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PubfQed

2020/2024 : 2100 publications Lp(a)
2000/2024 : 7467 publications Lp(a)

2020/2024 : 2185 publications (DOAC)
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The very BAD:

Apola)

Lp(a)



Lp(a) ?

Lp(a)
Apo(a)
lgﬁﬁe
{ LDL
C'e o -
Lp(a)

Lp(a) Augmentée
Petites isoformes d'Apo(a)

(LDL + Apo(a) + OxPL

| | |

Athéro  Thrombose Sténose Aortique

Athérosclerose Fibrinolyse| | Calcification Valvulaire
Accélerée Inhibée Interstitielle

| |

[ iomavc,aom ) [ SVA > RVA |

Consensus NFSA Durlach V et al. 2022



Lp(a) Epidéemiologie

[ pistribution des valetrs de Lo{s) ] [ Prévalence des niveaux de Lp(a) élevés ]

(> 50 mg/dL) dans le monde

30 1 Population-based

o5 | KORA F3 & F4 Cohorts
| Mean£SD = 21.9+25.3 mg/dL
| Median = 11.4 mg/dL

20 - n=6218

5 15 25 35 45 55 65 75 85 95 >100
Lipoprotein(a) mg/dL i 7|

Kronenberg et al. Cardiovasc Drugs Ther. 2016 Tsimikas et al. ] Am Coll Cardiol. 2018
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Quelles normes ?

75 nmol/L 125 nmol/L 250 nmol/L
A

< 75 nmom/L 75 -125 nmom/L >250 nmom/L

Pas de RCV associé a la

Lp(a) ? Augmentation du RCV associé a la Lp(a)
<0,3g/L 0,3-0,5g/L
v , ]
0,3 g/L 0,5 g/L 1,0 g/L ﬁ'#;:{;:',’l
‘~2?§;ng

ch V et al. Arch Cariovasc Dis 2021; Kronenenberg Eur Heart J 2022



CENTRAL ILLUSTRATION: Lipoprotein(a) and Risks of Peripheral Artery
Disease, Abdominal Aortic Aneurysm, and Major Adverse Limb Events

Copenhagen General Population Study (108,146 Individuals)

Relative Risk (95% Cl) of Peripheral Artery Disease, Abdominal Aortic
Aneurysms, and Major Adverse Limb Events

Lp(a) Peripheral artery
» 2.99 (2.09-4.30) :
2143 mg/dL
2307 nmol/L Abdominal aortic
vs » 2.22 (1.21-4.07)
<50th percentile

5 <9 mg/dL Maj
j s =P 3.04(155-5.98) ﬁ’;Lagvvee; =
C?IC Absolute 10-Year Risk of Peripheral Artery Disease peular
valve

pease
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Age 70-79 + Smoking ?
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2.47 (1.5 Thomas PE, et al. J Am Coll Cardiol. 2023;82(24):2265-2276.




Current Diabetes Reports

Large Lp(a) isoforms Small Lp(a) isoforms

B¢ /7 ot e
5 4 i proinflammatory/

proatherosclerotic/prothrombotic

» Hyperlipoprotein(a)>50 mg/dL
or 125 nmol/L

~ Increase Risk of :
-Coronary Artery Disease
-IschemicStroke

3 -Peripheral Artery Disease
- + -Aortic stenosis
High Lp(a) concentration

K Increases Residual Risk /

Low Lp(a) concentration

- & — = T—
Increased risk of = Increased risk of
developing T2DM \'1 E ‘ CV disease
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Pablo C, Matias A, Lavalle Cobo A, Sergio G, Federico RN. Exploring the Interplay between Diabetes

and Lp(a): Implications for Cardiovascular Risk. Curr Diab Rep. 2024 May 28. doi: 10.1007/s11892-
024-01543-5. Epub ahead of print. PMID: 38805111.
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Lp(a) conctations and cardiovascular risk

26-29 Maiil} | Lyor

Data are derived from the EAS Lp(a) Consensus
4 &M statement based on data from the UK Biobank g v
Absolute Lp(a) 50 15
lifetime-risk for Lp(a) 150 350 +43%|  additional risk

cardiovascular
events (%)

caused by Lp(a)

415 274
participants
+9% d’ascendance F. Kronenberg
+2% . européenne dans Austria

[ A la bio banque

Low Middle High ~ britannique.
Number of traditional risk factors *

* Traditional risk factors are: age, sex, blood cholesterol, blood pressure, smoking,
diabetes, family history of heart attacks in early life, and body mass index

GENEP
N
BRUCK Kronenberg F: Curr. Atheroscler. Rep. 26:75-82, 2024

Kronenberg F. Lipoprotein(a): from Causality to Treatment. Curr
oEAS Atheroscler Rep. 2024 Mar;26(3):75-82. doi: 10.1007/s11883-024-

92"Congress 01187-6. Epub 2024 Jan 22. PMID: 38252372; PMCID:
S PMC10881767.




Les traitements

Lp(a) aphérése: baisse 60-75% (disponible CHU Nord, discussion collégiale, RCP Lyon)

* Anti-PCSK9: baisse 20-30% (non remboursée dans cette indication)
* A venir: OAS anti-apo(a): pelacarsen (phase 3) Consensus NESA Durlach V et al. 2022
* A venir Si.rna olpasiran (phase 2) et SN 360 (-80-90%)

A venir Muvalaplin (phase 1)

Oral small molecule inhibitor therapy: Muvalaplin binds to apo(a)
to prevent formation of Lp(a)

Injectable RNA-based therapies: Antisense oligonucleotides and small

interfering RNA (siRNA) prevent translation of LPA messenger RNA (mRNA)
Antisense oligonucleotide SIRNA' et
v . l RNA-induced - apo(a) Muvalaplin binding to apo(a)
Ribonuclease H1 ¢ e silencing complex KIV7 and KIV8 prevents bond
i guidestrand y- ﬁ i
| o U between apo(a) and apo B,
LPAmRNA 17/ \ALL ¢ LPA mRNA ;_;%
LPA mRNA degradation blocks production of apo(a) necessary for Lp(a) synthesis - J

A 4

Nicholls SJ, JAMA,
Pr Estelle Nobécourt-Dupuy 08/2023
CHU de La Réunion / VASC02023




Take Home Message

* LaLp(a) est trés importante pour mieux stratifier le risque CV, surtout chez les sujets a risque
intermediaire, elle permet un reclassement si elle est augmentée en sur risque CV et donc des
conséquences thérapeutiques en rapport.

STRATIFICATION

* |l faut donc intégrer la Lp(a) a la décision médicale lorsqu'il s'agit de prévention CV primaire
essentiellement.
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