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Comment on “Tardive Dyskinesia Circa 2006”

TO THE EDITOR: Risk assessment of tardive dyskinesia might
be further strengthened by considering its severity and im-
pact on quality of life. Descriptive data from two clinical trials
(1, 2) are used to illustrate the relationship of Quality of Life
Interview ratings and tardive dyskinesia levels documented
by combined average scores on the three global ratings of the
Abnormal Involuntary Movement Scale.

Using 1,275 ratings from 423 refractory schizophrenia pa-
tients (1) and observations when no tardive dyskinesia was
present as a reference point (mean Quality of Life Interview
score=43.3 [SD=17.1]), mild tardive dyskinesia was associated
with a 3.6-point lower (–8%) mean Quality of Life Interview
rating, and moderate tardive dyskinesia was associated with a
6.9-point lower (–16%) mean Quality of Life Interview rating.
After multivariate adjustment for differences in concurrent
symptoms (total Positive and Negative Syndrome Scale
scores), differences in adjusted means reversed direction. Ad-
verse effects of tardive dyskinesia on ratings of quality of life
were thus not independent of the effect of symptom severity
in this cohort.

Data from another trial (2) included 826 observations from
309 patients with schizophrenia. As compared with observa-
tions when no tardive dyskinesia was present (mean Quality of
Life Interview score=47.2 [SD=16.7]), mild tardive dyskinesia
was associated with a 4.0-point lower (–8%) average Quality of
Life Interview rating, and moderate tardive dyskinesia was as-
sociated with a 2.2-point (–4.5%) lower rating. After adjusting
for symptoms of schizophrenia and other neurological side ef-
fects, these differences were reduced only slightly to 3.6- and
1.8-point lower ratings (–7.4% and –3.6%, respectively).

These data show average net reduction of quality of life asso-
ciated with mild or moderate tardive dyskinesia ranging from
0% (based on the risk-adjusted analyses in the first cohort) to
–16% (without adjustment). John M. Kane, M.D., (3) suggests a
3%–5% annual incidence of tardive dyskinesia in patients with
first generation antipsychotics and 1% with newer medica-
tions. The attributable risk of tardive dyskinesia because of first
generation antipsychotics would thus be 2%–4% per year. Mul-
tiplying the attributable risk by the reductions in quality of life
estimated above, one can calculate average annual tardive dys-
kinesia-related reductions in quality of life attributable to first
generation antipsychotics. This risk would be estimated to
range from 0% (based on the risk-adjusted analysis of the first
cohort) to a maximum of –0.64% (i.e., 0.04 attributable risk of
tardive dyskinesia multiplied by –16% reduction in Quality of
Life Interview scores). These analyses are limited, however, by
the absence of data on severe tardive dyskinesia.

An upper bound estimate of the average risk of decline in
Quality of Life Interview scores because of mild or moderate
tardive dyskinesia with first generation antipsychotics may
thus be less than 1%. Clinical decision making must be based
on individual patient circumstances and preferences, rather
than on average risk calculations. However, side effect risks
are central to antipsychotic treatment decisions, and it may
be informative to use quantitative methods to evaluate their
net effects on measures of well-being.
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Dr. Kane Replies

TO THE EDITOR: Dr. Rosenheck makes an important point re-
garding evaluating the impact of adverse effect risk on clinical
decision making and patient preference. It is important to
recognize that any benefit risk calculation should ultimately
be informed by both quality of life and cost considerations
(although he does not directly raise the latter). However, it
would be important to consider where in the range of poten-
tial Quality of Life Interview scores the patients participating
in these studies fall. Would tardive dyskinesia be expected to
have the same impact at any level in the range of possible
Quality of Life Interview scores? Would tardive dyskinesia in a
successfully treated first-episode college student or recently
employed individual have the same impact on quality of life
as a case of tardive dyskinesia occurring in a chronic and par-
tially responsive patient (the population generally included in
the studies to which he refers)? It is also important to recog-
nize that some patients who have tardive dyskinesia are not
fully aware of the movements and might lack insight into their
potential impact in social or vocational settings.
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Violence and Mandated Treatment: Future 
Considerations

TO THE EDITOR: I read with great interest the article by Jeffrey
W. Swanson, Ph.D., et al. entitled “Violence and Leveraged
Community Treatment for Persons with Mental Disorders” in
the August 2006 edition of the Journal (1). In this article, the
authors attempted to scientifically establish associations be-
tween those mentally ill individuals who have violent histo-
ries and the decision to implement mandated interventions.

This topic becomes particularly important in the current
days of random violence, along with the increased public
awareness and participation in issues relating to mental ill-
ness (2). I commend Dr. Swanson and colleagues for investi-
gating not simply the connection between mental illness and
mandated interventions, but also for considering various
other demographic and clinical factors. These factors were
noted to also be associated with the determination to recom-
mend these interventions.

My initial concern is that social and legal mandates are be-
ing thought of as leverages. This projects the impression that
these mandates are being used to coerce an individual in a
punitive manner. Instead, I believe it is important to remem-


