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Hello, I’m Professor Lale Tokgözoğlu from Hacettepe University in Ankara, Turkey, past president of the European Atherosclerosis Society.  
In this podcast these are my personal opinions and take-aways from the congress.  So there were several sessions at the European Society of Cardiology Congress on lipids and I would like to share some of them with you.
It seems that we are at the dawn of a new era in lipid-lowering therapy.  Genetic studies have uncovered new targets for lipid-lowering and new biological RNA directive agents have been developed for these previously undruggable new targets.  These innovative therapies have increased efficacy and tolerability and some of them are already in phase 3 trials.  Even gene editing has appeared on the horizon of lipid management with the first human cases being enrolled.
For LDL cholesterol lowering PCSK9 inhibition is now possible not only with monoclonal antibodies, but small interferon RNA single strand delivered with every 6-months lowering LDL cholesterol by around 50% and the cardiovascular outcome trial is pending.  
Also on the horizon are new oral PCSK9 inhibitors being developed with the trials being in early phases.
Bempedoic acid and ATP-citrate lyase inhibitor is another pathway to lower LDL cholesterol.  Because it is a pro-drug the specific iso-enzyme converting it to an active form is not present in the skeletal muscle thus leading to lower muscular side effects.  It’s possible to get 18-24% LDL lowering with bempedoic acid depending on the background use of statins; if a fixed dose combination with ezetimibe is present leading to further LDL reduction.  The cardiovascular outcome study, CLEAR Outcomes will be announced at the beginning of next year.  
Another group is CETP inhibitors which are being revisited.  You will remember that raising HDL by CETP inhibition has failed to reduce cardiovascular events, but CETP inhibitors that exert greater reductions of LDL cholesterol may reduce atherosclerosis.  
In the ROSE trial Obicetrapib produced LDL by 50%, but will it reduce cardiovascular events remains to be seen in OUTCOME trials.  There has been renewed interest in triglyceride-rich lipoproteins, ANGPTL3/8 and ApoC-III are the new identified targets effecting triglycerides metabolism end levels and they are being targeted by monoclonals and nucleic acid-based therapies.  
Early trials with these agents are showing around the 60% reduction in triglycerides lipoproteins. Angiopoietin-like 3 also lowers LDL cholesterol and the monoclonal antibody against angiopoietin-like 3 evinacumab has been tested in homozygous FH patients are lowering LDL by almost half.  On the other hand, it was ApoC-III targeting may lower triglycerides lipoproteins.  So, whether either of these will reduce cardiovascular events remains to be seen in further trials, but it seems that with all these different options, we may be able to personalise lipid-lowering therapy.
I would like to thank you for your attention and for listening to me.







