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Why This Matters

Fish oil has one of the longest, most confused histories of any supplement in cardiology. For decades,
cardiologists recommended it. Patients bought it by the bottle. Food companies added it to everything from
yogurt to granola. But the science has shifted. The 2026 guidelines make it clear: over-the-counter fish oil
supplements have no proven cardiovascular benefit. Yet prescription icosapent ethyl (IPE) retains a role—but
only for a specific subset of patients under specific conditions. This brief cuts through the confusion. We'll
explain why OTC fish oil doesn't work, what the REDUCE-IT trial actually showed, why EPA-only matters, and
how to know if prescription IPE is right for you.

Why Fish Oil Flies Under the Radar

Most patients conflate over-the-counter fish oil with prescription icosapent ethyl (IPE). They're not the same.
OTC fish oil is weakly dosed, often impure, and frequently contaminated with oxidized lipids—none of which
support cardiovascular benefit. Prescription IPE is a purified, high-dose (4 grams daily) preparation of EPA that
showed benefit in a randomized controlled trial. Yet this distinction is rarely explained. Patients take their fish oil
and feel virtuous; doctors don't always push back; marketing continues to promote fish oil as heart-protective.
The REDUCE-IT trial, which showed IPE benefit, has been controversial—some argue the mineral oil placebo
was itself active, muddying the true effect size. For high-triglyceride patients, the question of whether to start
IPE becomes a shared decision-making moment that requires honesty about the evidence gaps. And EPA
versus EPA+DHA (fish oil contains both) is a critical but overlooked distinction: the benefit signal in REDUCE-IT
is for high-dose EPA alone, not DHA.

What Changed in 2026

The 2026 guidelines deliver a clear verdict:

Nonprescription Fish Oil Supplements: COR 3: No Benefit

Over-the-counter fish oil is not recommended for cardiovascular risk reduction. The SPORT trial showed that
fish oil lost to a low-dose statin. Decades of retrospective and observational data suggesting benefit did not
translate into randomized trial evidence. The 2026 guidelines reflect this reality.

Prescription Icosapent Ethyl (IPE): Retained for Specific Indications

IPE is still recommended for patients who meet ALL of the following criteria:

« Established ASCVD or diabetes
« Elevated triglycerides (150—499 mg/dL)
e LDL-C already <100 mg/dL on a statin

For these patients, adding IPE may reduce cardiovascular events. But this is a narrower population than many
believe. If you don't meet all three criteria, IPE is not recommended for you.



EPA vs. EPA+DHA: A Critical Distinction

Fish oil contains both EPA (eicosapentaenoic acid) and DHA (docosahexaenoic acid). IPE is pure EPA at high
dose. The benefit signal in REDUCE-IT comes from high-dose EPA, not DHA. OTC fish ail, with its mix of both,
hasn't shown the same benefit. This nuance matters: if you're considering supplementation, EPA-only at a
meaningful dose is different from a standard fish oil capsule.

MyCardioAdvocate™ Checklist

Four critical questions about fish oil:

1. Am | taking over-the-counter fish oil thinking it's protecting my heart?

If yes, you're not getting proven cardiovascular benefit. The 2026 guidelines say so. It's time to either stop or transition
to an evidence-based therapy if you need one.

2. Do | actually meet the criteria for prescription icosapent ethyl (IPE)?

All three: ASCVD or diabetes, triglycerides 150-499 on treatment, and LDL-C <100 on a statin? If not, IPE isn't for
you. If yes, ask your doctor whether starting IPE is appropriate.

3. What are my actual triglyceride levels, and are they a problem?

Triglycerides under 150 mg/dL are generally not considered a major independent risk factor. If yours are high, the first
steps are weight loss, reduced carbohydrate intake, exercise, and tight glycemic control (if diabetic). Only then do
medications like IPE or other agents come into play.

4. Do | understand the difference between EPA and EPA+DHA?

If you're considering any omega-3 supplementation, know that the evidence is for EPA at high dose (as in IPE), not for
a mixed EPA/DHA fish oil. This distinction affects efficacy.

Pro Tip: If your doctor recommends starting fish oil for cardiovascular protection, ask them
to cite the specific trial that supports it. Then ask why IPE (a prescription product with
proven benefit in a specific population) wasn't discussed instead. A good answer gives you
confidence; a vague one suggests it might be time to ask for specifics or seek a second
opinion.

CPR Opportunity: The REDUCE-IT Mineral Oil Controversy

IPE showed a 25% reduction in cardiovascular events in the REDUCE-IT trial—a landmark study that led to its
FDA approval. But it sparked controversy: the placebo arm used mineral oil, a substance that itself raises
guestions. Some researchers argue that mineral oil may not be inert and that the true benefit of IPE over
mineral oil isn't as clear as it initially seemed. Others defend the trial and its findings. The 2026 guidelines retain
IPE but acknowledge this uncertainty. For patients considering IPE, the conversation should be candid: Yes,
REDUCE-IT showed benefit. But there are questions. Cost is often prohibitive. The absolute risk reduction is
modest. And the ideal patient is narrowly defined. Shared decision-making—weighing the evidence, the
uncertainty, the cost, and the patient's risk tolerance—is essential.



Key Takeaways

» Over-the-counter fish oil supplements are not recommended by the 2026 guidelines (COR 3: No Benefit).

« Prescription icosapent ethyl (IPE) retains a role—but only for patients with ASCVD or diabetes, elevated
triglycerides, and LDL-C <100 on a statin.

« OTC fish oil is not the same as prescription IPE. They have different strengths, purities, and evidence bases.
* EPA-only at high dose is what showed benefit in REDUCE-IT, not EPA+DHA as in standard fish oil.

* The mineral oil placebo used in REDUCE-IT is controversial, leaving some questions about the magnitude of
true benefit.

« If you're taking OTC fish oil, ask your doctor whether you should stop or switch to an evidence-based alternative.

Next Steps
« Check your medicine cabinet. If you have OTC fish oil, ask your doctor at your next visit whether you
should continue it given the 2026 guidelines.

« If you have ASCVD or diabetes with elevated triglycerides, ask your doctor whether IPE is appropriate for
you and whether the evidence and cost justify a trial.

» Get your triglyceride levels checked. If elevated, address lifestyle factors first (weight, carbs, exercise)
before adding medications.

* Understand the REDUCE-IT trial and its controversy so you can make an informed decision about IPE.

Related MyCardioAdvocate™ Briefs
e Supplements & Cardiovascular Risk — When Natural Isn't Safe
e Lipid Guidelines & Cardiovascular Risk — When Following the Guidelines Isn't Enough
* Something Smells Fishy — The Hidden History of Fish Oil in Cardiology

MyCardioAdvocate™ briefs are educational only and do not constitute medical advice. Always consult your healthcare provider before making
changes to your treatment plan. Information current as of March 2026.



