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Taking a high dose of icosapent ethyl—a pure and stable prescription form of the omega-3 fatty acid known as 
EPA—significantly reduces the occurrence of first, subsequent and total ischemic events, including myocardial infarction 
(MI), strokes and related deaths, among people at high cardiovascular risk despite already being on statin therapy, 
according to research presented at the American College of Cardiology's 68th Annual Scientific Session.

Compared with placebo, icosapent ethyl cut the combined rate of first and subsequent cardiovascular deaths, nonfatal 
heart attacks or strokes, procedures for coronary artery disease such as stenting, or hospitalizations for unstable angina 
(the study's primary endpoint) by 30 percent, demonstrating the drug may be more protective than previously reported. 
Earlier analyses of the Reduction of Cardiovascular Events with Icosapent Ethyl–Intervention Trial (REDUCE-IT), which 
were primarily focused on the first occurrence of a major adverse cardiovascular event, found a 25 percent reduction. This 
latest analysis aimed to determine the extent to which the drug reduced the total burden of first and subsequent 
cardiovascular events.

"In looking at the totality of events—not just the first ones, but subsequent ones too—we see that the drug provides even 
greater reductions in ischemic events. By looking only at first events, we underestimate the true underlying treatment 
benefit offered," said Deepak L. Bhatt, MD, MPH, executive director of interventional cardiovascular programs at Brigham 
and Women's Hospital, professor of medicine at Harvard Medical School and the study's lead author. "From a patient's 
perspective certainly, and from a physician's point of view, icosapent ethyl's impact on total events is what matters most."

Bhatt said that patients with high triglycerides who also have atherosclerosis or diabetes are especially vulnerable to repeat 
cardiovascular complications, so finding ways to prevent subsequent events is important and potentially lifesaving. Over a 
median follow-up period of approximately five years, there were nearly 3,000 events; 1,606 first events and 1,303 
subsequent events, which included 762 second events, 272 third events and 269 fourth or more events. For patients taking 
icosapent ethyl, first events were reduced by 25 percent, second events by 32 percent, third events by 31 percent and 
fourth or more events were cut nearly in half (48 percent). The drug also prevented 1 in 5 cardiovascular-related deaths, as 
previously reported.

"With this drug, we are not only preventing that first heart attack but potentially the second stroke and maybe that third fatal 
event," Bhatt said. "Prevention of such subsequent cardiovascular events could improve patient outcomes and quality of 
life and may lower the total cost burden of medical care."

REDUCE-IT included 8,179 patients with elevated cardiovascular risk who were already being treated with statins. Patients 
with well-controlled LDL-cholesterol (>40 and ≤100 mg/dL) and with elevated triglycerides (135 to 499 mg/dL) and other 
cardiovascular risk factors were enrolled at 473 sites in 11 countries between 2011 and 2016. About 70 percent of patients 
in the study had established cardiovascular disease and the rest had diabetes without known cardiovascular disease but 
with at least one additional cardiovascular risk factor. At baseline, median triglyceride levels were 216 mg/dL and median 
LDL-cholesterol was 75 mg/dL.

Patients were randomized in double-blinded fashion to receive either 2 grams icosapent ethyl twice daily or a placebo and 
were followed for a median of 4.9 years. The main outcomes were total (first and subsequent) primary composite endpoint 
events (cardiovascular death, nonfatal myocardial infarction, nonfatal stroke, coronary revascularization or hospitalization 
for chest pain related to blockages) and total key secondary composite endpoint events (cardiovascular death, nonfatal 
myocardial infarction or nonfatal stroke). Follow-up visits were at four months, 12 months and annually thereafter.

The primary endpoint occurred in 17.2 percent of patients taking icosapent ethyl versus 22 percent of patients taking the 
placebo—an absolute risk reduction of 4.8 percent. For every 1,000 patients treated for five years with icosapent ethyl vs. 
placebo, about 159 events could be prevented, including 12 cardiovascular-related deaths, 42 heart attacks, 14 strokes, 76 
coronary revascularizations and 16 hospitalizations for unstable angina.

"That's a striking impact not only for that individual, but also if we consider the public health implications and potentially 
cost-effective ways to lower risk, this could be an appealing strategy," Bhatt said. "We were surprised by how large an 
effect size there is and how much of an impact the drug is having on these patients over time, especially in the context of 
patients who are already well treated with background therapy."

Baseline use of antiplatelet therapy, ACE-inhibitors/ARBs, beta blockers, aspirin and statins were all very high in 
REDUCE-IT, which Bhatt said provides reassurance that icosapent ethyl is providing separate and incremental benefits. 
"These are not undertreated patients, but they are really well treated and still remain at high cardiovascular risk," he said, 
adding that this drug could potentially benefit tens of millions of patients worldwide.

Researchers also reported consistent cardiovascular benefits across subgroups of patients, including across a range of 
triglycerides levels, such as those with baseline or achieved triglycerides above or below 150 mg/dL, which is considered 
the threshold for normal by current guidelines. Bhatt said this suggests there are likely additional cardioprotective effects 
unique to icosapent ethyl besides triglyceride-lowering, including anti-inflammatory properties, anti-thrombotic mechanisms 
and cell membrane stabilization. As previously reported, the drug had a good safety profile albeit with an increased 
incidence of atrial fibrillation and numerically more patients with serious bleeding episodes; however, Bhatt said the overall 
rates were low. He reported there was no increase in the risk of stroke, the most serious complication of atrial fibrillation, 
but rather a statistically significant 28 percent reduction with icosapent ethyl versus placebo, as well as significant 
reductions in heart attacks, cardiac arrest and sudden cardiac death.

The study received funding from Amarin Pharma, Inc.

This study was simultaneously published online in the Journal of the American College of Cardiology at the time of 
presentation.
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高純度オメガ3製剤は心血管イベントを著明に減少させる
(Abstract 19-LB-19844)

高用量のイコサペント酸エチル（オメガ 3脂肪酸の処方薬）を服用することで、スタチンを内服し
ていても心血管リスクの高い人々において初回、再発および全ての虚血性イベントが有意に低
下する、とAmerican College of Cardiology's 68th Annual Scientific Sessionで発表され、同
時に Journal of the American College of Cardiologyに掲載された。プラセボに比べ、イコサ
ペント酸エチルにより初回およびその後の心血管死、非致死性MI、脳卒中、冠動脈インターベン
ション、または不安定狭心症による入院が 30%減少し、この薬剤が過去に報告されていたよりも
保護効果が高い可能性があることが示された。 
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REDUCE-IT：心血管系リスクの高い人々に対し、イコサペント酸エチルはこれまで報告されて
いたよりも保護効果が高い可能性がある
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[News01]
糖質制限ダイエットは心房細動に関連する

[News02]
フィットネスレベルが高いほど高齢者の寿命
を延ばす可能性がある

[News03]
外科手術リスクの低い患者に対するTAVRは
外科手術と同様に優れている

[News04]
二尖弁性大動脈弁狭窄に対する治療選択肢は
開心術のみではない

[News05]
ベンペド酸は12週後のLDLコレステロールを
低下させる

[News06]
AFibとACSを有する患者に対するアスピリン
を用いない2剤併用療法は最も安全である

[News07]
生体吸収性エンベロープはデバイス関連感染症
を減少させる

[News08]
ダパグリフロジンは駆出率の低下した患者に
有益である

[News09]
ステント留置後の患者においてDAPTを中止
することにより予後が改善する

[News10]
PCIにおける橈骨動脈アプローチと大腿動脈
アプローチとは生存率に関しては同等である

[News11]
心内膜炎に対する抗菌薬の経口投与への切り
替えは失敗ではない

[News12]
進行した心不全において新たなLVADは転帰
をより良好にする

[News13]
高純度オメガ3製剤は心血管イベントを著明
に減少させる

[News14]
閉鎖不全を有する弁の修復はQOLを改善
する

[News15]
全ての心停止に対し緊急のインターベンション
が必要なわけではない

[News16]
CardioMEMSセンサーは入院を半分以下に
減少させる

[News17]
高齢者において降圧は脳損傷の悪化を予防
する


