
Intensive Care Med (2019) 45:1325

https://doi.org/10.1007/s00134-019-05697-9

CORRESPONDENCE

Dose of enteral nutrition and enterocyte 
biomarker: a circular link?
Gaël Piton1,2* , Amélie Le Gouge3,4 and Jean Reignier5,6

© 2019 Springer-Verlag GmbH Germany, part of Springer Nature

Dear Editor,

Li et al. recently commented [1] our ancillary study [2] of 

the Nutrirea-2 study [3].

We would like to thank the authors for their analysis.

First, the authors proposed that I-FABP analysis should 

be correlated with the occurrence of acute mesenteric 

ischemia. However, acute mesenteric ischemia occurred 

globally in 1% of the main study [3], with no case in this 

sub-study [2].

Second, the authors raised the possibility of a false-pos-

itive association between enteral nutrition (EN) and cit-

rulline increase and suggested to perform dose–response 

analysis. Studying each group separately, we found a 

trend toward a correlation between the mean caloric 

intake by EN and the variation of citrulline at day-3 

(r = 0.23, p = 0.06). On the contrary, no correlation was 

observed in the PN group (r = −0.1, p = 0.42). This result 

could suggest that the higher the dose of EN, the higher 

the increase of citrulline. However, the link between the 

dose of EN and plasma citrulline is likely complex and 

bidirectional. On one hand, trophic EN could be associ-

ated with a more beneficial effect than full dose EN, with 

less enterocyte ischemia and I-FABP release. In this con-

text, we should observe that the lower the EN dose, the 

higher the citrulline increase. On the other hand, patients 

having the higher increase of plasma citrulline concentra-

tion could be those having a more functional mucosa. In 

this context, we should observe that the higher the citrul-

line increase, the higher the dose of EN possibly adminis-

tered. This complex and circular association needs to be 

further studied.
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