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However, further researches are warranted to provide a better qualifi-
cation of antipsychotic drugs on aggressive dimension

.

P0258

Placebo-controlled clinical trials of new atypical antipsychotics in
schizophrenia

P. Czobor 1,2, S. Komlosi 1, I. Bitter 1. 1 Deparment of Psychiatry and
Psychotherapy, Semmelweis University, Budapest, Hungary 2 Nathan
Kline for Psychiatric Research, Orangeburg, NY, USA

Background: Placebo-controlled (PC) Phase 3 trials are critical for
the registration of new atypical antipsychotic medications (AAP)
for schizophrenia but use of placebo when efficacious treatments exist
has been questioned.

Objective: To investigate evidence for the use of placebo in clin-
ical trials of schizophrenia via a meta-analysis of large, PC trials of
new AAPs.

METHODS: Using the FDA Summary Basis of Approval reports,
we examined outcome data from all Phase 3 clinical trials that eval-
uated investigational AAPs. Publications from peer-reviewed litera-
ture were also identified. The main outcome variables were:
symptom improvement in individual treatment arms, clinical re-
sponse, therapeutic failure.

Results: Meta-regression indicated a highly significant difference
between improvement in the placebo and the active arm (p<0.0001).
Effect size (ES) estimate for the placebo arm revealed that patients in
this arm obtained a statistically significant but clinically negligible
symptom reduction (Cohen d: ~0.15; p<0.004) while active-treated
patients displayed a substantial symptom reduction (Cohen d:
~0.70; p<0.0001). Active treatments showed a highly significant
(p<0.001) superiority vs. placebo in clinical response and therapeutic
failure, with failure rates often exceeding the rate of clinical response.
ESs for change varied substantially across trials, with an ES range of
d¼0.8 for the placebo and the active arms, respectively.

Conclusion: Variable ESs across studies support the view that pla-
cebo control has major importance in trials of new AAPs. However,
efforts should focus on finding design alternatives and to minimize
rg/10.1016/j.eurpsy.2008.01.927 Published online by Cambridge University Press
the risks of PC trials so that they may be conducted in ethically ac-
ceptable manner.
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Antipsychotics in psychiatric inpatients: Naturalistic data on first vs.
repeated episodes

M. Delic, N. Segrec, U. Groleger. University Psychiatric Hospital,
Ljubljana, Slovenia

Antipsychotics are widely used in psychiatric patients for various in-
dications, beside psychosis most often in mood disorders, BPSD in
dementia and agitation. Official guidelines are based on RCT data
which differ from naturalistic data on the use of antipsychotics in
real-life clinical setting.

The aim of our cross-sectional naturalistic study of hospitalized
psychiatric patients (n¼310) was to get insight into prescription pat-
terns for antipsychotics. We were especially interested in the class of
antipsychotic, dose and combinations with other antipsychotics and
other psychiatric drugs compared with diagnosis and number of hos-
pitalizations. Structured data sheet was used to record data from med-
ical records.

Results have confirmed the use of antipsychotics in variety of in-
dications outside psychosis, especially mood disorders and agitation.
Newer antipsychotics predominate although older antipsychotics have
been used consistently in patients with longer illness duration and
more hospitalizations (especially depot formulations), in acute agita-
tion control as well as in acute mania and in combinations with atyp-
ical antipsychotics. Patients with first few hospitalizations are likely
to receive antipsychotic therapy according to guidelines with atypical
drugs in monotherapy. Equivalent doses for atypical antipsychotics
although are usually higher then for typicals and lower for first
hospitalizations.

The real-life use of antipsychotics is an important issue for differ-
ent reasons including long-term treatment, burden of potential serious
long-term side-effects as well as the quality of life in patients. Our
data show that real-life uses of antipsychotics differ in some patient
populations from recommended for various reasons that will be
discussed.
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Hospitalizations and compliance among schizophrenic patients in
treatment with clozapine

A. Doll 1, A. Mena 2, M. Domato 1. 1 Psychiatry Department, la Paz
Hospital, Madrid, Spain 2 Psychiatry Department, Gregorio Mara~non
Hospital, Madrid, Spain

Objectives: Demostrate that clozapine decrease the number of hospi-
talizations, and improve the adherence to treatment.

The sample consisted of 36 schizophrenia patients who were in
treatment with a typical and atypical neuroleptic and then had their
medication changed to clozapine. We ascertained the number of inpa-
tient hospitalizations before starting clozapine and compared this
with the number of hospitalizations after starting clozapine. We
also followed an age- and gender-matched comparison group of other
schizophrenia patients who were at treatment approximately the same
time. Results indicate that the mean number of rehospitalizations
while on other neuroleptic was bigger than after the commencement
of clozapine treatment. The decrease in hospitalization rate for the
comparison group was also statistically significant. The pre-post
change was much greater for the clozapine patients than comparison
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patients. A 2 x 2 repeated measures analysis of variance (ANOVA)
contrasting the comparison group to the clozapine patients both be-
fore and after the index date indicates a significant time by group in-
teraction, thus documenting the greater relative decrease in
rehospitalization rate in the clozapine gr.

We also used a compliance scale pre and post-begining of treat-
ment with clozapine for evaluate the adherence to treatment. Cloza-
pine improve the compliance of treatment, in comparison to the
neuroleptics that patient has taken before.

Conclusions: the clozapine seems to be more effective than other
antipsychotics in decrease the risk of hospitalizations, and improve
the adherence to treatment
P0261

Comparative mortality associated with ziprasidone vs. olanzapine in
real-world use: The ziprasidone observational study of cardiac out-
comes (zodiac)

B.L. Strom 1, G. Faich 2, S.M. Eng 3, R.F. Reynolds 3,
R.B. D’Agostino 4, J. Ruskin 5, J.M. Kane 6. 1 Department of
Biostatistics and Epidemiology, Center for Clinical Epidemiology
and Biostatistics, and Center for Education and Research in
Therapeutics, University of Pennsylvania School of Medicine,
Philadelphia, PA, USA 2 Department of Epidemiology, United
BioSource Corporation, Blue Bell, PA, USA 3 Pfizer, Inc., New
York, NY, USA 4 Boston University, Boston, MA, USA
5 Massachusetts General Hospital, Boston, MA, USA 6 Department
of Psychiatry, Zucker Hillside Hospital, Glen Oaks, NY, USA

Background: Whether the modest QTc-prolonging effect of ziprasi-
done increases cardiovascular event risk is unknown.

Methods: The Ziprasidone Observational Study of Cardiac Out-
comes (ZODIAC), an open-label, randomized, postmarketing study,
enrolled patients with schizophrenia from routine clinical practice
settings in 18 countries. The primary outcome was non-suicide mor-
tality in the year after initiation of assigned treatment. A total of
18,154 subjects were randomized to ziprasidone or olanzapine, dosed
according to enrolling physician’s clinical judgment. A physician-ad-
ministered baseline questionnaire collected information on demo-
graphics, medical and psychiatric history, and concomitant
medication use. Brief follow-up questionnaires elicited hospitaliza-
tion data since the last study visit, vital status, study medication con-
tinuation, and concomitant antipsychotic medication(s) use. ZODIAC
study subjects reflected the general population of patients with
schizophrenia.

Results: The incidence of nonsuicide mortality within one year of
initiating therapy was 0.91% for the ziprasidone group and 0.90% for
the olanzapine group (both n ¼ 9,077), relative risk (95% confidence
interval [CI]) of 1.01 (0.75, 1.37). This finding was robust in numer-
ous secondary and sensitivity analyses. Regarding secondary end-
points, the risk of all-cause mortality or cardiovascular mortality
was similar among ziprasidone and olanzapine users; the incidence
of all-cause hospitalizations was higher among ziprasidone users.
The proportion of patients remaining on treatment at 6 months was
lower for the ziprasidone group.

Conclusions: ZODIAC is one of the largest randomized studies
conducted to date of patients with schizophrenia. With substantial sta-
tistical power, the study found no difference in risk of nonsuicide
death associated with the use of ziprasidone vs. olanzapine.
oi.org/10.1016/j.eurpsy.2008.01.927 Published online by Cambridge University Press
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Risperidone and liver function tests in children and adolescents: A
short term prospective study

A. Erdogan 1, N. Atasoy 2, H. Akkurt 3, D. Ozturk 2, E. Karaahmet 2,
I. Yalug 4, K. Yalug 5, H. Ankarali 6, I. Balcioglu 7. 1 Department of
Child and Adolescent Psychiatry, Zonguldak Karaelmas University ,
Faculty of Medicine, Zonguldak, Turkey 2 Department of Psychiatry,
Zonguldak Karaelmas University , Faculty of Medicine, Zonguldak,
Turkey 3 Department of Psychiatry, Erzurum Numune Hospital,
Erzurum, Turkey 4 Department of Pediatrics, Marmara University ,
Faculty of Medicine, Istanbul, Turkey 5 Department of Psychiatry,
Kocaeli University , Faculty of Medicine, Kocaeli, Turkey
6 Department of Biostatistics, Zonguldak Karaelmas University ,
Faculty of Medicine, Zonguldak, Turkey 7 Department of Psychiatry,
Istanbul University, Cerrahpasa Faculty of Medicine, Istanbul, Turkey

Objective: Revealing of unknown adverse effects of atypical antipsy-
chotics on pediatric population may take a long period of time. The
purpose of this prospective study is to document changes in the liver
function tests (LFTs) associated with Risperidone usage in a group of
children and adolescents.

Method: Study subjects consist of 120 youths with ages ranging
from 3-17 years. For this study, patients’ baseline and follow-up
weight and liver function tests (LFT) including alanine aminotrans-
ferases(ALT) and aspartat aminotransferases (AST), gamma glua-
tamyl transerase (GGT), alkaline phosphatase (ALP) and serum
bilirubin levels were measured before and after the treatment period
of one month.

Results: Only one eight years old male patient’s ALT levels in-
creased up to three-fold and AST levels increased up to two-fold of
the basal levels. First month mean levels of liver enzymes and billur-
ibin of the patients were significantly higher than the baseline. One or
more of the liver enzymes and/or billuribin levels of sixty-three pa-
tients (52,5%) showed an asymptomatic increase in the first month
of this study. Weight gain was observed in 58 patients (57.4%). There
was no significant association between changes in weight and liver
enzymes and billuribin levels.

Conclusion: We found asymptomatic LFT abnormalities mostly
in the form of ALP elevation in 52.5% and marked liver enzymes el-
evation in 0.8% of risperidone treated subjects. These findings sug-
gest that risperidone treatment in the short term commonly leads to
liver function changes however it rarely may induce a serious hepatic
toxicity at therapeutic doses in children and adolescents.
P0263

Effect of risperidone long-acting injection on hospitalisation: A mir-
ror image analysis

E. Etuk, S. Cheeroth, P. Chauchan, G. Khan. Birch Hill Hospital,
Rochdale, UK

The aim of this study was to assess the effect of risperidone long-act-
ing injection (RLAI) on hospitalisation using a mirror image analysis.

Data on the number of admissions and number of days in hospital
were analysed during the two-year period before starting RLAI and
the duration of therapy in 56 patients.

Admission rates and length of hospitalisation both decreased for
approximately 60% of patients during RLAI therapy.

The time in hospital was significantly lower (p¼0.002) during
RLAI therapy compared to the previous two years. During the pre-
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