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TO THE EDITOR: I read with interest the recent excellent review
on the risk of tardive dyskinesia with second-generation anti-
psychotic medications by Dr. Correll et al. However, for sev-
eral reasons, the risk of tardive dyskinesia with certain sec-
ond-generation antipsychotics may be higher than that
reported in the original articles on which the review was
based.

The use of 1 year as a minimum time period for inclusion of
a study in the review was reasonable. However, tardive dyski-
nesia can occur for many years after treatment. Furthermore,
many of these studies did not adequately assess acute-onset
movement disorders—including parkinsonism, acute dysto-
nia, and akathisia—that can increase the long-term risk of
tardive dyskinesia. Of these, parkinsonism is particularly im-
portant for predicting the risk of tardive dyskinesia because it
is associated with the masking of dyskinesia. Finally, in some
of these studies, patients were treated with concomitant med-
ications that can suppress dyskinesia.

For example, one study of risperidone and tardive dyskine-
sia (1) reported that parkinsonism increased significantly
with risperidone treatment. Therefore, the patients with par-
kinsonism may have been at an elevated risk for developing
tardive dyskinesia in the future. Furthermore, the dropout
rate for this study was relatively high—60%. When questioned
(2), the authors reported that some of the patients were ex-
cluded because of rigidity, but they did not report a percent-
age. The rigidity was probably due to parkinsonism. There-
fore, it seems likely that patients at high risk of developing
tardive dyskinesia were excluded from the study.

In another example, Csernansky et al. (3) reported that pa-
tients in their study were permitted to take several sedative-
hypnotic or anxiolytic agents that can suppress antipsy-
chotic-induced movement disorders. Little information was
provided regarding the extent of use of these agents. Further-
more, as in the study by Jeste et al. (1), the study by Csernan-
sky et al. (3) also had a relatively high dropout rate for the ris-
peridone group—60%. The authors described the reasons for
premature discontinuation in general terms, such as “pa-
tient’s choice” or “adverse events,” but it would have been
helpful to understand the specific reasons for withdrawal. For
example, did the patients withdraw because of acute-onset
movement disorders?

The methodological limitations discussed should be ad-
dressed in the design of future studies of tardive dyskinesia.
Until then, caution should be taken in interpreting the results
of the review.
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Dr. Correll and Colleagues Reply

TO THE EDITOR: We thank Drs. Saraf, Chandra, and Ross for
their comments regarding our article. Drs. Saraf and Chandra
raise concerns regarding methodological shortcomings in our
review. Their criticism focuses on the lack of screening of da-
tabases that contain nonindexed journals and the lack of spe-
cific criteria for the inclusion of studies that they feel were not
assessed for their methodological quality. The authors con-
clude that because of the heterogeneity of studies, it was in-
appropriate to calculate incidence rates by combining results
from these trials.

We agree with the notion that, unfortunately, too few stud-
ies are available that provide data on the development of tar-
dive dyskinesia in patients treated with a second-generation
antipsychotic for 1 year or longer. This is particularly true for
randomized controlled trials. Given the dearth of long-term
studies and the clinical importance of tardive dyskinesia, it
seems unlikely that we would have found additional studies
in journals that are not indexed by MEDLINE, although we
cannot be certain of this. In addition to our comprehensive
MEDLINE search, we screened proceedings and abstracts of
major psychiatric meetings and contacted the manufacturers
of all second-generation antipsychotics for unpublished data.
In our Methods section, we clearly delineated the criteria
used for inclusion of the reviewed studies. These were open or
controlled treatment with any second-generation antipsy-
chotic (i.e., amisulpride, aripiprazole, clozapine, olanzapine,
quetiapine, risperidone, sertindole, sulpiride, ziprasidone, or
zotepine) that involved at least 20 subjects, lasted 1 year or
longer, and included data on newly identified cases of tardive
dyskinesia or dyskinesia. Furthermore, we discussed the limi-
tations of the reviewed studies regarding the open nature of
most of the trials, differences in patient populations (e.g., age,
ethnicity, gender, diagnosis, severity/chronicity of illness,
etc.), employed rating scales and rating intervals, definitions
of “caseness,” doses of second-generation antipsychotics, the
use of high-dose first-generation antipsychotic agents in the
trials with an active comparator, the lack of data in drug-naive
and pediatric populations, and shortcomings in some of the
statistical analyses.

Given the heterogeneity of the available studies, it is sur-
prising, however, that the reported 1-year incidence rates of
tardive dyskinesia are relatively homogenous when stratified
by age, which is the most robust risk factor for the develop-
ment of tardive dyskinesia. In adults, the rates varied from 0%
to 1.5%; in the elderly, the rates varied from 0% to 13.4%.
These figures are about one-fifth of the widely reported 1-year
incidence rates of tardive dyskinesia associated with first-
generation antipsychotics, which are approximately 5% in
adults (1–3) and 25%–30% in the elderly (4–7). Although the
relatively small number of available studies and differences in
their design precluded a formal meta-analysis based only on
randomized controlled trials, explicit inclusion and exclusion
criteria were used to justify a systematic review.


