni prevenci: mortalitni benefit

27 RCT (n=90624), 6 mesicu-6 let

Figure 4. Dot Plobks for Primary Outcomes
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* Inhibice endogenni biosyntézy cholesterolu
* Misto plsobeni: hepatocyt

* Inihibuje ATP citrat lyazu, enzym stojici nad HMGCoA
reduktazou

* Neaktivni ve skeletalnim svalstvu — nizky potencial k myalgiim



Vlysledky studie
CLEAR

OUTCOMES

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Bempedoic Acid and Cardiovascular
Outcomes in Statin-Intolerant Patients

S.E. Nissen, A.M. Lincoff, D. Brennan, K.K. Ray, D. Mason, J.J.P. Kastelein,
P.D. Thompson, P. Libby, L. Cho, J. Plutzky, H.E. Bays, P.M. Moriarty, V. Menon,
D.E. Grobbee, M. Louie, C.-F. Chen, N. Li, L.A. Bloedon, P. Robinson, M. Horner,
W.J. Sasiela, J. McCluskey, D. Davey, P. Fajardo-Campos, P. Petrovic, J. Fedacko,
W. Zmuda, Y. Lukyanov, and S.J. Nicholls, for the CLEAR Outcomes Investigators*
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Vyskyt 4bodoveho primarniho sledovaneho MACE cile

Endpoints Hazard Ratio
Age
<65 0.87

265 to <735 0.83
>75 0.95

Sex

Male 0.87
Female 0.86
CVD Risk Category
Secondary Prevention 0.91
Primary Prevention 0.68

Baseline LDL-C
<130 0.88
2130 to <160 0.79
2160 0.98

Baseline glycemic status
Normoglycemic 0.84
Prediabetes 0.94
Diabetes 0.83

| |
0.5 €« 10 —> 1.5

Favors Treatment Favors Placebo
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QUESTION In statin-intolerant primary prevention patients at high cardiovascular risk, does bempedoic acid reduce major adverse

cardiovascular events?

CONCLUSION Treatment with bempedoic acid in primary prevention patients has the potential to reduce major adverse cardiovascular events.

POPULATION

Statin-intolerant adults
without a prior
cardiovascular event

Mean age: 68 years

LOCATIONS

e
2481 Women
1725 Men

INTERVENTION

=
2100
Bempedoic acid

180-mg oral dose
administered daily

PRIMARY OUTCOME

4206 Patients randomized

Matching placebo

1250
Centers
worldwide

Composite of cardiovascular death,
nonfatal myocardial infarction, nonfatal
stroke, or coronary revascularization

FINDINGS

Composite end point occurrence

Bempedoic acid
5 .3% (111 of 2100 patients)

Placebo
7 6% (161 of 2106 patients)

Risk reduction was significant:

Adjusted hazard ratio, 0.70
(95% Cl, 0.55-0.89); P=.002

© AMA

Nissen SE, Menon V, Nicholls SJ, et al. Bempedoic acid for primary prevention of cardiovascular events in statin-intolerant patients. JAMA.
Published online June 24, 2023. doi:10.1001/jama.2023.9696




JAMA Cardiology BK a vSechny prihody

RCT: Impact of Bempedoic Acid on Total Cardiovascular Events

POPULATION INTERVENTION FINDINGS

7050 Men, 6740 Women 13970 Patients randomized Treatment with bempedoic acid resulted in a lower incidence of total
primary MACE-4 events compared with placebo. (hazard ratio,

0.80; 95% (1, 0.72-0.89; P <.001)
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Snizeni hladiny cholesterolu: jak a kdy, to je oC tu bézi

Once yearly siRNA directed against PCSK9

Age start
treatment (y) HR (95% Cl)
Usual care reference

60 0.73 (0.71-0.75)
< 50 0.63 (0.61-0.65
S ( )
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Once v. Twice yearly siRNA directed against PCSK9
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Ference BA, et al. ESC 2021 Late Breaking Clinical Trial August 2021




Inklisican v primarni prevenci: prvi data mame

Inclisiran is a small interfering ribonucleic acid (siRNA) Inclisiran induces reductions in atherogenic lipoproteins
Inclisiran targets hepatic PCSK9 mRNA to prevent protein production 0 LDL-C non-HDL-C apob

RNA Protein i
Tr‘anscnpﬂon . Placebo

Translat -

ransation corrected %

Replication ——> changeat

Day 510
Hever‘se 4
transcription i
isi -50
Inchsn‘an Primary prevention cohort, n = 203
Primary prevention cohort included patients with Twice-yearly dosing of inclisiran (after the initial and 3-month doses)

- Type 2 diabetes OR familial hypercholesterolaemia
OR = 20% 10-year risk of a CV event assessed by
Framingham Risk Score or equivalent

AND
« LDL = 2.6 mmol/L

Is well-tolerated except

Significantly reduces for mainly mild, treatment-

emergent adverse events

atherogenic lipids
at the injection site

ORION-11 study design

"’ *’( I ';( End of the study

Screening Visit 1 Visit2 Misit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8

Day -14 to -1 Day 1 Day30 Day%  Day 150 Day270  Day 330 Day 450  Day 510 Day 540 (V9)
e . . 0 > 90 days post

Study assessments s 1 1 s s s s t ¢ e

Ray KK et al. European Heart Journal (2022) 43, 5047-5057



Opravdova primarni prevence ASCVD
PRECAD studie: n=2100, sledovani 5 let, 3DVUS

CENTRAL ILLUSTRATION: Preventing Atherosclerosis in the Young: The
Prevent Coronary Artery Disease Trial

PRECAD Trial

t t t

Baseline 2.5 Years 5 Years

|
3D Vascular Ultrasound

[ 1
No Atherosclerosis Subclinical Atherosclerosis

e ]

RARRA

Devesa A, et al. J Am Coll Cardiol. 2023;82(22):2152-2162.

Burden:
Global Plaque

Volume

Extent:

PESA Score

A Inclusion criteria

* 20-39 years
 LDL-C 270 mg/dL
« No history of CVD

Randomization 1:1

Baseline assessment atherosclerotic plaque burden

5-year postrandomization follow-up assessment

Primary endpoint: change in atherosclerotic plaque burden from baseline

Secondary endpoints: incident CVD (myocardial infarction, stroke, revascularization);
cardiovascular death; all-cause death

B Randomization 1:1

Diet & Lifestyle recommendations

Inclisiran 1- or 2-drug Metformin
- 2 therapy SGLT2i
Statin
Ezetimibe

Follow-up every year Follow-up every 6 months



Genova editace PCSK9- VERVE 101: editace
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