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Letters to the Editor

Transcranial Stimulation for Psychosis:
The Relationship Between Effect Size
and Published Findings

To the Editor : We readwith interest the article by Brunelin
et al. (1) in the July issue, which described the application
of transcranial direct-current stimulation (tDCS) in the treat-
ment of both auditory hallucinations and negative symptoms
simultaneously. Fifteen patients received 10 tDCS treatments
and another 15 patients received sham stimulation. An effect
size of 1.58 was reported for refractory hallucinations, which is
remarkably large when compared with the effect sizes of
antipsychoticmedication (0.4–0.6). The effect size for negative
symptoms was also larger than 1.

Clinical trials involving nonconvulsive brain stimulation in
schizophrenia were first introduced in 1999. Initial effect sizes
were very large while samples were small. Some years later,
large negative studies were published. To date, 17 placebo-
controlled transcranial magnetic stimulation (TMS) studies
on hallucinations have been published. The mean weighted
effect size is now around 0.3 (2). Yet, the negative correlation
between effect size and year of publication suggests that over
time, the mean effect size may become smaller.

The trend of effect sizes for new techniques decreasing over
time is by no means specific for TMS or tDCS. It is a general
trend that can be observed when new treatments are in-
troduced (3). For example, when selective serotonin reuptake
inhibitors (SSRIs) were introduced for depression, effect sizes
greater than 1 were reported, which created their legacy as a
wonder drug. Over the course of 20 years, the mean effect size
of SSRIs decreased to around 0.3. A similar trend was demon-
strated for cognitive-behavioral therapy (4).

This trend likely results from publication bias. A remarkably
high effect size suggests the discovery of a new wonder treat-
ment. Studies with such findings are therefore easily published
in high-impact journals (5). In contrast, studies of similar
sample size with marginally or nonsignificant findings are less
likely to be accepted for publication. Usually, after some years,
negative studies with large sample sizes become available. This
is when meta-analyses start to detect a decrease in efficacy.

In this view, the Brunelin et al. study (1) is exemplary of an
initial placebo-controlled study applying a new technique: it
included a small sample, found remarkably large effects, and
is published in a high-impact journal.

We sincerely hope that tDCS is the exception to the rule—
as a cheap, safe, and highly effective method to treat both
refractory hallucinations and negative symptoms is most
welcome. However, given the previous observations for other
new treatments, it is realistic to expect that 10 years from now
the mean weighted effect size of tDCS will be around 0.3.
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Suicide Attempt as the Presenting Symptom
of C9orf72 Dementia

To the Editor: Dementia is generally considered to have a
low risk of suicide, but several reports have highlighted suicide
in dementia, and the exact predictors are still poorly known
(1). Here we show that a suicide attempt can be the first
manifestation of early dementia due to the recently identified
C9orf72 expansion (2, 3). This novel type of dementia can be
easily missed in elderly patients with dementia or misdiag-
nosed as Alzheimer’s disease (4).

A 72-year-old German man without significant pre-
vious medical or psychiatric illnesses was admitted
after trying to hang himself. An adjustment disorder
was assumed at first, but psychiatric examination
revealed a striking lack of concern about the suicide
attempt, frequent irrelevant answers, and inappropriate
jocularity without any signs of depression. His wife
reported a 2-year history of subtle behavioral disinhibition
(short episodes of socially inappropriate behavior and
impulsive reactions) and deficits in short-term memory
and face recognition in her husband, but history and
observation did not reveal additional symptoms necessary
for a diagnosis of possible behavioral frontotemporal
dementia (5). (For details of the diagnostic workup, see
the data supplement that accompanies the online edition
of this letter.) Neuropsychological testing results revealed
mild deficits in the domains of verbal episodic memory
and visuospatial abilities but not in executive functions
such as strategic thinking and executive flexibility (see the
online data supplement). MRI and [18F]fluorodeoxyglu-
cose positron emission tomography (FDG-PET) revealed
several abnormalities, including temporal atrophy with
hippocampal degeneration and biparietal and temporome-
sial hypometabolism, but no frontal atrophy or hypome-
tabolism (Figure 1). Although behavioral frontotemporal
dementia can present with anterior temporal atrophy
without frontal atrophy or hypometabolism (5), this
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