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NR1-001

SUBJECTS WITH SCHIZOPHRENIA OR
SCHIZOAFFECTIVE DISORDER & HEPATIC ILLNESS:
BASELINE CHARACTERISTICS FROM A TRIAL OF
PALIPERIDONE ER

Joan Amatniek M.D., Carla M. Canuso, M.D., Stephen Rodriguez, M.S.,
Lian Mao, Ph.D., Eriene A. Youssef, Pharm.D., David C. Henderson, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be aware
of the demography, clinical characteristics and etiology of liver
impairment in a population of patients with schizophrenia who
present with hepatic illness.

SUMMARY:

Background: Cormorbid hepatic illness (HI) in patients with
schizophrenia or schizoaffective disorder (SCH/SCA) is relatively
common but poorly characterized. Baseline interim data from
SCH/SCA patients with HI participating in an ongoing study
evaluating the effects of paliperidone ER, which undergoes limited
hepatic metabolism, are presented.

Methods: Data from 9-week, open-label, single-arm study of
outpatients with stable SCH/SCA and HI was reviewed to assess
psychosocial characteristics, and etiology and stage of HI. Inclu-
sion criteria: Child-Pugh scores of well-compensated (Class A)

to functionally compromised (Class B) HI and liver tests (LTs)
=3x upper limits of normal (ULN). Subjects received antipsy-
chotic treatment as usual for 4 weeks, 1-week cross-titration and
paliperidone ER for 4 weeks. Study endpoints: AEs (primary),
laboratory tests, movement disorder scales, PANSS, quality of life
and alcohol use. Study ID: CR014341.

Results: 69 US subjects enrolled; 57 (82.6%) with SCH and 12
(17.4%) with SCA. Mean (SD) age: 48.2 (7.5) years. Most subjects
were male (70.6%), black (64.7%), with =high school education
(73.6%), unemployed (89.7%); 44.9% lived in supported housing.
Most common etiology of liver disease: viral hepatitis (95.7%).
Most had a Child-Pugh rating of A (85.1%). Of subjects with

viral hepatitis who required laboratory testing (n=58), 89.9% had
hepatitis type C. Mean LTs (alanine and aspartate aminotransfer-
ase) were just above ULN (44.7 +23.9 U/L and 39.2 + 17.1 U/L,
respectively). Mean (SD) PANSS total score: 73.8 (12.6). Most
subjects had used tobacco (95.7%), alcohol (84.1%), marijuana
(62.3%) and cocaine (60.9%); 36.2% had used heroin.

Conclusion: Subjects included had significant psychosocial impair-
ment. Their HI tended to be mild and due to viral hepatitis possibly
related to prior substance abuse. Safety and efficacy of paliperi-
done ER in these patients are currently under study.

Supported by Ortho-McNeil Janssen Scientific Affairs, LLC

REFERENCES:

1) Rosenberg SD, Goodman LA, Osher FC, Swartz MS, Essock SM, But-
terfield M1, Constantine NT, Wolford GL, Salyers MP: Prevalence of HIV,
hepatitis B, and hepatitis C in people with severe mental illness. Am J
Public Health 2001; 91(1):31-37

2) Drake RE, Brunette MF: Complications of severe mental illness related
to alcohol and drug use disorders. Recent Dev Alcohol 1998; 14:285-299

NR1-002

PATIENT-REPORTED PREVALENCE, SEVERITY, AND
BOTHERSOMENESS OF MEDICATION-EMERGENT
ADVERSE EVENTS AMONG INPATIENTS TREATED
FOR SCHIZOPHRENIA

Anthony H. Lawson, M.A., Haya Ascher-Svanum, Ph.D., Michael D.
Stensland Ph.D., Virginia Stauffer Pharm.D., Robert R. Conley M.D.,

Xianchen Liu M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participants should be
able to recognize the most prevalent, most severe, and most both-
ersome medication-related adverse events reported by inpatients
treated with antipsychotics for schizophrenia.

SUMMARY:

Objective: To assess patient-reported prevalence, severity, and
bothersomeness of medication-emergent adverse events (AE)
among inpatients treated for schizophrenia.

Methods: Data were drawn from a prospective, multi-site, natu-
ralistic, non-interventional observational study of individuals who
were initiated on olanzapine or ziprasidone during their psychiatric
hospitalization. The analytic sample included study participants
whose primary diagnosis was schizophrenia (N=99). During a
structured interview, patients rated the severity and how bother-
some they found 33 potential treatment-emergent AEs associated
with antipsychotic therapy. Ratings pertained to AEs experienced
in the week prior to initiating olanzapine or ziprasidone. The most
prevalent, severe, and bothersome patient-reported medication-re-
lated AEs were identified.

Results: Most (75%) patients reported experiencing insomnia,
making it the most prevalent AE, followed by somnolence (65%),
akathisia (59%), asthenia (59%), and akinesia (42%). In terms of
severity, insomnia was the most severe AE among patients who
reported this symptom followed by changes in sexual perfor-
mance, tremors, akinesia, and rhinitis. Insomnia was also rated as
the most bothersome AE among those experiencing it, followed
by tremor, asthenia, dyskinesia, and joint pain. Prior weight gain
was reported by 26% of the patients who rated severity as the 21st
most prevalent of 33 events and bothersomeness as the 25th most
prevalent of 33 events. Weight loss was reported by 13% of the
patients who reported it as relatively severe (11th of 33) but less
bothersome (29th of 33).

Conclusions: Among inpatients treated for schizophrenia, insomnia
was found to be the most common, most severe, and most bother-
some treatment-emergent AE for the patients. Other less prevalent
but highly bothersome AEs included tremor, asthenia, dyskinesia,
and joint pain. This study was funded by Eli Lilly and Company.

REFERENCES:
1) Lieberman JA, Stroup TS, McEvoy JP, Swartz MS, Rosenheck RA,
Perkins DO, Keefe RS, Davis SM, Davis CE, Lebowitz BD, Severe J, Hsiao

JK: Effectiveness of antipsychotic drugs in patients with chronic schizo-
phrenia. New England Journal of Medicine 2005; 353: 1209-1223

2) Kahn RS, Fleischhacker WW, Boter H, Davidson M, Vergouwe Y, Keet
1P, Gheorghe MD, Rybakowski JK, Galderisi S, Libiger J, Hummer M,
Dollfus S, Lopez-Ibor JJ, Hranov LG, Gaebel W, Peuskens J, Lindefors
N, Riecher-Réssler A, Grobbee DE: Effectiveness of antipsychotic drugs
in first-episode schizophrenia and schizophreniform disorder: an open
randomised clinical trial. The Lancet 2008, 371: 1085-1097

NR1-003

METABOLIC SYNDROME AND GLUCOSA
DISTURBANCES IN A SPANISH SAMPLE OF ELDERLY
CHRONIC SCHIZOPHRENIC INPATIENTS

Manuel Arrojo-Romero, Ramoén Ramos-Rios, M.D., Eduardo Paz-Silva,
M.D., Fernando Carballal-Calvo, M.D., Alicia Crespi-Armenteros, M.D.,

Ramon Fernandez- Pérez, M.D., José Luis Bouzén-Barreiro, M.D., Jorge
Seoane-Prado, M.D., Rosario Codesido-Barcala, M.D., Javier D. Lopez-

Moriiiigo, Ignacio Tortajada-Bonaselt, M.D.
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EDUCATIONAL OBJECTIVES:
At the conclusion of this presentation, the participants should be
able to recognize the high risk of obesity, glucose disturbances
and lypodystrophies in elderly schizophrenic patients treated with
antipsychotics.

SUMMARY:

Objectives: To determine the prevalence of metabolic syndrome
(MS) and glucose disturbances in a sample of elderly schizophren-
ic patients and analyze the related risk factors

Methods: We carried out an analysis of metabolic parameters in
82 Caucasian schizophrenic inpatients (52.4 % females) older than
60 years old with a mean age of 70 years (SD 6.9) of a psychiatric
hospital (Hospital Psiquiatrico de Conxo, Santiago de Compostela,
Spain). We estimated the prevalence of the MS using the revised
National Cholesterol Educative Program-Adult Treatment Panel
111 definition (ATP-III, 2005) based on the presence of 3 of the
following abnormalities; elevated waist circumference (male =
102 cm; female = 88 cm) for Caucasians, elevated triglycerides
=150 mg/dL or receiving drug treatment, decreased high-density
lipoprotein cholesterol male <40 mg/dL, female <50 mg/dL or
receiving drug treatment, elevated blood pressure =130/=85 mm
Hg =130/=85 mm Hg or receiving drug treatment, elevated fasting
plasma glucose =100 mg/dL or on drug treatment. Insulin-resis-
tance (IR) was evaluated by the HOMA method. (IR = (insulin x
glucose) /22.5; insulinemia expressed in pU/ml and glucaemia in
mmol/L)

Results: Prevalence of MS was 54.9%. 26.8% of the sample had
the diagnosis of diabetes, 58.5% presented hyperglycemia (fasting
glucose =100mg/dL) and 8.5% hyperinsulinaemia. Significant
correlations (p< 0.05) were found between insulin-resistance and
BMI and all the parameters that define the MS with the exception
of blood pressure. Patients with MS show higher mean values of
IR (3.47 vs. 1.23, p<0.01) and BMI (31.2 vs. 25.5, p<0.01).
Conclusion: Metabolic syndrome and glucose disturbances are
highly prevalent among elderly patients with schizophrenia. As-
sessment and monitoring of glucose disturbances and the other
associated risk factors of the metabolic syndrome should be part of
the clinical management of these patients.

REFERENCES:

1) Suvisaari JM, Saarni SI, Perdld J, Suvisaari JV, Héirkdinen T, Lonngvist
J, Reunanen A. Metabolic syndrome among persons with schizophrenia
and other psychotic disorders in a general population survey. J Clin Psy-
chiatry 2007; 68(7):1045-55.

2) Henderson DC. Schizophrenia and comorbid metabolic disorders. J
Clin Psychiatry 2005; 66 Suppl 6. 11-20.

NR1-004

ORAL SUPPLEMENTATION AND CONCOMITANT
MEDICATION IN THE TREATMENT OF
SCHIZOPHRENIA WITH LONG-ACTING ATYPICAL
ANTIPSYCHOTICS

Haya Ascher-Svanum Ph.D., Xiaomei Peng, M.D., M.S., William Mont-
gomery, B.Pharm.,Douglas E. Faries, Ph.D., Anthony H. Lawson, M.S.,
Michael Witte, Ph.D., Diego Novick, M.D., Nadia Jemiai, M.S., Elena
Perrin, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should
recognize that atypical antipsychotics (risperidone, olanzapine) in
long-acting injection formulations appear to differ on supplemen-
tation with oral antipsychotics and several other oral medications.
The differences may have important ramifications because depot is
often chosen for schizophrenia patients previously nonadherent to
oral medications. Current preliminary findings highlight the need
for comparative studies in usual care.

SUMMARY:
Objective: To assess the use of oral antipsychotics and other
concomitant oral medications — psychotropics and the anticho-

linergic benztropine - during the 1-year open-label treatment of
schizophrenia with olanzapine long-acting injection (OLAI), and
to compare with previously published rates for risperidone long-
acting injection (RLAI).

Method: One-year rates of concomitant oral medication use were
drawn from 2 comparable open-label, single-arm extension studies
of patients with schizophrenia treated with long-acting atypical
antipsychotic medications: one for OLAI (n=931), with

extension of 3 OLAI clinical trials (1), and one for RLAI (n=371),
with extension of 2 RLAI clinical trials (based on published 1-year
data) (2).

Results: Supplementation with oral olanzapine occurred in 21% of
OLAI-treated patients (median duration 10 days). Oral risperi-
done was supplemented — beyond the first 3 weeks of treatment in
45%-83% of RLAI-treated patients (median duration not reported).
Use of the anticholinergic benztropine was low among OLAI-
treated patients (3%, median duration 14 days) and higher among
RLAI-treated patients (31%-44%) (median duration not reported).
Lorazepam was used by 11% of OLAI compared to 24%-55% of
RLAI-treated patients. Zolpidem was used by 4% of OLAI and
11%-12% of RLAI-treated patients.

Conclusions: Atypical antipsychotic therapies in long-acting
injection formulations were found in this preliminary analysis to
differ on concomitant use of oral atypical antipsychotic and other
oral medications. OLAI therapy may require less oral supple-
mentation compared to RLAI, thus offering a simpler treatment
regimen. Though limited by cross study comparisons and the need
for replication, the current findings may have important clinical
and economic ramifications as depot formulations are often chosen
for persons previously nonadherent to oral medication regimens.
Funded by Eli Lilly and Company.

REFERENCES:

1) McDonnell DP, Andersen S, Detke H, Watson S: 160-week interim
results from an open-label extension trial of olanzapine long-acting injec-
tion. [Abstract] Schizophr Res 2008; 102(Suppl 2):269

2) Lindenmayer JP, Khan A, Eerdekens M, Van Hove I, Kushner S: Long-
term safety and tolerability of long-acting injectable risperidone in patients
with schizophrenia or schizoaffective disorder. Eur Neuropsychopharma-
col. 2007; 17(2):138-144

NR1-005

COST-EFFECTIVENESS OF OLANZAPINE LONG-
ACTING INJECTION IN THE TREATMENT OF
NONADHERENT PATIENTS WITH SCHIZOPHRENIA IN
THE UNITED STATES

Haya Ascher-Svanum Ph.D., Nicholas M. Furiak, M.S., Robert W. Klein,
M.S., William Montgomery, B.Pharm., Lee J. Smolen, B.S., Anthony H.
Lawson, M.S., Robert R. Conley, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should rec-
ognize that olanzapine pamoate for injection, a long-acting depot
preparation of olanzapine, is an effective, well tolerated, and po-
tentially cost-effective treatment option that is specifically tailored
for a costly, complex, and challenging group of schizophrenia
patients — those who are non-adherent with their oral antipsychotic
regimens.

SUMMARY:

Objective: This study examines, from a U.S. health care perspec-
tive, the cost-effectiveness of olanzapine long-acting injection
(OLAI) compared to risperidone long-acting injection, haloperidol
decanoate, and oral olanzapine in the treatment of schizophrenia
patients who are nonadherent with oral antipsychotics (1,2).
Methods: A 1-year microsimulation economic decision model was
developed to simulate the dynamic usual care of schizophrenia
patients who may switch, continue, discontinue, and restart medi-
cations. The model captures clinical and cost parameters including
adherence levels, relapse with and without hospitalization, quality




adjusted life years (QALYs), treatment discontinuation by reason,
treatment-emergent adverse events, suicide, health care resource
utilization, and direct medical care costs. Published medical
literature, unpublished data, and a clinical expert panel were used
to develop baseline model assumptions. Key model outcomes
included annual total direct cost per treatment, cost per stable
patient, and incremental cost-effectiveness values per 1 QALY
gained.

Results: OLAI was found to have an incremental cost of $60,273/
QALY over haloperidol decanoate. OLAI dominated all other
comparators by producing more QALY's and fewer inpatient
relapses (dominant over RLAI) or by producing more QALYs and
fewer inpatient relapses with a lower incremental cost-effective-
ness ratio (extended dominance over oral olanzapine). The base
case and multiple sensitivity analyses found OLAI to be a cost-
effective option in terms of incremental cost/QALY gained.
Results were most sensitive to change in the cost of relapse.
Conclusions: OLALI is projected in this microsimulation model

to be a cost-effective treatment option for a costly, complex, and
challenging group of patients - nonadherent schizophrenia patients
- by yielding more QALY's and fewer inpatient relapses than each
comparator and providing a cost-effective option in terms of
incremental cost per QALY gained.

REFERENCES:
1) Lauriello J, Lambert T, Andersen S, Lin D, Taylor CC, McDonnell D:
An 8-week, double-blind, randomized, placebo-controlled study of olanzap-

ine long-acting injection in acutely ill patients with schizophrenia. J Clin
Psychiatry 2008; 69(5):790-799

2) Citrome L. Olanzapine pamoate: a stick in time? Int J Clin Pract. 2008
Oct 1. [Epub ahead of print]

NR1-006

RECURRENCE PATTERN OF THE PATIENTS WHO HAD
BEEN DIAGNOSED WITH BRIEF PSYCHOTIC
DISORDER: 2 YEARS OF FOLLOW UP BY
RETROSPECTIVE CHART REVIEW

Won-Myong Bahk, M.D., Young-Eun Jung, M.D., Ho-Jun Seo, M.D., Tae-
Youn Jun, M.D., Jeong-Ho Chae, M.D.Department of Psychiatry, College
of Medicine, The Catholic University of Korea, Seoul, Korea

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
recognize the incidence and patterns of recurrence in patients with
brief psychotic disorder for 2 year

SUMMARY:

The brief psychotic disorder is characterized by sudden onset of
psychotic symptoms which may include delusion and
hallucination, last at least a day, but not more than a month. The
aim of current study was to evaluate the incidence and patterns of
recurrence in patients with brief psychotic disorder for 2 years and
find the predictor related to outcome.

We recruited the inpatients who were diagnosed with brief psy-
chotic disorder from January 2001 to December 2005 and could
be followed up for 2 years after discharge. During this period,
recurrence of psychotic symptoms and other psychiatric disorders
were assessed and relations between these recurrence and various
clinical characteristics were evaluated. Twenty eight patients were
included in this study with fulfillment of inclusion criteria. During
2 years of follow up periods, psychiatric disorders were recurred
in 9 cases. 5 cases (17.8%) were re-diagnosed with schizophrenia,
brief psychotic disorder recurred in 2 cases (7.1%), with full
recovery of their functioning. 2 cases (7.1%) were re-diagnosed
with bipolar I disorder with psychotic features.

In comparison between the patients with recurrence and not, no
significant difference was detected in demographic and clinical
variables. In comparison among the patients with three different
diagnoses of recurrences, all patients with brief psychotic disorder
and bipolar disorder had their first onset before forties. Patients

2009 NEW RESEARCH ABSTRACTS

recurred with schizophrenia had non-significant trend of longer
periods of untreated psychosis. Patients with bipolar disorder had
more confusion during the psychotic periods and patients with
schizophrenia showed affective flattening more frequently. In the
future, prospective studies which have large sample size would be
needed.

REFERENCES:

1) Yung AR, Phillips LJ, Yuen HP, Francey SM, McFarlane CA, Hallgren
M, McGorry PD. Psychosis prediction: 12-month follow up of a high-risk
(“prodromal”) group.Schizophr Res 2003;60:21-32.

2) Yung AR, Phillips LJ, Yuen HP, McGorry PD. Risk factors for psychosis
in an ultra high-risk group: psychopathology and clinical features.
Schizophr Res 2004;67:131-142.

NR1-007

EFFECT OF ARIPIPRAZOLE VS. HALOPERIDOL IN
PANSS PROSOCIAL ITEMS IN EARLY EPISODE
PATIENTS WITH SCHIZOPHRENIA

Ross Baker Ph.D., John P Docherty, M.D., Edward Kim, M.D., M.B.A.,
Andrei Pikalov, M.D., Ph.D., James Eudicone, M.S., Suja Mathew, B.S.,
Raymond Mankoski, M.D., Ph.D., Robert D McQuade, Ph.D., Ronald N
Marcus, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the audience will be able to
describe the relative effectiveness of aripiprazole and haloperidol
on residual “barrier” negative symptoms after antipsychotic treat-
ment of early-episode schizophrenia, as measured by two PANSS
prosocial subscales.

SUMMARY:

Background: Negative symptoms have been reported to show little
change after antipsychotic treatment. Relatively small improve-
ments in these symptoms appear correlated with larger change in
functional recovery (1). Clinical reports have suggested a specific
benefit from aripiprazole in some patients with these “barrier
symptoms”.

Objective: Compare the effect of aripiprazole (arip) vs. haloperi-
dol (hal) in early-episode patients with schizophrenia using two
PANSS scales of relevant items: the Prosocial Scale and a modi-
fied Prosocial Scale.

Methods: “Early episode” was defined as ?40 years of age, and ?5
years since first diagnosis. The PANSS Prosocial Subscale consists
of six PANSS items broadly related to social engagement (2). The
modified Prosocial Subscale consists of four PANSS items, includ-
ing difficulty with abstract thinking - an item not contained within
the prosocial subscale but empirically demonstrated as a prominent
residual symptom. Measurements were taken at approximately
monthly intervals for up to 1 year. Mean changes from baseline

in both drug groups were compared for each subscale using an
ANOVA model with last observation carried forward.

Results: Arip demonstrated significant improvements vs. hal

as early as Week 18 on both the prosocial subscale (-4.75 arip
n=237 vs. -3.78 hal, n=123, p<0.05) and on the modified prosocial
subscale (-3.16 arip, -2.27 hal, p<0.05). Patients showed similar
significant improvements at each time tested through Week 52
with the modified subscale, but less consistent improvement over
time with the prosocial subscale. Similar significant improve-
ments were observed at Weeks 46 and 52 (endpoint) with both
subscales.

Conclusions: In patients with early episode schizophrenia, aripip-
razole demonstrates greater improvements in prosocial PANSS
items than haloperidol. The cognitive and functional implications
of these findings remain to be clarified.

REFERENCES:

1) Leucht S, Lasser R: The concepts of remission and recovery in schizo-
phrenia. Pharmacopsychiatry. 2006, 39:161-170

2) Purnine DM, Carey KB, Maisto SA, Carey MP: Assessing positive and
negative symptoms in outpatients with schizophrenia and mood disorders.
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J Nerv Ment Dis 2000,188:653-661

NR1-008

CARDIOVASCULAR AND RESPIRATORY
COMORBIDITIES IN PATIENTS WITH BIPOLAR DIS-
ORDER: A SYSTEMATIC REVIEW

Julio Bobes M.D., José M. Montes, M.D., José Mostaza, M.D., Fernando
Rico-Villademoros, M.D., Eduard Vieta, M.D., Jeronimo Saiz-Ruiz, M.D.,
on behalf of the Spanish Consensus Group of Experts on Physical Health
in Patients with Bipolar Disorders.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should be
able to recognize the prevalence of cardiovascular and respiratory
comorbidities among patients with bipolar disorder.

SUMMARY:

Objective: To synthesize the available knowledge on cardiovascu-
lar and respiratory comorbidities in patients with bipolar disorder
(BD).

Methods: Relevant studies were identified by a MEDLINE search
from 1966 to January 2008, and supplemented by a manual review
of reference lists of the articles identified and previous review
articles. When available, priority was given to comparative studies.
Results: We identified 21 studies, 15 (71%) comparative. As
compared to the general population, two studies reported higher
point-prevalence rates of hypertension (28-60.8% vs 11.9-43%)),
two studies lower point-prevalence rates (10.4-34.8% vs 14.9-
36.8%), one study a higher lifetime-prevalence rate (28.7% vs
14.8%), and one study a significantly increased incidence rate
ratio (1.24 females and 1.34 for males). In addition, two studies
reported higher point-prevalence rates of hypertension than in
medical samples (4.6-18.1% vs 2.2-9.2%) and one study reported
a higher risk than in patients with schizophrenia (OR 1.13, 95%CI
1.01-1.26). Point-prevalence rate of stroke was not different than
in the general population (n=1, 1.7 vs 2.1, p=0.063); four studies
evaluating the risk of stroke as compared to clinical samples pro-
vide contradictory results. Point-prevalence rates (n=2, 15.9-17%
vs 8.3-10%) and lifetime-prevalence rate (n=1, 16.7% vs 9.7%) of
asthma were higher than in the general population. Point-preva-
lence rates of COPD were also higher than in the general popula-
tion (n=1, 10.6% vs 9.4%) and in clinical samples (n=3, 1-12.9%
vs 0.6-3.6%).

Conclusion: BD seems to be associated with an increased fre-
quency of hypertension, asthma and Chronic Obstructive Pulmo-
nary Disease (COPD). Available data do not support an association
between BD and stroke.

REFERENCES:
1) Kupfer DJ.: The increasing medical burden in bipolar disorder. JAMA.
2005;293:2528-30.

2) McIntyre RS, Soczynska JK, Beyer JL, Woldeyohannes HO, Law CW,
Miranda A, Konarski JZ, Kennedy SH: Medical comorbidity in bipolar dis-
order: re-prioritizing unmet needs. Curr Opin Psychiatry. 2007,;20:406-16.

NR1-009

FACTORS ASSOCIATED WITH METABOLIC
SYNDROME IN PATIENTS WITH SCHIZOPHRENIA -
RESULTS FROM A GERMAN OBSERVATIONAL STUDY

Frank Boess, Anette Minarzyk, M.S., Catherine Beal, M.S., Hans-Peter
Hundemer, M.D., Thomas Forst, M.D., Daniel Kopf, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should have
learned something about the association of schizophrenia, meta-
bolic syndrome and antipsychotic therapy.

SUMMARY:

Introduction: Increased prevalence of cardiovascular risk fac-
tors in patients on antipsychotics was seen in several studies. In

this observational study we assessed the presence of metabolic
syndrome (MetS) in differently treated patients with schizophrenia
at baseline and 3 months to identify prognostic factors associated
with MetS.

Methods: Enrollment criteria of the study were to initiate/switch
treatment-naive or previously treated adult patients with schizo-
phrenia to new antipsychotic medication. Physical and laboratory
parameters were evaluated to assess the presence of MetS (NCEP
definition). Patients with complete data for MetS-diagnosis at
both visits (476 of 642) were analyzed descriptively, prevalence
of MetS and 95% CI were calculated by post-baseline treatment
cohorts: olanzapine (Olz, N=206, risperidone (Risp, N=69), que-
tiapine (Quet, N=33), other atypical monotherapy (Atyp, N=72),
typical therapy (Typ, N=16), any combination (Comb, N=80).
Multivariable forward selection logistic regressions were used to
explore factors associated with MetS, providing p-values and odds
ratios (OR)

Results: The prevalence of MetS was 40.3% [CI 35.90; 44.90]

at baseline and 42.7% [CI 38.16;47.23] after 3 months. In the
cohorts it ranged between 30.4% [CI 19.92;42.69] (Risp), and
68.8% [CI 41.34;88.98] (Typ) at baseline, and between 38.4%
[CI 31.68;45.36] (Olz) and 68.8% [CI 41.34;88.98] (Typ) after

3 months. Factors significantly associated with MetS at baseline
were: presence of concomitant non-psychiatric disease (p<0.001,
OR 4.09), smoking status (p=0.0098 OR 0.53); at 3 months:
female vs. male (p<=0.0185, OR 0.56), smoking status (p<=0.049,
OR 0.60) and increased C-reactive protein, (p<=0.062, OR 2.00).
Conclusion: Overall, no significant difference in prevalence

of MetS at baseline and after 3 months was observed. Factors
significantly associated with MetS included somatic comorbidity,
smoking status, sex, and increased C-reactive protein.

REFERENCES:

1) Correll CU, Frederickson AM, Kane JM, Manu P.: Equally increased
risk for metabolic syndrome in patients with bipolar disorder and schizo-
phrenia treated with second-generation antipsychotics.Bipolar Disord.
2008 Nov,10(7):788-97.

2) Moebus S, Hanisch JU, Aidelsburger P, Bramlage P, Wasem J, Jockel
KH.: Impact of 4 different definitions used for the assessment of the
prevalence of the Metabolic Syndrome in primary healthcare: The Ger-
man Metabolic and Cardiovascular Risk Project (GEMCAS). Cardiovasc
Diabetol. 2007 Sep 6,6:22.

NR1-010

TREATMENT PATTERNS AMONG A NATIONWIDE
COMMUNITY SAMPLE OF PEOPLE WITH
SCHIZOPHRENIA USING ATYPICAL
ANTIPSYCHOTICS

Susan Bolge Ph.D., Jessica Panish, M.H.S., Riad Dirani, Ph.D., Debbie
Kenworthy, Deborah Freedman, M.B.A.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, participants should be able
to describe the overall treatment patterns of community-based
patients with schizophrenia treated with atypical antipsychotic
therapy. Participants should gain an understanding of concomitant
use of psychotropic medications, perception of treatment effi-
cacy and side effects, use of inpatient and outpatient health care
resources and health insurance status.

SUMMARY:

Purpose: To describe treatment patterns of adults with schizophre-
nia using atypical antipsychotics.

Methods: Data were taken from a nationwide survey of adults
(>=18 years old) self-reporting a diagnosis of schizophrenia, col-
lected from December 2007 to February 2008. Data were obtained
through self-reported questionnaires on the Internet and through
43 interview facilities across the US. Analyses are descriptive in
nature.

Results: 1,083 patients, including 747 (69%) atypical users, par-



ticipated. Mean age was 43; 52% were female and 38% were non-
white. In the past year, 9% were newly diagnosed with schizophre-
nia; 37% diagnosed 1-5 years ago, 21% diagnosed 6-10 years ago
and 33% diagnosed 11+ years ago. Atypical users reported using a
mean (SD) of 1.4 (0.6) atypical agents and 3.0 (1.7) psychotropic
medications in total. There was 8% concomitant use of traditional
antipsychotics, 46% use of antidepressants, 31% use of anxiolyt-
ics and 33% use of non-antipsychotic mood stabilizers. 58% of
atypical users reported that medication controlled symptoms quite
a bit or eliminated all symptoms. Patients reported experiencing a
mean (SD) of 3.7 (3.4) AEs, most commonly difficulty thinking/
concentrating (50%), restlessness (48%), difficulty sleeping (44%),
sleepiness (44%) and weight gain (43%). In the past 6 months,
30% of atypical users were hospitalized and 39% visited the
emergency room. Mean (SD) days hospitalized for mental health:
3.6 (14.3). Mental health care was most commonly received from
community mental health centers (CMHCs) (50%) and psychia-
trist offices (49%). Health insurance was most commonly through
Medicare (40%) or Medicaid (40%).

Conclusion: Polypharmacy is a common practice among schizo-
phrenia patients receiving atypical antipsychotic therapy, with
nearly half of the patients taking an antidepressant. Treatment

for this population is often provided through CMHCs and private
psychiatrists’ offices.

Supported by Ortho-McNeil Janssen Scientific Affairs, LLC
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NR1-011

POST-INJECTION DELIRIUM/SEDATION SYNDROME
OBSERVED WITH OLANZAPINE LONG-ACTING
INJECTION

Elizabeth Brunner M.D., David P. McDonnell, M.B.B.Ch., M.R.C.Psych.,
Sebastian Sorsaburu, M.D., Holland C. Detke, Ph.D., Scott W. Ander-
sen, M.S., Richard F. Bergstrom, Ph.D., Malcolm Mitchell, M.B.B.S.,
M.F.P.M., Kristen Ogle, Ph.D., Angela Gulliver, Pharm.D., Susan B.
Watson, Ph.D., Sara A. Corya, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to describe the incidence of post injection delirium/sedation
syndrome observed with olanzapine long-acting injection and to
understand its recommended risk management and medical man-
agement procedures.

SUMMARY:

Objective: A recognized potential risk of intramuscular products

is accidental intravascular injection, the signs and symptoms of
which are dependent on the formulation and safety profile of the
injected medication. During clinical trials of olanzapine long-
acting injection (LAI), cases were identified in which a cluster

of adverse events characterized by post-injection delirium and/or
excessive sedation were observed. This post-injection delirium/
sedation syndrome (PDSS) appeared to be potentially related to
inadvertent intravascular injection of a portion of the olanzapine
LAI dose.

Methods: Safety data were pooled from all completed and ongoing
olanzapine LAI clinical trials through the last database lock in
2007 (cutoff date: 30 Sep 2007), and adverse event data through
31 May 2008 were also reviewed for occurrence of potential PDSS
cases. Incidence of post-injection delirium/sedation was estimated
by dividing number of events by number of injections or num-

ber of patients. Results. As of 31 May 2008, incidence of post-
injection delirium/sedation syndrome following administration of
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olanzapine LAI was 0.07% per injection and 1.4% per patient. Af-
fected patients presented with symptoms consistent with excessive
systemic levels of olanzapine (e.g., sedation, dizziness, confusion,
slurred speech, altered gait, weakness, muscle spasms, and/or
unconsciousness). No clinically significant decreases in vital signs
were observed. All patients recovered completely from signs and
symptoms of post-injection delirium/sedation syndrome after 1.5
to 72 hours. Conclusion. The incidence of PDSS with olanzapine
LAI was similar to a reported rate of a similar syndrome observed
with intramuscular procaine penicillin G. Special precautions
when using olanzapine LAI include proper injection technique and
implementation of a post-injection observation period. Post-injec-
tion delirium/sedation signs and symptoms should be managed as
medically appropriate. Research supported by Lilly.
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RANDOMIZED, DOUBLE-BLIND, PLACEBO-
CONTROLLED STUDY OF FLEXIBLE-DOSE
PALIPERIDONE ER IN THE TREATMENT OF PATIENTS
WITH SCHIZOAFFECTIVE DISORDER

Carla Canuso M.D., Nina Schooler, Ph.D., Colette Kosik-Gonzalez, M.A.,
Jennifer Carothers, M.B.A., Sc.D., Ibrahim Turkoz, M.S., Jean-Pierre
Lindenmayer, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant will be familiar
with the clinical characteristics of patients with schizoaffective
disorder and understand the role that paliperidone extended-release
(ER) may play in treating the range of symptoms experienced by
this patient population.

SUMMARY:

Background: Antipsychotics are the core treatment for schizoaffec-
tive disorder (SCA), but they have not been systematically studied
either alone or in combination with other psychotropic agents.
Data are from a trial of paliperidone extended-release (pali ER).
Methods: A 6-week, international, double-blind, placebo-con-
trolled study enrolled SCA subjects with an acute exacerbation.
Inclusion criteria: SCID-confirmed DSM-IV diagnosis of SCA;
PANSS total score >=60; score >=4 on >=2 PANSS items: hostil-
ity, excitement, tension, uncooperativeness or poor impulse control
and prominent mood symptoms (>=16 YMRS and/or HAM-D-21).
Stably dosed antidepressants/mood stabilizers were permitted.
Randomization was stratified by the use or absence of antidepres-
sants/mood stabilizers. Subjects were randomized to 6 mg/day pali
ER or placebo. Doses could be adjusted (3-12 mg/day) up to day
15. Endpoints: PANSS (primary), YMRS, HAM-D-21 and AEs.
Study ID: CR013099.

Results: Subjects were randomized to pali ER (n=216) or placebo
(n=95); 52.1% received antidepressants/mood stabilizers. Mean
(SD) modal dose of pali ER: 8.6 (2.5) mg/day. Greater improve-
ment was noted with pali ER vs placebo on mean [SE] PANSS
total score (—22.3 [1.6] vs —13.0 [2.2]; P<0.001). This effect was
consistent in both strata. In patients with prominent manic or
depressive symptoms, pali ER showed improvement vs placebo on
mean [SE] YMRS (-11.4 [1.1] vs =6.5 [1.4]; P=0.001) and HAM-
D-21 (-11.7[1.0] vs =7.6 [1.2]; P<0.001), respectively. Most
common AEs (pali ER vs placebo): headache (15.0% vs 12.6%),
akathisia (6.1% vs 1.1%), dizziness (8.4% vs 5.3%), insomnia
(6.5% vs 5.3%) and dyspepsia (5.6% vs 5.3%).

Conclusion: This study demonstrated the efficacy and tolerability
of pali ER in SCA. Pali ER improved the full range of psychotic
and affective symptoms, and provided benefit as monotherapy and
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in combination with antidepressants/mood stabilizers.
Supported by Ortho-McNeil Janssen Scientific Affairs, LLC
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RANDOMIZED, DOUBLE-BLIND, PLACEBO-
CONTROLLED STUDY OF TWO DOSE RANGES OF
PALIPERIDONE ER IN THE TREATMENT OF
SUBJECTS WITH SCHIZOAFFECTIVE DISORDER
Jennifer Carothers, Carla M. Canuso, M.D.,Jean-Pierre Lindenmayer,

M.D., Colette Kosik-Gonzalez, M.A., Ibrahim Turkoz, M.S., Nina Schooler,
Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
recognize the clinical characteristics of patients with
schizoaffective disorder and understand the role that paliperidone
extended-release (ER) may play in treating this understudied
patient population.

SUMMARY:

Background: Although antipsychotics are widely used in patients
with schizoaffective disorder (SCA), they have not been systemati-
cally studied in this population. Data are presented from a placebo-
controlled trial of two dose ranges of paliperidone extended-
release (ER) in patients with SCA.

Methods: A 6-week, international, double-blind, placebo-con-
trolled study enrolled SCA subjects with an acute exacerbation.
Inclusion criteria: SCID-confirmed DSM-1V diagnosis of SCA;
PANSS total score >=60; score >=4 on two or more PANSS items:
hostility, excitement, tension, uncooperativeness or poor impulse
control and prominent mood symptoms (>=16 YMRS and/or
HAM-D-21). Stably dosed antidepressants/mood stabilizers were
permitted. Patients were randomized to placebo, paliperidone ER
6 mg/d (lower dose) or 12 mg/d (higher dose). Doses could be
reduced to 3 mg/d and 9 mg/d in the two dose groups, respectively,
with optional increases to initially assigned dose; no adjustments
after day 15. Primary endpoint was PANSS total score change at
endpoint. Study ID: CR010498.

Results: Subjects were randomized to 6 mg/d paliperidone ER
(n=109), 12 mg/d paliperidone ER (n=100) or placebo (n=107).
Mean (SD) modal daily doses in lower- and higher-dose groups
were 5.7 (0.9) and 11.6 (1.0) mg/d, respectively. Mean [SE]
PANSS total score significantly improved with higher dose vs
placebo (LOCF: —32.4 [2.1] vs —24.1 [2.1]; P=0.003); change with
lower dose (—27.7 [2.1]) was similar to placebo (P=0.187). These
LOCEF results were consistent with MMRM analyses (P=0.032

and P=0.286, respectively). Most common AEs were headache
(placebo 16.8%, lower dose 13.9%, higher dose 13.3%) and tremor
(3.7%, 12.0%, 11.2%, respectively).

Conclusion: This study demonstrated the efficacy, safety and effec-
tive dosing of paliperidone ER in patients with SCA. Improvement
was consistently observed for higher-dose paliperidone ER vs pla-
cebo. Supported by Ortho-McNeil Janssen Scientific Affairs, LLC
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ANALYSIS OF NINE ARIPIPRAZOLE TRIALS TO
EVALUATE STRATEGIES FOR SWITCHING PATIENTS
WITH SCHIZOPHRENIA TO ARIPIPRAZOLE

Christina Cognata- Smith Pharm.D., Ross A Baker, Ph.D., M.B.A., Andrei

Pikalov, M.D., Ph.D., Suja Mathew, B.S., Stephen Kaplita, M.S., William H
Carson, M.D. Randall Owen, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should be
able to describe the different methods for switching patients with
schizophrenia to aripiprazole.

SUMMARY:

Objective: Assess whether patients switched to aripiprazole more
commonly experience exacerbation of psychosis compared with
patients switched to other antipsychotic drugs or who remained on
current treatment.

Methods: Nine studies including 4,687 patients with schizo-
phrenia were identified for analysis. Studies were grouped by
switch strategy - switch to aripiprazole with prior therapy control,
adjunctive therapy with prior therapy control and switch to other
antipsychotic medications as active control. The incidence and
95% CI were calculated for PRAEs within 28 days after starting
aripiprazole therapy. The Medical Dictionary for Regulatory Ac-
tivities (MeDRA) search terms related to positive symptoms were
used to define PRAEs.

Results: In one study (Study 215) (1), cross-titration over 30 days
was associated with a low incidence of PRAE:s in the first 28 days
of treatment: 6.9% (n=102, 95% CI: 2.8, 13.6). Higher rates were
seen after abrupt 12.6% (n=103, 95% CI: 6.9, 20.6) and tapered
titrations 18.3% (n=104, 95% CI: 11.4, 27.1). Another study
(Study 169) showed comparably low rates of PRAEs for cross
titrations 2% (n=200, 95% CI: 0.5, 5) and tapered titrations 1.5%
(n=199, 95% CI: 0.3, 4.3). Similar rates of PRAEs were observed
in three studies where patients remained on stable doses of prior
antipsychotic therapy (Studies 122, 170 and 397). Rates of PRAEs
in the two adjunctive aripiprazole studies were similar to rates in
patients who remained on stable doses of prior therapy. Switch
studies (087, 100, 152 and 034) with active control showed abrupt
switches, resulting in somewhat higher rates of PRAEs.
Conclusion: Patients maintained on stable doses of antipsy-
chotic therapy experience exacerbation of psychosis (2). Patients
switched to aripiprazole do not more commonly experience
exacerbation of psychosis, especially when using cross-titration
methodology.
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TREATMENT EFFECTIVENESS IN

SCHIZOPHRENIA & SCHIZOAFFECTIVE DISORDERS:
PRELIMINARY VALIDATION OF THE PATIENT
ASSESSMENT QUESTIONNAIRE (PAQ)

Lisa Cohen Ph.D., Ramin Mojtabai, M.D., Ph.D., Patricia Corey-Lisle,
Ph.D., Edward Ip, Ph.D.,Sophia Haeri, B.A.,Sally Shumaker, Ph.D.

EDUCATIONAL OBJECTIVES:

By the conclusion of this presentation, participants will be able
to distinguish between medication efficacy and effectiveness, and
understand the preliminary psychometric properties of the Patient
Assessment Questionnaire (PAQ).

SUMMARY:

Objectives: Recent multi-site comparative trials of antipsychotic
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therapy effectiveness have failed to demonstrate meaningful
differences in effectiveness between these treatments second-
generation antipsychotic therapy as compared to older first-
generation agents (1, 2). Understanding benefit of these therapies
may be enhanced by assessing the patient’s perspective of both the
efficacy and tolerability of treatment in real-world use. The PAQ
was developed to assess the subjective impact of treatment.
Methods: The PAQ was developed using accepted methods for
new patient-reported outcomes, included review of literature,
patient focus groups and expert panel review. The proposed PAQ
items were tested using an Automated Computer Assisted Survey
Instrument (ACASI) on psychiatric outpatients.

Results: Preliminary data gathered from 111 psychiatric outpa-
tients (68 male, 43 female; Age range 24-69, Mean Age=45.5;
Ethnicity: 37% African-American, 26% Latino, 23% Caucasian,
4% Asian, 10% Other) showed good internal reliability for the
scale as a whole (initial Cronbach’s alpha: .92). Initial factor
analysis suggested two factors. Items were then examined indi-
vidually, and 11 items that showed ceiling effects and/or factor
loadings on either factor of <.4 were discarded (no items showed
floor effects). Exploratory Factor Analysis (Varimax Rotation)
was re-run, and two factors again emerged: Factor 1 (Eigenvalue
13.7, accounted for 30% of variance) is a nonspecific depression
factor which may reflect general health-related quality of life.
Factor 2 (Eigenvalue 3.1, accounted for 7% of variance) appears to
capture information related to psychosis and side effects, and may
reflect more illness-specific symptoms.

Conclusions The PAQ may prove to be a useful tool for assess-
ing health-related quality of life and illness-specific symptoms

in schizophrenia spectrum patients. Commercial Support was
provided by Bristol-Meyers Squibb.
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EARLY RESPONSE PREDICTS FUTURE TREATMENT
SUCCESS DURING ARIPIPRAZOLE TREATMENT OF
ADOLESCENTS WITH SCHIZOPHRENIA

Christoph Correll M.D., Robert D. McQuade, PhD, William H. Carson,

MD, Margaretta Nyilas, MD, Robert A. Forbes, PhD, Taro Iwamoto, PhD,
Ray Mankoski, MD, PhD, Suja J. Mathew, Andrei Pikalov, MD, PhD

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
understand the predictive value of early response during aripipra-
zole treatment of adolescents with schizophrenia.

SUMMARY:

Purpose: To evaluate the predictive value of early response/early
remission in adolescents with schizophrenia treated with aripipra-
zole (ARI) in a randomized, placebo-controlled trial.

Methods: Post-hoc analysis of data from a 6-week, randomized,
double-blind, placebo-controlled trial of ARI (10 or 30 mg/day) in
adolescents (13 -17 years) with schizophrenia. Early Improvement
(EI) defined as =20% reduction from baseline in PANSS (Posi-
tive and Negative Syndrome Scale™) Total score as calculated

at Week 2. Response defined as =20% reduction in PANSS Total
at endpoint (Week 6, LOCF). Remission defined as <3 (mild or
less) on 8 PANSS items at Week 6 (LOCF): delusions, conceptual
disorganization, hallucinatory behaviour, unusual thought content,
mannerisms/posturing, blunted affect, social withdrawal, lack of
spontaneity/flow of conversation. Sensitivity, specificity, positive
predictive value (PPV), and negative predictive value (NPV) were

calculated, as was percent by week of PANSS Total reduction in
all patients on ARI and on placebo.

Results: 294 patients were included in the analysis (ARI n=196;
placebo n=98). For ARI patients, in predicting Response, EI

at Week 2 demonstrated: sensitivity=48%, specificity=98%,
PPV=98%, NPV=41%. For Remission, EI at Week 2
demonstrated: sensitivity=49%, specificity=89%, PPV=88%,
NPV=52%. Corresponding placebo values (Response, Remis-
sion): sensitivity=30%, 32%; specificity= 85%, 82%; PPV=71%,
52%; NPV=49%, 67%. For ARI patients, nearly 50% of the
PANNS Total reduction was achieved by Week 2; up to 75% by
week 3; a similar pattern was observed with placebo.
Conclusions: This is the first confirmation that, like in adults, the
majority of response occurs early in adolescents with
schizophrenia. Moreover, those who respond or remit early are
likely to maintain that status at 6 weeks. Further analysis is
warranted to better characterize patients with later onset response
or remission.Support: Otsuka America Pharmaceutical, Inc.
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CLINICAL AND FUNCTIONAL OUTCOMES IN
SCHIZOPHRENIA AFTER INITIATION OF RISPERI-
DONE LONG-ACTING THERAPY: RESULTS FROM US,
SPAIN, AUSTRALIA AND BELGIUM

Concetta Crivera, Pharm.D., M.P.H., Chris M. Kozma, Ph.D., An Jacobs,
Riad G. Dirani, Ph.D., Kasem S. Akhras, Pharm.D., Lian Mao, Ph.D.,
Stephen C. Rodriguez, M.S., Wayne Macfadden, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
study clinical and functioning outcomes in patients with
schizophrenia after initiation of risperidone long-acting therapy
(RLAT) in four countries.

SUMMARY:

Introduction: Two 2-year prospective studies were conducted in
patients with schizophrenia who were initiated on risperidone
long-acting therapy (RLAT) by their health care providers. This
analysis describes clinical and functioning outcomes in patients
from the US who participated in the Schizophrenia Outcomes
Utilization Relapse and Clinical Evaluation (SOURCE) study and
from the multinational electronic Schizophrenia Treatment
Adherence Registry (eSTAR) for Spain, Belgium and Australia.
Methods: Data were collected at baseline and at 3-month intervals
up to 24 months for clinical effectiveness outcomes with the
Clinical Global Impression of Illness Severity (CGI-S) and for
patient functioning outcomes with the Global Assessment of
Functioning (GAF). Patient characteristics and clinical and
functional outcomes were evaluated by country. Paired t tests were
used to test if post-baseline values were significantly different
from the baseline value.

Results: The numbers of patients enrolled in each country were
532 (US), 1345 (Spain), 784 (Australia), and 408 (Belgium).
Baseline CGI-S scores ranged from 4.4 to 4.6 and baseline GAF
scores ranged from 42.9 to 47.3, indicating that patients were
moderately to markedly ill with moderate-to-severe impairment
of function. Significant improvement in both measures compared
with baseline were observed within each country (P<0.001 at

all post-baseline visits). Patients completing the 2-year studies
showed approximately a 1-point reduction in CGI-S and approxi-
mately 15 points of improvement in GAF.
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Conclusion: Significant improvements in clinical and functional
outcomes in patients with schizophrenia over 24 months after the
initiation of RLAT were seen across countries in these 2-year,
prospective, observational studies. Supported by Ortho-McNeil
Janssen Scientific Affairs, LLC
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INITIATION OF RISPERIDONE LONG-ACTING
THERAPY IN PATIENTS WITH SCHIZOPHRENIA IN
THE VA: EFFECTS OF COMORBID CONDITIONS ON
HEALTH CARE UTILIZATION

Concetta Crivera Pharm.D., Xinhua S. Ren, Ph.D. M.P.H.,Mirko Sikirica,
Pharm.D.,Wayne Macfadden, M.D.,Riad Dirani, Ph.D.,Shirley Qian, M.S.,
Lewis E. Kazis, Sc.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
understand the effects of risperidone long-acting therapy (RLAT)
on health care utilization in patients with schizophrenia with vary-
ing numbers of comorbid medical and psychiatric conditions.

SUMMARY:

Objective: To assess health care utilization following initiation of
RLAT in schizophrenia patients with comorbid conditions in the
Veterans Health Administration (VA).

Methods: The study identified all VA patients with schizophrenia
who initiated RLAT between 10/1/2005 and 9/30/2006 and had

at least four (total) injections. Paired t tests for means/propor-
tions were used within each comorbidiity frequency category to
compare changes in health services use between 12 months prior
to and 12 months post initiation of RLAT.

Results: Among 924 patients who met the study criteria, 10.3%
(N=95) had zero, 28.9% (N=267) had 1-2, 29.1% (N=269) had
3-4, and 31.7% (N=293) had 5 or more comorbid medical and/or
psychiatric conditions. The mean injection interval between RLAT
treatments was 14 days across all comorbid frequency categories.
Between the pre- and post-RLAT initiation periods, the mean
number of psychiatric hospitalizations and length of stay decreased
across all patients and within each comorbid frequency category
whereas the mean number of psychiatric-related outpatient visits
increased. These differences were statistically significant in pa-
tients with 3-4 or 5+ comorbid conditions.

Conclusion: Patients with schizophrenia in the VA system with
varying numbers of comorbid conditions had a decrease in number
and length of psychiatric hospitalizations, and an increase in
psychiatric-related outpatient visits after the initiation of RLAT.
Supported by funding from Ortho-McNeil Janssen Scientific
Affairs, LLC and Center for the Assessment of Pharmaceutical
Practices, Boston University School of Public Health, Center for
Health Quality, Outcomes, and Economic Research, Veterans
Health Administration was the research entity.
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EFFECT OF NICOTINE REPLACEMENT ON
AGITATION AND AGGRESSION IN SMOKERS WITH
SCHIZOPHRENIA: A DOUBLE BLIND, RANDOMIZED
PLACEBO CONTROLLED PILOT STUDY

Cristian Damsa, M. D., Coralie Lazignac, M.D., Eric Adam, MSc., Salva-
tore Virgillito MSc., Michael H. Allen, M. D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
describe the potential benefits of nicotine replacement for alleviat-
ing agitation in smokers with schizophrenia confined in nonsmok-
ing environments.

SUMMARY:

Background: Despite high rates of tobacco use among patients
with schizophrenia, little is known about their reaction to nicotine
withdrawal, especially during emergency care. Studies suggest that
smoking bans may increase aggressive behaviors and that nicotine
replacement may help alleviate this. This study was designed to
test if nicotine reduces agitation and aggression in a susceptible
population of smokers with schizophrenia.

Methods: The study population consisted of patients admitted to

a Psychiatric Emergency Unit with a diagnosis of schizophrenia
(DSM 1V). The hospital is “smoke free” so nicotine abstinence
was routine and monitored by staff. Patients were assessed with
the PANSS-Excited Component (PEC), Agitated Behavior Scale,
Overt Aggression Scale and the Fagerstrom Test for Nicotine
Dependence. Subjects with a score less than 14 on the PEC, or

a Fagerstrom Test score less than 6 were excluded. The subjects
were randomized into nicotine replacement and placebo groups.
The nicotine group received a 21 mg/day transdermal patch. Sub-
jects were reassessed at 4 hours and 24 hours after placement of
the nicotine or placebo patch.

Results: Placebo and nicotine groups did not differ significantly in
age, sex, nicotine dependence and initial agitation levels (Student
t-test). Patients receiving nicotine had significantly lower levels of
agitation according to the PEC (p=0.00052) after 4 hours of treat-
ment than those receiving placebo. This difference persisted after
24 hours of observation (p=0.03015).

Discussion: This study suggests that, although patients may have
no intention to quit smoking and may not request nicotine replace-
ment, nicotine reduces agitation in smokers with schizophrenia.
Larger studies should determine the prevalence and contribution
of nicotine withdrawal in these settings and confirm the benefits
of nicotine replacement. It is possible that treatment for nicotine
withdrawal may help avoid physical and chemical restraint in
some cases.
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NR1-020

DOSE SELECTION OF ASENAPINE: APPLICATION OF
MATHEMATICAL MODELS BASED ON D2 RECEPTOR
OCCUPANCY

Rik DeGreef, Alan Maloney, Per Olsson-Gisleskog, Klaas Prins, Joep
Schoemaker, John Panagides

EDUCATIONAL OBJECTIVES:
At the conclusion of this session, the participant should be able to:

Describe the development of mathematical models across a series
of antipsychotics that describe the relationships between pharma-



cokinetics, D2 receptor occupancy and efficacy or the occurrence
of extrapyramidal symptoms.

Describe how these models were used to predict an effective

and well-tolerated dosing regimen for asenapine in patients with
schizophrenia.

SUMMARY:

Objective: Asenapine is being developed for schizophrenia and
bipolar disorder. We report on the development and application of
mathematical models, based on dopamine D2 receptor occupancy,
that were employed in dose selection for Phase III studies of
asenapine in schizophrenia.

Methods: Clinical data for antipsychotic drugs were collected from
public sources; in-house data were used for asenapine. D2
occupancy data originated from published positron emission
tomography (PET) studies that included blood sampling for
pharmacokinetics. Clinical efficacy data (group mean change in
Positive and Negative Syndrome Scale [PANSS] total score) were
taken from placebo-controlled trials (4-8 weeks); when evaluating
extrapyramidal symptoms (EPS), measured using the Simpson-
Angus Scale (SAS), additional non—placebo-controlled trials were
included. A generally applicable model connecting antipsychotic
dose, pharmacokinetics, D2 occupancy, PANSS response, and SAS
response was developed and used to simulate the effects of
asenapine at doses of 5-20 mg BID.

Results: Initial simulations indicated that clinically relevant
decreases in PANSS total score (>/=8 points vs placebo) occurred
with asenapine dosages of 5 mg BID and higher. This prediction
was confirmed in clinical trials, demonstrating significant efficacy
vs placebo with 5 mg BID, but not at lower doses. The final model
simulations, updated with the newly obtained data on asenap-

ine, indicated that 5-10 mg BID would result in a mean PANSS
decrease vs placebo of 810 points and a mean SAS response vs
placebo of <0.2 points.

Conclusion: The results from simulations using this model frame-
work based on D2 occupancy indicate that asenapine 5-10 mg
BID provides antipsychotic efficacy with limited risk of EPS. This
dose range has been tested in Phase 111 clinical trials in which the
safety and efficacy of asenapine in schizophrenia was established.
This research was supported by Schering-Plough.
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VALIDATION OF A LONG-TERM SURVEILLANCE
TOOL FOR USE BY PSYCHIATRIC NURSES
EVALUATING PATIENTS SUFFERING FROM A
PSYCHOSIS, PARTICULARLY SCHIZOPHRENIA

Antonio Delgado, Yves Lecrubier
EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
recognize that — since relapses in schizophrenic patients should be
detected as early as possible - the nurse/patient relationship
established during regular contacts for long-acting injectable
treatment may play a crucial role in detecting relapses, and the 4D
Questionnaire seems to be a relevant tool to detect prodromes of
relapses and forewarn the psychiatrist.

SUMMARY:

Introduction: The main reasons for relapses in schizophrenia are
well known. Nevertheless, despite of the use of injectable
antipsychotics, relapses occur and should be detected ideally as
early as possible. The regular contacts between patient and care
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team for injectable treatments facilitate the long-term surveillance
and the detection of prodromes of relapse.

Objective: The objective of this study was to validate a
standardized questionnaire for the long-term surveillance of
psychotic patients for use by nurses, as well as to measure its
agreement with the clinical evaluation by psychiatrists.

Results: This was an open, non-comparative 12-week study in 902
patients. The inclusion criteria were diagnosis of schizophrenia,
follow-up at least 6 months, stable for at least 4 weeks, and treated
with risperidone long-acting injectable (RLAI).

Assessment of the patients was carried out by nurses
(Questionnaire 4D: Delusions, Disorganization, Deficit,
Depression) and by psychiatrists (BPRS, CGI-Severity and —
Improvement) at baseline, 6 and 12 weeks. The medical ratings
were: no change, insignificant change, prodrome of relapse or
relapse. The nurse-rated items were: psychiatrist consultation not
necessary, optional, justified or required.Overall agreement in

the ratings of the necessity for a consultation (not always related
to a relapse) for the 3 evaluations was 28%. However, nurse and
psychiatrist agreement was 72.9% regarding Improvement of
Clinical Global Impression. The diagnosis of relapse expressed by
the physicians corresponded to the observations of the nurses with
a sensitivity of 60% and a specificity of 86%.

Conclusion: The nurse/patient relationship established during
regular contacts for long-acting injectable treatment may play a
crucial role in detecting relapses. The 4D Questionnaire seems to
be a relevant early warning tool for psychiatrists to spot
prodromes.Supported by Janssen Cilag France

REFERENCES:
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signs. Advan Psychiatr Treat 2000, 6: 93-101

2) Fitzgerald PB: The role of early warning symptoms in the detection
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IMPAIRMENT IN VERBAL FLUENCY IN
SCHIZOPHRENIA: A PREFRONTAL DEFICIT?

Ofelia Delgado Ph.D., Antonieta Nieto, Ph.D., Dr. José Barroso, Ph.D.,
Daniel Ferreira, Ph.D., Josefa Ramos, Ph.D., Mercedes de la Varga, M.D.,
Fernandez, Silvia, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
recognize the diversity of verbal fluency tasks and their potential
use for neuropsychological assessment in schizophrenia. In
addition, participants should be able to estimate the impairment on
phonetic and semantic fluency and its association with the
schizophrenic symptoms.

SUMMARY:

Introduction: Prefrontal functions have been reported to be
impaired in patients with schizophrenia. Verbal fluency tasks are
amongst the most widely used for prefrontal dysfunction
assessment. Performance on verbal fluency has been found to be
diminished in schizophrenia, but the interpretation of this
alteration is still controversial. Recent functional imaging

studies suggest that semantic and phonemic fluency are related to
relatively different neural system with phonemic fluency (PF)
specially linked to prefrontal system and semantic fluency (SF)
more dependent of temporal regions. We studied whether patients
with schizophrenia show a differential impairment on fluency tasks
and the association of performance with clinical symptoms.
Methods: 25 patients diagnosed with schizophrenia (CIE-10/
OMS), age range 26-55, were assessed with Phonemic (FAS) and
Semantic (animals) fluency tasks. MMSE was used to examine
general cognitive state. Positive and Negative Syndrome Scale
(PANSS) was used for symptoms evaluation.
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Results: 32% of patients show a poor performance on PF, whereas
SF is altered in 80% of patients. Performance is not related with
MMSE scores. We found a negative correlation between PF
performance and the severity of “emotional withdrawal”, “poor
rapport”, “lack of spontaneity”” and a positive correlation with
“unusual thought content”. SF correlates negatively with
“conceptual disorganization” and “difficulty in abstract thinking”.
Both fluency tasks correlate negatively with “lack of judgment and
insight”.

Conclusions: Impairment in verbal fluency in schizophrenic pa-
tients is not a homogeneous deficit: Semantic fluency is dispro-
portionately affected. Phonemic Fluency performance is mainly
associated with negative symptoms whereas Semantic Fluency is
related to disorganization. Our results suggest that verbal fluency
impairment in schizophrenia may not only reflect a prefrontal
deficit but, specially, a temporal lobe deficit.

REFERENCES:
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COMPARISON OF OLANZAPINE LONG-
ACTING INJECTION SWITCHING METHODS:
AN 8-MONTH ANALYSIS OF PATIENTS WITH
SCHIZOPHRENIA AT RISK OF RELAPSE

Holland Detke Ph.D., Fangyi Zhao, Ph.D., Scott W. Andersen, M.S.,Susan
B. Watson, Ph.D., David P. McDonnell, M.B., M.R.C.Psych.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to describe any differences in efficacy or safety/tolerability
parameters for patients who are switched directly to olanzapine
LAI versus those who simultaneously tapered off their previous
medication.

SUMMARY:

OBJECTIVE: To compare the safety and efficacy of direct switch
versus taper of previous antipsychotic medication when changing
to olanzapine long-acting injection (LAI). Analyses were based

on 8-month data from an ongoing 2-year open-label study of olan-
zapine LAl in adults with schizophrenia. METHODS: Outpatients
considered at risk for relapse (N=264) received olanzapine LAI
every 4 weeks with a starting dose of 405 mg and flexible dosing
thereafter. Investigators, at their discretion, could either directly
switch patients or taper their previous antipsychotic medication
during the first 2 weeks of treatment.

RESULTS: At time of study entry, 62 patients were receiving typi-
cal antipsychotics, 188 were receiving atypical antipsychotics (76
receiving oral olanzapine), and 34 were not receiving any antipsy-
chotic; a total of 16 were on injectable antipsychotic medication.
Some patients were taking more than one antipsychotic at baseline.
Of 264 total patients, 150 (56.8%) were switched directly and

the rest were tapered. The 2 groups did not significantly differ in
discontinuation rate (direct: 29.3%, taper: 28.9%, p~1.0) and there
was no significant difference between the groups on PANSS total
score mean change at any visit up to 8 months (direct: -1.5, taper:
-3.4, p=.785, from a mean baseline of 56.7 [SD=9.8]).
Treatment-emergent adverse events in >=5% of patients were:
increased weight (10.2%), insomnia (8.3%), anxiety (6.8%),
somnolence (6.8%), and increased appetite (5.7%). The switch
groups did not significantly differ in mean weight change (p=.419),
with an average weight gain of 2.0 kg, nor did they significantly
differ in terms of laboratory analytes or other safety parameters.
CONCLUSIONS: Based on this 8-month analysis of efficacy and
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tolerability/safety data, there did not appear to be clinically
significant differences for those who were directly switched to
olanzapine LAI versus those who were tapered.
Research supported by Eli Lilly and Company.
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NR1-024

ASENAPINE PHARMACOKINETICS: INFLUENCE OF
CYTOCHROME P450 MODULATORS AND UDP-
GLUCURONYLTRANSFERASE INHIBITION

Peter Dogterom, Ellen Hulskotte, Mireille Gerrits,Cees Timmer, Ad Sitsen,
Rik de Greef, Edwin Spaans, Pierre Peeters

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to:
Describe the effects of interaction with cytochrome P450
modulators and a UDP-glucuronyltransferase inhibitor on the
pharmacokinetics of asenapine.Discuss the clinical consequences
of pharmacokinetic interactions between asenapine and various
drugs commonly used in psychiatry.

SUMMARY:

Introduction: Asenapine is a novel psychopharmacologic agent in
development for the treatment of bipolar disorder and
schizophrenia. We assessed the pharmacokinetic interactions
between asenapine and several commonly used drugs that are
substrates, inhibitors, or inducers of CYP450 isoenzymes, and one
UDP-glucuronyltransferase (UGT) inhibitor.

Methods: In separate studies, healthy volunteers took single sub-
lingual doses of asenapine 5 mg before and at steady-state expo-
sure to cimetidine (a nonspecific CYP450 inhibitor), fluvoxamine
(CYP1A2 inhibitor), paroxetine (CYP2D6 inhibitor and substrate),
carbamazepine (CYP3A4 inducer), or valproate (UGT inhibitor).
In another study, single sublingual doses of asenapine 5 mg and
single oral doses of the CYP2D6 substrate imipramine 75 mg
were given separately and simultaneously. Exposure to asenapine,
paroxetine, and imipramine and its metabolite desipramide was
assessed.

Results: Asenapine exposure was minimally affected by
interactions with standard CYP450 modulators (Table); the
greatest increase (29%) was due to CYP1A2 inhibition with
fluvoxamine. UGT inhibition by valproate did not affect asenapine
pharmacokinetics. Regarding CYP2D6 involvement, asenapine
coadministration approximately doubled single-dose paroxetine
concentrations but did not alter exposure to imipramine or
desipramine.

Effects of Pharmacokinetic Interactions on Asenapine Exposure
Asenapine

Cmax AUCO—inf

Modulator

Cimetidine -13% 1%
Fluvoxamine 13% 29%
Paroxetine —-13% -9%
Carbamazepine —-16%  —16%
Imipramine 17% 10%
Valproate 2% -1%

Conclusions: Except for coadministration with fluvoxamine, for
which a decrease in asenapine dose may be considered, no dose
adjustment of asenapine is routinely needed when coadministered
with the agents tested. Some caution is advised when coadminis-
tering asenapine with drugs that are predominantly metabolized by
CYP2D6. Research supported by Schering-Plough.
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NR1-025

IMPACT OF MARIJUANA USE ON SYMPTOM
SEVERITY AND OUTCOME IN FIRST EPISODE
PSYCHOSIS

Kia Faridi M.D., Ashok K. Malla, M.B.B.S., FRCPC(C)

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
identify the frequency of marijuana use among patients with a first
episode of psychosis and describe the impact of baseline use and
persistant use on psychotic symptoms.

SUMMARY:

Marijuana use is a frequent co-morbidity among people with a first
episode of psychosis (FEP), and some reports have shown more
severe symptoms or worse outcome among marijuana-using FEP
patients. The objective of this study was to examine the impact

of marijuana use at baseline on the severity of psychotic symp-
toms and outcome over the first year of treatment, and to examine
whether symptom severity differed between those patients who
continued to use marijuana and those who ceased using over the
course of treatment. The study was conducted at PEPP-Montreal,
a specialized integrated treatment service for all incident FEP
cases within a defined area. Subjects were 192 consecutive admis-
sions, age 14 to 30, suffering from at least one week of psychotic
symptoms meeting DSM-IV criteria and with no past antipsychotic
treatment. Diagnoses, including co-morbid substance use disor-
ders, were determined using the SCID-1V administered shortly
after admission and again at one year. Symptoms were evaluated at
Baseline and Months 3, 6, 9, and 12 by the Positive and Negative
Symptom Scale (PANSS), and PANSS scores were analyzed by
repeated measures ANOVA. 62 subjects (33.3%) had a current
cannabis use disorder at baseline. There was no difference in
positive, negative, or general symptom severity over the first 12
months of treatment between users and non-users. Likewise, there
was no difference in time to remission nor in likelihood of relapse
in 12 months, but there was a trend towards THC users suffering
from more continuous illness compared with non-users (60.8%

vs 44.6%, chi=3.57, p=0.059). 20 of 48 marijuana users (41.7%)
ceased consumption during the first year in treatment. These
subjects did not differ in symptom severity, time to remission, or
relapse compared to persistent marijuana users over the first 12
months.
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THE COMPARATIVE EFFICACY OF ILOPERIDONE
AND HALOPERIDOL ACROSS FOUR SHORT-TERM
CONTROLLED TRIALS

John Feeney M.D., Curt Wolfgang, Ph.D., Mihael Polymeropoulos, M.D.,
Paolo Baroldi, M.D., Ph.D., Jennifer Hamilton, M.S.

EDUCATIONAL OBJECTIVES:
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At the conclusion of this session, the participant should be able
to: 1)Recognize the elements of trial design that make estimating
effect size and relative effect size difficult;

2)Recognize that the differences in dropout rates between short-
term placebo-controlled trials (PCTs) and active-control trials
(ACTs), previously reported in the literature, will contribute to
these difficulties; and 3)Become familiar with the data bearing on
the comparative efficacy of iloperidone and haloperidol.

SUMMARY:

Objective: The performance of iloperidone, a new atypical anti-
psychotic, relative to haloperidol in the treatment of schizophrenia
was examined across 4 short-term controlled trials.

Methods: Placebo-controlled trials (PCTs) conducted to support
registration often include a positive control as an internal measure
of assay sensitivity. In a 6-week PCT conducted with iloperidone,
haloperidol served as the positive control. Because the validity
and reliability of active comparisons in PCTs has been questioned,
other sources of comparative data were also examined. Three ac-
tive-controlled trials (ACTs) were conducted comparing iloperi-
done and haloperidol. While data from these trials were intended
to be pooled and formally compared to show non-inferiority with
long-term treatment, the short-term (6 week) data from these 3
trials provide another source of information bearing on the relative
short-term efficacy.

Results: In the PCT, the change from baseline on the PANSS-T dif-
fered by 4 points between the iloperidone group and the haloperi-
dol group (intent-to-treat, last-observation-carried-forward (LOCF)
analysis). In all 3 ACTs, the effect sizes were numerically similar
for iloperidone (mean dose 12 mg/day) and haloperidol (mean
dose 12 mg/day), with differences of 0.4, 0.7, and 1.7 points. The
dropout rate in the PCT (63%) was twice that observed in each of
the 3 ACTs (14-29%). This difference in retention rates between
short-term PCTs and ACTs in schizophrenia/schizoaffective pa-
tients has been previously observed. Conclusions: Because higher
dropout rates force more assumptions about missing data in LOCF
analyses, lower dropout rates in the ACTs may allow for a more
valid and reliable comparison between drugs. In these perhaps
more reproducible and clinically meaningful comparisons, similar
effect sizes were observed for iloperidone 12 mg/day and haloperi-
dol 12 mg/day in the treatment of the symptoms of schizophrenia.
Vanda Pharmaceuticals sponsored this analysis.
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OPTIMIZATION OF DOSING STRATEGY FOR
PALIPERIDONE PALMITATE IN SCHIZOPHRENIA:
RESULTS OF DOUBLE-BLIND STUDIES AND
POPULATION PHARMACOKINETIC SIMULATIONS
W. Wolfgang Fleischhacker M.D., Srihari Gopal, M.D., M.H.S., Mahesh
N. Samtani, Ph.D., Jorge A. Quiroz, M.D., Gahan Pandina, Ph.D., An

Vermeulen, Ph.D., Virginie Herben, Ph.D., Cristiana Gassmann-Mayer,
Ph.D., Pilar Lim, Ph.D., Vivek Kusumakar, M.D., Joseph Palumbo, M.D.

EDUCATIONAL OBJECTIVES:

The reader will learn that paliperidone palmitate (PP), a new
investigational long-acting psychotropic, is initiated with a deltoid
150mg eq. dose delivered intramuscularly (IM). When adminis-
tered with a needle length optimized to assure IM delivery, PP will
rapidly achieve plasma levels within its therapeutic range. Sub-
sequent once-monthly IM dosing (deltoid or gluteal) maintains a
clinically and statistically significant response across the full range
of tested doses (25-150mg eq).
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SUMMARY:
Aim: Establish an optimized dose-initiation strategy for pali-
peridone palmitate (PP) using schizophrenia clinical studies and
population (pop) PK simulation.

Methods: Trial A (S3wk DB): pts with acute exacerbation of
schizophrenia randomized to (1) flexibly dosed risperidone LAI
(25, 37.5 or 50mg)+oral risperidone supplementation (RLAI+RIS;
placebo [PB] injection Dayl, 25mg RLAI [Day8, 22], followed
by flexibly dosed RLAI injection); or (2) PP arm (initial 50mg eq.
gluteal dose on Days1 and 8, plus oral PB, followed by flexibly
dosed gluteal PP (25, 50, 75 or 100mg eq.) every 4wks, and PB
IM every other 2wks to correspond to matched RLAI dosing.

Pop PK: a nonlinear mixed-effects model using pooled data was
developed and simulations conducted. Trial B (13wk DB): pts with
acute exacerbation of schizophrenia randomized to (1) PP25, 100
or 150mg eq. intramuscular (IM; Dayl PP150mg eq. IM deltoid
muscle, then fixed IM dose of PP in deltoid or gluteal from Day8
and then every 4wks); or (2) PB IM on Dayl onwards.

Results: Trial A (n=570): PP50 gluteal injection resulted in

lower plasma levels in 8-day initiation vs active moiety conc

for RLAIHRIS. PP+PB and RLAI+RIS improved mean change
PANSS score, but RLAI+RIS vs PP+PB noninferiority was not
met (by 0.84 points; primary endpoint). Rates of AEs were similar
for both groups. Pop PK: deltoid injection with higher dose of PP
(150mg eq.) on Day1 and optimized needle length resulted in fast-
er initial release. Trial B (ITT=636): differences observed in mean
change+SD PANSS score, PP25=8+19.9; PP100=—12+17.6;
PP150=-13+18.5 vs PB=-3+19.3 (p<0.04), thus validating PK
modeling. Safety was similar to earlier studies.

Discussion: Initiated as 150mg eq. IM deltoid injection, with
optimized needle length, PP rapidly achieved plasma conc associ-
ated with effective symptom control. Subsequent monthly dosing
(deltoid or gluteal) maintained clinically and statistically effective
response across 25-150mg eq. Funded by J&J PRD.
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THOUGHT DISORDER — A NEW PERSPECTIVE
Cherrie Galletly Ph.D., Jonathan Crichton, B.A, M.A., Ph.D.

EDUCATIONAL OBJECTIVES:

The established literature tends to regard thought disordered per-
sons as incapable of meaningful communication. This poster offers
a new perspective on thought disorder. After reading this poster,
the participant will be aware of the interactional achievements of
many people with thought disorder. The participant will also have
an appreciation of the skills utilised by psychiatrists when they talk
with people with thought disorder.

SUMMARY:

This paper examines the discursive construction of people with
thought disorder — a common symptom in psychotic illnesses such
as schizophrenia. The paper draws on an ongoing interdisciplinary
collaboration between an applied linguist and a psychiatrist which
explores the language used by people with severe thought disorder
in interactions with their psychiatrists.

The research and clinical literature on thought disorder constructs
the thought disordered person as incapable of meaningful social
interaction. This is a model that views thought disorder exclu-
sively as a brain dysfunction which is evidenced by dysfunctions
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in speech (Docherty 2005, McKenna & Oh 2005). We argue that
this model draws attention away from 1) what thought disordered
people can actually accomplish in interaction, and 2) how thought
disordered people and their psychiatrists routinely communicate
on matters consequential for treatment.

The study seeks to address this “discourse of deficit” by investi-
gating the interactional accomplishments of thought disordered
people in clinical interviews. Informed by the work of Goffman
and Grice, the paper explores and takes issue with the deficit con-
struction using examples of analysed data.
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CONVICTION AND DOUBT IN DELUSIONS
Icelini Garcia-Sosa M.D., Michael Garrett, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
1)Recognize approaches to assess conviction and doubt in patients
with delusions, 2)Identify possible areas of treatment interventions
3)Discuss the implications of doubt and conviction in multiple
dimensions of psychosis.

SUMMARY:

Delusions have traditionally been regarded as fixed, false be-
liefs, held with absolute conviction and not amenable to reason.
However, research has shown that delusions are multidimensional,
varying independently in measures of conviction, preoccupation,
distress and relation to action. The objective of this study is to fur-
ther understand conviction and doubt in the presence of delusions,
and to elucidate the main reasons why patients doubt them. It was
hypothesized that some degree of doubt is held in delusional belief
and its formation, it is elicited with some ease using this specific
approach and that doubt may be correlated with other dimensions
of psychosis.

Method: A cross-sectional investigation was conducted on 25
individuals with delusions. A detailed assessment using an open
interview and standardized instruments to measure conviction and
doubt as well as psychotic illness severity.

Results: Most patients (23/25) had Reasons for Doubt (RFD). The
degree of conviction was evenly distributed in 3 groups, abso-
lute, high and medium-low conviction. The most common RFD
was a family member, significant other or doctor kindling doubt.
Less doubt has a trend to correlate with higher scores in negative
symptoms.

Conclusions: Individuals with delusions commonly experience
some pre-existing doubt or continue to doubt them. There are
implications for cognitive interventions for psychosis.
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SWITCHING FROM RISPERIDONE TO PALIPERIDONE
ER IN STABLE BUT SYMPTOMATIC OUTPATIENTS
WITH SCHIZOPHRENIA - INTERIM ANALYSIS

Wagner Gattaz M.D., Marcio Versiani, Ph.D., Rodrigo A. Bressan, Ph.D.,
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Sandra Ruschel, Ph.D., Mario Louza, Ph.D., Elaine Henna, M.D., Acioly
L. T. Lacerda, Ph.D., Fabio Rocha, Ph.D., Irismar R. Oliveira, Ph.D.,
Ernindo Sacomani, Ph.D., Hamilton M. Grabowski, Ph.D., Hélio Elkis,
Ph.D., Jodo A. Campos, M.D., Jodo Quevedo, Ph.D., André Brasil, Ph.D.,
José C.B. Appolinario, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
identify the results of the switching from risperidone to
paliperidone ER.

SUMMARY:

Objectives: To explore the effectiveness of flexible doses of
paliperidone ER in subjects with schizophrenia who presented an
insufficient response to a previous treatment with risperidone, as
measured by the Positive and Negative Syndrome Scale (PANSS)
scores.

Methods: This is a 2-month interim analysis of a non-randomized,
multicenter, single arm, open label study. Subjects were directly
switched from their previous risperidone regimen to a paliperidone
ER dose range of 3 to 12 mg/day. Patients were assessed with:
Positive and Negative Syndrome Scale (PANSS), Short Form
36-item Health Survey (SF-36), Pittsburgh Sleep Quality Index
(PSQI), Personal and Social Performance (PSP), Clinical Global
Impression (CGI), Extrapyramidal Symptom Rating Scale (ESRS)
and patient’ satisfaction. Tolerability was also assessed with
adverse events report. In the present analysis efficacy was based
on the PANSS scores.

Results: Forty one patients were included in this interim analy-
sis. The switch occurred immediately for all subjects due to lack
of effectiveness of previous treatment. Statistically significant
improvements at endpoint were seen in PANSS total score (-15.3,
p<0.0001) and in positive, negative and the general psychopathol-
ogy subscales scores. There were a better patient’ satisfaction with
the antipsychotic treatment at 2-month of study when compared
to Visit 1 (p= 0.0065). Gastrointestinal disorders (10.6%), weight
gain (8.5%), and anxiety (10.6%) were the most frequently
reported adverse events.

Conclusions: The switch from risperidone to paliperidone ER in
stable but symptomatic outpatients with schizophrenia was
associated with a significant reduction of the severity of symp-
toms, as observed in PANSS scores, as well as a better patients’
satisfaction to their treatment. Paliperidone ER was also well-
tolerated. This study was supported by Janssen-Cilag Brazil.
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NR1-031

LONG-TERM EFFICACY, SAFETY AND TOLERABILITY
OF PALIPERIDONE PALMITATE IN PATIENTS WITH
SCHIZOPHRENIA

Sri Gopal M.D., Ujjwala Vijapurkar, Ph.D., Pilar Lim, Ph.D., Margarita
Morozova, M.D., Ph.D., Mariélle Eerdekens, M.D., M.B.A.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
describe the efficacy and tolerability of the investigational, inject-
able atypical antipsychotic paliperidone palmitate during long-
term treatment of patients with schizophrenia.

SUMMARY:

Introduction: Efficacy and safety results from a long-term 52-week
open-label (OL) extension study of paliperidone palmitate (PP) are
presented. Methods: Patients who either successfully completed
the randomized placebo-controlled recurrence prevention (RP) part
of the preceding phase (median duration 105 and 171 days in the
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placebo and PP groups, respectively) or who were in the transition/
maintenance phase of the trial when the RP phase was terminated,
but had received more than 1 dose of PP, could enter the OL 52-
week flexible-dose phase.

Results: 388 patients were included in the 52-week OL phase;
mean duration was 303 days and 73% of patients received 12 PP
injections. Mode dose of PP was 100mg for 56%, S0mg for 34%,
75mg for 9% and 25mg for 1% of patients during the OL phase.
During the OL phase, maintenance of previous symptom (PANSS
total score) and functional (Personal and Social Performance scale
score) improvement on PP treatment were observed. Patients
previously treated with PB in the RP phase demonstrated symptom
improvement (—8.44+19.43 change from OL baseline to end point)
and improvement in function (6.0+13.20 change from OL baseline
to end point). During the OL phase, the most frequent (>=5%) AEs
were insomnia (7%) and schizophrenia, nasopharyngitis, headache
and weight increase (6% each). Serious AEs (mainly schizophrenia
related) were reported at 6%. Weight change during the OL was
0.9+4.3kg (total PP group). The low incidence of EPS-related AEs
(comparable with placebo in the RP phase) continued in the OL
phase. Local injection site tolerability was good.

Discussion: Once-monthly (once every 4-wks) PP was effective
and well tolerated with schizophrenia patients demonstrating main-
tenance of symptom improvements during the long term. Funded
by J&J PRD.
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NR1-032

MEDICATION SATISFACTION IN SUBJECTS WITH
SCHIZOPHRENIA TREATED WITH PALIPERIDONE ER
AFTER SUBOPTIMAL RESPONSE TO ORAL
RISPERIDONE

Augusto Grinspan M.D., Carla M. Canuso, M.D., Ursula Merriman, B.S.,
C.V. Damaraju, Ph.D., Larry Alphs, M.D., Ph.D., Amir Kalali, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant will be aware of
changes in medication satisfaction in patients with schizophrenia
when an antipsychotic is changed due to a suboptimal response.

SUMMARY:

Background: Patient satisfaction with medication may be related
to efficacy and long-term adherence in schizophrenia. This study
evaluated medication satisfaction after treatment with paliperidone
ER in subjects with a current suboptimal response to oral risperi-
done.

Methods: A 6-week international study. Inclusion criteria: schizo-
phrenia per DSM-1V, treated with oral risperidone (4 or 6 mg/
day) at least 4 weeks prior to entry, PANSS score >=4 on >=3
items (tension, unusual thought content, delusions, hallucinatory
behavior, excitement, grandiosity or suspiciousness/persecution)
and dissatisfaction with current medication (Treatment Satisfac-
tion Questionnaire for Medication =3). Subjects randomized (1:1)
in a blinded fashion to paliperidone ER 6 mg (optional increase to
12 mg) either immediately (6 weeks total) or delayed (continued
risperidone for 2 weeks followed by paliperidone ER for 4 weeks).
Primary endpoint for the overall group: change in Medication
Satisfaction Questionnaire (MSQ) (1=extremely dissatisfied to
7=extremely satisfied) at week 6 endpoint (LOCF).
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Study ID: CR014347.
Results: For the overall group, mean (SD) MSQ score improved
significantly from 2.7 (0.8) at baseline to 5.1 (1.2) at endpoint
(P<0.001). 82.7% of subjects were satisfied with their medication
at endpoint vs 3.7% at baseline. Mean (SD) PANSS total score
improved from baseline to endpoint (—12.9 [13.1]; P<0.001). At
week 2, a higher percentage of subjects receiving paliperidone ER
(immediate-initiation group) were satisfied with their medication
compared with those still receiving risperidone (delayed-initiation
group) (67.7% vs 45.3%; P=0.002). Most common AEs for overall
group: insomnia (9.1%), constipation (7.6%), headache (7.6%) and
somnolence (6.6%).

Conclusion: Schizophrenia subjects suboptimally responsive to
risperidone reported improved medication satisfaction after 4 or

6 weeks of paliperidone ER. Supported by Ortho-McNeil Janssen
Scientific Affairs, LLC
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EFFICACY OF ILOPERIDONE IS COMPARABLE TO
RISPERIDONE IN A META-ANALYSIS OF A PLACEBO-
AND RISPERIDONE-CONTROLLED CLINICAL TRIAL
FOR SCHIZOPHRENIA

Jennifer Hamilton M.S., Mihael Polymeropoulos, MD, John Feeney, MD,
Paolo Baroldi, MD, PhD and Curt Wolfgang, PhD

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
(1) understand the impact of early drop-outs in relative efficacy
estimates; (2) understand that differences in titration schedules be-
tween two active treatments can lead to bias in efficacy estimates;
and (3) the “length of stay” covariate is a simplistic but valid pat-
tern mixture model approach as an alternative to last observation
carried forward.

SUMMARY:

Objective: In trials to establish the efficacy of antipsychotics,
patients are prone to drop out early if they experience unsatisfac-
tory results in the initial days of the study. Although statisticians
generally acknowledge that results from LOCF are biased, its

use in regulatory settings has persisted for various reasons. As an
alternative to LOCF, we implemented a simplified pattern mixture
model approach to examine the efficacy of iloperidone and risperi-
done in a placebo-controlled Phase 3 study. Methods: The efficacy
of iloperidone at a dose range of 12-24 mg/d was evaluated in a
6-week, double-blind, placebo- and active-controlled (risperidone
6-8 mg/d) trial of acute exacerbation of schizophrenia. Dropout
cohort data was analyzed to determine what effect dropouts had
on efficacy measures. Based on the longer titration period for ilo-
peridone, an analysis was conducted implementing length of stay
into the model and a subgroup analysis using LOCF of patients
that received =14 days of treatment. Results: The length of stay
covariate was significant (p<0.001) and when adjusting for length
of stay, both dose groups of iloperidone, 12-16 mg/d and 20-24
mg/d showed significantly greater improvement than placebo on
the PANSS-T (-12.6; p=0.021 and -15.4; p=0.001, respectively)
and BRPS (-8.1; p=0.0.018 and -9.4; p=0.001, respectively) and
both iloperidone treatments are similar to risperidone on PANSS-T
(-15.6; p=<0.001) and BPRS (-9.6; p=0.001). An LOCF analy-

sis of patients with =14 days of treatment confirms the compa-
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rable efficacy of iloperidone to risperidone, supported from the
overlapping 95% confidence intervals and by the observed cases
data at Week 6. Conclusion: In this Phase 3 schizophrenia trial, a
meta-analysis which adjusts for drug titration differences, showed
that iloperidone was more effective than placebo and comparable
to risperidone for the treatment of acute psychotic exacerbation.
Vanda Pharmaceuticals sponsored this study.
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NR1-034

INSULIN SENSITIVITY IN PATIENTS WITH
SCHIZOPHRENIA OR SCHIZOAFFECTIVE DISORDER
TREATED WITH OLANZAPINE OR RISPERIDONE
Thomas Hardy M.D., Robert R. Henry, M.D., Tammy D. Forrester, M.S.,
Ludmila A. Kryzhanovskaya, M.D., Ph.D.,Susan B. Watson, Ph.D.,David
M. Marks, M.D., Sunder Mudaliar, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
describedescribe changes in insulin sensitivity and other metabolic
parameters in patients with schizophrenia or schizoaffective disor-
der treated for 12 weeks with olanzapine or risperidone.

SUMMARY:

OBJECTIVE: To assess whether treatment with olanzapine (OLZ)
or risperidone (RIS) is associated with changes in insulin sensitiv-
ity (IS) in nondiabetic adults with schizophrenia or schizoaffective
disorder. METHODS: Patients (N=130) were randomly assigned
to OLZ or RIS for 12 weeks of double-blind treatment. IS was
measured by a 2-step, hyperinsulinemic, euglycemic clamp
procedure. Whole body adiposity was measured by DEXA. The
primary endpoint was the within-group change from baseline

in the normalized IS index (Mffm/I) at the low insulin phase of
the clamp, using an ANCOVA model including weight change

as a covariate. RESULTS: 41 OLZ- and 33 RIS-treated patients
completed both baseline and endpoint clamp measurements. Mean
Mifm/I at low insulin phase declined 9.0% (p=.226) in the OLZ
group and 16.9% (p=.030) in the RIS group (between-groups
p=-204). At high insulin phase, Mffm/I declined 10.4% (p=.036)
in the OLZ group and 3.5% (p=.529) in the RIS group (between-
groups p=.809). Results were similar when weight change was
removed from the model. Mean weight change was +3.9 kg for
OLZ (p<.001) and +2.2 kg for RIS (p=.013), b/t groups p=.076.
OLZ (1.73 kg, p=.001) but not RIS patients (1.08 kg, p=.057)
experienced significant increase in fat mass, b/t groups p=.306.

A significant increase in fasting glucose (0.30 mmol/L, p=.007)
was observed in OLZ patients (b/t groups p=.132). HbAlc did

not change significantly in either group, and the change in fasting
glucose observed during OLZ treatment was not correlated with
changes in Mffm/I.

CONCLUSIONS: Small, but statistically significant decrements in
insulin sensitivity were observed with both treatments; however,
neither group demonstrated statistically significant changes at both
insulin doses tested. There were no significant between-group
differences in IS at either insulin dose. The current results do not
suggest a differential, pharmacological effect of OLZ or RIS on
peripheral IS. Research supported by Lilly.
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A DOUBLE-BLIND COMPARISON OF LURASIDONE
AND ZIPRASIDONE ON COGNITIVE FUNCTION

IN OUTPATIENTS WITH SCHIZOPHRENIA OR
SCHIZOAFFECTIVE DISORDER

Philip D. Harvey Ph.D., Masaaki Ogasa,MD, Josephine Cucchiaro,PhD,
Antony Loebel, MD, Richard SE Keefe, PhD

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
understand the measurement of cogntive functioning with
performance and interview based measures.

They should also be able to evaluate the differential usefulness of
performance-based and interview based assessments.

SUMMARY:

The FDA has asked for the use of a co-primary measure to
demonstrate clinical relevance of any detected changes in
cognitive enhancement trials. There are few data available
regarding whether these co-primary measures are sensitive to
treatment-related changes and whether these changes are
comparable to potential improvements in performance-based
measures of cognition.

Adult outpatients, ages 18-70 years who met DSM-IV criteria for
chronic stable schizophrenia or schizoaffective disorder were
recruited. Eligible patients were randomized to 21 days of
treatment with a fixed dose of lurasidone (a new atypical
antipsychotic with high affinity for D2 and 5-HT2A receptors, as
well as for serotonin receptor subtypes implicated in cognition,
including 5-HT7 and 5-HT1A) 120 mg once daily or ziprasidone
80 mg BID. The intent-to-treat sample consisted of 150 patients
on lurasidone and 151 patients on ziprasidone A similar propor-
tion of patients completed the study on lurasidone and ziprasidone
[67.5% (n=123) vs. 69.3% (n=111)]. Study participants were tested
at baseline and endpoint with the MATRICS consensus cognitive
battery (MCCB) and an interview-based co-primary assessment of
cognitive functioning the Schizophrenia Cognition Rating Scale
(SCoRS). The SCoRS ratings were based on the interviewer’s best
judgment, after interviews with the patient and a caregiver.

There were no baseline differences at in MCCB or SCoRS
ratings, although at week 3 lurasidone was superior on the SCoRS
at a trend level (p=0.058). There was no significant within-group
improvement from baseline on the SCoRS for the ziprasidone
patients (p=0.185), although lurasidone patients improved
significantly (p<0.001).On the MCCB, at week 3 lurasidone
(p=0.026) but not ziprasidone (p=0.254) was associated with
significant within group-improvement. Effect size for
improvement on the SCoRS (0.43) was over twice as large as the
improvement on the MCCB (0.157) for the lurasidone patients.
These data indicate that interview-based, “co-primary” measures
of cognitive improvements (e.g., the SCoRS) may be more
sensitive to change compared to the MCCB. Ratings on the
SCoRS are not performance-based, meaning that practice effects
are not a viable explanation for any improvements detected.
Lurasidone showed general trends toward improvement on the
MCCB, as well as the SCoRS, and is being assessed in ongoing
trials. Supported by DSPA.
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A randomized, double-blind comparison of Quetiapine vs. Risperidone for
Social Competence, Social Cognition, and Neuropsychological Function-
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MAINTENANCE DOSING OF ONCE-MONTHLY
(4-WEEKLY) PALIPERIDONE PALMITATE IN
SCHIZOPHRENIA: PHARMACOKINETIC RATIONALE
BASED ON POPULATION BASED SIMULATIONS

J. Thomas Haskins Ph.D., Mahesh N. Samtani, Ph.D., Larry Alphs, M.D.,

Jennifer Kern Sliwa, PharmD., B.C.P.P., Kim Stuyckens, M.Sc., Virginie
Herben, Ph.D., An Vermeulen, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able

to explain why population pharmacokinetic simulations support a
proposed monthly (4-weekly) maintenance dose of paliperidone
palmitate being 75mg eq. in the majority of patients, with a dosing
range of 25-150mg eq.

SUMMARY:

Introduction: The maintenance dosing regimen for the investi-
gational product paliperidone palmitate (PP) is currently being
explored using population PK simulations. The choice of dosing
strengths for once-monthly (4-weekly) PP maintenance therapy
was supported by comparing steady state (SS) exposure at low-,
mid- and high-dose levels to those attained with approved once-
daily dose strengths of paliperidone (pali) extended-release (ER)
tablets.

Methods: A 2-compartment model involving sequential zero/1st
order absorption with lag-time best described pali ER PK. A
1-compartment model with parallel zero/1st order absorption best
captured pali PK after PP administration. PK profiles (n=5000)
over 53wks were simulated based on population PK models for
both pali products. Pop median and 90% prediction interval of
simulated PK profiles were superimposed for the 2 pali products.
Results: Simulations indicate monthly maintenance dosing of PP
25,75, 100, 150mg eq. provided sustained SS pali plasma concen-
trations within the exposure window for 2, 6, 8 and 12mg doses
of pali ER, respectively. At all doses, SS peaks and troughs for PP
were completely encompassed within pali ER exposure window
(which displayed a flat profile at SS due to ER properties). Pro-
posed monthly maintenance dosing range for PP is 25-150mg eq.
as, in terms of SS exposure, this is contained within dose strengths
approved for pali ER (3—12mg). The recommended daily dose of
pali ER for schizophrenia is 6mg; therefore, proposed recommend-
ed monthly maintenance dose for PP is 75mg eq. Recommended
dose ranges of pali ER (3—12mg) and PP (25-150mg eq.) were
well tolerated in clinical trials.

Conclusion: PK simulations suggest that the plasma concentrations
with the monthly maintenance dose of PP 75mg eq. (25-150mg
eq.) will be encompassed within the same exposure window as
observed with the approved pali ER doses (3—12mg). Funded by
J&J PRD.
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INCREASE OF SYMPTOM REMISSION IN

PSYCHOSIS — INTEGRATING SCIENCE AND SERVICE
IN THE SWEDISH CLIPS STUDY

Lars Helldin, Fredrik Hjdrthag, M.Sc., Ulla Karilampi, M.Sc.,
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Anna-Karin Olsson, M.Sc., Torsten Norlander, Ph.D.

EDUCATIONAL OBJECTIVES:
At the conclusion of this session, the participant should be able to
recognize the presented Swedish CLIPS-study, as an example of
how the integration of science and service could lead to posi-

tive health outcomes for the patients, indicated by an enhanced
percentage of patients in symptom remission. The CLIPS-study
should also be recognized as an important source of knowledge
regarding many different aspects of the psychotic illnesses, also
including longitudinal perspectives.

SUMMARY:

Background: The Clinical Long term Investigation of Psychosis in
Sweden (CLIPS), started year 2000 in the NU Health Care region
as a naturalistic study, aiming at enhancing general and specific
knowledge about psychosis, as well as applying the findings in
clinical practise.

Methods: Initially, the CLIPS was a single-centre study and
included in total 264 patients (1). Since 2005, the CLIPS has
expanded into a longitudinal, multi-centre study that targets all
patients with a psychosis diagnosis, after informed consent. The
patients are evaluated once a year by their case manager for physi-
cal status, psychiatric symptoms, side effects, social functioning,
satisfaction with care, and quality of life. Relatives are questioned
about their perceived care burden. The patients are also investi-
gated by an occupational therapist for functional performance.
Every fourth year the patients meet a psychologist for a cognitive
evaluation. Beside being a guideline for treatment, the information
is also used for scientific research.

Results and Discussion: About 300 patients are currently taking
part in the CLIPS study. As a likely consequence of the annual
assessments with a structured focus on the patients’ illnesses and
treatments, the percentage of patients in remission, according to
the Andreasen criterias (2), has raised in the last three years from
35 % to about 50 %. Also, scientific articles have been published,
and manuscripts have been submitted, on symptom remission,
cognition, family burden, and functional performance, within the
frame of the CLIPS.

Conclusion: The CLIPS study proves that science can be success-
fully integrated with clinical practise for better evidence base
health care, including a higher percentage of patients in remission.
This study was supported by unrestricted grants from Janssen-
Cilag AB, Sweden.
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ALGORITHMS INCLUDING AMANTADINE,
METFORMIN AND ZONISAMIDE FOR MITIGATION OF
WEIGHT GAIN DURING OLANZAPINE TREATMENT IN
OUTPATIENTS WITH SCHIZOPHRENIA

Vicki Hoffmann Pharm.D., Michael Case, MS, Jennie Jacobson, PhD

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should understand
the relative risks and benefits of adjunctive pharmacotherapy treat-
ment algorithms using amantadine, metformin and zonisamide for
mitigation of weight gain during olanzapine treatment for schizo-
phrenia or schizoaffective disorder.

SUMMARY:

Objective: To determine if weight gain during olanzapine treat-
ment can be mitigated with treatment algorithms including aman-
tadine, metformin and zonisamide.
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Methods: In this 22-week study of open-label olanzapine for
patients aged 18-65 with schizophrenia or schizoaffective disorder,
all patients received weight management information at baseline.
Patients were randomized to Algorithm A (N=76) or B (N=73) or
no adjunctive therapy (OLZ; N=50). Algorithm A: 100 mg
amantadine twice/day, with possible switches first to metformin
1000-1500 mg/day and then zonisamide 100-400 mg/day, depen-
dent on patient weight gain. Algorithm B: metformin 1000-1500
mg/day, with possible switches to amantadine 100 mg twice/day
and then to zonisamide 100-400 mg/day.

Results: Mean baseline weight ranged from 77.0 kg to 79.1 kg.
Mean modal olanzapine dose ranged from 12.9 mg/day to 13.5
mg/day. Mean weight gain was OLZ: 2.8 kg + 0.8, A: 2.4 kg +
0.7 and B: 0.7 kg + 0.6, with p-values of 0.11 for OLZ vs. A,

0.04 for OLZ vs. B and 0.07 for OLZ vs. pooled A and B. In the
OLZ, A and B groups respectively, 27.7%, 18.3% and 22.2%

of patients experienced weight gain =7% of baseline weight. In
Group A, 30 patients (42.3%) switched to metformin during the
study period; 7 (9.9%) later switched to zonisamide. In Group B,
25 patients (34.7%) switched to amantadine; 9 (12.5%) switched
to zonisamide. Improvements in BPRS and CGI-S were similar
across groups. Mean improvement in MADRS score was less for
Groups A and B than for OLZ (p=0.04). Group A did not differ
significantly from either Group B or OLZ in frequency of adverse
events. Diarrhea was more common in Group B than the OLZ
group (p=.005). Insomnia was more common in the OLZ group
than Group B (p=.040).

Conclusion: Adjunctive treatment with metformin, with potential
progression to amantadine and then zonisamide, resulted in sig-
nificantly less weight gain over 22 weeks, compared to olanzapine
alone. Funded by Eli Lilly and Company
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REASONS FOR ADHERENCE TO ANTIPSYCHOTIC
TREATMENT: THE PATIENT’S PERSPECTIVE

Liu-Seifert Hong Ph.D., Olawale O. Osuntokun, M.D., Jenna L. Godfrey,
M.S., Peter D. Feldman, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
gain a better understanding of what subjective benefits are reported
by patients with schizophrenia during successful treatment with
antipsychotic medications, and how these feelings may be
associated with clinical outcomes and adherence to treatment.

SUMMARY:

Objective: To examine patient-reported attitudes toward antipsy-
chotic medication and their relationship with clinical outcomes and
adherence to pharmacotherapy.

Methods: The clinical development archive for olanzapine was
examined for all studies with >=50 patients and involving use of
the Positive and Negative Syndrome Scale (PANSS) and Drug
Attitude Inventory (DAI-10). Four randomized, double-blind
studies were identified, which included adult patients (18-65
years) with DSM-IV schizophrenia, schizoaffective disorder, or
schizophreniform disorder who were receiving randomly assigned
treatment with olanzapine (5-20 mg/day), another antipsychotic
(haloperidol, 2-20 mg/day; risperidone, 2—10 mg/day; ziprasidone,
80-160 mg/day), or placebo.

Results: Patient-reported improvements (DAI-10) were signifi-
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cantly greater for olanzapine (n = 712) than for the other treat-
ments (haloperidol, n = 145; risperidone, n = 158; ziprasidone, n =
271; placebo, n = 102) on most of the DAI-10 items. For example,
significantly fewer patients felt “weird” during olanzapine treat-
ment than with haloperidol (P = .025) or ziprasidone (P =.037),
significantly more reported feeling relaxed with olanzapine than
with haloperidol (P =.008) or risperidone (P =.046), and
significantly more patients receiving olanzapine considered their
medication’s benefits to outweigh its risks than was the case for
risperidone (P = .036). Positive attitude toward medication
reported by patients was associated with greater clinical
improvement on the PANSS, as well as with lower discontinuation
rates.

Conclusions: Patients’ perceptions of treatment benefits can be
associated with corresponding differences in objective clinical
measures, including reduction of symptom severity and lower
discontinuation rates. These findings may contribute to a better
understanding of reasons for treatment adherence from patients’
own perspectives.
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EFFECTS OF WATER INTAKE AND SMOKING ON THE
ABSORPTION OF SUBLINGUALLY ADMINISTERED
ASENAPINE

Ellen Hulskotte, Edwin Spaans, Cees Timmer, Andreas Schridter, Christel

Machielsen, Peter Schnabel, Michiel Van Den Heuvel, Rik De Greef,
Pierre Peeters

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should be
able to:Summarize the effects of water intake and smoking on the
absorption and bioavailability of sublingually administered
asenapine.State the possible clinical consequences of drinking
water less than 10 minutes after sublingual dosing of asenapine.

SUMMARY:

Objective: Asenapine is being developed for treatment of schizo-
phrenia and bipolar disorder. We studied the effects of water intake
and concomitant smoking on the absorption of sublingual (SL)
asenapine.

Methods: A 28-day trial assessed the effects of water intake fol-
lowing asenapine (10 mg QD) in 15 healthy men. In a 4-period
4-sequence crossover design, subjects drank 150 mL of water 2, 5,
10, or 30 minutes (reference) after taking asenapine. A single-dose
2-way crossover trial assessed the effects of smoking (from 5 min
before to 10 min after 5 mg asenapine) in 24 healthy men (refer-
ence regimen: no smoking >/=30 min before and >/=10 min after
dosing). In both studies, effects on asenapine exposure (AUC and
Cmax) were assessed using bioequivalence criteria.

Results: Mean asenapine Cmax and AUC0-24 values for
water at 10 min vs 30 min postdose were within 2% of each other.
Based on bioequivalence criteria, no effect was present for AUCO—
24, but this could not be concluded for Cmax owing to 40%
within-subject variation. Mean asenapine Cmax and AUC0-24
were decreased by 12% and 10%, respectively, for water at 5 min
postdose and by 21% and 19% for water at 2 min. For smoking vs
non-smoking, no effect was seen on Cmax or AUCO—inf (Table).
Conclusion: Absorption and bioavailability of SL asenapine are not
affected by concomitant smoking or by water taken 10 min or later
after dosing. Research supported by Schering-Plough.

Water Intake and Smoking Effects on Asenapine PK
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[Mean (SD)]
Test Ref* Test/Ref
Water intake
Cmax 2 min 4.15 (2.09)4.99 (2.05) 0.79
(ng/mL) 5min 4.38 (1.91) 0.88
10 min 4.69 (2.22) 0.98
AUC0-24 2min 29.8 (10.2) 36.3 (11.3)  0.81
(ngh/mL) 5 min 32.5(11.1) 0.90
10 min 35.9 (15.6) 0.99
Smoking
Cmax 3.16 (1.73) 3.00 (1.51) 1.02
AUCO-inf 25.6 (11.2) 24.3 (10.1) 1.06

*Reference: water 30 min postdose; nonsmoking
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ATTENTIONAL MODULATION OF EXTERNAL SPEECH
ATTRIBUTION IN PATIENTS WITH PARANOID
SCHIZOPHRENIA

Lana Marija llankovic M.S.C., Rolf Engel, Prof., Joseph Kambeitz, Hans-
Juergen Moeller, Prof., Kristina Hennig-Fast,Prof.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able to
understand how different atentional mechanisams are involved in
appraisal of speech in patients with paranoid schizophrenia.

SUMMARY:

A range of psychological theories have been proposed to account
for the experience of auditory hallucinations and delusions in
schizophrenic patients. Most influential theories are those impli-
cating the defective monitoring of inner speech. However, there
are other studies that measured response bias independently of
self-monitoring and found the results inconsistent with defective
self-monitoring model, but explained by an externalizing response
bias. The aim of the present study was to identify the role of at-
tentional biases in external misattribution of source by modulating
participant’s endogenous expectancies.23 paranoid schizophrenic
patients and 23 healthy controls participated in 2 versions of the
audio-visual task, which differed based upon level of the cue pre-
dictivness. Participants passively listened to recordings of single
adjectives spoken in their own and another person’s voice (alien)
preceded by their own or another person’s (alien) face and made
self/nonself judgments about the source. The acoustic quality of
recorded speech was experimentally manipulated by altering the
pitch. In both versions of the task, patients showed increased error
rates when listening to the distorted words spoken by themselves,
misidentifying their own speech as spoken by someone else
comparing to controls. However, patients made significantly more
errors across all the conditions in which the cue was invalid(not
predictive), but were particularly prone to misidentify their own
speech (original/distorted) as alien, when preceded by an alien
face.We confirmed the presence of the externalizing b