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Consider this Rx for patients
with high triglycerides?
A daily dose of this prescription fish oil may be worth
a trial in light of the cardiovascular benefits it affords
statin-treated patients with high triglycerides.
PRACTICE CHANGER

Consider icosapent ethyl, 2 g twice daily, for
secondary prevention of adverse cardiovascular events in patients with elevated triglycerides who are already taking a statin.
STRENGTH OF RECOMMENDATION

B: Based on a single, good-quality, multicenter, randomized controlled trial.
Bhatt DL, Steg PG, Miller M, et al; REDUCE-IT Investigators. Cardiovascular risk reduction with icosapent ethyl for hypertriglyceridemia.
N Engl J Med. 2019;380:11-22.1

ILLUSTRATIVE CASE

A 63-year-old man with a medical history
significant for myocardial infarction (MI)
5 years ago presents to you for an annual
exam. His medications include a daily aspirin, angiotensin-converting enzyme inhibitor,
beta-blocker, and a high-intensity statin for
coronary artery disease (CAD). On his fasting
lipid panel, his low-density lipoprotein (LDL)
level is 70 mg/dL, but his triglycerides remain
elevated at 200 mg/dL despite dietary changes. In addition to lifestyle modifications, what
can be done to reduce his risk of another MI?

P

atients with known cardiovascular disease (CVD) or multiple risk factors for
CVD are at high risk of cardiovascular
events, even when taking primary or secondary preventive medications such as statins.2,3
In these patients, elevated triglycerides are an
independent risk factor for increased rates of
cardiovascular events.4,5
The 2018 American College of Cardiol-
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ogy/American Heart Association (ACC/AHA)
guidelines for the treatment of blood cholesterol recommend statin therapy for moderate (175-499 mg/dL) to severe (≥ 500 mg/dL)
hypertriglyceridemia in appropriate patients
with atherosclerotic CVD risk ≥ 7.5%, after
appropriately addressing secondary causes
of hypertriglycidemia.6
Previous studies have shown no benefit
from combination therapy with triglyceridelowering medications (eg, extended-release
niacin and fibrates) and statins, compared
with statin monotherapy.7 A recent metaanalysis concluded that omega-3 fatty acid
supplements offer no reduction in cardiovascular morbidity or mortality, whether taken
with or without statins.8
Interestingly, the randomized controlled
Japan EPA Lipid Intervention Study (JELIS)
demonstrated fewer major coronary events
in patients with elevated cholesterol, with or
without CAD, who took eicosapentaenoic acid
(EPA)—a subtype of omega-3 fatty acids—plus
a statin, compared with statin monotherapy.9
The REDUCE-IT trial evaluated icosapent ethyl, a highly purified EPA that has been
shown to reduce triglycerides and, at the time
this study was conducted, was approved for use
solely for the reduction of triglyceride levels in
adults with severe hypertriglyceridemia.10,11
STUDY SUMMARY

Patients with known CVD had fewer
cardiovascular events on icosapent ethyl
The multicenter, randomized controlled
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REDUCE-IT trial evaluated the effectiveness of icosapent ethyl, 2 g orally twice daily, on cardiovascular outcomes.1 A total of
8179 patients, ≥ 45 years of age with hypertriglyceridemia and known CVD or ≥ 50 years
with diabetes and at least 1 additional risk
factor and no known CVD, were enrolled at
473 participating sites in 11 countries, including the United States.
Patients had a triglyceride level of 150 to
499 mg/dL and an LDL cholesterol level of
41 to 100 mg/dL, and were taking a stable dose
of a statin for at least 4 weeks. The enrollment
protocol was amended to increase the lower
limit of triglycerides from 150 to 200 mg/
dL about one-third of the way through the
study.
Among the study population, 70.7% of
patients were enrolled for secondary prevention (ie, had established CVD) and 29.3% of
patients were enrolled for primary prevention (ie, had diabetes and at least 1 additional
risk factor but no known CVD). Exclusion
criteria included severe heart failure, active
severe liver disease, glycated hemoglobin
> 10%, a planned surgical cardiac intervention, history of pancreatitis, or allergies to fish
or shellfish products.
❚ Outcomes. The primary end point
was a composite outcome of cardiovascular
death, nonfatal MI, nonfatal stroke, coronary
revascularization, or unstable angina.
❚ Results. The median duration of followup was 4.9 years. From baseline to 1 year, the
median change in triglycerides was an 18% reduction in the icosapent ethyl group but a 2%
increase in the placebo group. Fewer patients
in the icosapent ethyl group than the placebo group had a composite outcome event
(17% vs 22%, respectively; hazard ratio
[HR] = 0.75; 95% confidence interval [CI],
0.68-0.83; number needed to treat [NNT] to
avoid 1 primary end point event = 21). Patients
with known CVD had fewer composite outcome events in the icosapent ethyl group than
the placebo group (19% vs 26%; HR = 0.73;
95% CI, 0.65-0.81; NNT = 14) but not in the primary prevention group vs the placebo group
(12% vs 14%; HR = 0.88; 95% CI, 0.70-1.1).
In the entire population, all individual
outcomes in the composite were significantly
fewer in the icosapent ethyl group (cardio-

vascular death: HR = 0.8; 95% CI, 0.66-0.98;
fatal or nonfatal MI: HR = 0.69; 95% CI,
0.58-0.81; revascularization: HR = 0.65;
95% CI, 0.55-0.78; unstable angina: HR = 0.68;
95% CI, 0.53-0.87; and fatal or nonfatal stroke:
HR = 0.72; 95% CI, 0.55-0.93). All-cause mortality did not differ between groups (HR = 0.87;
95% CI, 0.74-1.02).
No significant differences in adverse
events leading to discontinuation of the drug
were reported between groups. Atrial fibrillation occurred more frequently in the icosapent ethyl group (5.3% vs 3.9%), but anemia
(4.7% vs 5.8%) and gastrointestinal adverse
events (33% vs 35%) were less common.
WHAT’S NEW

First RCT to demonstrate value
of pairing icosapent ethyl with a statin
Many prior studies on use of omega-3 fatty
acid supplements to treat hypertriglyceridemia did not show any benefit, possibly due
to a low dose or low ratio of EPA in the study
drug.8 One trial (JELIS) with favorable results
was an open-label study, limited to patients
in Japan. The REDUCE-IT study was the first
randomized, placebo-controlled trial to show
that icosapent ethyl treatment for hypertriglyceridemia in patients with known CVD
who are taking a statin results in fewer cardiovascular events than statin use alone.
Also worth noting: Since publication of
the REDUCE-IT study, the FDA has approved
an expanded indication for icosapent ethyl
for reduction of risk of cardiovascular events
in statin-treated patients with hypertriglyceridemia and established CVD or diabetes and
≥ 2 additional cardiovascular risk factors.11

In this
multinational trial
of patients with
hypertriglyceridemia
and CVD or
cardiovascular risk
factors, icosapent
ethyl significantly
reduced the risk
of cardiovascular
events.

CAVEATS

Drug’s benefit was not linked
to triglyceride level reductions
The cardiovascular benefits of icosapent ethyl
were obtained irrespective of triglyceride levels achieved. This raises the question of other
potential mechanisms of action of icosapent
ethyl in achieving cardiovascular benefit.
However, this should not preclude the use of
icosapent ethyl for secondary prevention in
appropriate patients.
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❚ Laboratory testing is helpful, but not
needed. Testing for tinea capitis would re-

quire that you obtain a sample from the affected area using a swab, edge of a scalpel blade,
or scalp brush.7 Because treatment can require
weeks of medication, diagnosis should be confirmed with a KOH or culture when possible.

be given daily by his parents. We also recommended the use of an antidandruff shampoo, if possible. The treatment outcome was
not known because our team’s humanitarian
global health trip had ended.
JFP
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CHALLENGES TO IMPLEMENTATION

Medication is pricey
Icosapent ethyl is an expensive medication,
currently priced at an estimated $351/month
using a nationally available discount pharmacy
plan, although additional manufacturer’s discounts may apply.12,13 The cost of the medication could be a consideration for widespread
implementation of this recommendation. JFP
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