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Dr Chan and Colleagues Reply

To the Editor: We appreciate the comments made by Perito-
giannis and Tsouli regarding our recently published article.! We
agree that researchers should focus on studying the use of other
second-generation antipsychotics (SGAs) to treat patients with
SGA-induced tardive dyskinesia. This kind of study has both clinical
and etiologic implications for tardive dyskinesia. However, 3 points
should be considered before study implementation.

First, the incidences and prevalence rates of tardive dyskinesia
induced by SGAs are much lower than the rates of tardive dyskine-
sia induced by first-generation antipsychotics (FGAs). Correll and
Schenk’s? systematic review reported annualized tardive dyskinesia
incidences of 3.9% for SGAs and 5.5% for FGAs and prevalence rates
of 13.1% for SGAs and 32.4% for FGAs. The annual incidence rates
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of SGA-induced tardive dyskinesia were even lower in children than
in adults.? Therefore, prolonged study periods and increased num-
bers of study sites are needed in order to recruit enough patients
with tardive dyskinesia, especially if younger psychotic patients are
the target study population.

Second, the ethical problems with continuing the original SGA
as one of the study arms should be considered. If we want to prove
whether other SGAs are effective in ameliorating SGA-induced
tardive dyskinesia, the most methodologically sound study design
is to perform a randomized, double-blind comparison study com-
paring one group treated with other SGAs and one group treated
with the original SGAs. An open-label switching study or a clinical
trial comparing 2 other SGAs without original SGAs as the ref-
erence group will introduce placebo effect or observational bias.
However, the question of whether it is acceptable to continue to
use the original SGAs that already induced tardive dyskinesia is a
debatable ethical issue.

Finally, investigations of the etiologies or subtypes of
neuroleptic-induced tardive dyskinesia should be conducted by
testing the effects of specific agents on clinical features and the
brain. Positron emission tomography findings of abnormalities
of neurotransmitters and various receptors of neurons may help
us divide subjects into different groups such as dopamine recep-
tor hypersensitivity, y-aminobutyric acid (GABA) deficiency, and
excessive free radicals.’ Then, we can use different approaches to
various patient groups; for example, we can try the SGAs with fast
dissociation from the dopamine D, receptor* (eg, quetiapine) or
dopamine partial agonists® (eg, aripiprazole) in the group with
dopamine receptor hypersensitivity and use GABA agonists® (eg,
valproate) in the group with GABA deficiency. The advantage of
this kind of study is that only a small sample size is needed due to
more homogeneous populations and more direct investigation of
the pathophysiologic mechanisms of tardive dyskinesia. Hence, the
combination of brain imaging and clinical assessment is one of the
future directions of this kind of study.
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