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We thank Dr. Mion [1] for his comments on our recent article
[2], published in Anaesthesia Critical Care and Pain Medicine, on
the effect of ketamine infusions on opiate consumption and
delirium incidence during sedation of ICU patients. He highlights
the following relevant issues that deserve discussion.

First, we must apologise for a typo error in the abstract section,
the continuous infusion of ketamine in the interventional arm was
at the dose of 0.20 mg/kg/h (or 3.3 pg/kg/min) as mentioned in
Patients and Methods section, and not 2 mg/kg/h.

Second, we disagree with Dr. Mion that ketamine advantages
for sedation of critically ill have been pointed out since many years
[1]. To our point of view, referring to studies published between
20 and 30years ago [3,4], including 10 and 17 patients by arm, with
one of these studies published in German with no available access
to the full text article, is more related to shamanism than medicine.
We need proofs of ketamine effects in ICU; we advocate for
randomised control trials in ICU using ketamine to move from
beliefs to evidence based medicine. Our study has several limits,
but it remains one of the first RCT involving ketamine for sedation
of ICU patients.

Third, Dr. Mion described three different concentrations curves
modelled with Rugloop Ile software [1]. He hypothesised that
concentration ranges are higher with bolus + infusion than with
infusion only and more than with bolus only (as used in the
PODCAST study [5]). Thus he made a second hypothesis that
ketamine effects are directly related to plasmatic, or brain,
concentration. One more time, it is really difficult to compare
data from retrospective analysis of postoperative patients with
prospectively enrolled ICU patients in a RCT. This is particularly
true in the field of sedation and analgesia due to subjective clinical
managements and outcomes. In our study [2], patients who
received a ketamine bolus of 2.5 mg/kg for tracheal intubation
presented a lower delirium incidence compared to those receiving
only ketamine infusion. We must highlight that this is a post-hoc
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analysis, these are data used to generate hypothesis. We agree with
Dr. Mion that this could pre-establish a possible concentration-
effect relationship between delirium incidence and plasmatic
ketamine concentrations, but it must be evaluated prospectively.
On a statistical point of view, hypotheses suggested by a given
dataset, when tested with the same dataset that suggested them,
are likely to be accepted even when they are not true; this is a
model of circular reasoning.

In conclusion, we share with Dr. Mion the idea that ketamine is
probably a useful drug for ICU patients. We have some proof in the
field of intubation [6], the results of our study have generated some
hypothesis that in addition to others, as the concentration-effect
hypothesis, may help researchers to design new studies to move
from beliefs to evidences.
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