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On the basis of all of the above
points, one cannot conclude that
probiotics in general present a risk in
enteral feeding.
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Authors’ reply

Gregor Reid and colleagues correctly cite
the definition of a probiotic provided
by the Food and Agriculture Organiza-
tion and WHO: “Live microorganisms
which when administered in adequate
amounts confer a health benefit on the
host”. This does not mean that if such
a product shows negative effects in a
new study in a different population,
the product should no longer qualify
as a probiotic. From now on we will
refertothe product used asa “combina-
tion of probiotic strains” or “the
combination” because the individual
strains have shown beneficial effects in
previous studies.

Contrary to Reid and colleagues’
suggestion, our combination was
designed after rigorous selection
studies.” In several animal studies
and smaller clinical studies, no
negative effects of the combination
were detected. As a consequence,
we feel that it was probably not the
combination but the administration
of the combination together with
the severity of the disease that was

largely responsible for the effects
obtained.

The implication that the increased
mortality rate in the probiotics group
was caused by a higher rate of organ
failure on the day of randomisation in
the study product group is incorrect.
None of the baseline characteristics
differed significantly between the
groups. Furthermore, in a post-hoc
subgroup analysis, having excluded
patients with organ failure on the day
of randomisation, mortality was still
twice as high and bowel ischaemia
was significantly more frequent in the
group receiving the study product.

Bala Reddy and John MacFie propose
“hypercaloric feeding” as a potential
cause of bowel ischaemia. This was a
post-hoc, quite heterogeneous, end-
point and whether it was initiated by
organ failure, inflammation, or other
unknown factors is unclear. It is, how-
ever, unlikely that it was related to
hypercaloric feeding as such, because
the feeding regimen—jejunal infusion
of multifibre nutrition—was identical
in both groups and the administration
of the study product, with a negligible
caloric load, was the only difference.

Philippe Marteau raises concerns
about the dose of probiotics, and we
agree that studies on doses are in-
deed lacking. However, several trials, in
patients with acute pancreatitis and pa-
tients scheduled for elective abdominal
surgery, have used even higher doses
of probiotics with a similar route of
intrajejunal (bolus) administration.**

As for our alleged conclusion that
probiotics in general present a risk in
enteral feeding, we feel that this does
not accurately reflect our cautious inter-
pretation that probiotics can no longer
be considered harmless under all con-
ditions, especially in critically ill patients.
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According to Marc Besselink and
colleagues, the increase in mortality
in patients with pancreatitis treated
with probiotics was due to bowel
ischaemia.’

It has been suggested that most
small-bowel diseases have a common
final pathogenic pathway.” Accord-
ingly, enterocytic damage by various
assaults (biochemical,immunological,
microbiologial, vascular, etc) leads to
an increase in intestinal permeability.
This increased permeability results
in a tissue reaction as luminal sub-
stances gain access to the mucosa
where bacteria are the main neutro-
phil chemoattractant.?

The prototype of this damage is
enteropathy caused by non-steroidal
anti-inflammatory drugs,® but there
are more than 30 situations in human
beings in which an increase in intes-
tinal permeability leads to a uniform-
ly prevalent and severe enteropathy.”
These enteropathies cannot easily
be distinguished from each other,
even by enteroscopy or histological-
ly (on which the changes resemble
ischaemia). The inflammation can
respond to antimicrobials (metro-
nidazole), implicating resident com-
mensal anaerobic bacteria in the
pathogenesis.*

The patients described by Besselink
and colleagues had pancreatitis, and
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