
I read with concern the recently published article by 

Pontes-Arruda and colleagues addressing eicosapenta enoic 

acid/γ-linolenic acid (EPA/GLA) use in septic patients [1].

First, I did not fi nd an adequate sample size calculation 

and we should know whether a type I error could have 

occurred.

Another major concern is the inclusion imbalance 

among sites, which is not mentioned in the results or as a 

study limitation. Th e authors recognized that only fi ve 

sites included patients among the initial 12 selected sites. 

As the principal investigator of one of these centers 

without inclusion, I believe it would be important to 

mention that the fi rst author’s site included the vast 

majority of patients. Although this is undoubtedly a 

multicenter study, readers should analyze the results 

considering exactly how many patients were included 

from each site and how many were excluded thereafter.

It is not necessary to state the number of patients per 

site in large, multicenter studies without imbalance. 

When an imbalance is too high, however, it is advisable 

to provide possible reasons and to assume that it is a 

limitation. Th e authors recognized a limitation only in 

the highly selected population: patients without organ 

dysfunction already in the ICU and under enteral 

nutrition. It is well known that Brazil has a shortage of 

ICU beds, mostly in public hospitals, so patients without 

organ dysfunction are not likely to be admitted.

Th e patients’ baseline characteristics also draw 

attention, with high Sequential Organ Failure Assessment 

(SOFA) score, high Multiple Organ Dysfunction Score 

and hyperlactatemia. Organ dysfunction was one of the 

exclusion criteria, with quite similar defi nitions to the 

SOFA score. Th e authors should therefore have provided 

a possible expla nation for this fi nding. Th e development 

of organ dysfunction within the 48-hour window to the 

start of enteral feeding is a possibility. However, this 

could compromise the results, as organ dysfunction 

would be already present by the time the intervention 

took place.

Th e strong criticism regarding the not yet published 

EDEN Omega trial is also unusual [2]. Th is trial will be 

the strongest evidence for EPA/GLA use and we should 

wait for a proper peer-review process. I disagree with the 

authors when they suggest that doctors do not use EPA/

GLA because of these unpublished results. I do believe 

that the medical community does not widely use fi sh oil 

because the available evidence is weak [3-6]. We will 

need another EPA/GLA trial – multicenter, double-

blinded and well sized for mortality – to fi nally defi ne its 

role in early or late sepsis management.
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I would like to address the points raised in Dr Machado’s 

letter.

First, the INTERSEPT study was adequately powered 

and the sample size was calculated to have a 95% power 

to detect 5% reduction in the primary outcome [1].

Second, all relevant limitations were already mentioned 

in the discussion section of the paper and also made 

available in a public database (clinicaltrials.gov). Th e 

results were not compromised by any imbalance; in fact, 

the independently conducted statistical analysis found 

that results remained unchanged considering all variables 

including the inclusion pattern.

Th ird, the criteria used for defi nition of organ failures 

are those depicted in Table 2 of the article [1]. It is perfectly 

possible for a patient to accumulate some points in the 

SOFA without fulfi lling the prospectively defi ned criteria 

for organ failure. For instance, a patient with a PaO
2
/FiO

2

ratio of 350 will have 1 point in the baseline SOFA score, 

but this is not considered respiratory failure. Similarly, a 

platelet count of 98,000/mm3 represents 2 points on the 

SOFA scale but is not considered coagulation failure. A 

similar pattern is true for all SOFA variables.
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Finally, criticism of the EDEN Omega study is not only 

necessary but also very appropriate since there are 

extraordinary methodological diff erences between the 

previously published studies [3-5] and the EDEN Omega 

trial. By the way, this comparison was requested by the 

reviewers of the paper to make methodological diff er-

ences crystal clear to Critical Care readers.

Th e fact is that the evidence for the use of EPA/GLA is 

extremely strong, as clearly demonstrated by all major 

nutrition guidelines that unanimously recommended the 

use of EPA/GLA for the treatment of acute lung injury/

acute respiratory disease syndrome, including the 

Canadian Guidelines and American Society for Parenteral 

and Enteral Nutrition/Society of Critical Care Medicine 

guidelines that gave a grade A recommendation for this 

strategy [7,8].

Abbreviations

EPA/GLA, eic osapentaenoic acid/γ-linolenic acid; PaO
2
/FiO

2
, partial pressure 

of oxygen/fraction of inspired oxygen; SOFA, Sequential Organ Failure 

Assessment.
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