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Struktura Lp(a)
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Lp(a) - struktura a plazmatické koncentrace
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Lipoprotein(a) u ruznych etnik (median)
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Lipoprotein(a) — historické poznamky

1963 objeven Kare Bergem
1987 objeven gen LPA (Richard Lawn, Angelo Scanu et al.)

® 2009 Lp(a) potvrzen jako kauzalni RF pro ICHS
Kamstrup PR et al., JAMA 2009;301:2331-39
Clarke R et al., N Engl J Med 2009;361:2518-28

¢ 2013 Lp(a) identifikovan jako kauzalni RF pro kalcifikaci a sten6zu Ao chlopné
Thanassoulis G et al., N Engl J Med 2013;368: 503-12
Kamstrup PR et al., JACC 2014;63: 470-2

® 2010 EAS Consensus Panel: screening Lp(a) u osob ve stfednim a vysokém
riziku AS KvVO

® 2019 ESC/EAS Guidelines for the management of dyslipidemias:
screening Lp(a) 1x v prib¢hu zivota u vSech osob

Kare Ingmar Berg (1932 — 2009)



Doporuceni pro interpretaci vysledkii méreni Lp(a)

koncentrace [nmol/l]  koncentrace [mg/dl]

nizka hodnota <75 < 30
Seda zona 75-125 30-50
zvysena hodnota > 125 > 50
velmi vysoka hodnota* > 430 > 180

AtheroRev 2023: 8.172-176



Copenhagen General Population Study

Lipoprotein(a)
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KV morbidita a mortalita ve vztahu k nejvysSim hodnotam Lp(a) v plazmé
Copenhagen City Heart Study; Copenhagen General Population Study
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Risk of clinical outcomes with Lp(a) concentration
Copenhagen General Population Study

Plasma lipoprotein(a)
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Lifetime risk for major CV events with increasing higher Lp(a)
UK Biobank
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Genetic Effect on CHD Risk

* apoB attached to either an LDL or Lp(a) particle

Mendelian Randomization
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vs CHD risk

Genetic Effect on apoB*

UK Biobank Study

JACC 2024;83:385-395



Chack for

Lipoprotein (a) testing patterns among subjects with a measured lipid Iy
panel: The Mayo Clinic experience

Matteo Manzato °, Jeffery W. Meeusen ", Leslie J. Donato °, Allan S. Jaffe ", Vlad C. Vasile "

" Deportment of Cardiovasculor Diseases, Mayo Clinic Collegr of Medicine, Rochester, Minnesota 55905, USA
* Department of Loboratory Medicine and Pathology, Maye Clinic Colleze of Medicine, Rochester, Minnesotn 55905, USA

HIGHLIGHTS GRAPHICAL ABSTRACT

& Lipoprotein (a) is undertested, even at
tertiary referral centers.

# Females are less frequently tested than
males, dezpite similar LD].-c values.

e Lp{a) tezdng mainly occours inm a sec-
ondary, rather than a primary, preven-
ton setting.

Lpia) TESTING PATTERNS

May 1, 2022 — April 30, 2023

Am J Prev Cardiol 2024:20:100886



Soucasné moznosti ovlivnéni Lp(a)

Agresivni ovliviiovani vSech znamych RF KVO

* Dosazeni cilovych hodnot LDL-chol.
 Uprava zivotospravy: neovliviiuje Lp(a)

* Statiny, ezetimib, k. bempedoova neovliviuji Lp(a)
* PCSKO9i: pokles Lp(a) 0 25 %

* Aferéza: pokles Lp(a) 0 35 %

* Niacin: pokles Lp(a) 0 35 %



Snizeni Lp(a)

Drug: Pelacarsen Olpasiran Zerlasiran Lepodisiran Muvalaplin
NCT: NCT04023552 MCTOG581303 NCT04604402 NCT06292013 NCT04472676
Company: lonis and Novartis Amgen Silence Therapeutics Eli Lilly Eli Lilky
Trial phase: 1,2 and3 1,2 and 3 land2 1,2 and3 1
Phase 3 results in: 2025-26 2027-28 NA 2029 NA
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L_arge trials assessing the effect of Lp(a) reduction on CV outcomes

Start Date,
Estimated
Drug Trial, Status, No. of Baseline Lipoprotein(a) Primary Completion
(Mechanism)  ClinicalTrials.gov number  Patients Level Main Inclusion Criteria End Point Date
Pelacarsen Lipoprotein (a)- 8323 =70 mg/dl or approx.  MI, ischemic stroke, or re- MACET 2019, early
(ASO) HORIZON, phase 3, (enrolled) =175 nmol/liter vascularized PAD 2026
NCT04023552
Olpasiran OCEAN (a), phase 3, 7297 =200 nmol/liter MI or coronary revascular- MACET 2022, late
(siRNA) NCT05581303 (enrolled) ization with percutane- 2026
ous coronary interven-
tion and at least 1
additional risk factor
Lepodisiran ACCLAIM-lipoprotein(a), 12,500 =175 nmol/liter ASCVD or age >55 yr with MACET 2024, 2029
(siRNA) phase 3, (planned) high risk of first ASCVD
NCT06292013 event

* ASCVD denotes atherosclerotic cardiovascular disease, ASO antisense oligonucleotide, M| myocardial infarction, PAD peripheral artery dis-
ease, and siRNA small interfering RNA.

i MACE (major adverse cardiovascular event) is a composite of death from a cardiovascular cause, nonfatal myocardial infarction, nonfatal
stroke, or urgent coronary revascularization. The primary end point of the olpasiran trial did not include nonfatal stroke.

N Engl J Med 2025;392:1740-1742



The NEW ENGLAND JOURNAL of MEDICINE

Lepodisiran — A Long-Duration siRNA Targeting Lipoprotein(a)

A Research Summary based on Nissen SE et al. | 10.1056/NEJMo0a2415818 | Published on March 30, 2025

A Change in Lipoprotein(a) Concentration
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Lepodisiran, 16 mg-16 mg 363636 35 36 35 33 33 33 33 32
Lepodisiran, 96 mg—-96 mg 747373 /73 72 72 67 67 69 68 65
Lepodisiran, 400 mg—placebo 727171 69 70 69 65 66 64 64 62 NEJM 2025:392:1673-83
, .
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Z.avéry

® Cca 20 % populace v Evropé ma vyssi Lp(a), které jsou spojeny
s vySSim rizikem AS KVO a aortalni stenozy.

® Lp(a) ma byt stanoven u vSech osob 1x béhem zivota (vyjma Zen
VvV postmenopauze) s cilem identifikovat osoby s vysokym rizikem AS
KVO, u kterych by mély byt agresivné ovliviiovany vSechny znamé
RF KVO.

® Probihaji velke klinicke studie faze I11
o pelacarsen (antisense oligonukleotid)
o olpasiran, lepodisiran (SIRNA)



EAS

2022 EAS Consensus on Lp(a)
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Pelacarsen
Patients with Lp(a) 2 70 mg/dL (all patients)
CV risk factors treatment | - Stratum with Lp(a) > 90 mg/dL

‘ A optimization period Placebo
2 - Patients with Lp(a) 2 70 mg/dL (all patients)
§ s ‘§ - Stratum with Lp(a) 2 90 mg/dL
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o N Randomization 1-1
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o8&
e e R R > >
Screening penod Treatment optimization Treatment period 993 events
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Solid line indicates mandatory study periods
Dashed line indicates the option of a patient to go through a CV trealment optimization period, if needed
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Mean Percent Change From Baseline (95% Cl)
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Off-Treatment Effects of Olpasiran on Lp(a)
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Lifetime risk of major cardiovascular events with higher lifetime exposure to Lp(a) and

lower lifetime exposure to LDL-C

Lifetime risk of major cardiovascular events (%)
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Intensification of LDL-C reduction needed to reduce the global cardiovascular risk to a similar extent
as the risk attributable to elevated Lp(a) depending on age at which LDL-C reduction is initiated

Intensification of LDL-C reduction (nmol/L) needed

ST 56 mA;:r(:t)j i Lp(a). HB for MCVE due to to mitigate the increased risk caused by Lp(a)
median percentile increased Lp(a) Begin age Beginage  Beginage  Begin age

30y 40y 50y 60y
320 300 99 2.56 1.2 mmol/L 1.4 mmol/L 1.7 mmol/L 2.3 mmal/L

270 250 97.5 2.19 10mmot  L2mmof. 15mmofL 19 mmolL

220 200 93.5 1.87 0.8 mmol/L 0.9mmol/L 1.2mmol/L 1.5 mmal/L
170 150 90 1.60 0.6mmol/t  0.7mmol/t 0.9 mmol/L 1.1 mmal/L
120 100 825 137 0.4mmol/t  O0.5mmol/t  0.6mmol/L 0.8 mmal/L
70 50 75 117 0.2 mmol/L 0.2mmel/t 0.3 mmol/L 0.4 mmol/L

20 ref. 50 ref. ref. ref. ref. ref.

Eur Heart J 2023 Aug 23;
Epub ahead of print



