
Discussion

This is the first attempt to characterize practice patterns
among physicians providing ketamine as a treatment for
psychiatric disorders. Although there are limitations to this
approach, including the inability to ensure that this is a re-
presentative sample of all ketamine providers across the coun-
try, we identified a rapidly growing number of physicians in a
variety of specialties and geographic locations offering ke-
tamine treatment for psychiatric disorders. Various dosing
protocols were reported, although the majority of research
studies have used only one protocol (2). These results un-
derscore the urgent need for more research on the use of
ketamine in psychiatric disorders in clinical settings in order
to establish evidence-based treatment regimens and the
safety of long-term use. The growing use of ketamine in this
population, coupled with the concern for potential adverse
clinical consequences of repeated dosing (e.g., abuse liability
[3], cognitive impairment [4]), argues for the importance of a
registry (5) to longitudinally follow psychiatric patients who
receive ketamine.
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High Placebo Response Rates Hamper the
Discovery of Antidepressants for Depression
in Children and Adolescents

TO THE EDITOR: We read with interest the article by John T.
Walkup (1), published in the May 2017 issue of the Journal.
The author has presented an important viewpoint that the
conclusions of meta-analyses, which suggest that antide-
pressants for depression in children and adolescents are
not effective or are minimally effective, should be highly
suspect because those meta-analyses include improperly de-
signed industry-sponsored studies. To shorten the time frame
in these studies, unqualified subjects had been recruited,
leading to high placebo response rates and a negative con-
clusion. On the contrary, studies funded by the National
Institute of Mental Health are characterized by their method-
ological strengths, lower placebo response rates, and mean-
ingful intergroup differences that support the efficacy of
antidepressants.

However, we need more data to back this claim. There-
fore, we conducted a comprehensive literature search of
public databases, and eight placebo-controlled randomized
controlled trials of fluoxetine were included for analysis.
There were two trials (N5459) with high placebo re-
sponse rates ($50%) and six trials (N5885) with low
placebo response rates (,50%). The trials with high
placebo response rates yielded small differences between
fluoxetine and placebo of only 1% (95% CI5213 to 15).
However, in the trials with low placebo response rates,
the significant differences between fluoxetine and placebo
were found to be 19% (95%CI511–28). The results showed
that even fluoxetine, the only drug approved by the Food
and Drug Administration for the treatment of children and
adolescents with depression, was invalid in the trials with
high placebo response rates, which suggests that the re-
sults from the trials with high placebo response rates are
unreliable.

In 19 placebo-controlled randomized controlled trials of
other newer antidepressants (excluding fluoxetine) for chil-
drenandadolescentswithdepression,we found thenumberof
trials inwhich the placebo response ratewas higher than 50%,
between 40% and 50%, and lower than 40% to be 10, seven,
and two, respectively. We hypothesized that the high placebo
response rates may be the reason for the efficacy debate of
these newer antidepressants for the treatment of depression
in children and adolescents.

We support the author’s viewpoint and reinforce it
with data from a comprehensive literature review. In the
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antidepressant trials of children and adolescents, placebo
response rates should be well controlled by strict imple-
mentation of trials, which will help studies of antidepres-
sants obtain correct results.
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