Introduction
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S ignificant advances have been made in treatments for
schizophrenia since the introduction of chlorpromazine,
the first antipsychotic medication, in the 1950s. Although
antipsychotics are the cornerstone of pharmacologic
treatment of schizophrenia, room for improvement remains,
because many patients do not respond adequately to or
cannot tolerate available agents. To provide the best care
for their patients with schizophrenia and most effectively
use the expanding pool of available treatments, psychiatrists
need to be familiar with the clinical and pharmacologic
profile of all currently available antipsychotics, including
the most recently introduced agents.

The goal of this supplement, which is based on a
series of teleconferences with experts in this area, is to
provide clinicians with an overview of currently available
antipsychotics and their benefits and risks, review the most
desirable characteristics to look for in new antipsychotics,
and give clinicians a detailed overview of the 3 newest
antipsychotics.

In the first article, Dr Rajiv Tandon discusses the
effectiveness, safety, and tolerability of currently available
antipsychotics. He notes that no consistent differences in
efficacy have been found among available agents, with the
exception of clozapine’s superior efficacy for treatment-
resistant schizophrenia. He highlights the multiple
therapeutic benefits of agents that can produce potent
antipsychotic effects without significant extrapyramidal
symptoms or weight and metabolic abnormalities.
He concludes that it is not clinically useful to make a
categorical distinction between first- and second-generation
antipsychotics, given the great variability in side effect
profiles within these 2 classes. Instead, he recommends
that “choice of antipsychotic medication should be based
on individual preference, prior treatment response and
side effect experience, medical history and risk factors,
and adherence history, with side effect profile a major
determinant of antipsychotic choice”

In the second article in the supplement, Dr Christoph U.
Correll discusses characteristics clinicians would want to
see in an ideal antipsychotic medication and considers how
available agents measure up, drawing on pooled data analyses
and meta-analyses of agents that have been in use long
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enough to be included in such studies. Desirable properties
he cites include comparable efficacy for positive symptoms,
agitation, and aggression; better efficacy for negative and
cognitive symptoms, relapse prevention, treatment-resistant
illness, and associated comorbid problems (eg, depression,
anxiety, and substance abuse); improved tolerability and
subjective acceptability to patients; and improved ability to
promote better functioning, subjective well-being, quality
of life, and, ultimately, recovery. He also stresses the need
to develop drug-specific biomarkers that can predict
response in specific patient groups, an exciting new area
of research.

The 3 most recently introduced antipsychotics have
not been in use long enough to be included in the types
of analyses Dr Correll reviewed. To help clinicians better
understand how to use these new agents, we include a
separate article on each. Dr Steven G. Potkin reviewed
data on asenapine, Dr Leslie Citrome reviewed data on
iloperidone, and I reviewed data on lurasidone. To make
these articles as helpful as possible to clinicians, we followed
exactly the same outline in all 3 so that it would be easy
to compare information across the articles. In each case,
we provided an overview of the drug’s development and
then reviewed information on its pharmacologic profile
(pharmacokinetics and pharmacodynamics), efficacy in
short- and longer-term trials, and safety and tolerability in
short- and longer-term trials (including adverse effects and
long-term health effects). For each drug, the author also
provided a section giving guidance on how best to use that
new agent in clinical practice.

We hope that the information in this supplement will
help clinicians optimize their use of existing antipsychotics
to improve individual outcomes, better understand
the clinical profiles of the 3 most recently introduced
antipsychotics, and better evaluate emerging data as new
agents are introduced to the market.
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