
Copyright © 2017, the American Society of Anesthesiologists, Inc. Wolters Kluwer Health, Inc. Unauthorized reproduction of this article is prohibited.

Anesthesiology 2017; 127:397-402	 398	 Correspondence

Correspondence

Low-dose, Nontitrated 
Dexmedetomidine Trials: Clarifying 
Possible Coenrollment

To the Editor:
In the November 2016 issue of ANESTHESIOLOGY, Wu et al.1 
reported the results of their randomized controlled trial of 
low-dose (0.1 µg kg−1 h−1, nontitrated) dexmedetomidine in 
76 nonmechanically ventilated noncardiac surgery patients 
aged 65 yr or older (an off-label use), in which dexmedeto-
midine was found to improve several polysomnographic 
and self-reported indices of sleep quality. In August 2016, 
the same group published in the Lancet the results of an 
identical drug protocol applied to 700 patients meeting 
almost identical inclusion/exclusion criteria.2 This Lancet 
paper reported a significantly lower incidence of delirium 
in patients treated with dexmedetomidine compared to the 
control group, along with several congruent secondary end-
points such as improved subjective sleep quality. One of the 
two Lancet trial sites, the Peking University First Hospital, 
was also the location of the ANESTHESIOLOGY study. Patients in 
the ANESTHESIOLOGY study were recruited exclusively during 
the time that the Lancet study was underway in the same 
hospital. In their Consolidated Standards of Reporting Trials 
(CONSORT) patient flow diagrams, neither paper indicates 
that any patients were excluded because they were enrolled in 
another trial. It could therefore appear, as published, that the 
results from some patients have been reported twice, rather 
than that the two papers report entirely separate experimen-
tal series. Duplicate publication without acknowledgment 
overstates the evidence and could, for example, lead a meta-
analysis to the wrong conclusion. Both publications report 
important (indeed, potentially practice-changing) data from 
well-conducted trials. It would be helpful for the authors to 
address this potentially superficially misleading appearance 
and clarify that patients could not, in fact, be enrolled in 
both trials, perhaps also indicating how patients were chosen 
for enrollment in one study in preference to the other.
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In Reply:
We agree with Dr. Goucher et al. that low-dose dexmedeto-
midine infusion did not restore the normal sleep architecture 
because stage 3 non–rapid eye movement sleep and rapid eye 
movement (REM) sleep remained significantly decreased or 
absent in our patients.1 This is also the case when dexmedeto-
midine was administered for sedation in mechanically ven-
tilated patients.2,3 It should be noted that the target subjects 
were patients in the intensive care unit (ICU) after major 
surgery in our study1 or receiving mechanical ventilation 
in another previous study.3 It is well known that significant 
sleep disturbances such as fragmented sleep, decreased sleep 
efficiency, increased stage 1 non-REM sleep, and decreased 
or absent stage 3 non-REM and REM sleep are often pres-
ent in those patients. Dexmedetomidine partially improved 
“sleep architecture” through increasing the percentage of 
stage 2 non-REM sleep (and decreasing the percentage of 
stage 1 non-REM sleep), a unique property that has also 
been demonstrated in other clinical studies previously.4

Considering the importance of sleep for ICU recovery 
and the lack of effective pharmacologic interventions to 
improve sleep,5 prophylactic low-dose dexmedetomidine 
may be a choice, although not the best. Clinical effective-
ness was demonstrated in our previous trial in 700 patients 
admitted to the ICU after noncardiac surgery, in which low-
dose dexmedetomidine infusion reduced the incidence of 
delirium during the first 7 days after surgery (9% compared 
with 23% with placebo) and also decreased the incidence of 
nondelirium complications and increased early hospital dis-
charge.6 We cannot establish a causal relationship between 
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delirium reduction and improved sleep in patients from 
these two independent trials.1,6

It is true that hemodynamic disturbances are major 
concerns when using dexmedetomidine in ICU patients. 
Indeed, dexmedetomidine at such a low dose (0.1 µg kg−1 
h−1) slightly increased the occurrence of hypotension, 
although not statistically significantly,6 indicating that close 
monitoring is necessary whenever dexmedetomidine is on-
board. Last but not least, whether delirium prevention by 
dexmedetomidine ultimately improves patients’ long-term 
outcome remains unknown and warrants further study.

Regarding the question of Dr. Reade, herein we confirm 
that these two studies1,6 are completely independent trials 
in which each has an individual registration (Chinese Clini-
cal Trial Registry [Chengdu, Sichuan, China; www.chictr.
org.cn] Nos. ChiCTR-TRC-10000802 and ChiCTR-
TRC-12002567). Patients who were recruited in one study 
were not enrolled the other one.
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Is the PeriOperative ISchemic 
Evaluation-2 Trial Equipoised?

To the Editor:
We read with interest the article by Eikelboom et al.1 report-
ing the results of the PeriOperative ISchemic Evaluation-2 
(POISE-2) trial regarding postoperative incidence of venous 
thromboembolism (VTE).

We had several concerns:

	 (1)	� It seemed to us unusual to report the findings of 
a randomized clinical trial and to pool its results 
immediately with previous trials and meta-analy-
ses in the same article. Is there a rationale for not 
reporting the findings of POISE-2 alone, know-
ing that the pooling part was not specified in the 
protocol of the study posted on clinicaltrials.gov 
(NCT01082874)?

	 (2)	� Referring to the design of POISE-2 published in 
2014,2 the trial outcomes were listed in appendix 
A of that article. Pulmonary embolism and deep 
venous thrombosis at 30 days were defined as ter-
tiary outcomes and pulmonary embolism and deep 
venous thrombosis at 1 yr as secondary outcomes. 
In this understanding, POISE-2 was not spe-
cifically designed to assess the effect of aspirin on 
VTE.

	 (3)	� Determination of the POISE-2 sample size was 
based on the assumption of a hazard ratio of 0.75 
for the primary composite outcome (mortality and 
nonfatal myocardial infarction), two-sided α of 
0.05, power of 0.80, and base incidence of compos-
ite outcome approximately 6%. However, as stated 
by the authors in the introduction, incidence of 
symptomatic postoperative VTE in noncardiac sur-
gical patients is 1 to 5% in the absence of prophy-
lactic anticoagulation, and one would be inclined 
to consider the lower bound with the current use 
of prophylactic anticoagulation (an assumption 
confirmed by the results of POISE-2,1 reporting an 
incidence of 1.2%). Keeping the other parameters 
constant (α, power, and effect size), at least 36,000 
subjects would be needed to enable rejecting the null 
hypothesis. As a corollary, the post hoc power deter-
mination yields a 30% power for POISE-2 to detect 
an effect of aspirin on VTE, far less than the 50% 
estimation given by the authors in the discussion. 
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