
Low dose of fish oil in osteoarthritis:
low effect?

We read with great interest the results of the study from Hill
et al,1 on fatty acids diet (two regimens of fish oils: low and
high daily dose) in patients with painful knee osteoarthritis
(OA). As reported in the associated editorial letter from Felson
et al,2 this is an impressive work spanning over 2 years, which
combines both clinical and MRI data. The authors should be
congratulated for the quality of this trial. At the end, there is an
unexpected effect of the lower dose of fish oil, which does
better than the higher dose. We would like to share with the
authors the following comments:

First, there is no control group and the outcome might be
purely due to a placebo effect, as this effect is high in any kind
of trials in patients with knee OA.3

It is possible that the authors ‘select’ a population of patients
with mild knee OA. It was not made clear which kind of OA
was selected: patellar or tibiofemoral knee OA? The inclusion
criteria for pain are unusually low: ‘any patient with a pain
superior of 20 mm on a 100 mm VAS’. Actually, the Western
Ontario and McMaster Universities (WOMAC) pain subscore at
baseline (0–50) is low in both groups (15 in the low-dose group
and 13 in the high-dose group). Thus, it is possible that part of
the patients recruited in this trial present with a level of pain
<30 mm, meaning an acceptable level of pain at baseline, too
low to observe any difference over time.4 5

In the same line, more than 70% of the participants had no
change in the cartilage volume or bone marrow lesion (BML)
size over time during the 2 years of follow-up. Change in knee
cartilage volume is frequently used as a proxy for change in
knee joint space width over time. A recent longitudinal study in
a Tasmanian population shows that cartilage volume decreased
weakly but significantly over time, though it was not related
with joint space width.6 Otherwise the authors do not correlate
the clinical changes with presence and evolution of BML.
A recent work demonstrated a link between BMLs present
on both T1-weighted and T2-weighted and not only on
T2-weighted MRI sequences, and increased medial tibial cartil-
age loss and incident knee pain in patients with knee OA over
2 years of follow-up.7 Taking clinical and MRI data together in
this trial, it might suggest a bias in selection of patients with low
symptomatic status and a non-progressing disease.

The differences between the two groups are small at 1 year
and even at 2 years. This suggests that those differences could
be clinically non-significant even if statistically significant.4

Indeed, the authors did not observe a decrease in consumption
of paracetamol between groups.

At the end of the day, the main query concerned fish oil
utility in our daily practice. Actually, patients with OA are very

keen on any kind of dietary supplement to manage their
disease. In a recent survey on patient’s expectations, one of the
selected item was ‘Informs me about all the treatment modalities
including complementary medicine’.8

In other words, should we recommend fish oil over
18 months in our patients? At least, we should not recommend
high dose of fish oil…. On the other hand, the adverse events in
terms of gastrointestinal tolerance, though non-serious, were
present in more than 60% of the patients… A small benefit for
the high frequency of side effects.
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