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New prospects for PCSK9 inhibition?
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Massimo F. Piepoli14, Kausik K. Ray15, Erik S. Stroes12, Olov Wiklund16,

Stephan Windecker17, Jose Luis Zamorano18, Fausto Pinto19, Lale Tokgözo�glu20,
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1Department of Cardiology, Charité - Universitätsmedizin Berlin (CBF), and Institute of Health (BIH), Berlin, Germany; 2National Institute for Health and Medical Research
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This commentary refers to ‘2017 update of ESC/EAS task

force on practical clinical guidance for proprotein conver-

tase subtilisin/kexin type 9 inhibition in patients with

atherosclerotic cardiovascular disease or in familial hyper-

cholesterolaemia’, by U Landmesser et al., 2018;39:

1131–1143.

In 2017, this Task Force updated practical guidance for clinical use of
proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibition fol-
lowing publication of FOURIER.1 Beyond licenced indications, PCSK9
inhibitors may have application in other high-risk conditions, such as
severe hyperlipidaemia with liver failure,2 supported by pharmacody-
namic data,3 although the lack of trials to date does not allow
recommendations.

Recent insights from FOURIER help to define patients at highest
risk with elevated low-density lipoprotein cholesterol (LDL-C) levels
who benefit most from PCSK9 inhibition. These include those with
symptomatic peripheral artery disease (PAD), a group often under-
recognized and undertreated, in whom evolocumab reduced major
adverse cardiovascular events (MACE) by 27% and major adverse
limb events by 37%, with benefits extending to LDL-C levels
<0.26 mmol/L.4 Patients with recent or recurrent myocardial

infarction (MI), or multivessel disease, at 34–90% higher risk of a
MACE, also derived greater benefit from evolocumab than those
without these characteristics (Sabatine MS, Annual Scientific Sessions,
American Heart Association, 13 November 2017). Thus, irrespective of
other vascular disease, symptomatic PAD, the timing and frequency
of MI, or multivessel disease, associated with residual LDL-C burden,
indicate very high-risk patients who merit consideration of PCSK9
inhibition.

Will results from ODYSSEY OUTCOMES extend use of PCSK9
inhibitors to early post-MI patients? Such findings would align with
the MIRACL trial5 and may imply further stabilization of atheroscler-
otic plaque from LDL-C lowering with PCSK9 inhibition.

Conflict of interest: Potential conflicts of interest of the authors
are denoted in reference 1.

References
1. Landmesser U, Chapman MJ, Stock JK, Amarenco P, Belch JJF, Borén J, Farnier M,

Ference BA, Gielen S, Graham I, Grobbee DE, Hovingh GK, Lüscher TF, Piepoli
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