Letters to the Editor

Prazosin and Alcohol Use Disorder

TO THE EDITOR: We read with interest the study by Simpson
et al. (1), published in the December 2018 issue of the Journal,
comparing prazosin and placebo in the treatment of alcohol
use disorder. The article, however, has several flaws in
methodology and reporting that are important to point out:
the statistical analyses reported in the Results section are
different from those specified in the Method section; the
presented results do not conform to accepted methodological
standards; and the trial is misrepresented as positive despite
all primary and secondary outcomes showing no difference
between groups.

The Method section specifies that the primary outcomes
of “number of heavy drinking days per week,” “number of
drinking days per week,” and “number of drinks per week”
were to be assessed by “group differences in outcome changes
during treatment.” However, the mean differences are not
calculated from the start of treatment to week 12; instead,
change is assessed between weeks 3 and 12. This alternative
baseline was not specified in the Method section or in the
description of the trial on ClinicalTrials.gov (identifier:
NCT00762710), raising the possibility that the authors ad-
justed how the outcome would be assessed after the study
was completed.

An exploratory search for condition-by-week interaction
effects was not a primary or secondary outcome yet was
reported under the “Primary Outcomes” subheading of the
Results section. Only prespecified primary outcomes as-
sessed with the statistical analyses defined a priori should
be presented as the primary outcomes of the study. Cor-
rections for multiple comparisons should have been per-
formed for primary outcomes and exploratory analyses.
Moreover, all subjects randomized should be analyzed fol-
lowing the principle of intention-to-treat. Instead, only 80
subjects among 92 randomized were included in the final
analysis. It is interesting to note that the reported condition-
by-week interaction effects were not significant using the
intention-to-treat or random-slope models in the sensitivity
analysis.

There is also no discussion in the article of a power anal-
ysis or of a prespecified enrollment target; however, on
ClinicalTrials.gov, the estimated enrollment was 150. Pre-
sumably, the a priori power calculations were based on this
enrollment.

The abstract concludes that prazosin “holds promise” for
alcohol use disorder without informing the reader that this
study did not find a difference between prazosin and placebo
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on any primary outcome. None of the three primary outcomes
were presented in the abstract. Instead, the exploratory
analysis that found condition-by-week interaction effects
was the only reported efficacy result. This raises concerns as
many clinicians rely on the abstract for making clinical
decisions.

This randomized double-blind trial did not show a sta-
tistically significant difference between placebo and prazosin
on any of the three primary alcohol use outcomes and should
be considered a negative study. This finding should have been
clearly presented.
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Prazosin for Alcohol Use Disorder: Response
to Kleinman and Ostacher

TO THE EDITOR: We thank Drs. Kleinman and Ostacher
for their comments regarding our recent article reporting
the results of a double-blind randomized trial comparing
prazosin with placebo for individuals with an alcohol use
disorder who do not have posttraumatic stress disorder.
Drs. Kleinman and Ostacher take issue with several as-
pects of the data analyses and presentation of the study’s
results, but we believe their concerns are unfounded. First,
we opted to focus our primary analyses on the period of time
after the medication was titrated to what is presumed to be a
therapeutic dose, and we included participants who com-
pleted the titration phase to ascertain the medication effects
in this initial phase II trial of prazosin. We did, however,
include information in the online supplementary material
on the sensitivity analyses involving the whole sample
throughout the medication phase, which, in contrast to what
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