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High-Dose Omega-3 Failsto Improve Cognition in
Older Adults
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The potential for omega-3 fatty acid supplementation to support cognitive function in older adults has

been a persistent area of interest, driven by observational data and preclinical studies. However, a

definitive clinical benefit in individuals without established cognitive impairment remains unproven. A recent
large-scale, randomised, placebo-controlled trial has now provided clarity, indicating that high-dose omega-3
supplementation does not improve cognitive function in older adults with normal cognition.

The Pivot: High-dose omega-3 supplementation did not demonstrate a cognitive benefit in older adults
with normal cognition.

The Data: No statistically significant differences were observed in global cognition or specific cognitive
domains between the omega-3 and placebo groups (p > 0.05 for all primary and secondary cognitive
endpoints).

The Action: Clinicians should advise patients that current evidence does not support omega-3
supplementation for cognitive enhancement in healthy older adults.

The hypothesis that omega-3 fatty acids, particularly eicosapentaenoic acid (EPA) and docosahexaenoic acid

(DHA), could mitigate age-related cognitive decline stems from their roles in neuronal membrane structure and
anti-inflammatory properties. Previous epidemiological studies have correlated higher dietary intake of omega-3s with
better cognitive outcomes, and some smaller trials in specific populations have shown mixed results. However, robust
evidence from large, well-designed trials in ageneral older adult population has been lacking, leading to uncertainty
regarding clinical recommendations. The interest in omega-3s as a potential neuroprotective agent intensified due to
their established benefits in cardiovascular health and their prevalence in brain tissue. Specifically, DHA isamajor
structural component of neuronal cell membranes, influencing membrane fluidity and receptor function, while EPA also
contributes to anti-inflammatory pathways that could theoretically protect against neurodegeneration. Despite promising
preclinical dataand observational links, the translation of these findingsinto effective clinical interventionsfor cognitive
preservation has remained elusive.

TheTrial
A multicentre, randomised, double-blind, placebo-controlled trial investigated the effect of high-dose omega-3 fatty

acid supplementation on cognitive function in older adults. The trial enrolled 3,500 participants aged 70 years or older
who had normal cognitive function at baseline. Participants were recruited from various community settings, ensuring

ART-2026-495 - June 2026 1/3
https://thelifesciencefeed.com/geriatrics/dementia/high-dose-omega-3-fails-to-improve-cognition-in-older-adults



. . GERIATRICS/ DEMENTIA
% Life Science Feed 19 June 2096

adiverse representation of the general older adult population. Exclusion criteriaincluded a diagnosis of dementia,
major neurological or psychiatric disorders, or conditions that could significantly impact cognitive function or nutrient
absorption. Participants were randomised to receive either 2 grams per day of an omega-3 fatty acid formulation
(containing 1.2 grams EPA and 0.8 grams DHA) or an identical-looking placebo for a median follow-up period of 5
years.1

The primary outcome was global cognitive function, assessed using a composite score derived from a battery of
neuropsychological tests. This battery included tests designed to evaluate various cognitive domains comprehensively,
such as the Mini-Mental State Examination (MM SE) for general cognitive status, the Rey Auditory Verbal Learning
Test for memory, and the Trail Making Test for executive function and processing speed. Secondary outcomes included
specific cognitive domains such as executive function, memory, and processing speed, aswell asincident mild cognitive
impairment (MCI) and dementia. Adherence to the study intervention was monitored through pill counts and plasma
omega-3 index measurements. These measurements confirmed that the intervention group achieved significantly higher
plasmalevels of EPA and DHA compared to the placebo group, indicating successful delivery of the active compound.

Key Findings

After amedian follow-up of 5 years, the trial found no statistically significant difference in the primary outcome of
global cognitive function between the omega-3 group and the placebo group. The mean change in the global cognitive
composite score from baseline to year 5 was -0.02 (standard deviation [SD] 0.15) in the omega-3 group and -0.03 (SD
0.16) in the placebo group (P = .45).1

Similarly, no significant differences were observed in any of the secondary cognitive endpoints. For executive function,
memory, and processing speed, the mean changes from baseline were comparabl e between the two groups (P > .05 for
al). Theincidence of MCI and dementiaalso did not differ significantly between the omega-3 and placebo arms over the
study period (Hazard Ratio for MCI: 0.98, 95% Confidence Interval [Cl] 0.85-1.13, P =.78; Hazard Ratio for dementia:
1.05, 95% CI 0.89-1.24, P = .56).1

The safety profile was similar between the two groups, with no unexpected adverse events reported. Gastrointestinal
disturbances were slightly more common in the omega-3 group but were generally mild and transient. Plasma
omega-3 index levelsincreased significantly in the intervention group, confirming adherence and bioavailability of the
supplement.1

These findings indicate that high-dose omega-3 fatty acid supplementation does not provide a cognitive benefit to older
adults who are cognitively normal at baseline. The study's large sample size, long follow-up duration, and rigorous
methodology strengthen the reliability of these results. The absence of an effect across multiple cognitive domains and
on incident MCI or dementia suggests that, for this population, omega-3 supplementation is not an effective strategy for
preventing cognitive decline. While the trial was robust, alimitation could be that participants were cognitively normal
at baseline, potentially limiting the ability to detect an effect if omega-3s primarily benefit individuals with existing
cognitive impairment or specific genetic predispositions. Future research might explore different dosages, formulations,
or target populations, such as those with early signs of cognitive decline or specific nutritional deficiencies, to fully
understand the potential role of omega-3sin brain health.

I CLINICAL IMPLICATIONS
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The persistent belief in omega-3s as a panacea for cognitive decline has been largely driven by marketing and
a misinterpretation of observational data. This trial provides clear evidence that, for cognitively healthy older
adults, high-dose omega-3 supplementation offers no discernible benefit. Clinicians should now confidently
advise patients against using these supplements for cognitive enhancement, redirecting their focus to
interventions with established efficacy, such as regular physical activity, a balanced diet, and management of
cardiovascular risk factors.

The supplement industry has capitalised on the public's desire for simple solutions to complex health issues
like cognitive aging. This study underscores the importance of evidence-based practice and challenges the
narrative often promoted by manufacturers of dietary supplements. It is a reminder that biological plausibility
or association does not equate to clinical efficacy, particularly when substantial financial investment is involved
in promoting these products.

For patients, this means avoiding unnecessary expenditure on supplements that do not deliver on their
cognitive promises. While omega-3s have established benefits in other areas, such as cardiovascular health in
specific patient populations, their role in preventing cognitive decline in healthy older adults is now definitively
refuted. This clarity allows for more focused discussions during consultations, ensuring that patient resources
and attention are directed towards interventions supported by robust clinical trial data.
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