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CORRESPONDENCE
Letter to the editor: Eicosapentaenoic acid
containing nutritional supplements for the
treatment of cancer cachexia
In the excellent article: ESPEN Guidelines on Enteral
Nutrition: Non-surgical oncology,1 it is difficult to see why
only a C grade was given to eicosapentaenoic acid containing oral nutritional supplement (EPA/ONS) in view of the
definitions of the various grades.2 Certainly EPA/ONS has had
at least one RCT as reviewed1 and should therefore be
graded A (1b) rather than C, particularly if some of the
studies are discounted because they do not reach the
threshold where therapeutic efficacy might be detected.
The primary action of EPA is to increase lean body mass
through attenuation of the increased activity and expression
of the ubiquitin-proteasome pathway,3 the primary pathway
thought to be responsible for skeletal muscle atrophy in
cancer cachexia.4 This is supported by clinical data showing
that EPA/ONS caused a significant increase in lean body
mass, with no change in either fat mass or percentage total
body water.5 This increase in lean body mass is translated
into an increased physical activity level, which may reflect
an improved quality of life,6 as was seen in patients
receiving EPA/ONS and gaining body weight.7 This is in
contrast with progestins such as megestrol acetate (MA)
where patients who gained weight showed an increase in
adipose tissue and body fluid, but with no change in lean
body mass.8 Unlike EPA/ONS, quality of life does not
improve in patients receiving MA, whilst the performance
status tends to worsen.9 As might be expected, it takes
longer to reverse the muscle atrophy of cachectic patients
than it does to increase fat and water, and thus body weight
gain with EPA/ONS is not evident for a minimum of 3 weeks
and becomes progressively larger as time progresses.5 In
addition, pilot studies showed that patients need to
consume at least 2 g/day of EPA in order to have a
therapeutic effect.5,10 Compliance has been a problem in
RCT of EPA/ONS with intakes as low as 1.5 g EPA/day,7
although compliance seems much better in patients receiving fish oil capsules.11
Thus studies with EPA of a shorter duration than 3
weeks,12 where compliance was not monitored12,13 and
where dose levels less than 2 g/day are administered12 might
be expected to produce contradictory results. Although
EPA/ONS has been shown to be equivalent to MA as an
appetite stimulant,13 it should be remembered that the
primary effect is to improve lean body mass and the end-

point of any study should reflect this. There is an urgent
need for more RCT with EPA in order to assess its therapeutic
efficacy. Future studies should concentrate on including
additional novel agents within EPA/ONS, but all studies need
measurements of plasma EPA before definitive conclusions
can be drawn.
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