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Dear Editor,
We read with great interests on the secondary analysis 
of the NUTRIREA-2 trial [1]. The study found that early 
enteral nutrition was associated with increased plasma 
citrulline concentration and intestinal fatty acid binding 
protein (I-FABP) concentration. While the former asso-
ciation indicated increased enterocyte mass, the latter 
indicated ischemic enterocyte damage. The authors dis-
cussed a lot on this point and proposed several hypoth-
eses to explain this phenomenon. However, we felt that 
more analysis can help to figure out this conundrum. 
First of all, we need to confirm there is real positive asso-
ciation of enteral nutrition and increased citrulline. Since 
the study is a secondary subgroup analysis (e.g. not all 
patients included in NUTRIREA-2 trial were included 
for the present analysis), false positive is very likely to 
present. One way to exclude such false positive find-
ing is to perform dose response analysis. In the Grad-
ing of Recommendations Assessment, Development and 
Evaluation (GRADE) framework, the presence of dose–
response relationship can increase the level of evidence 
[2]. It would be more confident for a statistical associa-
tion to be a causation in the presence of dose–response 
relationship. In this study, it would be easy to examine 
whether there is dose–response relation between enteral 
nutrition and the plasma citrulline concentration. Sec-
ondary, the causal mediation analysis can also help to 
investigate the association of I-FABP and ischemic events 
[3]. In this framework, the ischemic event as recorded in 
the NUTRIREA-2 trial can be considered as end point, 
and the change in I-FABP between day 3 and day 0 can be 
considered as a mediator. The model will give an estimate 

on the proportion of effect that is mediated via the reduc-
tion in I-FABP. Such further analyses will not necessarily 
confirm the association is causation, but will add more 
robustness to the conclusion.
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