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Ipertrigliceridemia: quale peso comefattore i rischio e quale terapia?



Clinical focus on lipoproteins for ASCVD prevention

Nordestgaard BG. Circulation Research. 2016



Available prospective studies of TG andCHD in essentially general populations.

Sarwar N et al. Circulation. 2007;115:450-458



TG-REAL Study: Event Rates and Adjusted Hazard Ratios forAll‐Cause Mortality and ASCVD Events in the StudyPopulation, According to Triglyceride Levels





URRAH-TG Study-Kaplan-Meier survival curves for CV events

URRAH-TG Working Group, under submission



Subclinical Atherosclerosis According to TG Levels

Raposeiras-Roubin S et al. J Am Coll Cardiol 2021;77:3031–41





Balling M et al, JACC Volume: 76, Issue: 23, Pages: 2725-2735, 2020

Explained risk of causal association ofCHD by different lipoproteins



Genetic Variants Affecting theLipoprotein Lipase Pathway andthe Risk of Coronary ArteryDisease.
Myocardial Infarction Genetics and CARDIoGRAMExome Consortia Investigators.N Engl J Med 2016;374:1134-1144.



Nordestgaard BG. Circulation Research. 2016

Observational and causal genetic association of high and low concentration of LDL-C, HDL-Cand TG with the risk of ischemic heart Disease (IHD)

TG





So how to managethis problem?





Mach F et al, Eur Heart J 2019



Fibrates, n-3 PUFA-EPA, Niacin – CV Outcome Trials
Larger Risk Reductions in Hypertriglyceridemia

Trial (drug) Entire cohortHR (95% CI) Subgroup SubgroupHR (95% CI)
HHS (gemfibrozil) 0.66 (0.47, 0.92) TG ≥184 mg/dLBMI >27.5 kg/m2 0.30 (0.15, 0.58)
BIP (bezafibrate) 0.91 (NR) TG ≥200 mg/dL 0.60 (NR)
VA-HIT (gemfibrozil) 0.78 (0.65, 0.93) TG ≥151 mg/dL 0.73 (0.58, 0.93)
FIELD (fenofibrate) 0.89 (0.75, 1.05) TG ≥204 mg/dLHDL-C <42 mg/dL 0.73 (0.58, 0.91)
ACCORD (fenofibrate) 0.92 (0.79, 1.08) TG ≥204 mg/dLHDL-C ≤34 mg/dL 0.69 (NR)
JELIS (ethyl-EPA) 0.81 (0.69, 0.95) TG >150 mg/dLHDL-C <40 mg/dL 0.47 (0.23, 0.98)
AIM-HIGH (niacin) 1.02 (0.87, 1.21) TG >198 mg/dLHDL-C <33 mg/dL 0.74 (0.50, 1.09)
PERMANENT (pemafibrate) Interrupted - -

Maki et al. J Clin Lipidol. 2012;6:413. Guyton et al. JACC 2013;62:1580.(mod)



Cumulative Incidence of primary and secondary efficacy composite end-points in the REDUCE-IT trial

Bhatt DL et Al., NEJM 2018; doi: 10.1056/NEJMoa1812792

CV death, non-fatal MI, non-fatal stroke,PCI/CABG, or unstable angina CV death, nonfatal MI, or nonfatal Stroke



Primary and secondary key end-points by achieved TG levels at 1 yearThe REDUCE-IT study

Bhatt DL et al, New Engl J Med 2019



Mean plaque progression for the different components in patientstreated with Icosapent Ethyl or Placebo



Cumulative Incidence Rates of A) Expanded Cardiovascular Events, B) Total Myocardial Infarction, C) TotalStroke, and D) Cardiovascular Mortality, By Year of Follow-up.The VITAL study

Manson JE, et al, N Engl J Med 2019;380

1 gr/day!



Effect of High-Dose Omega-3 Fatty Acids vs Corn Oil on Major Adverse Cardiovascular Events inPatients at High Cardiovascular Risk: The STRENGTH Randomized Clinical Trial

Nicholls SJ et al, JAMA.2020

Time to First Incidence of Any Component of the Primary Composite End Point and Time to Core MACEA,The primary composite end point consisted of cardiovascular death, nonfatal myocardial infarction, nonfatalstroke, coronary revascularization, and hospitalization for unstable angina.



Events in Placebo populationsREDUCE-IT: 22% (70.7% pts with ASCVD)STRENGTH: 12% (56.0 pts with ASCVD)



Serum TG in RCT of PUFA-3 and CV prevention
Study TG at baseline TG changes
Primary prevention
ASCEND, N Engl J Med 2018 None None
VITAL, N Engl J Med 2019 None None
ORIGIN, N Engl J Med 2012 142 mg/dL(99-196 mg/dL) None
Risk and Prevention Collaborative Group,N Engl J Med 2013 None None
Secondary prevention
REDUCE-IT 150-499 mg/dL -18.3% vs +2.2%
STRENGTH, JAMA 2020 >180/<500 mg/dL -19% vs.-0.9%





Effect of vupanorsen on lipidparameters at 24 weeks.

Bergmark PA etal, Circulation2022

Oligonucletideantisense mRNAANGPLT3



Oligonucletideantisense mRNAAPO-C3
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