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Dear Editor,
We thank Kapoor and Saigal [1] for
their relevant comments about our
study on de-escalation versus contin-
uation of empirical antimicrobial
treatment in severe sepsis [2]. We
agree that de-escalation cannot be
discarded on the basis of a single
randomized clinical trial. Our manu-
script does not convey this message.
However, this first randomized clini-
cal trial is probably a red flag that
must drive us to better define condi-
tions with which de-escalation can be
safely performed.

In agreement with observational
studies [3], our trial in patients with
severe sepsis showed that de-escala-
tion did not affect mortality. In
contrast, de-escalation was associated
with an increased use of antimicro-
bials. This finding was reported in a
recent cohort of septic patients with
neutropenia [4]. Our study suggests
that this was related to an increased
number of superinfections in the de-
escalation group. The duration of
intensive care unit stay was also
increased in the de-escalation group.
In our opinion, these surprising
results were never properly addressed

in previous observational studies. In
those studies, de-escalation was
probably performed in patients with
an adequate response to antibiotics.
This is a major flaw in order to assess
the risk associated with this strategy
[5].

We strongly agree that there is a
need for a consensual definition of de-
escalation. In our pragmatic
approach, we did not take into
account the specific minimum inhib-
itory concentration of each organism.
That is probably a limitation in our
study. However, to our knowledge,
there is no evidence showing that a
strategy of antibiotic stewardship
based on the minimum inhibitory
concentration would improve the
patient outcomes.

Our trial attempted to reflect real-
life practices. In routine, de-escala-
tion is used in both surgical and
medical patients. We agree that de-
escalation is probably associated with
a higher risk of harm in patients with
suspected polymicrobial infection,
such as peritonitis, than in those with
positive blood culture due to catheter-
related infection. To our knowledge,
there is no recommendation for a
specific strategy of antimicrobial
stewardship depending on those fea-
tures. We hope that our results pave
the way for future studies on antibi-
otic stewardship in the intensive care
unit.
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Lefrant JY, Albanèse J, Jaber S, Lepape
A, Constantin JM, Papazian L, Bruder N,
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