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⚫ REDUCE-IT, a multicenter, double-blind, placebo-controlled 

trial, randomized 8,179 statin-treated patients with 

established cardiovascular (CV) disease or risk factors, and 

well-controlled LDL-C (41-100 mg/dL), but elevated 

triglycerides (TG; 135-499 mg/dL), to IPE 4g daily or 

placebo; median follow-up was 4.9 years. The primary 

composite endpoint included CV death, myocardial 

infarction (MI), stroke, coronary revascularization, and 

unstable angina; the key secondary composite endpoint 

included CV death, MI, and stroke.

BACKGROUND & DESIGN
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⚫ REDUCE-IT demonstrated a 25% relative risk reduction in the primary endpoint. The similarly designed STRENGTH study failed 

to show benefit of a mixed omega-3 therapy. We evaluated REDUCE-IT results per various high TG and low high-density 

lipoprotein cholesterol (HDL-C) thresholds.
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Prespecified and post hoc analyses of first and total primary 

and key secondary endpoint events in REDUCE-IT patients 

with prespecified TG ≥200 and HDL-C ≤35 mg/dL; guideline-

informed ≥150 mg/dL and <40/50 mg/dL (men/women);

or STRENGTH inclusion criteria ≥180 and <42/47 mg/dL 

(men/women).

METHODS
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In the full REDUCE-IT cohort, icosapent ethyl 4g/day significantly reduced first and total 

primary and key secondary endpoint events by 25 to 30% compared with placebo.

This robust result was also observed within prespecified dyslipidemia subgroups with 

icosapent ethyl relative to placebo:

⚫ TG above or below 200 mg/dL experienced similar reductions in primary (RRR 27%

& 21%, respectively), key secondary (25% & 29%), total primary (34% and 24%),

and total key secondary (29% & 28%) events (all interaction p-values [pint] = ns).

⚫ Patients with or without dyslipidemia defined as TG ≥200 and HDL-C ≤35 mg/dL both 

had substantial reductions in the primary endpoint, but those with dyslipidemia 

observed greater reduction (RRR 38% vs 21%, pint = 0.04).

– However, reductions in the key secondary (RRR 32% & 25%, respectively),

total primary (39% & 28%), and total key secondary (37% & 26%) endpoint events 

were similar regardless of the presence or absence of dyslipidemia (all pint = ns).

RESULTS
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Endpoint/Subgroup N

Icosapent Ethyl,

Rate per 1000 Pt. Yrs.
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Rate per 1000 Pt. Yrs.
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Endpoint/Subgroup N

Icosapent Ethyl,

Rate per 1000 Pt. Yrs.

Placebo,

Rate per 1000 Pt. Yrs.

ARD,

Events per 1000 Pt. Yrs. Rate Ratio (95% CI)

P-value 

for Int. 
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Substantial and Consistent Reductions in First and Total (First and Subsequent) Primary and Key Secondary Endpoint Events Across Various Definitions of Dyslipidemia: 

Similar relative risk reductions of 31-39% across dyslipidemia definitions
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REDUCE-IT Prespecified 
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Substantial and Consistent Reductions in First and Subsequent Primary Endpoint Events Across Various Definitions of Dyslipidemia (Full Dataset): 

Similar relative risk reductions of 33-40% across dyslipidemia definitions
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(TG ≥150 + HDL-C <40/50 mg/dL)

Substantial and Consistent Reductions in First and Subsequent Primary Endpoint Events Across Various Definitions of Dyslipidemia (Full Dataset): 

Similar relative risk reductions of 33-40% across dyslipidemia definitions (cont.)
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Substantial and Consistent Reductions in First and Subsequent Primary Endpoint Events Across Various Definitions of Dyslipidemia (Full Dataset): 

Similar relative risk reductions of 33-40% across dyslipidemia definitions (cont.)
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⚫ Adverse events were similar across dyslipidemia subgroups.

⚫ No differences were observed between icosapent ethyl and 

placebo in overall tolerability or adverse events.

⚫ More bleeding occurred with icosapent ethyl versus placebo,

but there were no significant differences in hemorrhagic stroke or 

fatal bleeding.

⚫ More atrial fibrillation/flutter occurred with icosapent ethyl versus 

placebo, though ischemic stroke was significantly reduced.

SAFETY
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⚫ These data include both prespecified and post hoc analyses.

⚫ REDUCE-IT was designed and powered for the primary 

composite endpoint; it was not powered for subgroup 

analyses.

⚫ REDUCE-IT patients were enrolled with statin-stabilized 

qualifying TG ≥135 mg/dL, but there were no HDL-C inclusion 

criteria, and patients were not stratified by any of the 

prespecified subgroups of TG ≥200 mg/dL, HDL-C ≤35 mg/dL, 

or the combination of both.

LIMITATIONS
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⚫ Event rates were numerically higher with increasing degrees of 

dyslipidemia.

⚫ Relative risk reductions with icosapent ethyl were similar regardless of the 

presence or absence of dyslipidemia or the degree of dyslipidemia.

⚫ Icosapent ethyl provides substantial CV risk reduction in both patients with 

but also in those without elevated TG and/or low HDL-C.

⚫ Compared with placebo, icosapent ethyl 4g/day significantly reduced 

first and total primary and key secondary endpoint events by 30% to 

40% in patients with dyslipidemia defined by various high TG plus low 

HDL-C levels.

CONCLUSION
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REDUCE-IT was sponsored by Amarin Pharma, Inc.

Dr. Wang has no disclosures. Dr. Bhatt served as the 

principal investigator for REDUCE-IT and his 

institution received research funding from Amarin. 

This presentation may include off-label and/or 

investigational uses of drugs.

DISCLOSURES

Wang X, Bhatt DL, Miller M, et al., ACC 2021 (virtual) 16



1. Bhatt DL, Steg PG, Miller M, et al. N Engl J Med. 

2019;380:11-22. Bhatt DL. AHA 2018, Chicago. ​

2. Bhatt DL, Steg PG, Miller M, et al. J Am Coll 

Cardiol. 2019;73:2791-2802. Bhatt DL. ACC 2019, 

New Orleans.

REFERENCES

Wang X, Bhatt DL, Miller M, et al., ACC 2021 (virtual) 17


