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ZIPRASIDONE: FROM RECEPTOR PROFILE TO PATIENT
OUTCOMES - A REVIEW OF SHORT-TERM EFFICACY
STUDIES

FA Wiesel. Uppsala University, Uppsala, S-75017, Sweden

Ziprasidone is a novel antipsychotic agent with a unique combi
nation of receptor affinities. It has a high D2 affinity, associated
with antipsychotic effiaacy, but a much greater affinity for 5
HT2A receptors, which may predict efficacy in negative symptoms
and a low extrapyramidal symptom (EPS) liability compared with
traditional antipsychotics. In contrast to olanzapine and risperidone,
ziprasidone exhibits potent 5-HTIA agonism, whIch may be linked
to efficacy in symptoms ofanxiety and depression. Ziprasidone ~lso

differs from other agents in its potent 5-HT10 receptor agoDlsm,
an effect also associated with anxiolytic and antidepressant activity.
Ziprasidone also inhibits serotonin and noradrenaline reuptake, an
effect associated with antidepressant activity and which ziprasidone
shares with conventional antidepressants such as amitriptyline.
Other features of ziprasidone's receptor profile include modest
histaminergic, a I-adrenergic activity, and negligible muscarinic
receptor activity, suggestive of limited potential for sedation, or
thostatic hypotension, and anticholinergic side-effects.

The clinical efficacy and tolerability of ziprasidone has been
demonstrated in clinical trials. In 4- and 6-week double-blind
studies, ziprasidone was shown to be clinically significantly m~re

effective than placebo in reducing positive symptoms, negative
symptoms, and depressive symptoms in patients with acute ex
acerbation of schizophrenia or schizoaffective disorder. Signifi
cant dose-related improvements from baseline symptom scores on
mea~ures of positive and negative symptoms were achieved with
ziprasidone 80-160 mg daily from week I in a 6-week placebo
controlled study. Furthermore, a subset of patients with depressive
symptoms (Montgomery-Asberg Depression Rating Scale score ~
14) showed significant improvement in depressive symptoms after
6 weeks' treatment with ziprasidone 160 mg daily. Ziprasidone 160
mg daily was shown to be as effective as haloperi~ol 15 mg ~i1y

with superior tolerability in a 4-week, double-blind, haIopendol
controlled study.

Ziprasidone is the first of the new antipsychotics to be developed
in an intramuscular (1M) formUlation. In clinical studies in acutely
agitated patients, ziprasidone 5, 10 and 20 mg 1M (up to qid) for
up to 3 days was shown to be effective in rapidly controlling acute
agitation and well tolerated. Ziprasidone 1M was associated with
fewer movement disorders than flexible-dose haloperidol 1M. The
transition from 1M to oral ziprasidone was made smoothly with
maintained symptom control and tolerability.

Pfizer-SAT2-2
THE IMPACT OF SIDE EFFECTS - PATIENT, FAMILY AND
PHYSICIAN CONCERNS

w.w. Fleischhacker. 1nnsbruck University, Austria

The side-effects of antipsychotic drugs pose different but over
lapping concerns for the patient, family and physician. For the
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Pfizer-SAT2-3
A BASIS FOR OPTIMISM - THE IMPLICATIONS OF LONG
TERM TREATMENT

N. Schooler. Hillside Hospital, Glen Oaks, NY 11004, USA

Studies have shown that long-term treatment of schizophrenia can
cut relapse rates associated with schizophrenia and facilitate the
rehabilitation of the patient into society. The 2-year Treatment
Strategies in Schizophrenia (TSS) study, which evaluated continu
ous versus intermittent maintenance therapy regimens, showed that
relapse rates were lowest in patients receiving eontinuous antipsy
chotic treatment and highest among patients receiving treatment
only during symptomatic phases. ...

Traditionally, antipsychotic therapy is asSOCiated WIth hig.h rates
of non-compliance - estimates suggest that about ~o-:thirds of
patients fail to take their medication regularly. As ~dlcated ~y

the TSS study, eompliance with continuous treatment IS essential
in order to reduce the risk of relapse and facilitate the rehabilitation
of the patient into society. It is hoped that the new antipsyehotics
will enhance compliance with the long-term treatment plan through
their improved tolerability profiles in comparison with traditional
agents. If the benefits of better tolerability and ~fficacy .across the
wider symptom spectrum seen with newer antlpsychotlcs ean be
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sustained over long-term treatment, this may facilitate application
of psychoeducational treatments, which have been shown to en
hance the social and vocational rehabilitation of some patients.

There are two models used to evaluate the long-term effec
tiveness of new antipsychotics: (I) comparison against traditional
agents, and (2) multiple dose comparisons. Ziprasidone, a new an
tipsychotic, has been evaluated in a 52-week double-blind, placebo
control1ed, dose-comparison study in 294 adults hospitalized with
chronic, stable schizophrenia, the Ziprasidone Extended Use in
Schizophrenia (ZEUS) study. The results of this study support
a role for ziprasidone in the maintenance treatment of schizo
phrenia. Ziprasidone was associated with a significant reduction in
the probability of symptom exacerbation compared with placebo.
There were dose-related improvements in measures of positive
and negative symptoms and overall psychological functioning,
which were significantly greater than placebo. The improvement
in negative symptoms seen with ziprasidone was continuous over
the I-year time course. A low incidence of side-effects associated
with non-compliance - extrapyramidal symptoms (EPS), weight
gain and sexual dysfunction - indicates that tolerability-related non
compliance rates may be low with long-term use.

Further comparative studies are needed to evaluate the long
term effectiveness of newer antipsychotics and their potential to
contribute to enhanced treatment outcomes.

Pfizer-SAT2-4
ACHIEVING EFFECTIVE TREATMENT ALLIANCES - IN
TRODUCING A NEW PATIENT, CARER AND CARE TEAM
PROGRAMME

T. Wiemer. Psykiatrin, Sektorsklinik Centrum, Malmo, Sweden

Optimal management of schizophrenia requires an integrated ap
proach combining medication and appropriate psychoeducational
support for the patient and his or her family. Current limitations to
the delivery of integrated management include a lack of care team
time and resources and the lack of understanding of schizophrenia
and the benefits ofcontinued medication among patients and carers,
which results in non-compliance wth psychoeducational treatments.

A new programme designed to address some of these problems
has been developed. The Alliance Programme is an integrated
resource package designed to build a new alliance between patient,
carer and care team. It comprises information and education for
patients and carers in interactive, modular format, and resources
and training for the care team to support the implementation
of a psychoeducational programme. The Alliance Programme re
sponds to the real needs of clinical practice identified by patients,
carers and care teams in an international survey and, uniquely,
has proactively involved patIents and thelT families closely in its
development. The information for patients and carers encourages
interaction between al1 members of the care programme - patient
and carer and care team - and is designed to increase understanding
of schizophrenia and its treatment and to encourage self-help
measures. Importantly, the Alliance Programme is adaptable to the
needs of the care team and their clients, complementing the team's
current approaches.
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