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PL-01 Toward new approaches to classifying psychotic

spectrum disorders: the NIMH Research Domain

Criteria Project

PL-01-001
Toward new approaches to classifying psychotic spectrum
disorders: the NIMH research Domain Criteria Project

B. N. Cuthbert (NIMH - National Institute of Mental Health,

Bethesda, USA)

Abstract: Clinical research over the past several years has increas-

ingly revealed marked heterogeneity and excessive co-morbidity of

psychiatric disorders as currently defined. Recent studies have also

demonstrated significant overlaps in genetic risk across the spectrum

of psychotic disorders, as well as across mood-anxiety disorders.

These issues represent barriers to accurate diagnosis and the devel-

opment of appropriately focused treatments. In response to such

concerns, the National Institute of Mental Health (NIMH) developed

the Research Domain Criteria project (RDoC), to ‘‘develop, for

research purposes, new ways of classifying mental disorders based on

dimensions of observable behavior and neurobiological measures.’’

This talk will summarize the rationale and current status of RDoC,

with an emphasis on how research within the RDoC framework can

contribute to new ways of parsing the spectrum of psychotic disorders

and to the development of more precisely targeted preventive and

treatment interventions.

Policy of full disclosure: None.

PL-02 Shifting paradigms for therapeutic discovery

PL-02-001
Shifting paradigms for therapeutic discovery

W. T. Carpenter Jr. (University of Maryland School of Medicine,

Psychiatric Research Center, Baltimore, USA)

Abstract: Schizophrenia, as classified in ICD or DSM, is a disorder.

The assumption that schizophrenia is a unitary disease entity per-

meates most research designs, and regulatory bodies approving drugs

verify efficacy for the diagnostic class rather than specific symptom

domains. But schizophrenia has the status of a clinical syndrome with

substantial heterogeneity between patients on virtually all aspects of

etiology, pathophysiology, psychopathology, treatment, course and

functional outcomes. While psychopharmacology development has

been primarily targeted for schizophrenia, psychosocial treatment

development has more specific clinical targets in psychopathology

(e.g., CBT for negative symptoms) or function (e.g., supported

employment for occupational impairment). Recent developments give

emphasis to heterogeneity and unmet therapeutic needs. At the psy-

chopathology level this involves deconstructing the syndrome into

pathology domains such as avolition or impaired cognition. A set of

such dimensions is presented in Section 3 of DSM-5. A second par-

adigm involves deconstruction into phenotypes assessed with

neuroimaging, electrophysiology or neuropsychology methods. These

measures may ‘‘map on’’ to the behavioral constructs that NIMH is

developing as an alternative approach focused at the neural circuit

level. A third paradigm involves the life course of mental illness

evolvement with stages for primary prevention and early detection

with secondary prevention. Therapeutic discovery for the two stages

is substantially different from therapeutic development aimed at

treating a fully expressed psychotic disorder. A developmental,

interactive model integrating causal pathways and stages and

including differential diagnosis of disorders associated with psychosis

will be presented. Implications for novel therapeutic development will

be discussed.

Policy of full disclosure: William Carpenter received grants/research

supports from NIH and Stanley Medical Research Institute. For one

consultation William Carpenter received a fee from Roche. William

Carpenter received financial support to attend the ECSR from ESAS.

PL-03 Structure and function of the human brain

at the level of receptors and neural systems: a basis

for psychiatric research

PL-03-001
Structure and function of the human brain at the level of
receptors and neural systems: A basis for psychiatric research

K. Zilles (RWTH Aachen University Department of Psychiatry,

Aachen, Germany)

Abstract: Transmitter receptors are key molecules of neurotransmis-

sion in the brain. They play a crucial role in various psychiatric and

neurological diseases. The analysis of the regionally heterogeneous

expression of transmitters and receptors not only provides novel

insight into the molecular basis of information processing in the brain,

but is a prerequisite for understanding the pathophysiological mech-

anisms underlying impaired brain functions. Moreover, the regional

heterogeneity of receptor expression is important for understanding

the effects and side-effects of widely used drugs on different func-

tional systems in the brain. Structure and function of numerous

receptors were intensively analysed during the past decades at the

cellular and molecular level, but the role of receptors in complex

neural systems, e.g. perception and processing of different sensory

modalities, action control, language, emotion, or attention is not

sufficiently understood. It will be demonstrated that structurally and

functionally defined areas and functional systems of the human
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cerebral cortex are characterized by different and regionally specific

expression levels of single receptors and unique balances between the

expression levels of multiple receptors. In most cases, receptor-based

definitions of cortical units (‘‘areas’’) perfectly match microscopically

defined regions and cortical layers detectable in cytoarchitectonical

observations, structural connectivity or functional neuroimaging

studies. Receptor studies also revealed hitherto unknown cortical

areas subserving various cognitive functions. Furthermore, our anal-

ysis of the different expression levels of multiple receptors (up to 20

different receptor binding sites for glutamate, GABA, acetylcholine,

noradrenaline, dopamine, serotonin and adenosine) in each single area

reveals a regionally and functionally specific balance between the

various receptors, i.e. the ‘‘receptor fingerprint’’ of a neuronal struc-

ture. Consequently, drugs with receptor-specific agonistic and

antagonistic effects can influence perception, processing of sensory

stimuli, emotions and cognition. In sharp contrast to primary sensory

areas, the higher sensory areas display lower densities of GABAA,

muscarinic M2 and a2 receptors, but markedly higher densities of

other receptors. Motor and multimodal cortices display a completely

different pattern. Examples of selected psychiatric diseases will be

shown in this lecture. Principal component and cluster analyses of the

receptor fingerprints of numerous cortical areas reveal a receptor-

based segregation into various functional systems. The fingerprints of

the areas representing a complex functional system are similar and

differ from those of other systems. Furthermore, the fingerprints

reveal a hierarchical organization of the cortical areas both between

and within the functional systems.

Policy of full disclosure: None.

PL-04 Twenty years of early intervention in psychosis:

how critical is the critical period hypothesis?

PL-04-001
Twenty years of early intervention in psychosis: how critical is
the critical period hypothesis?

M. Birchwood (School of Psychology, University of Birmingham,

Birmingham, United Kingdom)

Abstract: Early intervention in psychosis is approaching its 20th

birthday. Specialised services were developed in the UK informed by

the ‘‘critical period hypothesis’’[1, 2]. In 2001, the UK government

committed a major investment in specialized services for first episode

psychosis, using as a template the service in Birmingham, which had

been ongoing since 1994. The model has been replicated across the

whole country with well in excess of 150 teams in operation. Trials

and health economic analysis have confirmed their effectiveness in

improving outcome during the ‘critical period’ Our National EDEN

projects evaluate the effectiveness of these specialized teams in routine

practice in both urban and rural settings with over 5 sites and 20 teams.

These data highlight the impact but also the limitations of the model and

in this lecture I will review these findings and propose a model for the

‘next generation’ of early intervention services, including the proposal to

set these services in the context of a youth mental health framework.

References:

Birchwood, M Macmillan,J F Early Intervention in Schizophre-

nia \ BR [ Aust N Z J Psychiatry September 1993 vol. 27 no. 3

374–378.

Birchwood M, Todd P, Jackson C. Early intervention in psychosis.

The critical period hypothesis. Br J Psychiatry 1998;172(33)

:53–59.

Policy of full disclosure: None.

S-01 Beyond DSM-5 and ICD-11: how should psychotic

disorders be conceptualized and diagnosed

in the future?

S-01-001
Functional impairment: a mandatory criterion for mental
disorders?

W. Gaebel (Department of Psychiatry and Psychotherapy, Medical

Faculty Heinrich-Heine-University Duesseldorf, LVR-Klinikum,

Duesseldorf, Germany)

Objective: ICD-11 and DSM-5 differ in the role of functional

impairments for the diagnosis of a mental disorder in general. While a

DSM-5 diagnosis of a mental disorder includes functional impairment

as a mandatory component, ICD-11 does not.

• To clarify the reasoning behind the decision of the APA and WHO

to include or not to include functional impairment as a mandatory

diagnostic criterion.

• To present arguments for and against the inclusion of functional

impairment in the diagnostic criteria for mental disorders, also

with respect to future classification strategies such as the Research

Domain Criteria (RDoC) project.

Methods: Presentation of pro and con arguments.

Results: WHO prefers functional criteria not to be included among the

clinical criteria (Reed et al., 2011) and suggests using the Interna-

tional Classification of Functioning (ICF) to assess and code such

functional impairments. This recommendation is based on findings,

that functional impairments are not always present in persons with

schizophrenia and that they are not disorder-specific. According to a

WHO study, their occurrence in persons with psychosis-like experi-

ences in the general population does not inevitably indicate

schizophrenia or other mental disorders (Nuevo et al., 2010). APA

holds that functional impairments are essential features, present in a

substantial majority of persons that suffer from psychotic disorders,

particularly in schizophrenia. The inclusion of functioning should

better separate schizophrenia from people in the general population

who have delusions and hallucinations (van Os et al., 2009).

Conclusion: DSM-5 has retained the mandatory criterion of func-

tional impairment, while ICD-11 will probably not include functional

impairment. The question of caseness with and without mandatory

functional impairments in the diagnostic criteria will be one of the

research issues for the upcoming ICD-11 field trials.

References:

Nuevo R et al., The Continuum of Psychotic Symptoms in the General

Population: A Cross-national Study. Schizophrenia Bulletin 2010;38:

475–485.

Reed GM et al., The WPA-WHO Global Survey of Psychiatrists’

Attitudes Towards Mental Disorders Classification. World Psychiatry

2011;10:118–31.

Policy of full disclosure: Wolfgang Gaebel received grants/research

supports from Lundbeck Institute (Faculty Member).

S-01-002
How to distinguish between symptoms of a mental disease
and impairments of (social) functions

A. Heinz (Psychiatry and Psychotherapy Charité, Berlin, Germany),

Friedel, Eva

Abstract: Modern psychiatric classifications avoid the term ‘‘disease’’

and instead describe ‘‘disorders’’ of mental functioning. However, the
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term ‘‘disorder’’ is rather broad and it has been criticized that it

includes illness experiences as well as common forms of human

suffering that are not related to medical diseases (e. g. the discussion

about how long and severe grief has to be in order to count as a

mental disorder). With respect to schizophrenia, symptoms of the

malady that impair essential psychic functions necessary for survival,

for example commenting and imperative voices that tell the patient to

commit suicide and which he feels compelled to follow, can be dis-

tinguished from the subjective experience of the illness and the

impairment of social participation, which is usually referred to as the

sickness. Outside of psychiatry, medical care usually focuses on

aspects of the disease only, i. e. on the cure of dysfunctions of an

organ that are essential for its purpose (e. g. the cure of the causes

and consequences of heart failure). Rehabilitation that aims at a

restoration of social participation and hence at a reduction of the

sickness aspects of a malady is usually carried out in separately

financed rehab centres. In psychiatry, sickness aspects are usually

treated within the medical system, thus contributing to a blurred

distinction between disease symptoms on the one hand and aspects

of sickness manifest as impaired social participation on the other.

We describe the theoretical distinction between disease, sickness

and illness and discuss key symptoms of schizophrenia with respect

to this systematic distinction. We suggest not to confuse the

description levels of disease and sickness. On the other hand, any

malady that is to be treated within the medical system should consist

of both disease symptoms as well as indicators of harm such as

individual suffering or other illness experiences or an impairment of

social participation.

Policy of full disclosure: None.

S-01-003
Are there specific symptoms that guide schizophrenia
diagnosis?

S. Galderisi (Dept. of Psychiatry, University of Naples SUN,

Naples, Italy)

Objective: Definition and diagnostic criteria for schizophrenia have

always struggled with the difficulty to identify symptoms that could

be regarded as characteristic of the disease. The priority assigned to

Schneiderian first-rank symptoms has recently been questioned and

they will not receive uneven weighting in ICD-11 and DSM-V.

Methods: However, in the attempt to identify specific aspects of

schizophrenia, the definition proposed in the present draft of the

chapter ‘‘Schizophrenia Spectrum and Other Primary Psychotic Dis-

orders’’ maintains the ICD-10 sentence ‘‘The disturbance involves the

most basic functions that give the normal person a feeling of indi-

viduality, uniqueness, and self-direction’’, and includes ‘‘distortions

of self-experience’’ among core symptoms of the disorder, together

with persistent delusions and hallucinations and thought disorder.

Results: The presentation will summarize evidence suggesting non

specificity of Schneiderian first-rank symptoms and will review the

present status of three psychopathological domains often referred to

as ‘‘core aspects of schizophrenia’’: anomalies of the sense of self/

self-awareness, cognitive dysfunctions and impairment of social

cognition/interpersonal relationships.

Conclusion: It is difficult, for the time being, to draw conclusions on

the failure experienced so far to demonstrate specificity of these ‘‘core

aspects’’. Whether theoretical and methodological limitations of

available studies can be overcome and change this picture is an issue

open for discussion.

Policy of full disclosure: Honoraria/Consultation fees from Amgen-

Dompé and Eli-Lilly.

S-01-004
Can key symptoms of schizophrenia be matched to brain systems?

W. Strik (University Hospital of Psychiatry, University of Bern, Bern,

Switzerland), Th. Dierks

Abstract: Key symptoms of schizophrenia are delusions and halluci-

nations, but also formal thought and movement disorders. Psychiatry

is still influenced by the attitude of Kurt Schneider and Karl Jaspers,

who intended the highest brain functions like emotions and thought

such ‘‘far away’’ (Schneider) from neural activity that it would never

be possible to study them by means of neuroscience. This paradigm

has silently shifted, however, since the new methods of brain imaging

allow studying structure and function of the ‘‘working brain’’ during

the highest brain functions. While today it appears possible to

understand the brain activation patterns during specific neuropsy-

chological tasks exploring executive functions, working memory,

mild cognitive impairments or theory of mind, the involved brain

systems and the relationship with the key symptoms of schizophrenia

remain unclear. Based on examples of the ‘‘symptom catching’’

approach to brain imaging, the presentation will show that charac-

teristic psychotic symptoms like hallucinations, formal thought and

movement disorders can be matched on functional and structural

changes of specific brain systems, meaningful for the respective

subjective and behavioural phenomena.

Policy of full disclosure: None.

S-02 Preventive outpatient treatment approaches

for schizophrenia-associated violence and delinquency

S-02-001
The multifactorial basis of violence in schizophrenia

S. Hodgins (Université de Montréal Psychiatrie, Montreal, Canada)

Objective: To provide a review of knowledge of violent behaviour

among people with schizophrenia and who are developing

schizophrenia.

Methods: A literature review.

Results: Initially, the distinction will be made between violent

behaviour that occurs during an acute psychotic episode, usually

when a patient is hospitalized involuntarily, and violence that occurs

in the community. Violence that occurs on psychiatric wards rarely

leads to criminal prosecution. In an acute episode as many males as

females engage in aggression towards others, and the main associated

factor is positive symptoms. The aggressive behaviour dissipates

within days as neuroleptic medication takes effect. Once positive

symptoms are reduced, a structured assessment is required to assess

the risk for violent behaviour when discharged to the community and,

if there is a risk, the associated factors. Interventions aimed at

reducing these factors would be integrated into the discharge plan. By

contrast, aggression towards others that occurs in the community

leads to criminal prosecutions sometimes, but not always. The main

factors associated with aggressive behaviour and violent crimes

occurring in the community are male sex, a history of conduct

problem since childhood, and substance misuse. Such behaviours tend

to be repetitive. Importantly, almost all patients with schizophrenia

who will commit a crime, offend before first episode.

Conclusion: Thus, at first episode clinics, once the acute episode of

psychosis is reduced, an assessment can be undertaken to assess

conduct problems in childhood/adolescence, prior offending, and

substance misuse. When such factors are present, interventions

directly targeting the problem are needed to reduce the risk of further
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violent behaviour. Some patients with a no prior history of aggressive

behaviour do engage in violence towards others. Assuring that

patients are not using drugs, are taking prescribed medications, are

engaged in meaningful activities, and are receiving supervision, will

prevent violent behaviour.

Policy of full disclosure: None.

S-02-002
A psychoeducational intervention programme to reduce
compulsory hospital readmission in the Canton of Zurich

B. Lay (University of Zurich Research Institute of Clinical and Social

Psychiatry, Zurich, Switzerland), T. Schönenberger, M. Bleiker,

S. Lengler, C. Blank, W. Rössler

Objective: The high number of involuntary placements of people with

mental disorders constitutes a major health issue in many European

countries. In view of the ethical and personal relevance of compulsory

admission for the patients concerned and given the far-reaching

effects in terms of health care costs, innovative interventions to

improve the current situation are much needed. Therefore, an inter-

vention programme is conducted currently at four psychiatric

hospitals in the Canton of Zurich that aims to reduce the number of

involuntary psychiatric hospitalisations and to increase patients’

empowerment and treatment satisfaction.

Methods: This programme consists of individualized psycho-educa-

tion focusing on behaviours prior to and during illness-related crisis,

the distribution of a crisis card and, after inpatient admission, a

24-month preventive monitoring of individual risk factors for com-

pulsory readmission to hospital. Detailed follow-up assessments of

service use, psychopathology and patient perceptions are scheduled

12 and 24 months after discharge. For the whole study a period of

5 years is scheduled.

Results: In total, 238 patients have been included in the randomized

controlled trial (119 patients each in the intervention and the control

group). Up to now, 140 of them are participating in the programme

for a period of 12 months. Patients with a variety of psychiatric

diagnoses are included, many of them displaying comparatively

problematic behaviour (characterised by aggression, suicidal behav-

iour, substance abuse, low social adjustment and social difficulties).

Data suggest that most of the participants have experienced a high

number of previous hospitalizations, many of them involuntary.

Psychopathology, previous health care use, perceived coercion and

social background of patients with schizophrenia (vs. other diagnoses)

will be presented.

Conclusion: The current study will provide further insight into pro-

cesses and factors that contribute to compulsory admission. After all it

allows for a prospective analysis of the effectiveness of this innova-

tive intervention programme.

Policy of full disclosure: None.

S-02-003
A preventive outpatient clinic for high-risk-of-violence patients
in the region of Ansbach, Bavaria

J. Nitschke (Bezirkskliniken Ansbach Forensic Psychiatry, Ansbach,

Germany), C. Luckhaus

Objective: The preventive outpatient clinic aims to reduce possible

future crime committed by schizophrenic high-risk patients by pro-

viding risk assessments to patients who are referred by general

practitioners, psychiatrists, or their families. Furthermore the project

aims to protect potential victims.

Methods: In the catchment area of Ansbach, patients with a mental

illness showing a high-risk profile to commit a severe crime (i.e.

violence, sexual offences) are offered home visits and continuous

appointments in the new ‘‘Forensic Preventive Outpatient Clinic’’ by

a multi-professional team. Therapies which are offered:

• Psychotherapeutic and anti-psychotic drug treatment (including

depot-medication) via home visits or forensic outpatient clinic

• Group therapy in the outpatient clinic

• Psycho-education (patient and family)

• Active risk-management -Therapy focusing on individual risk

factors

Results: The outpatient clinic started in Feb 2012 and takes care for

about 50 high-risk patients, now. The goal is to treat about 100

patients. Beside the treatment, the project is evaluated with reference

to:

• Risk-profile before and during treatment

• Drop-out rate, compliance, adherence, illness severity, patient and

family satisfaction, global functioning, etc.

Furthermore the patients are compared to a control sample of patients

who are out of the catchment area.

Conclusion: First results dealing with the above named parameters

are very promising and will be presented beside a case history.

Policy of full disclosure: None.

S-02-004
A complex-therapeutic intervention programme for
schizophrenia outpatients targeted at reducing violent
offending and compulsory detention in Düsseldorf,
North Rhine-Westphalia

C. Luckhaus (Heinrich-Heine University Department of Psychiatry

and Psychotherapy, Duesseldorf, Germany)

Objective: To conceptualize, adapt and apply a multimodal treatment

programme for schizophrenia patients as a follow-up after discharge

from compulsory general psychiatric hospitalization. To assess the

feasibility of applying the intervention, and to analyse its effective-

ness and efficacy on the primary endpoint of compulsory readmission

due to endangering behaviour and multi-domain secondary endpoints.

Methods: A total of 79 subjects with schizophrenia, schizoaffective or

maniac disorder (ICD-10), who have received compulsory general

psychiatric hospital treatment, are to be enrolled in a prospective

outpatient intervention trial. The intervention is multimodal, includes

patient tracking and is adaptable to individual needs. It comprises

psychiatric, psychotherapeutic, social support and risk management

modules. The intervention phase is 6 months, followed by a 6-month

catamnestic follow-up. At baseline, post-intervention and post-fol-

low-up, standardized variables of re-admission, anamnestic key

information, aggressive behaviour, delinquency, psychopathology,

social functioning, social and neuro-cognition are assessed and

compared to a patient group receiving treatment as usual at a partner

hospital. Primary endpoint is the rate of readmission to general psy-

chiatric hospital care. Secondary analyses regard respective rates and

predictors of violent behaviour, delinquency and forensic detention.

Results: Preliminary interim analysis of 77 screened patients shows

good feasibility of study and treatment design with a recruitment rate

of 57 % and an adherence rate of 94 %. Aggressive behaviour having

led to initial general psychiatric hospital treatment is largely moderate

with preponderance of threatening behaviour or aggression towards

objects. Psychiatric comorbidity is mostly limited to substance abuse.

So far, the total readmission rate is below 50 %, the rate of com-

pulsory readmission is 12.5 %. The total amount of intervention
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contacts per study participant ranges between 3 and 43. Both high and

low utilisers are among the readmitted group.

Conclusion: The study and treatment design appears feasible for

schizophrenia, schizoaffective and maniac patients with an increased risk

for violence. A high degree of outpatient adherence can possibly be

reached by a multimodal treatment approach that is adapted to individual

needs and includes a patient tracking component. Preliminary interim

analysis points to a preponderance of voluntary versus compulsory

readmissions among patients receiving this type of intervention. Both

high and low treatment utilisers are among the readmitted.

Policy of full disclosure: This study is supported by a grant from the

Ministry of Health of the State of North Rhine-Westphalia, Germany.

S-03 Apathy in schizophrenia: clinical, experimental

and therapeutic approaches

S-03-001
Apathy in first episode psychosis: similarities and differences
to other brain disorders

A. Faerden (Ulleval University Hospital, Oslo, Norway)

Abstract: Apathy is one of the negative symptoms that recently have

received increased interest due to its possible role in development of

poor psychosocial functioning in psychotic disorders. Negative

symptoms are present already when people come into treatment for

the first episode of psychosis (FEP), but there is limited knowledge

about apathy in FEP. Apathy is also a symptom found in other brain

disorders. By comparing results from studies in these disorders we

may get a better understanding of apathy in FEP that can lead to

development of new treatments. The aim of this presentation is to

present current knowledge of apathy across disorders and suggest

possible mechanisms behind apathy in FEP. Papers were retrieved

after a Pub Med search with the key words apathy, psychosis, and

brain disorders. Apathy was present in 50 % of FEP patients, 23 % of

those with possible Parkinson‘s disease (PD) and between 20 and

50 % in those with possible or in the early stage of Alzheimer‘s

disease (AD). For FEP patient’s level of apathy decreased at follow

up, for PD and AD there was an increase. For all disorders apathy had

a high correlation with poor psychosocial functioning and two studies,

one in FEP and one in AD found apathy to predict poor functioning at

1-year follow up. For all three disorders apathy was more associated with

male gender. Also across disorders apathy was associated to poor per-

formance on neurocognitive tests of executive function. There seem to be

commonalities across disorders regarding male gender, early appearance

in disease process, association to—and prediction of poor functioning

and associations to poor executive function, but not other cognitive areas.

This points to a common mechanism for apathy regardless of etiology,

but with differences to further development over time. Apathy may seem

to be more unstable in FEP than other disorders, which may give rise to

different treatment opportunities. More knowledge is needed regarding

how the affective-, cognitive- and motor systems are affected in apathy in

order to come up with effectfull treatments.

Policy of full disclosure: None.

S-03-002
Apathy as a disturbance of motivational and cognitive processes
subserving goal-directed behaviour

S. Kaiser (University of Zurich Psychiatric Hospital, Zurich,

Switzerland)

Objective: Apathy can be defined as a quantitative reduction in goal-

directed behaviour. Thus, it should be possible to understand apathy

as a disturbance of motivational and/or cognitive processes underly-

ing goal-directed behaviour. Here we present two studies addressing

distinct components of goal-directed behaviour. In study 1 we

investigate dysfunctional effort-cost computations as a central moti-

vational process in relation to apathy. In study 2 we investigate a

dysfunctional generation of options for action as a key cognitive

process underlying apathy.

Methods: In both studies in- and outpatients with schizophrenia were

included. A detailed psychopathological and neurological assess-

ment was performed. Apathy was defined as the sum of the

avolition and anhedonia/asociality subscores of the SANS. In study

1 until now 10 patients with schizophrenia have performed an

effort-based decision-making task, in which effort was opera-

tionalised as physical grip force. In the final sample 30 patients will

be included. In study 2 20 patients have performed a new task

requiring the generation of options for action in ill-structured

everyday situations.

Results: Pilot data from study 1 suggest that apathy is related to a

steeper discounting of monetary reward value, when physical

effort is required. In other words, patients with apathy are less

willing to commit effort for the same amount of reward than

patients without apathy. In study 2 patients with apathy generated

fewer options for action in ill-structured situations than patients

without apathy. Importantly, this relationship remained signifi-

cant even when controlling for processing speed and global

cognitive impairment.

Conclusion: Overall, these initial results suggest that different pro-

cesses underlying goal-directed behaviour and their disturbances in

apathetic syndromes can be delineated in patients with schizophrenia.

Separation of these processes provides avenues for further research.

For example, reduced motivation and dysfunctional effort-cost com-

putations can be modelled in animals with the aim of developing

pharmacological treatment approaches. This is more problematic with

respect to the cognitive processes relating to apathy. Putative options

for improvement of these processes include the stimulation of the

subserving cortical regions or psychological approaches such as tar-

geted training.

Policy of full disclosure: This work has been funded in part by the

Volkswagen Foundation (Hannover, Germany) through the European

Platform for Mind Sciences, Life Sciences and the Humanities. SK

has received royalties for cognitive testing and training software from

Schuhfried (Mödling, Austria) and speaker honoraria from Roche

(Basel, Switzerland).

S-03-003
Role of frontostriatal and frontoparietal networks in apathy

A. Aleman (University of Groningen Department of Neuroscience,

Groningen, Netherlands)

Abstract: Apathy concerns a quantitative reduction of voluntary, goal-

directed behaviours that impairs daily functioning. It is a prominent

and severely debilitating aspect of several psychiatric disorders, most

notably schizophrenia. Little is known regarding the neuroscientific

basis of apathy, however. Clinically, it has been suggested that two

forms of apathy can be distinguished: cognitive apathy (CA) which

concerns reduced initiative to start daily activities, and social-emo-

tional apathy (SEA) which concerns reduced interest in otherwise

gratifying activities. Both are not primarily due to depression and

both involve a reduced activation of the behavioural activation sys-

tem. I discuss the hypothesis that CA is primarily a dysfunction of
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cognitive control and self-initiated action, whereas SEA is primarily a

failure to signal the salience of positive events. Two neuroanatomi-

cally distinct routes may underlie these two forms of apathy in

schizophrenia: a dorsal frontostriatal circuit including also the right

parietal cortex for CA and a more ventral frontostriatal circuit

including the reward system for SEA. The first route may involve

abnormalities of glutamate neurotransmission, whereas the second

route involves abnormal dopamine transmission. Preliminary evi-

dence from studies in schizophrenia and neurodegenerative disorders

will be addressed.

Policy of full disclosure: None.

S-03-004
Bilateral repetitive transcranial magnetic stimulation for negative
symptoms of schizophrenia: findings from a double-blind
randomized controlled trial

J. Dlabac-De Lange (University Medical Center, Groningen,

Netherlands), L. Bais, A. Aleman, H. Knegtering

Objective: Previous studies have reported on the efficacy of

repetitive transcranial magnetic stimulation (rTMS) treatment for

negative symptoms of schizophrenia, however the results were

inconsistent. This study aimed to investigate whether longer

treatment duration in combination with 10 Hz bilateral stimula-

tion of the dorsolateral prefrontal cortex enhances treatment

effects.

Methods: A double-blind randomized controlled trial was per-

formed in 32 patients with the diagnosis of schizophrenia or

schizoaffective disorder, and moderate to severe negative symp-

toms (PANSS negative subscale C 15). Patients were randomly

allocated to a 3-week course of real (n = 16) or sham (n = 16)

rTMS of the bilateral dorsolateral prefrontal cortex, at a frequency

of 10 Hz in 10-second trains, with an inter-train interval of 50 s.

Patients were stimulated during 20 min at 90 % of the motor

threshold. The primary outcome measure was the PANSS negative

symptom score and the Scale for the Assessment of Negative

Symptoms (SANS) total score. Subjects were evaluated at baseline,

end of treatment, at 4 weeks and at 3 months follow-up. For

analysis of the primary outcome a repeated measures analysis of

variance was conducted, with the baseline scores as a covariate. To

investigate if the effect was independent of depressive symptoms

we added the post treatment Montgomery Asberg Depression

Rating Scale (MADRS) as a covariate. Analysis until 4 weeks and

3 months were conducted.

Results: Analysis until 4 weeks follow-up shows a significant

improvement on the SANS (p = 0.04) in the TMS group (n = 16)

as compared to the sham group (n = 16). Analysis of the apathy

subscale of the SANS also shows a significant improvement

(p = 0.04) in the TMS group. In preliminary results (TMS group

n = 14, sham group n = 16) until 3 months follow-up this effects

seems to have diminished in both the SANS (p = 0.14) and the

apathy subscale of the SANS (p = 0.15). There was no significant

difference between the two groups on the PANSS negative symptom

score in the course of follow-up until 4 weeks (p = 0.38) and

3 months (p = 0.32).

Conclusion: Bilateral prefrontal rTMS appears to have beneficial

effect on negative symptoms of schizophrenia during 4 weeks post

treatment. After 4 weeks the effect diminishes. Limitations of the

study include small sample size and uncertainty about rTMS optimum

treatment parameters.

Policy of full disclosure: Jozarni Dlabac-de Lange received an

unconditional research grant by AstraZeneca.

S-04 The mild encephalitis hypothesis of schizophrenia

updated: low level neuroinflammation, autoimmunity,

volume transmission, treatment approaches

S-04-001
Antiinflammation and psychoimmunomodulation
in schizophrenia

E. Weidinger (Dept. of Psychiatry, LMU Munich, Munich, Germany),

N. Müller

Abstract: A persistent (chronic) infection as aetiological factor in

schizophrenia is discussed since many years. Research points out that not

one single pathogen but the immune response of the mother is related to the

increased risk for schizophrenia. Interestingly, infections and autoimmune

disorders increase the risk for a later diagnosis of schizophrenia in a ‘dose-

dependent’ way also in later life. Several reports described increased serum

IL-6 levels in schizophrenia. IL-6 is a product of activated monocytes and of

the activation of the type-2 immune response. Moreover, several markers of

the type-1 immune response are decreased in the majority of schizophrenic

patients, while signs of activation of the type-2 immune response are

described accordingly in schizophrenia. Mechanisms involved in the

inflammatory process in schizophrenia will be outlined including the role of

microglia cells, the macrophages of the brain. Antipsychotic effects of

cyclo-oxygenase-2 inhibitors have been studied in schizophrenia. A critical

overview on results of these studies will be presented. COX-2 inhibition

showed beneficial effects mostly in early stages of the disease. The data

regarding chronic schizophrenia are controversial, possibly in part due to

methodological reasons. In the meantime, two meta-analyses were pub-

lished on this topic showing that the use of COX-2 inhibitors in

schizophrenia show beneficial effects, especially in early stages of the

disease or in first manifestations. The therapeutic effects of short-term

studies (5–8 weeks) depend from the duration of disease, in our interpre-

tation from the chronicity of the inflammatory process. Further therapeutic

strategies based on immune-modulatory effects will be discussed, too.

Policy of full disclosure: None.

S-04-002
Autoimmunity to NMDA receptors in schizophrenia

B. Lennox (Department of Psychiatry, University of Oxford,

Warneford Hospital, Oxford, United Kingdom)

Objective: Autoantibodies associated with central nervous system

encephalopathies have been defined over around the last decade to

now include those directed against the voltage-gated potassium

channel (VGKC) complex, glutamic acid decarboxylase (GAD) and

the N-methyl, D-aspartate receptor (NMDAR).NMDAR-antibodies

were initially described in a paraneoplastic encephalitis affecting young

women with ovarian teratomas. Removal of the tumour with concurrent

immunotherapies often improved the clinical outcomes. The core fea-

tures of the disease include behavioural changes, delusions, memory

disturbances, seizures, and a movement disorder. We aimed to describe

whether a proportion of patients with psychosis, without other features of

encephalitis also had antibodies to NMDA receptors.

Methods: We tested the serum of patients with a first episode of psychosis

using a cell based assay expressing NR1/NR2b subunits of the NMDA

receptor.

Results: 6.5 % of our initial cohort of patients had antibodies against

the NMDAR or VGKC complex. A further cohort of patients has been

identified through clinical testing. All 16 patients with NMDAR

antibodies had primary psychiatric diagnoses, and none progressed to

become encephalopathic. Six patients have been treated solely with

immunotherapy and psychotic symptoms have improved.
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Conclusion: A proportion of patients with schizophrenia may have

pathogenic antibodies against the NMDA receptor, and be treatable

with immunotherapy.

Policy of full disclosure: None.

S-04-003
Volume transmission balancing wiring (e.g. synaptic) transmission

K. Fuxe (Karolinska Institute, Stockholm, Sweden), D. Borroto-

Escuela

Abstract not received in due time.

S-04-004
The mild encephalitis hypothesis of schizophrenia updated

K. Bechter (BKH Guenzburg/Ulm University Psychiatry II,

Guenzburg, Germany)

Objective: Schizophrenia seems to be a heterogeneous disorder.

Infections and autoimmune disorders are risk factors. Low level

neuroinflammation (LLNI) may be involved.

Methods: According to the mild encephalitis (ME) hypothesis, LLNI

represents the core pathogenetic mechanism in a schizophrenia subgroup,

possibly triggered by infections, autoimmunity, toxicity, or trauma.

Results: A ‘late hit’ and gene–environment interaction are required to

explain major findings about schizophrenia, and both aspects would be

consistent with the ME hypothesis. Schizophrenia risk genes stay rather

constant within populations despite a resulting low number of progeny,

suggesting advantages associated with risk genes, e.g., an improved

immune response, which may act protectively within changing envi-

ronments. Specific schizophrenic symptoms may arise with instances of

LLNI when certain brain functional systems are involved, in addition to

being shaped by pre-existing liability factors. Prodrome phase and the

transition to a diseased status may be related to LLNI processes emerging

and varying over time. Contributing factors are genes, environment, and

immune system. ME could represent a common pathogenetic link for the

distributed brain dysfunction, dysconnectivity, and brain structural

abnormalities observed in schizophrenia. Preliminary criteria for sub-

grouping neurodevelopmental, genetic, ME, and other types of

schizophrenias are proposed. A rare example of ME schizophrenia may

be observed in Borna disease virus infection. LLNI may include dys-

function of the blood–brain barrier, the blood–CSF barrier, CNS-

endogenous immunity. The volume transmission mode is linked to CSF

signalling, which may extend into peripheral tissues via the CSF outflow

pathway along brain nerves and peripheral nerves, and it may explain the

peripheral topology of some neuronal dysfunctions found, like in olfac-

tory dysfunction, dysautonomia, and even pathology in peripheral

tissues, i.e., the muscle lesions found in 50 % of cases.

Conclusion: Considering investigations of CSF, the ME schizophre-

nia subgroup may constitute approximately 40 % of cases.

Policy of full disclosure: None.

S-05 Approaches for predicting development

of psychosis

S-05-001
Prognostic and therapeutic validity of the Attenuated Psychosis
Syndrome

P. Fusar-Poli (King’s College London Institute of Psychiatry,

Dept. of Psychosis Studies, London, United Kingdom)

Objective: During the past two decades, the construct of a clinical

high risk (HR) state for psychosis, has evolved to capture the pre-

psychotic phase, describing people presenting with potentially pro-

dromal symptoms. The aim of this presentation is to reframe the

diagnostic, prognostic and treatment validity data of the HR state.

Methods: Conceptual review of HR studies addressing inclusion cri-

teria, epidemiology, transition criteria, outcomes, clinical and

functional characteristics, neurocognition, neuroimaging, predictors

of psychosis development, treatment trials, socioeconomic aspects,

nosography and future challenges in the field. This is supported by

recent meta-analyses in the field.

Results: Independent of the psychometric instrument employed to

diagnose HR subjects, there is meta-analytical mean transition risk of

18 % (95 % CI 12–25) after 6 months of follow-up, 22 % (95 % CI

17–28) after 1 year, 29 % (95 % CI 23–36) after 2 years and 36 %

(95 % CI 30–43) after 3 years. Most of HR subjects (73 %) who will

go on develop psychosis will transit towards schizophrenia spectrum

psychoses. Longer follow-up outcomes are not well defined but HR

individuals may continue to develop psychotic disorders up to

10 years after initial presentation. In addition to HR symptoms, many

have comorbid diagnoses, in particular anxiety, depression (meta-

analytical estimate of 40 % comorbid rate for depressive symptoms)

that are clinically debilitating, and high levels of negative symptoms,

occupational difficulties as well as substantially compromised sub-

jective quality of life. The HR symptoms are associated with

widespread mild cognitive deficits, falling at a level that is interme-

diate between healthy individuals and those diagnosed with

schizophrenia. Meta analytical estimates indicated that HR individ-

uals who convert to psychosis show more severe neurocognitive

deficits at baseline than non-converters in particular in verbal fluency

and memory domains. Meta-analyses of structural imaging studies

indicated that volumetric reductions in temporal, cingulate, insular,

prefrontal and parahippocampal cortices are associated with later

development of psychosis. Functional neuroimaging has shown

changes in activation in HR samples that are intermediate between

first episode patients and healthy controls. Brain spectroscopy studies

have suggested some differences in metabolite concentration. Neu-

rochemical studies found elevated striatal dopamine synthesis in HR

individuals that is greater in those who later transition to psychosis. At

a clinical level, the most predictive symptoms of psychosis transition

are the presence of baseline negative symptoms, poor functioning and

psychosocial dysfunction. Preventive interventions in psychosis are

feasible and indicate clinically meaningful advantages of focused

treatment (psychological, psychopharmacological or neuroprotective

interventions) as compared to the respective contrast groups. Meta-

analytical estimates of randomized controlled trials in HR subjects

indicated a significant effect of active treatments, with a risk ratio of

0.34 (from 23 % to 7 %, p \ 0.001) and a NTT of 6 in the focused

treatments versus the contrast group at 1 year.

Conclusion: The field of HR research in psychosis is exciting and Ii

has potential to shed light on the development of major psychotic

disorders and to alter their course. It also provides a rationale for

service provision to those in need of help who could not previously

access it, and the possibility of changing trajectories for those with

vulnerability to psychotic illness.

Policy of full disclosure: None.

S-05-002
The epidemiologic perspective of risk identification and psychosis
prediction

I. Kelleher (Royal College of Surgeons in Ireland, Dept Psychiatry,

Education and Research Centre, Beaumont Hospital Dublin, Dublin,

Ireland), Aileen Murtagh, Charlene Molloy, Sarah Roddy, Mary C.

Clarke, Michelle Harley, Mary Cannon
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Objective: While a great deal of research has been conducted on

prodromal risk syndromes in relation to help-seeking individuals who

present to the clinic, there is a lack of research on prodromal risk

syndromes in the general population. The current study aimed firstly

to establish whether prodromal risk syndromes could be detected in

non-help seeking community-based adolescents and secondly to

characterize this group in terms of Axis-1 psychopathology and

general functioning.

Methods: We conducted in-depth clinical interviews with a popula-

tion sample of 212 school-going adolescents in order to assess for

prodromal risk syndromes, Axis-1 psychopathology and global

(social/occupational) functioning.

Results: Between 0.9 % and 8 % of the community sample met cri-

teria for a risk syndrome, depending on varying disability criteria. The

risk syndrome group had a higher prevalence of co-occurring non-

psychotic Axis-1 psychiatric disorders (OR 4.77, CI

95 = 1.81–12.52; p \ 0.01) and poorer global functioning (F = 24.5,

df = 1, p \ 0.0001) compared to controls.

Conclusion: Individuals in the community who fulfill criteria for

prodromal risk syndromes demonstrate strong similarities with clin-

ically-presenting risk syndrome patients not just in terms of psychotic

symptom criteria but also in terms of co-occurring psychopathology

and global functioning.

Policy of full disclosure: None.

S-05-003
Predicting psychosis in clinical practice: outcome of patients seen
in an NHS Prodrome Clinic

M. Marshall (Lancashire Care NHS Foundation Trust, Dept.

of Psychiatry University of Manchester, Manchester, United

Kingdom), C. Johnson, K. Neelam, R. Drake

Abstract: English Early Intervention Services (EIS) are responsible

for the care of all people with a first episode of psychosis who present

from geographically defined catchment areas. However, often EIS are

referred patients who have not had a first episode of psychosis, but

who may be experiencing prodromal symptoms. We describe a ser-

vice evaluation of an NHS clinic that was set up to assess such

patients. The clinic is unusual for England in that it adopted an

assessment approach that included: the Comprehensive Assessment of

At Risk Mental States (CAARMS), the Schizophrenia Proneness

Questionnaire (SPI-A), measurement of Neurological Soft Signs, and

a measure of schizotypy. We describe a long-term follow up of 174

patients assessed in the clinic, which investigated the predictive

accuracy of this combined approach. Our findings suggest that a

combined approach to assessment is feasible in an ordinary clinic

setting and provides an accuracy of prediction that is substantially

better than any single instrument.

Policy of full disclosure: No conflict of interest.

S-05-004
How to improve the prediction of psychosis

S. Ruhrmann (University of Cologne Psychiatry and Psychotherapy,

Cologne, Germany)

Objective: A valid and reliable identification of individuals before the

outbreak of a psychosis is thought to enable an effective prevention of

this group of disorders or at least a significant improvement of its

course. As risk detection by family burden is associated with both low

specificity and low sensitivity, and thus not sufficient for effective

preventive measures, clinical criteria have been developed and eval-

uated. Incidence rates associated with these criteria in help-seeking

samples are several times higher than the incidence rates in the

general population. Yet, rates vary considerably across studies and

thus, improved prediction strategies are required.

Methods: Models proposed in the literature as well as data on file are

discussed with regard to their capacity for advancing prediction.

Results: Narrowing criteria results in an unfavourable loss of sensi-

tivity and thus, exclusion of individuals, who may potentially benefit

from preventive measures. This effect is avoided by strategies

combing highly sensitive detection tools with approaches enabling an

approximation of the individual risk. Promising approaches have been

suggested based on risk stratification by clinical as well as neuro-

biological variables. In particular, neurophysiological parameters of

information processing may enhance risk estimation not only

regarding magnitude, but also regarding time to event.

Conclusion: A multi-step procedure comprising a sequence of risk

detection and risk stratification seems to be the most promising

approach for individualized risk estimation as a major step towards

needs-adapted prevention.

Policy of full disclosure: None.

S-06 The risks and benefits of antipsychotic

polypharmacy: clinical relevance and development

of evidence

S-06-001
Antipsychotic drug target occupancy in PET studies: lessons
for combining antipsychotics?

G. Gründer (RWTH Aachen, Aachen, Germany)

Objective: Binding of antipsychotics to D2-like dopamine receptors

in the human brain has been extensively studied with positron

emission tomography (PET). For most of the available new com-

pounds the D2 receptor occupancy can be easily derived from a

plasma concentration of a particular drug. However, occupancy of

neither the D2 nor any other receptor has ever been studied under

treatment with a combination of (antipsychotic) drugs. A model how

such values could be calculated from the available data will be pre-

sented here.

Methods: Values for the maximum attainable receptor occupancy

(Emax) and the serum concentration predicted to provide 50 % of the

maximum attainable receptor occupancy (EC50) from our own series

of [18F]fallypride PET studies with amisulpride, aripiprazole, clo-

zapine, quetiapine and ziprasidone as well as published values for

olanzapine and risperidone will be used as input for a mathematical

model which is based on the law of mass action (Michaelis–Menten

kinetics), with occupancy [%] = (Emax x [C])/(EC50 + [C])

([C] = plasma concentration), and which takes into consideration the

competition of two (or more) different compounds with different

affinities.

Results: Calculations of D2 receptor occupancy values under treat-

ment with clinically common antipsychotic combinations (e.g.,

clozapine/aripiprazole; clozapine/amisulpride; amisulpride/olanza-

pine) will be presented.

Conclusion: The model illustrates that striatal D2 receptor occupancy

quickly exceeds the threshold level associated with increasing inci-

dence of extrapyramidal side-effects (approximately 80 %

occupancy), when two compounds with moderate to high affinity are

combined. It also demonstrates that the potential beneficial effects of

combination treatment can hardly be attributed to (increased) D2

receptor occupancy. Rather, they have to be ascribed to mechanisms

beyond D2 antagonism.
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S-06-002
When to switch or combine: time course for response
in antipsychotic drug treatment

M. Jäger (University Ulm/BKH Guenzburg, Ulm, Germany)

Objective: Antipsychotic drugs have been used for more than a half

century. The aim of the present analyses were to describe the course

of positive and negative symptoms during inpatient treatment and

examine remission and response rates under routine clinical care

conditions. Furthermore, we aimed to examine the predictive validity

of early improvement and to identify the criterion that bests define

early improvement.

Methods: Within the framework of the German Research Network on

Schizophrenia 218 patients suffering from schizophrenia were

assessed with the Positive and Negative Syndrome Scale (PANSS) at

admission and at biweekly intervals until discharge from hospital.

Patients were treated under naturalistic conditions. Remission was

defined according to the symptom-severity component of the con-

sensus criteria (Remission in Schizophrenia Working Group) as a

rating of three or less in the relevant PANSS items at discharge, and

response as a reduction of at least 20 % in the PANSS total score

from admission to discharge.

Results: The mean duration of inpatient treatment was 54.8 days. Of

the total sample, 78.5 % achieved the criteria for response and 44.6 %

those for remission. Mean PANSS total scores decreased from 72.4 at

admission to 52.5 at discharge. A reduction in PANSS total scores

was found from visit to visit, up to week 8. The most pronounced

decline was observed within the first 2 weeks of treatment. Receiver

operating characteristic (ROC) analyses showed that early improve-

ment (reduction of the PANSS total score within the first 2 weeks of

treatment) predicts remission (AUC = 0.659) at discharge. A 20 %

reduction in the PANSS total score within the first 2 weeks was the

most accurate cut-off for the prediction of remission (total accuracy:

65 %; sensitivity: 53 %; specificity: 76 %).

Conclusion: The treatment under naturalistic conditions of ‘‘real

world’’ patients suffering from schizophrenia appears to be beneficial

in terms of clinical effectiveness. However, a considerable number of

patients despite achieving response fail to achieve symptom remission

during inpatient treatment, underlining the need for optimizing cur-

rent available treatment. Furthermore, the findings of clinical drug

trials that early improvement is a predictor of subsequent treatment

response were replicated in a naturalistic sample. Further studies

should examine whether patients without early improvement benefit

from an early change of antipsychotic medication.

Policy of full disclosure: M. Jäger received remunerations and financial

support for congresses from AstraZeneca, Eli Lilly und Janssen-Cilag.

S-06-003
The development of multiple antipsychotic combination
treatment in comparison between European countries: findings
from the AMSP project

A. Konstantinidis (Div. of Biological Psychiatry, University

of Vienna, Vienna, Austria), J. Cordes, D. Degner, T. Schuhmann,

S. Kasper

Objective: Psychotropic polypharmacy, although related with a higher

risk for adverse drug reactions (ADR) and lacking data regarding

efficacy, is widely used in routine clinical practice. Antipsychotic

(AP) polypharmacy, the combination of two or more APs, in

schizophrenia is practiced around the world, although the percentage

varies among countries, continents and therapeutic setting (inpatient/

outpatient).

Methods: The AMSP study is a drug safety program for the contin-

uous assessment of severe ADR in psychiatric inpatients under the

naturalistic conditions of routine clinical treatment. Today, 20 years

after the initiation of AMSP, 60 institutions from Austria, Germany

and Switzerland participate in the program. On two reference days per

hospital and per year, the following data are recorded for all patients

on the wards under AMSP surveillance: all drugs applied on that day

with the daily dosage for psychotropic drugs, ICD diagnosis, age, and

sex. Data is stored at the study centre in Hannover.

Results: From 2003 to 2011 we collected reference-day-data from

6986 inpatients being treated for a F20 ICD-10 diagnosis. Psycho-

tropic monotherapy was found only in 23.38 % of our sample. Most

inpatients in our sample received one AP (52.58 %), although still a

large proportion of them received two (35.26 %) or more APs. The

percentage of inpatients being prescribed one AP-agent was more

common in Switzerland (61.34 %) than in Germany (49.62) or Aus-

tria (40.23 %). Clozapine and olanzapine were most common APs

prescribed as monotherapy in our sample. Combinations of two APs

showed great variety and differences between countries in preference

of AP-combinations could be seen. In prescriptions with two AP-

agents clozapine (27.2 %) and risperidone (21.61 %) were most

commonly found.

Conclusion: Since AP polypharmacy is common practice among

clinicians, future guidelines should give guidance regarding pre-

scription of rational combinations in the treatment of schizophrenia.

Therefore further studies on seeming putative combinations of AP-

treatment are needed.

Policy of full disclosure: Have received honoraria from Affiris,
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S-06-004
A RCT to assess the benefits of Olanzapine and Amisulpride
combination treatment (COMBINE): design and methods

C. Schmidt-Kraepelin (LVR-Klinikum Duesseldorf, Department

of Psychiatry II, Duesseldorf, Germany)

Objective: This lecture presents the study rationale and design of a

multi-centre trial to address the issue of antipsychotic polypharmacy

in Schizophrenia patients. The prevalence of antipsychotic combi-

nation treatment is high in clinical practice worldwide. This is despite

clinical guidelines doing not recommend such regimen and there is

little evidence about potential risks and side effects. Combination

treatment has shown some superiority to monotherapy concerning

efficacy but results are limited since they exclusively involved the

combination with clozapine. Therefore we consider it essential to

study the efficacy of synergistic atypical antipsychotic drugs. Olan-

zapine has a similar chemical structure and a comparable receptor

binding profile as clozapine. Amisulpride has proven favourable

therapeutic outcome when applied in combination with clozapine.

When combined together we expect complementing receptor binding

properties to enhance efficacy and reduce side effects. Hypothesis:

Patients with combination treatment of Olanzapine and Amisulpride

show higher improvement on the Positive and Negative Symptom

Scale after 8 weeks versus either monotherapy.

Methods: The design includes a randomized, double-blind controlled

trial currently being executed at 7 centres in Germany. There is one
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combination treatment arm and two monotherapy treatment arms with

flexible dosage of oral amisulpride 400–800 mg/day and oral olan-

zapine 10–20 mg/day. Sample size was calculated to n = 3 9 101,

assuming an effect-size of 0.50 with a power of 90 % and a two-sided

t test with significance level of 0.025.

Results: Recruiting for this trial has started June 2012. Up to January

17th, 2013 42 patients have been randomized. The end of the trial is

expected to be in March 2015 (last patient out).

Conclusion: We expect results to enhance evidence for rational

approaches towards antipsychotic combination treatment.

Policy of full disclosure: None.

S-07 Dimensional concepts of psychosis

S-07-001
Dimensions of psychotic symptoms and brain physiology

W. Strik (University Hospital of Psychiatry, University of Bern, Bern,

Switzerland), Sebastian Walther, Alexander Wopfner, Katharina

Stegmayer, Daniela Hubl, Helge Horn and Thomas Dierks

Abstract: Classical descriptions of schizophrenia are based on the

concept of dissociation of higher brain functions, i.e. between

Thinking, Feeling and Will (E. Bleuler). This implies a relative

independence of the respective brain functions and, in a brain-phys-

iological view, interacting but structurally and functionally distinct

brain systems. The dimensional approach to psychotic symptoms is

appealing to study such a concept, due to the often supposed conti-

nuity from symptoms to normal, and to the distinct symptom

domains. In principle, dimensions allow quantifying the degree of

deviation from normal, and to rigorously refer them to a respective

normal brain function. In a systems-physiological view, normal brain

functions can be understood as the emergent property of brain sys-

tems in a functional, homeostatic balance. In this perspective,

deviations can be described as an imbalance between the inhibitory

and the excitatory components of the respective circuitry, resulting in

a dysfunctional inhibition or disinhibition of the output, along with a

reduced reactivity to external inputs. Although a systematic dimen-

sional approach has not been possible to be realized in DSM-5 due to

insufficient data and practical reasons, in psychiatric neuroscience it is

increasingly applied. Based on brain imaging results obtained with a

dimensional approach to brain physiological changes during psy-

chotic symptoms, evidence for the existence of three specific

symptom dimensions related to the classical descriptions and to

specific brain circuitries will be shown.

Policy of full disclosure: None.

S-07-002
Thought and language disorders in psychosis

T. Kircher (Philipps-University Marburg Department of Psychiatry,

Marburg, Germany)

Abstracts: Speech and language disorders, such as concretism and

formal thought disorder (FTD) are core symptoms of Schizophrenia.

We will review clinical rating scales of FTD and introduce a new,

validated scale. Further, brain imaging data will be reviewed, relating

speech and language dysfunctions, such as FDS and concretism in

Schizophrenia to neural networks. The impact of genetic variance and

NNDA receptor blockage with Ketamine on brain activation will be

reviewed with a particular stress on speech and language paradigms.

Policy of full disclosure: None.

S-07-003
Dysfunctions of the motor system in schizophrenia

S. Walther (University Bern, Dept. of Psychiatry, Bern, Switzerland)

Objective: Schizophrenia patients suffer from a variety of motor

symptoms, including parkinsonism, catatonia, neurological soft signs,

abnormal involuntary movements and psychomotor slowing.

Methods: Literature review of prevalence rates and presentation of

own results.

Results: Parkinsonism and abnormal involuntary movements are

intrinsic to schizophrenia, but may also be evoked by antipsychotic

treatment. Reduced motor activity is associated with negative

symptoms, catatonia and psychomotor slowing. Furthermore, 40 % of

schizophrenia patients are impaired in gesture performance, which is

related to executive and basic motor function. Mild motor distur-

bances are found in the majority of patients, while severe

dysfunctions are limited to a minority. Our neuroimaging studies

suggest that hypokinesia is caused by defective cortico-subcortical

motor loops in schizophrenia. Taken together, a dimensional

approach to schizophrenia motor symptoms seems promising. A

purely descriptive assessment of motor signs is preferred over theory-

laden categorization. Using objective motor parameters allows finding

neural correlates of abnormal motor behaviour.

Conclusion: The motor dimension of schizophrenia is linked to dis-

tinct disturbances in the cerebral motor system. Targeted modification

of the defective motor system might become a relevant treatment

option in patients suffering from schizophrenia with predominant

motor features.

Policy of full disclosure: None.

S-07-004
The limbic system and positive symptoms of schizophrenia

A. Heinz (Psychiatry and Psychotherapy Charité, Berlin, Germany),

Schlagenhauf, Florian; Friedel, Eva; Hägele, Claudia

Abstract: It has long been suggested that dopaminergic dysfunction

plays a key role in the pathogenesis of schizophrenia. Here, we

describe empirical studies in animals and in humans that model

dopaminergic neurotransmission as a signature for reward prediction

errors and suggest that increased phasic dopamine release during

acute psychosis attributes salience to otherwise irrelevant stimuli and

can thus contribute to delusional mood. We show how this idea has

originally been tested on incentive delay tasks, in which a conditioned,

reward predicting cue, appears to be drowned in increasingly noisy

ventral striatal neurotransmission. We further describe how reversal

learning tasks can be applied to directly model reward prediction errors

and linked to ventral striatal activation. This ventral striatal activation as a

neuronal signature for reward prediction errors seems to be dysfunctional

in unmedicated patients suffering from schizophrenia. However, it

appears to be absolutely necessary to strictly model behavioural perfor-

mance, because unmedicated patients with acute psychosis can fail to

understand task structure and hence lack of functional activation does not

necessarily reflect a biological impairment but rather simply results from

not performing the task as required. The same is true for studies with

medicated patients, where blockade of dopamine D2 receptors by neu-

roleptic medication profoundly alters ventral striatal activation in

schizophrenia. Our studies show that ventral striatal dysfunction is a key

aspect of acute psychosis, while altered prefrontal activation patterns

appear to be associated with the severity of psychosis rather than

schizophrenia per se.

Policy of full disclosure: None.
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S-08 Biological pathways to psychosis: the role of stress

S-08-001
Pituitary volume, cortisol and stress in healthy controls, ultra
high-risk subjects and first episode psychosis subjects

D. Nordholm (Mental Health Centre Copenhagen Research Unit,

Copenhagen, Denmark), E. Rostrup, L. Randers, m. O. Nielsen, h.

Emig-Norbak, V. Mondelli, P. Dazzan, M. Nordentoft, B. Glenthoj

Objective: Several international studies have focused on groups at

ultra high-risk (UHR) of developing psychosis and on the possibilities

for intervention before onset of psychosis. Previous studies have shown

that the HPA axis might already be affected prior to the patients transi-

tioning to psychosis, and during the course of a psychotic episode it

appears that the heightened stress response decreases. The HPA-axis is

one of the many biological systems involved in the development of

psychosis and mediates the association between stress and onset of

psychosis. More knowledge about the biological mechanisms involved in

the pathogenesis and the pathophysiology of psychosis can form a

foundation for future interventions.

Methods: We collected data from first episode psychosis subjects (FEP),

UHR subjects and healthy controls. All the FEP subjects underwent a

SCAN (Schedules for Clinical Assessment in Neuropsychiatry) inter-

view to confirm the diagnosis of psychosis. The UHR subjects underwent

a CAARMS (Comprehensive Assessment of At Risk Mental States)

interview, and they had to meet the UHR criteria. The pituitary gland

volume was traced manually in MEASURE (software); cortisol was

measured upon awakening and +15, 30, 60 min after awakening, at 12 am

and 8 pm. The stress scales assessed perceived stress and life events.

Results: Perceived stress score: healthy (N = 18) 10.6 (CI 8.2–12.9),

UHR (N = 29) 24.4 (CI 21.8–27.0) and FEP (N = 17) 25.7 (CI

18.7–23.2); p \ 0.01 (ANOVA). Cortisol area under the curve

(AUCg), morning, cortisol nmol/liter*minutes: healthy controls

(N = 15) 406.3 (CI 322.3–490.2), UHR (N = 15) 697.2 (CI

483.7–910.8), FEP (N = 20) 480.7 (379.9–581.6); p = 0.01. The

adjusted means of pituitary gland volumes, cm3: healthy controls

(n = 27) 0.72 (CI 0.66–0.79), UHR (n = 30) 0.72 (CI 0.66 to 0.78)

and FEP (n = 28) 0.79 (CI 0.71–0.83); p = 0.45 (ANCOVA). We

adjusted for age, gender and brain volume.

Conclusion: Both UHR and FEP subjects experience more subjective

stress than healthy controls, likewise we found increased cortisol

AUCg in UHR and FEP subjects compared to healthy controls. We

did not find any difference in pituitary gland volume between the

patients compared to healthy controls. A higher level of stress in UHR

subjects could be due to an early stage of illness were they experience

new and stressful symptoms.

Policy of full disclosure: None.

S-08-002
The effect of stress and its biological mediators on the onset
and clinical outcome of psychosis

V. Mondelli (Institute of Psychiatry Kings College London, London,

United Kingdom)

Objective: The association between stress and onset of psychosis has

been known for decades, but the mechanisms linking stress to the

onset of psychosis and their role in clinical outcome remain yet

unclear. At the time of first episode psychosis, patients present

abnormalities in biological pathways involved in the stress response,

such as increased levels of cortisol and pro-inflammatory cytokines

and low levels of brain-derived neurotrophic factor (BDNF). The aim

of this study was to investigate the effects of the activation of the

hypothalamic–pituitary–adrenal (HPA) axis, the inflammatory

response, and low levels of BDNF on clinical outcome in patients with

first episode psychosis.

Methods: We recruited 65 first episode psychosis patients (mean ±

SEM age: 29.4 ± 1.0; gender: 44 men, 21 women). Saliva samples

were collected to measure cortisol levels at multiple time points

during the day (awakening, 15, 30 and 60 min after awakening, at

noon and at 8 pm). Diurnal cortisol levels and the cortisol awakening

response (CAR) were calculated as Area Under the Curves (AUC),

using awakening, noon and 8 pm as time points for the diurnal cor-

tisol AUC and awakening, 15, 30, 60 min after awakening for the

CAR at baseline and after 3 months. In 33 of the 65 patients we also

measured serum levels of interleukin (IL)-6, and in 35 of the 65

patients we also measured serum BDNF levels. Patients were divided

in Non-Responders (n = 36) and Responders (n = 29) according to

the Remission criteria of the Schizophrenia Working Group Con-

sensus, measuring a reduction in symptoms severity using the Positive

and Negative Syndrome Scale over the first 3 months of treatment.

Results: Non-Responders have significantly lower baseline cortisol

awakening response compared with Responders (p = 0.02). There

was no significant difference in diurnal cortisol levels between Non-

Responders and Responders (p = 1.0).Non-Responders have signifi-

cantly higher baseline IL-6 levels compared with Responders

(p = 0.005). Serum BDNF levels tend to decrease at 3 months fol-

low-up in Non-Responders compared with Responders (p = 0.09).

Conclusion: Stress-related biological pathways, together with

decreased BDNF expression, might help to help identifying patients

with worse clinical outcome at first episode of psychosis. Biological

pathways involved in the stress response should be considered for the

development of future therapeutic strategies in first episode psychosis.

Policy of full disclosure: None.

S-08-003
The effect of stress on cortical thickness, surface area
and subcortical brain volume in first episode psychosis
over the first 12 weeks of treatment

R. Reniers (University of Birmingham Department of Psychiatry

and Psychology, Birmingham, United Kingdom)

Objective: The hypothalamic–pituitary–adrenal (HPA) axis governs

the release of glucocorticoids, such as cortisol, in response to stress.

Dehydroepiandrosterone (DHEA) is co-released in response to acute

stress and has a protective function against the damaging effects of

excessive cortisol. Stress and abnormal HPA-axis functioning have

been implicated in the early phase of psychosis and may underlie

reported changes in brain structure. This study investigated whether

levels of morning cortisol and DHEA in its sulphated form (DHEAS)

at baseline were related to cortical thickness, surface area and sub-

cortical brain volume at baseline and to changes over time.

Methods: Blood cortisol, DHEAS levels and MRI scans were

obtained in 24 neuroleptic naive or minimally treated FEP patients

(6F:18 M; mean age 20, SD = 2 years) and 26 healthy controls

(8F:18 M; mean age 22, SD = 2 years). Three patients and four

controls were excluded due to either contraceptive use or having

extreme outlier values. A subset of this sample, 15 patients (4F:11 M;

mean age 20, SD = 2 years) and 18 healthy controls (6F:12 M; mean

age 23, SD = 2 years), was rescanned after 3–4 months. Images were

analysed using FreeSurfer software (longitudinal stream).

Results: At baseline, high DHEAS levels were indicative of reduced

thickness and surface area in frontal areas (anterior cingulate and

superior frontal and lateral orbitofrontal cortex respectively) in

patients compared to controls. In addition, high DHEAS levels and a
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small cortisol/DHEAS ratio were suggestive of reduced hippocampal

volume in patients but not controls. A large cortisol/DHEAS ratio was

suggestive of increased superior frontal, parietal and fusiform surface

area in patients compared to controls. Over time, high cortisol levels

were associated with a subtle increase in rate of cortical thinning of

superior frontal and medial temporal areas, as well as the posterior

cingulate, and thickening of inferior parietal and fusiform regions

compared to controls. Surprisingly, high cortisol levels were indica-

tive of an increase in hippocampal volume in patients.

Conclusion: These findings support the involvement of stress mech-

anisms in the pathophysiology of early psychosis and suggest a

possible role for cortisol and DHEAS levels in predicting change in

cortical thickness, surface area and subcortical brain volume.

Policy of full disclosure: None.

S08-004
Effect of pre-exposure to chronic social stress on HPA axis
and neurotoxicity in animal models of schizophrenia

D. Inta (Department of Psychiatry and Psychotherapy, Central

Institute of Mental Health Mannheim, Medical Faculty Mannheim,

Heidelberg University, Germany), D. Filipović (Laboratory

for Molecular Biology and Endocrinology, Institute of Nuclear

Sciences ‘‘Vinča’’, University of Belgrade, Belgrade, Serbia), P. Gass

Objective: Stressful life events during adolescence are major predis-

posing risk factors for schizophrenia. The effects of acute versus

chronic stress on the integrity of brain circuitry in influencing the

vulnerability to, or resiliency against, neuronal injury are poorly

understood. The glutamate hypothesis of schizophrenia was devel-

oped based on the psychotomimetic effects of NMDA receptor

antagonists, like ketamine and MK-801, indistinguishable from

schizophrenia. The neurobiological mechanisms underlying these

psychotomimetic actions are only partly understood. NMDA receptor

antagonists cause injury in the rat retrosplenial cortex, ameliorated by

antipsychotics. We aim to determine the role of different forms of

stress and its combination with other factors (like hypoglutamatergic

state) in morphological changes associated with schizophrenia.

Methods: We investigated by immunohistochemical methods whether

acute versus chronic psychosocial isolation stress or a combination of the

two (chronic stress followed by acute stress) influences the expression of

the interneuronal marker parvalbumin (PV) and the chaperone inducible

heat shock protein 70 (Hsp70i) in the rat hippocampus. Low levels of the

Ca2?-binding protein PV may increase the vulnerability to neuronal

injury, whereas Hsp70i represents an indicator of intense excitation-

induced neuronal stress. Additionally we investigated if postweaning

isolation stress influences the cortical neurotoxicity triggered by MK-

801. For this purpose rats were reared in social isolation from weaning for

6 weeks and then treated with MK-801.

Results: We found that chronic social isolation compromises HPA

axis activity and induces a dramatic decrease in the expression of PV

throughout the hippocampus, and induces de novo expression of

Hsp70i in the dentate gyrus of the hippocampus after the application

of a novel acute stress. These results suggest that in contrast to acute

stress, chronic stress induces important neurochemical changes in the

hippocampus that have potential relevance for local circuitry and the

vulnerability to injury.

Conclusion: These data reveal important deleterious effects of pre-

exposure to chronic stress. Chronic isolation stress induced profound

alterations in the functionality of the HPA axis. Restricted hippo-

campal Hsp70i expression after combined stress indicates increased

local vulnerability to stress. Postweaning isolation stress aggravated

neurotoxicity associated with psychotomimetic effects of MK-801.

This result suggests that complex dysregulation in expression of

glutamate receptors determined by social isolation leads to cortical

overstimulation and exacerbation of neuronal injury.

Disclosure: None.

S-09 Suicide prevention in schizophrenia

S-09-001
Epidemiology of suicide and attempted suicide in the population
of schizophrenic patients

A. Schmidtke (Dept. of Clinical. Psychology, University Hospital

for Psychiatry, Psychosomatics and Psychotherapy Wuerzburg,

Wuerzburg, Germany), D. Wasserman, B. Pfuhlmann,

M. Sarchapione, J. Maloney

Abstract: Patients with diagnoses of schizophrenic disorders belong to

the high risk groups for suicide. In total, suicide is the main cause of

premature deaths in schizophrenic patients. The rates of diagnoses of

schizophrenia disorders amount to 2–19 %. These diagnoses are also

high among inpatient suicides. Long-term studies show that in a

cohort of these patients, up to 14 % suicide is the main cause of death.

Especially at risk are young men, young academics, especially if they

are not able to cope with their rehabilitation programmes. New

studies show the existence of two main subtypes of motivation for

suicide in schizophrenic suicides: (1) Depressive motivation: older

patients, with higher education, a long history of illness, and more

previous suicide attempts. (2) Psychotic motivation: younger patients,

with a short history of illness. Factors that increase the suicide risk are

comorbidity with personality disorders/accentuation, often interfering

with the compliance in therapy, high expectations of achievement, social

isolation, low variability of social contacts, negative life-events, espe-

cially frequent break-ups of relationships, no adequate employment/job,

more than three clinical admissions during the last year.

In comparison to the high rate of depressive disorders or diagnoses of

personality disorders/accentuations in patients with suicide attempts,

the rate of schizophrenic diagnoses in suicide attempters is relatively

low: In comparison to depressive disorders, males with diagnoses of

schizophrenic disorders are overrepresented in suicide attempts. In

both time periods (1989–1993 and 2003–2007) of the MONSUE

study up to 14 % of male suicide attempters are were diagnosed with

schizophrenia, with a slight, but significant, increase in the second

time period.

Disclosure: AS occasionally gives presentations and seminars on

suicide prevention in general, sponsored by pharmaceutical compa-

nies and associations for suicide prevention, excluding topics of

pharmacological treatment.

BP occasionally gives presentations and holds symposia on psycho-

pathology and therapeutic drug monitoring, sponsored by the pharma

industry, excluding topics of specific pharmacological treatment.

JM has no conflicting interests.

S-09-002
Psychotic symptoms as a risk marker for suicidal behaviour

I. Kelleher (Karolinska Institute - Centre for Suicide Research

and Prevention of Mental Ill-Health World Health Organization

Collaborating Centre, Stockholm, Sweden), Paul Corcoran, Helen

Keeley, Johanna T.W. Wigman, Nina Devlin, Hugh Ramsay, Camilla

Wasserman, Vladimir Carli, Marco Sarchiapone, Christina Hoven,

Danuta Wasserman, Mary Cannon

Background: Up to 1 million people die by suicide annually. How-

ever, a lack of risk markers makes suicide risk assessment one of the
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most difficult areas of clinical practice. We wished to assess psychotic

experiences (attenuated or frank) as a clinical marker of risk for

suicide attempt.

Method: We conducted a prospective cohort study of 1,112 school-

based adolescents aged 13–16 years, assessed at baseline, 3-months

and 12 months for self-reported psychopathology, psychotic experi-

ences and suicide attempts. Outcome Measures were (i) suicide

attempts at 3-month follow up, (ii) suicide attempts at 12-month

follow up and (iii) suicide attempts that occurred proximal to a report

of psychotic symptoms (in the 2 weeks preceding an assessment—

acute suicide attempts).

Results: Seven percent of the total sample reported psychotic expe-

riences at baseline. Of these, 7 % reported a suicide attempt by

3 month follow up, compared to 1 % of the rest of the sample (odds

ratio [OR], 10.0; 95 %CI 2.2–45.4), and 20 % reported a suicide

attempt by 12 month follow up, compared to 2.5 % of the rest of the

sample (OR 11.3; 95 %CI 4.4–28.6). Among young people with

baseline psychopathology who reported psychotic experiences, 14 %

had a suicide attempt by 3 months (OR 17.9; 95 %CI 3.6–88.8) and

34 % had a suicide attempt by 12 months (OR 32.7; 95 %CI

10.4–102.4). Looking at suicide attempts that occurred proximal to

(within 2 weeks of) each of the 3 assessment points (acute suicide

attempts), individuals with psychopathology who reported psychotic

experiences had a nearly 70-fold increased odds of acute suicide

attempts (OR, 67.5; 95 %CI, 11.4–399.2). Differences were not

explained by non-psychotic psychopathology symptom burden, mul-

timorbidity or substance use.

Conclusions: Young people with psychopathology who report psy-

chotic experiences are at clinical high risk for suicide attempt.

Increased emphasis on careful clinical assessment of psychotic

experiences (attenuated or frank) in mental health services, and

improved understanding of the pathological significance of these

experiences, is urgently needed.

Policy of full disclosure: None.

S-09-003
Strategies and possibilities in suicide prevention

D. Wasserman (Karolinska Institute - Centre for Suicide Research

and Prevention of Mental Ill-Health World Health Organization

Collaborating Centre, Stockholm, Sweden)

Abstract: Schizophrenia is a severe mental illness which affects about

1 % of the population and usually begins in late adolescence or early

adulthood. Compared with the general population, patients with

schizophrenia have an 8.5–10 fold greater risk of suicide. Risk

prediction for suicide in schizophrenia is known to be complex. The

disease has considerable impact on community functioning and is

among the most costly of illnesses to treat with a high risk for

suicidal behaviours. Risk factors with a strong association with later

suicide include being young, male and with a high level of educa-

tion. Deliberate self-harm is a strong predictor of suicide in

schizophrenia as well as depressive symptoms, active hallucinations

and delusions. Suicide prevention strategies can be healthcare or

Public Health oriented. Healthcare oriented schemes are based on

the individual, with the focus on early diagnosis and treatment and

also on improving attitudes toward suicide and suicide prevention

among healthcare staff. The consistent protective factor for suicide

in schizophrenic patients is adherence to effective treatment

including treatment of comorbid depression, substance misuse and

psychotic symptoms. Public Health strategies in prevention of sui-

cide are directed toward specific groups with increased risk factors

and lack of protective factors for suicide within the whole popula-

tion. The objectives are to promote mental health policies and

education about prevention of mental ill-health and suicide in

working places, schools etc. as well as education of the general

public about treatment options and rehabilitation measures for

schizophrenic patients.

Policy of full disclosure: None.

S-09-004
Challenges in clinical practice: predicting, treating
and rehabilitating suicidal schizophrenia patients

S. Galderisi (University of Naples SUN, Dept. of Psychiatry,

Naples, Italy)

Abstract: Reducing the risk of suicide in patients with schizo-

phrenia still represents a challenge in clinical practice. The

identification of those at risk, the implementation of best available

treatment for psychotic symptoms, comorbid depression and sub-

stance abuse represent key aspects of suicide risk prevention and

management in subjects with schizophrenia. Evidence guiding

pharmacological approaches have highlighted the role of second

generation antipsychotics, in particular of clozapine, in preventing

suicide in those suffering from schizophrenia and of SSRI in

amelioration depression and suicidal thoughts. As to psychosocial

interventions, promising findings are available for cognitive-

behavioural treatment, though further research is needed. Staff

education focusing on anxiety and despair reduction in those

recently hospitalized and psychosocial interventions for those

recently discharged should always be provided. Early and inte-

grated treatment interventions aimed at reducing the duration of

untreated illness, enhancing subject’s personal resources and,

whenever possible, targeting relevant context-related variables,

might contribute to lower mortality and suicide rate in this popu-

lation. The complex and multifactorial nature of suicidal risk in

schizophrenia makes it a challenge in clinical practice. Available

research findings provide guidance for pharmacological interven-

tions and preliminary support for a beneficial role of integrated

psychosocial programs.

Policy of full disclosure: Receipt of honoraria or consultation fees

from Amgen-Dompé, Eli-Lilly.

S-10 Eye movement research: a window to cognitive

impairments in schizophrenia?

S-10-001
Independence of smooth pursuit and visual scanpaths and a model
of eye movement dysfunction in major mental illnesses

P. Benson (University of Aberdeen School of Psychology, Kings

College, Aberdeen, United Kingdom), S. A. Beedie, E. Nouzová,

D. St. Clair

Objective: We investigated whether eye movement abnormalities

seen in schizophrenia are task-specific. The sensitivity and specificity

of abnormalities in schizophrenia were then estimated.

Methods: Within- and between-group differences were assessed using

multivariate statistics. Adults with DSM-IV schizophrenia

(SCZ = 96) and age-matched unmedicated non-psychiatric controls

(NC = 100) were used to assess the independence and sensitivity of

horizontal and 2D pursuit eye tracking dysfunction (ETD) and free-

viewing behaviour. A comparison of SCZ = 94/96 and Others = 285

(NC = 100 + 46; medicated affective disorders: bipolar = 86,
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recurring endogenous unipolar = 53) was used to model and calcu-

late the specificity in schizophrenia of general eye movement

abnormalities using pursuit, free-viewing and fixation tasks.

Results: Eye movements produced by schizophrenia patients were

poorer than controls’ in pursuit and free-viewing tasks. There was no

association between performance measures of pursuit and scene viewing

in patient or control groups. Odds ratios comparing the likelihood of

scanpath dysfunction when ETD was present, and the likelihood of

finding scanpath dysfunction when ETD was absent, were not significant

in patients or controls in either pursuit variant, suggesting that pursuit and

scanpath dysfunction may be independent anomalies in schizophrenia.

Combining performance measures from pursuit and viewing tasks, and a

baseline steady fixation task, may therefore improve the likelihood of

accurately identifying a schizophrenia case. Performance measure vari-

ation in each group was most efficiently captured using a neural network

which predicted discrimination sensitivity of 98.3 %. Eye movement

dysfunction in schizophrenia compared with a large group of medicated

affective cases and unmedicated controls demonstrated remarkable

97.5 % specificity. Abnormalities were largely stable over time and novel

schizophrenia cases were correctly classified. We did not see a statisti-

cally significant influence on these results of individuals’ age, sex,

medication, age of illness onset or illness duration.

Conclusion: There is now strong evidence that it is possible to differen-

tiate schizophrenia from other psychiatric illnesses using eye movements

alone. Independent validation of these results is underway. Although

actual stimulus conditions can influence the magnitude of group differ-

ences, each eye movement task may confer unique information about the

pathophysiology of psychosis. For the first time, a cost-effective, non-

invasive marker for schizophrenia may be a realistic possibility.

Policy of full disclosure: None.

S-10-002
The relationship between visual exploration and action processing
in schizophrenia

M. Boucart (University of Lille Lab Neurosciences Fonctionnell, &

Pathologies, Lille, France)

Objective: Visual scanning and planning of actions are reported to be

abnormal in schizophrenia. Most of the studies monitoring eye

movements in patients with schizophrenia have been performed under

free-viewing condition, and classically used 2D images. However,

images differ from the natural world in several ways, including task

demands and the dimensionality of the display. Our study was

designed to (1) assess whether abnormalities in visual exploration in

schizophrenia generalize to active-viewing tasks in realistic condi-

tions of viewing, and (2) examine whether disturbances in action

sequencing in these patients are reflected in their visual scanning

pattern while executing natural tasks.

Methods: Visual scan paths were monitored in 15 patients with

schizophrenia and 15 healthy controls. Participants performed several

tasks in which they were asked either

(1) to look at a realistic scene on a table (free viewing) and

(2) to perform two ‘‘active-viewing’’ tasks: a familiar task (sand-

wich-making) and an unfamiliar task (model-building).

The scenes contained both task-relevant and task-irrelevant objects.

Temporal and spatial characteristics of scan paths were compared for

each group and task.

Results: The results show that patients exhibit abnormalities in the

free-viewing condition. Their pattern of exploration is similar to

controls in the familiar task, but they show scanning differences in the

unfamiliar task. Patients are also slower than controls to accomplish

both tasks.

Conclusion: Patients with schizophrenia present a basic psychomotor

slowing, and seem to establish a less efficient planning strategy in the

case of the more complex and unfamiliar task.

Policy of full disclosure: None.

S-10-003
Gaze behaviour in early states of psychosis

S. Ruhrmann (University of Cologne Psychiatry and Psychotherapy,

Cologne, Germany), A. Nikolaides, S. Miess, R. Müller,

J. Klosterkötter

Objective: Perception of the social environment plays a key role for

social cognitive processes. Investigating gaze behaviour gives access

to the mental interaction between external stimuli and cognitive-

perceptive patterns. This may relate to social cognitive performance

and consequently social and role functioning. In schizophrenia, both,

deficits in social cognition as well as in social and role functioning

have been reported. Thereby, these functional deficits occur already

during the pre-psychotic, i.e. prodromal phase. Aberrant social per-

ception may contribute to this unfavourable development.

Methods: Subjects in clinical high risk states of developing a psy-

chosis as well as patients with a full-blown psychotic disorder were

investigated. Different pictures with socially relevant stimuli were pre-

sented. Gaze behaviour was recorded by an SMI X-View (500 Hz) eye

tracking device. Scales assessing social and role functioning were applied.

Results: Patients with an already manifest psychotic disorder as well

as subjects clinically at high risk states of developing a psychosis

showed gaze patterns, which differed significantly from healthy

controls. However, between the clinical groups, we observed a high

correspondence of gaze behaviour. Furthermore, in both groups, we

found a correlation between gaze behaviour and social/role function.

Conclusion: Our data suggest that the perception of social stimuli is

altered not only in psychotic, but also in at-risk states. This seems to

have significant impact on social and role functioning. These aberrant

patterns may be mainly caused by cognitively guided top-down

processes. This would open interesting new avenues for a psycho-

therapeutic improvement of social performance.

Policy of full disclosure: Funded in part by the German Research

Foundation.

S-10-004
Concurrent assessment of eye movements and EEG
in schizophrenia

S. Stroth (University of Duesseldorf Department of Psychiatry,

Duesseldorf, Germany), K. Drusch, D. Kamp, W. Wölwer

Objective: Schizophrenia patients show severe impairments in social

cognition, in particular regarding recognition of facial affect. At

present, it remains unclear what mechanisms (psychological and

neurobiological) account for the dysfunction and how specific brain

structures are functionally involved. Schizophrenia patients seem to

have a visuospatial exploration disturbance based on deficits in

effortful and controlled processing of stimuli which is thought to take

place in later stages of the information processing stream ([300 ms)

as indicated by controlled eye movements. This disturbance results in

a ‘‘restricted’’ visual scanning pattern with less but longer fixations

paying less attention to salient facial features (forehead and eyes, nose

and mouth). In addition, abnormalities in electrophysiological mea-

sures, i.e. smaller amplitudes of components of face elicited

potentials, particularly the ‘‘face selective’’ N170 as well as the N250
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associated with the decoding of the emotional content of the face have

been regularly reported. However, regarding later stages ([300 ms)

of controlled, effortful processing of facial affect ERP approaches

seem not sufficiently sensitive and need to be complemented by

behaviour (i.e. fixations) based analyses of brain electric activity. The

present study aimed at exploring brain electric activity associated

with deliberate fixations during the visual exploration of emotional

faces in order to investigate the dysfunctions of brain networks

associated with impairments in facial affect recognition.

Methods: Within a randomized controlled design the present study

recorded eye movements and concurrent EEG in schizophrenia

patients during facial affect recognition. 70 pictures comprising six

basic emotions plus neutral faces were drawn from the Karolinska

picture set. EEG data analyses were based on a) stimulus onset (event

related) and b) deliberate fixations on salient facial features (behav-

iour related).

Results: Schizophrenia patients showed poorer performance in the

emotion recognition task as well as the typical ‘‘restricted scan path’’

of fewer but longer fixations compared to healthy controls. They

furthermore showed abnormalities in electrophysiological correlates

of emotion recognition (i.e. the N170 and N250 components of the

ERP) and a deviant pattern of brain electric activity concurrent to

deliberate fixations of salient facial feature (assumed to reflect

effortful processing of the face and its salient facial features).

Conclusion: Although results refer to preliminary analyses, it seems

that the deficit in facial affect recognition observed in schizophrenia is

based on a dysfunctional strategy of exploring and processing facial

features associated with an abnormal cortical activation pattern.

Policy of full disclosure: None.

S-11 Microglia in schizophrenia

S-11-001
HLA-DR + microglia are increased in paranoid schizophrenia
versus residual schizophrenia: evidence from human postmortem
studies

J. Steiner (University of Magdeburg Department of Psychiatry,

Magdeburg, Germany), S. Busse, H.-G. Bernstein, B. Bogerts

Objective: Certain cytokines have been identified in the peripheral

blood as trait markers of schizophrenia, while others are considered

relapse-related state markers. Furthermore, data from peripheral

blood, cerebrospinal fluid (CSF) and nuclear imaging studies suggest

that (1) blood–brain barrier (BBB) dysfunction correlates with the

development of negative symptoms, while (2) the brain’s mononu-

clear phagocyte system (microglial cells) is activated during acute

psychosis.

Methods: Based on these neuroinflammatory hypotheses, we have

quantified the numerical density of immunostained HLA-DR + mi-

croglial cells, CD3 + T-lymphocytes and CD20 + B-lymphocytes in

the posterior hippocampus of 17 schizophrenia patients and 11 mat-

ched controls. Disease course-related immune alterations were

considered by a separate analysis of residual (prevailing negative

symptoms, n = 7) and paranoid (prominent positive symptoms,

n = 10) schizophrenia cases.

Results: Higher densities of HLA-DR + microglia were observed in

paranoid schizophrenia versus residual schizophrenia. In contrast,

CD3 + and CD20 + lymphocytes were increased in residual versus

paranoid schizophrenia and controls.

Conclusion: Microglial activation seems to play a role in paranoid

schizophrenia, while BBB impairment and infiltration of T cells and

B cells may contribute to the pathophysiology of residual

schizophrenia. The identification of diverse immune endophenotypes

may facilitate the development of distinct anti-inflammatory schizo-

phrenia therapies to normalize BBB function (auto)antibody

production or microglial activity.

Policy of full disclosure: None.

S-11-002
Immunohistochemical investigations of microglia
in schizophrenia

A. Schmitt (Clinic for Psychiatry Universtiy of Munich, Munich,

Germany), T. Bayer, P. Falkai

Objective: Microglia are the resident macrophages in the brain and

responsible for immunomodulatory functions, are known to influ-

ence synaptic formation and release neurotrophins and

extracellular matrix components. They play an important role in

neuroprotection and development, but can also contribute to injury

under pathological conditions. HLA-DR is a valuable immuno-

histochemical marker specifically reacting with activated

microglia.

Methods: In a post-mortem study in the frontal cortex and hippo-

campus from14 patients with schizophrenia, 6 patients with affective

disorder and 13 healthy controls as well as 8 cases with Alzheimer’s

disease as a well known condition for neurodenegeneration, brain

sections were stained with HLA-DR.

Results: Three out of 14 schizophrenia patients exhibited HLA-DR

positive, activated microglia cells and all these cases had late onset

schizophrenia. One patients with late-onset affective disorder also

elicited strong microglia activation. None of the 13 controls showed

signs of microgliosis. As expected, in Alzheimer’s disease, 4 of eight

cases revealed abundant HLA-DR positive microglia cells.

Conclusion: While in schizophrenia, no signs for astrocytosis have

been reported, microglia activation may occur in late onset patients or

in younger patients during the time period of acute exacerbation of

psychosis. In post-mortem brains of elderly schizophrenia patients

with early onset of the disease, microglia activation may not be

detected and regenerative mechanisms as well as antipsychotic

treatment may lead to conflicting findings on activation of the

immune system.

Policy of full disclosure: None.

S-11-003
Microglia properties in schizophrenia

G. Juckel (Clinic for Psychiatry Ruhr-University Bochum, Bochum,

Germany), A. Friebe

Objective: Inflammatory and immunological processes interfering

with brain development are discussed as one cause of schizophrenia.

Various signs of overactivation of the immune system were often

found in this disease. Based on post-mortem analysis showing an

increased number of activated microglial cells in patients with

schizophrenia, it can be hypothesized that these cells contribute to

disease pathogenesis and may actively be involved in grey matter loss

observed in such patients.

Methods: In the present studies, PolyI:C incubation of pregnant dams

was used as animal model of schizophrenia, and the number and

shape of microglia was assessed in the offspring in the different

phases of this disease, using fluorescence immunostaining (Iba1)

Results: Descendants of mice exposed to PolyI:C at embryonic day 9

showed higher number of microglial cells in the hippocampus and
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striatum, but not in the frontal cortex at postnatal day 30, which is

similarly to adolescence in man, as compared to those exposed to

saline. Furthermore, offspring microglia from PolyI:C treated mothers

were morphologically characterized by a reduced arborisation indic-

ative for a status of higher activation compared to the offspring

microglia from vehicle treated mice. While mice pups displayed no

microglial alterations in response to prenatal exposure to PolyI:C,

adolescent mice showed a significant increase in the number of mi-

croglial cells in frontal association cortex, ventral striatum, dendate

gyrus of hippocampus, secondary visual cortex. In contrast, in adult

mice the immunological activation remains only within the frontal

association cortex.

Conclusion: This study supports the hypothesis that maternal infec-

tion during embryogenesis contributes to microglial activation in the

offspring, which may therefore represent a contributing factor to the

pathogenesis of schizophrenia and underlines the need for new

pharmacological treatment options in this regard. The developmental

dynamics of microglial activation found in our animal model also

point to an important role of microglia during life span in

schizophrenia.

Policy of full disclosure: None.

S-11-004
Epigenetic changes in microglia derived from an animal model
for schizophrenia

S. Wolf (Max-Delbrueck-Center Cellular Neurosciences, Berlin,

Germany), D. Mattei

Objective: Many studies discuss an immunological component in the

onset and progression of schizophrenia. While the peripheral immune

system has been intensively investigated, little is known about the

role of microglia, the intrinsic immune competent cells of the brain. It

has been shown that microglia display a reactive phenotype in

schizophrenic patients in vivo, but there is a lack of knowledge about

the mechanism behind this phenomenon. Despite the body of evi-

dence regarding epigenetic changes in peripheral blood or post

mortem tissue of schizophrenic patients, nothing is known about the

cells that harbor the epigenetic changes within the central nervous

system. The changes in microglia response might become evident

prior to clinical symptoms, especially when accompanied by epige-

netic re-programming.

Methods: We thus aimed to study the microglia phenotype derived

from a mouse model of schizophrenia including epigenetic factors. In

utero injection of the synthetic toll-like-receptor (TLR) 3 agonist

PolyI:C (POLY) mimics viral like immune responses and is used to

induce schizophrenia like pathology in rodents.

Results: We could verify the behavioural phenotype at P60 of the

progeny from POLY by measuring an impairment in the pre-pulse-

inhibition test accompanied by cognitive deficits in the object rec-

ognition test. Microglia in the frontal and cortex and in the

hippocampus of POLY progeny at P60 showed a significant higher

immunoreactivity for Iba1, indicating a higher activation state com-

pare to control and compare to other brain regions like the

cerebellum. We next sorted microglia from the brains (without cer-

ebellum) of POLY and CTR utilizing magnetic activated cell sorting

and CD11b as marker. We subjected the pure microglia population to

chromatin immuno precipitations analysis followed by PCR for

IL1beta and IL6. We investigated changes in covalent histone tail

modifications H3K4me3 and AcH3 known to be altered in the

microglia pro-inflammatory (M1) phenotype. We found a significant

enrichment of both factors for IL1 beta, but not for IL6.

Conclusion: Thus we could show that specific epigenetic changes

underlie the activation of microglia from POLY offspring that might

contribute to the disease onset in our rodent model of schizophrenia.

To be able to target early on microglia in high risk populations by

modulating specific epigenetic factors might become a novel pre-

ventive approach.

Policy of full disclosure: None.

S-12 Negative symptoms: impact and therapeutic

options

S-12-001
Negative symptoms in schizophrenia: prevalence and impact
on functional outcome

S. Galderisi (University of Naples SUN, Dept. of Psychiatry, Naples,

Italy)

Objective: Recent conceptualizations of negative symptoms acknowl-

edge their heterogeneity and propose different approaches to reduce

it. The presentation will review prevalence figures and data relevant

to impact on outcome obtained by using either categorical or

dimensional approaches in studies on negative symptoms.

Methods: Categorical approaches have been based on the construct of

deficit schizophrenia, characterized by the presence of primary and

persistent negative symptoms. More recently, the construct of per-

sistent negative symptoms (PNS) was proposed as the one capturing

those negative symptoms than lead to poor functional outcome and

are not adequately addressed by currently available treatments. The

dimensional approach is mainly based on factor analyses of either

primary and persistent negative symptoms or broadly defined negative

symptoms, which, so far, consistently identified two factors, ‘‘Avo-

lition’’ and ‘‘Emotional expression’’.

Results: The prevalence of the deficit schizophrenia in clinical sam-

ples is about 20–30 %, whereas in population-based samples figures

around 14–17 % have been reported. The prevalence of PNS varies

according to the stage of the disease, but also in relationship with

other variables. In first-episode schizophrenia patients, for instance,

discrepant prevalence figures were reported for PNS, ranging from 3.8

to 31.5 %, due to different definitions of PNS, but also to different

clinical variables, such as the severity of positive symptoms or the

duration of longitudinal assessment. According to findings from the

EUFEST study, PNS not confounded by depression or parkinsonism

were present in 6.7 % of the sample. The prevalence is higher in

people with longer duration of illness: a figure of 27.3 % was reported

after 3 years from the onset. Patients with deficit schizophrenia, as

compared to those with nondeficit schizophrenia, show worse psy-

chosocial outcome. However, in a recent study by our group, the

ability to predict social functioning in the real world was greater for

the factor ‘‘Avolition’’, reflecting the severity of broadly defined

negative symptoms loading on this factor, than for the categorical

diagnosis of Deficit Schizophrenia, thus lending support to the recent

emphasis on the persistence of negative symptoms, regardless of their

being primary or secondary. In line with this observation, we found

that first-episode patients with PNS differ from those without PNS for

a longer duration of untreated psychosis (DUP) and a more frequent

discontinuation of study treatment; they also show a poorer psycho-

pathological outcome and a worse global functioning after 1 year of

treatment.

Conclusion: Attempts to deconstruct the heterogeneous domain of

negative symptoms into more precisely defined psychopathological

constructs is worth to be pursued in different stages of the disease,

both in a categorical and in a dimensional perspective.

Policy of full disclosure: Receipt of honoraria or consultation fees
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S-12-002
Negative symptoms, culture and the stigma of schizophrenia

N. Sartorius (Association for the Improvement of Mental Health

Programmes, Geneva, Switzerland)

Abstract: Negative symptoms of schizophrenia play a major role in

the development and maintenance of the stigma attached to people in

whom they appear and contribute to the image of schizophrenia as an

illness which is difficult to treat and impossible to cure. They are one

of the main obstacles to the rehabilitation of patients suffering from

schizophrenia and from other diseases in which they occur. While the

current treatments of schizophrenia seem to have a fairly rapid and

lasting effect on positive symptoms such as delusions and halluci-

nations options for the management of negative symptoms are fewer

and their application requires more time and more investment. The

presentation will discuss the relationships between the presence of

negative symptoms and stigmatization in different cultural settings.

Policy of full disclosure:receipt of grants/research supports from

Pfizer, Eli Lilly—receipt of honoraria or consultation fee from

Lundbeck, Servier, Lilly, Takeda, Roche.

S-12-003
Current therapeutical options and unmet needs in treating
negative symptoms in schizophrenia

W. Gaebel (Department of Psychiatry and Psychotherapy, Medical

Faculty, Heinrich-Heine-University, LVR-Klinikum Duesseldorf,

Duesseldorf, Germany)

Objective: Schizophrenia is still one of the most disabling diseases

affecting different symptom dimensions like positive and negative

symptoms, which include apathy, affective flattening, social with-

drawal and avolition. Whereas positive symptoms mostly respond to

antipsychotic treatment, negative symptoms often persist and thus

impede full symptom remission and functional recovery.

Methods: Current evidence will be reviewed and results of the first-

episode long-term study (Gaebel et al. 2007) within the German

Research Network (GRNS-FES) will be presented.

Results: The GRNS-FES indicates that about 40 % of patients did not

reach enduring remission (over at least 6 months) within the first post-

acute year, nearly all due to persisting negative symptoms and only

about 10 % due to persisting positive symptoms. In addition, negative

symptoms after acute treatment are a highly significant predictor for not

reaching enduring remission (Gaebel et al. 2013). Based on evidence

some additional treatment options (like adjunctive antidepressants or

psychological interventions) can improve negative symptoms however

the overall effect is limited. Recent findings suggest that response of

negative symptoms to antipsychotic treatment might depend on genetic

variations of the 5-HT-receptors (e.g. Mössner et al. 2009).

Conclusion: Negative symptoms continue to be difficult to treat and

contribute to the unmet needs in schizophrenia treatment. Genetic

variations of the 5-HT-receptors might be indicators for a more per-

sonalized antipsychotic drug treatment, but more effective treatment

options are also still lacking.

References:

Gaebel et al. (2007) Maintenance treatment with risperidone or low-

dose haloperidol in first-episode schizophrenia. One-year results of a

randomized controlled trial within the German Research Network on

Schizophrenia. J. Clin. Psychiatry. 68, 11, 1763–1774.

Gaebel et al. (2013) Rates and predictors of remission in first-episode

schizophrenia within 1 year of antipsychotic maintenance treatment.

Results of a randomized controlled trial within the German Research

Network on Schizophrenia. Schizophr Res [Epub ahead of print].

Mössner et al. (2009) Functional serotonin 1A receptor variant

influences treatment response to atypical antipsychotics in schizo-

phrenia. Pharmacogenet Genomics;19:91–4.
Policy of full disclosure: Wolfgang Gaebel received grants/research

supports from Lundbeck Institute (Faculty Member).

S-12-004
Future prospects in the treatment of schizophrenia negative symptoms

D. Bugarski-Kirola (Pharmaceuticals Division F. Hoffmann-La

Roche Ltd. Basel, Basel, Switzerland)

Objective: N-methyl-D-aspartate (NMDA) receptor hypofunction can

lead to dysregulation of glutamate, GABA and dopamine in neuro-

circuits relevant to schizophrenia (SCZ). To function, the NMDA

receptor requires binding of agonists at glycine and glutamate binding

sites. There is evidence that increasing glycine levels improves neg-

ative symptoms in SCZ. Bitopertin, a glycine reuptake inhibitor, is

postulated to improve NMDA receptor hypofunction by increasing

synaptic glycine concentrations. Objectives: To assess the effect of

bitopertin as adjunctive treatment to antipsychotics in patients with

predominantly negative symptoms of SCZ.

Methods: Patients with predominantly negative symptoms of SCZ were

randomized to receive 1 of 3 doses of bitopertin or placebo added to a

stable antipsychotic therapy for 8 weeks. Efficacy parameters included

change in negative symptom factor score (NSFS) of the Positive and

Negative Syndrome Scale (PANSS), proportion of responders (improve-

ment of C 20 % in NSFS), and Clinical Global Impression (CGI)–

Improvement in Negative Symptoms score. Functional effects were

assessed with the Personal and Social Performance (PSP) scale. Effect

sizes (ES) for PANSS NSFS items and PSP domains were calculated.

Results: The addition of bitopertin, 10 mg or 30 mg, once daily to a

stable regimen of antipsychotic therapy significantly improved the

PANSS NSFS and showed a trend towards significance in functional

improvement in patients who completed an 8-week trial according to

protocol. The efficacy of the highest exploratory dose tested (60 mg)

was comparable to that of placebo. Three PANSS NSFS items (N2:

emotional withdrawal, N4: passive/apathetic social withdrawal, and

G1: active social avoidance) showed the largest ES ([0.3) in the

10-mg and 30-mg groups. Bitopertin was well tolerated.

Conclusion: These results support the further evaluation of glycine

reuptake inhibition, to enhance NMDA receptor signaling, as a

potential therapeutic approach for negative symptoms in patients with

SCZ. Dragana Bugarski-Kirola, Luca Santarelli and Daniel Umbricht

F. Hoffmann-La Roche, Ltd, Basel, Switzerland.

Policy of full disclosure: Dragana Bugarski-Kirola is a full-time

employee as Associate Group Medical Director of Hoffmann-La

Roche, Ltd, Basel, Switzerland.

S-13 Progression in brain tissue loss, antipsychotic

medication, cognition and outcomes in schizophrenia:

the Northern Finland 1966 Birth Cohort Study

S-13-001
Outcomes of schizophrenia from a lifespan perspective:
the Northern Finland 1966 Birth Cohort Study

M. Isohanni (University of Oulu Department of Psychiatry, Oulu,

Finland), D. Cowling, P. Juola, J. Moilanen, A. Husa, M. Penttilä,

S. Huhtaniska, J. Veijola, J. Miettunen, E. Jääskeläinen

Objective: To review outcome studies (somatic comorbidity, mor-

tality and clinical outcomes) mainly in NFBC 1966.
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Methods: Systematic literature search. NFBC 1966 (N = 12058) has

been followed since mid-pregnancy. Analyses of clinical character-

istics were performed at ages of 34 and 43. 33 cases and 71 controls

participated in both surveys.

Results: Majority of the patients have marked symptoms and

relapses in midlife, and are on disability pension. 10–15 % of

patients did not use permanent antipsychotic medication. Within the

NFBC 1966, we observed general disease progression: relatively

poor prognosis and many relapses, excess mortality (especially

suicides) and somatic comorbidity. Despite excess mortality

(threefold even in old age), the majority survive into old age. In old

age over 55 years many remain symptomatic and impaired, and

mortality and somatic comorbidity increase. Many have a favourable

clinical course and stop receiving treatment. 18–27 % achieve full

recovery in old age.

Conclusion: Schizophrenia progresses in midlife and often in old

age, too. A deteriorating general course of schizophrenia for

some individuals during midlife may reflect these brain abnor-

malities and reduce adult well-being and creativity typical to this

epoch.

Policy of full disclosure: None.

S-13-002
Antipsychotic medication and longitudinal changes in brain
volume in schizophrenia: meta-analysis and results
from the Northern Finland 1966 Birth Cohort Study

J. Miettunen (University of Oulu Department of Psychiatry, Oulu,

Finland), S. Huhtaniska, N. Hirvonen, J. Remes, G. Murray, J.

Veijola, M. Isohanni, E. Jääskeläinen

Objective: Relatively little is known on factors associating with

longitudinal changes in brain morphometry in schizophrenia after

the illness onset. Our aim was to systematically review longitudinal

MRI studies with at least 2-year scan-interval on the relation

between the dose or type of antipsychotic medication and brain

morphometric changes in schizophrenia and related psychoses.

We also aimed to study this in the Northern Finland 1966 Birth

Cohort.

Methods: Studies were systematically collected using the databases of

PubMed, Scopus, Web of Knowledge, and PsycINFO. We calculated

correlations between antipsychotic dose and brain volume changes.

All members of the general population-based Northern Finland Birth

Cohort 1966 with any psychotic disorder were invited for an MRI

brain scan at the age of 34 years. A follow-up was conducted on

average 9 years later. Brain scans at both time points were obtained

from 33 subjects with schizophrenia.

Results: The literature search located 1223 studies. In total 21 pub-

lications fulfilled our inclusion criteria. The main finding of meta-

analysis was that most of the reported correlations were statistically

non-significant. In the studies with significant findings, use of anti-

psychotics more often associated with decrease than increase of brain

volumes, even in the very few studies taking into account illness

severity. However, in basal ganglia antipsychotic dose associated with

increase (2 studies, r = 0.12). In the Northern Finland 1966 Birth

Cohort scan-interval antipsychotic cumulative dose associated with

total brain volume loss, even when adjusted with symptoms

(beta = -0.43, p = 0.018).

Conclusion: Antipsychotic medication may contribute to changes in

brain structure in some areas of the brain. More long-term follow-up

studies in different populations are needed focusing on the possible

adverse effect antipsychotic medication has on brain structure.

Policy of full disclosure: None.

S-13-003
Longitudinal association between antipsychotic medication
and change of cognition in schizophrenia: the Northern Finland
1966 Birth Cohort Study

A. Husa (University of Oulu Department of Psychiatry, Oulu,

Finland) J. Moilanen, I. Rannikko, M. Haapea, G. Murray, J. Barnett,

P. Jones, M. Isohanni, H. Koponen, J. Miettunen, E. Jääskeläinen

Objective: To analyze how lifetime antipsychotic dosage associates

with the change of verbal learning and memory in individuals with

schizophrenia during a 9-year follow-up.

Methods: Forty subjects with schizophrenic psychoses (21 males)

from the Northern Finland 1966 Birth Cohort went through diagnostic

interviews and cognitive assessment including California Verbal

Learning Test (CVLT) at the ages of 34 and 43 years. The average

duration of illness was 10 years at baseline. Data of the subjects’ lifetime

antipsychotic doses in chlorpromazine equivalents were collected from

patient history records, interviews and national registers. The association

between verbal learning and memory (immediate free recall of trials 1–5,

free recall after short and long delay, semantic and serial clustering)

and logarithmic transformation of dose-years of antipsychotics was

analyzed by linear regression model. All analyses were controlled for

baseline performance, gender, onset age and severity of illness.

Results: Higher dose-years of any and atypical antipsychotics by the

age of 34 years are statistically significantly associated with a larger

decrease of short delay free recall (B = -1.4, SE = 0.5, p = 0.008

and B = -1.2, SE = 0.4, p = 0.006 respectively) and any antipsy-

chotics by the age of 34 years also with a larger decrease of

immediate free recall of trials 1–5 and long delay free recall (B =

-4.8, SE = 2.2, p = 0.034 and B = -1.2, SE = 0.5, p = 0.030).

Higher dose-years of any and atypical antipsychotics during the

9-year follow-up are statistically significantly associated with a larger

decrease of immediate free recall of trials 1–5 (B = -3.6, SE = 1.6,

p = 0.025 and B = -3.2, SE = 1.5, p = 0.039).

Conclusion: To our knowledge, this is a first report on an association

between cumulative lifetime antipsychotic use and change in cogni-

tion in a long-term naturalistic follow-up. Based on this data, the use

of high doses of antipsychotics may relate to a decrease of verbal

learning and memory functions in schizophrenia.

Policy of full disclosure: None.

S-13-004
Duration of untreated psychosis and outcomes and brain volume
loss in schizophrenia: the Northern Finland 1966 Birth Cohort
Study

M. Penttilä (University of Oulu Department of Psychiatry, Oulu,

Finland)

Objective: The prognosis of schizophrenia has not been greatly

improved in the 20th century and one of latest efforts to improve the

outcomes of psychosis has been the focus on early intervention ser-

vices aiming to shorten duration of untreated psychosis (DUP). The

aim was to study the correlation between DUP and longitudinal

outcomes, brain morphology and cognitive functioning in schizo-

phrenia longitudinally in population-based sample.

Methods: Within the Northern Finland 1966 Birth Cohort (NFBC

1966) data on DUP was available for 89 subjects with schizophrenia.

Various information of outcome was available longitudinally from

registers and records as well as from cross-sectional assessments. 46

subjects were successfully scanned at the 34-years and 32 subjects
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were re-scanned at the age 43-years in average 10 and 19 years after

the onset of first psychosis respectively. At the time of MRI scan the

subjects were interviewed and tested using an extensive battery of

cognitive testing.

Results: In the NFBC 1966 long DUP correlated with longer length of

first hospital treatment and increased risk of re-hospitalisation during

the first 2 years. In long term long DUP was associated with

decreased probability of disability pension and increased employment

and decreased need of hospital treatment. At the age 34-years long

DUP correlated with decreased density of right hippocampus. DUP

did not have significant association with brain volume loss between

ages of 34-years and 43-years.

Conclusion: The association between DUP and different long-term

outcomes is inconclusive in the NFBC 1966 even when comparing

systematically in a meta-analysis to other studies. There may be ways

to enhance the positive effects of early intervention services and

treatment of psychosis. One indicator of this is the unique finding of

long DUP and better long term outcome in some aspects of outcome.

This indicates that DUP is not always determinant or even a marker of

poor prognosis, but rather some subjects with long DUP may have

some protective factors helping them to manage to survive psychosis

and have some success in being employed later in the course of illness.

Policy of full disclosure: None.

S-14 Translational genetics for psychiatric illnesses

S-14-001
Genetic mouse models of relevance to schizophrenia: converging
neurobiological mechanisms

J. A. Pratt (Centre for Neuroscience University of Strathclyde,

Strathclyde Institute of Pharmacy and Biomedical Science, Psychiatric

Research Institute of Neuroscience, Glasgow, United Kingdom)

Objective: Genetic factors account for up to 80 % of the variance in

the overall risk of developing schizophrenia, with contributions from

both common and rare variants. However, evidence for the genetic

basis of schizophrenia is not currently matched by our understanding

of the biological role of the thousands of genetic variants documented

to date. Understanding how these genetic variants contribute to bio-

chemical and cellular mechanisms through to their impact on synaptic

function in neural circuits and networks is crucial for understanding

the extent to which genetic risk factors converge on common bio-

logical pathways to give rise to specific symptoms.

Methods: Amongst the genetic risk factors for schizophrenia, DISC1

is well documented and MAP2K7 represents a novel candidate gene.

Our objectives were to gain insight into the biological impact of these

genes on brain circuitry and behaviour using imaging and behavioural

tasks that translate to the clinic in genetic mouse models. We further

tested the hypothesis that these genetic risk factors impact on NMDA

receptor function.

Results: In mice expressing a truncated Disc1tr transgene, 2-deoxy-

glucose imaging revealed a significant hypofrontality, along with

hypometabolism in the reticular nucleus of thalamus. These mice

exhibited reduced sensitivity to the NMDA receptor antagonist ket-

amine as evidence by attenuation of acute ketamine-induced

hyperfrontality. This reduced sensitivity to ketamine was also

apparent in a novel working memory task analogous to the human

‘N-back task’. Mice heterozygous for a deletion of the Map2K7 gene

also showed working memory deficits in this translational task.

Conclusion: In conclusion, the Disc1 mutation modifies brain func-

tioning in neural circuits strongly implicated in psychiatric disorders.

Furthermore these data provide converging evidence that both Disc1

and Map2K7 risk genes impact on glutamate neurotransmitter system

function, of potential relevance to working memory deficits in

schizophrenia and other neuropsychiatric disorders.

Policy of full disclosure: Part of this work was supported by an award

(NS-GU-170) from the Translational Medicine Research Collabora-

tion—a consortium made up of the Universities of Aberdeen, Dundee,

Edinburgh and Glasgow, the four associated NHS Health Boards

(Grampian, Tayside, Lothian and Greater Glasgow & Clyde), Scottish

Enterprise and Pfizer.

S-14-002
The path to translating genetics into clinical psychiatry: a realistic
assessment

T. Schulze (University of Goettingen, Dept. of Psychiatry,

Goettingen, Germany)

Objective: The overall goal of this presentation is to give a brief

overview of the state-of-the art of psychiatric genetics. Based on that,

I will sketch out where psychiatric genetics stands in terms of

informing clinical psychiatry.

Results: Psychiatric genetics has reached a crucial stage. Several gen-

ome-wide association studies (GWAS) have been performed for bipolar

disorder, schizophrenia, unipolar depression and other major psychiatric

phenotypes. While, initially, researchers were somewhat disappointed

by the—prima vista- low yield of genome-wide significant findings, it is

now becoming clear that we have not fully grasped the complexity of a

genetically complex phenotype such as a psychiatric illness. More and

more data suggest that, on the one hand, current GWAS data sets have

not been exploited to the fullest extent, and that on the other hand,

GWAS need to be complemented by highly differentiated phenotype

definition, intelligent mathematical modelling, pathway analyses,

pharmacogenetic and epigenetic studies, imaging techniques, and novel

genetic tools such as whole genome or exome sequencing.

Conclusion: We are now in a position where we have a vast array of

tools available that will help us overcome many of the shortcomings

of the early years of genomic research as outlined above. The ques-

tion of whether this will also aid us in readily translating findings into

clinical practice however has to be addressed with utmost caution.

While pharmacogenetic approaches may be the first to guide clini-

cian’s decisions in the not too distant future, it is still too early for

overall risk or prognosis assessments based on genetics. It is impor-

tant that this be communicated to mental health care practitioners,

patients, their relatives, and the general public, in particular given that

industry is more and more pushing direct-to-consumer genetic testing.

Policy of full disclosure: Advisory Boards for Roche.

S-14-003
Rat models for cognition and cognitive deficits

D. Bartsch (ZI Mannheim Molecularbiology, Mannheim, Germany)

Abstract not received in due time.

S-14-004
The genetic basis of human memory and its relevance
for neuropsychiatric disorders

A. Papassotiropoulos (Division of Molecular Neuroscience Faculty

of Psychology, University Psychiatric Clinic, Biocenter University

of Basel, Basel, Switzerland)

Abstract: Genomic research aided by unprecedented technological

breakthroughs in DNA sequencing technology revolutionizes our
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understanding of the genetic basis of complex, multigenic traits and

diseases. Indeed, recent studies using millions of genetic markers in

samples ranging from a few hundreds to several thousands of individuals

have led and still lead to the identification of numerous susceptibility

genes. Human memory is a genetically complex and multigenic trait.

Heritability estimates of * 50 % suggest that genes have an important

impact on this fundamental brain function. Consequently, memory

research greatly benefits from the recent advances in genomics. Indeed,

an increasing number of genes, which are related to physiological

memory function, to impaired function, and to brain activity, are being

identified. In my talk I will demonstrate how the high-throughput use of

genomic information provides new insights into the genetic basis of

human memory and how it promotes the targeted treatment of memory

disorders by identifying relevant genetic pathways in humans.

Policy of full disclosure: Andreas Papassotiropoulos acts as scientific

consultant for following companies: Amgen, Novartis. He also par-

ticipates in a collaborative project with ACImmune, Lausanne.

S-15 The future of psychopathology in the light

of current neuroscience

S-15-001
RDoC and the future classification of schizophrenia spectrum
disorders

B. N. Cuthbert (NIMH - National Institute of Mental Health,

Bethesda, USA)

Abstract: What should the future classification of schizophrenia

spectrum disorders look like? Current data suggest that diagnostic

approaches (and indicated treatments) should possess the capability to

parse the marked heterogeneity of these syndromes, as well as their

relationship to other disorders; to measure precisely deviations in neu-

rodevelopmental patterns at the earliest possible ages, enabling

appropriate, targeted preventive measures; and to provide a thorough

explication of the severity dimension in this spectrum that can inform the

mechanistic distinctions between mild and severe dysfunction as well as

guiding appropriate treatment regimens for individuals with impairments

at all levels of severity. This presentation will outline the Research

Domain Criteria project (RDoC) developed by the National Institute of

Mental Health in the US. Specifically, the talk will address the ways in

which the RDoC research domains and translational framework are

intended to foster progress toward these long-term goals through new

approaches to sampling strategies, research designs, statistical methods,

and new treatment development strategies.

Policy of full disclosure: None.

S-15-002
Modular psychopathology and symptom dimensions
in schizophrenia

W. Gaebel (Department of Psychiatry and Psychotherapy, Medical

Faculty Heinrich-Heine-University, LVR-Klinikum, Duesseldorf,

Duesseldorf, Germany)

Objective: Schizophrenia is a complex mental disorder which can be

linked to disturbances of functional brain units, also called modules.

Modules are defined here as a combination of complex neural circuits

subserving their psychophysiological functions. These neural circuits

may be distributed in a network fashion or present more localized.

Modular psychopathology holds that the psychopathological symp-

toms of a mental disorder are related to disturbances of such modules.

Methods: Review of the modular architecture of the brain and its

relationship to symptom dimensions of schizophrenia.

Results: Structural and functional neuroimaging have shown altera-

tions of the modular structure of the brain in a range of mental disorders

including schizophrenia. The NIH RDoc initiative follows a similar route

as modular psychopathology by identifying relevant symptoms of mental

disorders, the basic psychological functions, whose impairment results in

these symptoms, and their underlying neurocircuitry.

Conclusion: A major goal of modular psychopathology is to discern

the components of psychopathological syndromes and identify their

underlying neurocircuits. In schizophrenia, a major challenge is to

correlate the known alterations of the modular structure of neuronal

circuits with specific symptoms like delusions or hallucinations, and

clarify how the gap between the neurocircuitry and clinically apparent

symptoms is bridged. Further research into the complex neural

mechanisms, underlying genetic variants and molecular interactions

observed in schizophrenia is necessary before modular psychopa-

thology can be used as the basis for the development of a new

diagnostic classification and novel treatment options for schizophre-

nia and other primary psychotic disorders.

Policy of full disclosure: Wolfgang Gaebel received grants/research

supports from Lundbeck Institute (Faculty Member).

S-15-003
Neuroimaging of symptoms and endophenotypic brain
dysfunctions in schizophrenia: psychopatho(physio)logy
of the future?

O. Gruber (Georg August University Dept. of Psychiatry, Goettingen,

Germany)

Objective: Diagnosis and classification of schizophrenia and other

major psychoses is mainly based on the clinical phenotype, i.e. on

psychopathological symptoms observed in the patients. Many doubts

have been raised whether such diagnoses represent ‘‘natural disease

entities’’ (Kraepelin) in the sense of disorders with common patho-

genesis and pathological substrates. Because schizophrenic and

affective disorders are highly heritable, i.e. there is clear evidence for

genetic factors in their aetiology, investigation of endophenotypic

brain dysfunctions is an alternative approach for research into the

pathophysiology and the pathogenesis of these mental disorders.

Methods: Modern functional neuroimaging methods have been used

in order to investigate the neural correlates of psychopathological

symptoms. Findings of these studies have in part been confirmed by

meta-analyses. On the other hand, neuroimaging investigations of

healthy first-degree relatives of patients with schizophrenic and

affective disorders permit to assess brain functions that may represent

potential endophenotypes and that may foster research into the

genetic aetiology of these disorders.

Results: This talk will focus on multi-functional MRI studies in

healthy first-degree relatives of patients with schizophrenia or bipolar

disorder. In these studies, endophenotypic brain dysfunctions in

schizophrenia have been identified in terms of a hyperresponsivity of

a saliency/evaluation network (e.g. of the nucleus accumbens) to

reward stimuli. In first-degree relatives of patients with bipolar

affective disorder endophenotypic brain dysfunctions could be found

particularly in the right middle frontal gyrus showing hyperactivation

during verbal working-memory performance. Genome-wide associa-

tion studies for these endophenotypic neuroimaging markers are

currently underway.

Conclusion: The endophenotypic approach in functional neuroimag-

ing may help to identify genes involved in the pathogenesis of

schizophrenic and affective disorders and may provide important

information for the development of valid animal models for further

research. This line of research may provide more direct insight into
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pathophysiological brain processes and may pave the way for future

diagnostic systems in psychiatry.

Policy of full disclosure: None.

S-15-004
Symptom dimensions and brain systems: their roles
for understanding and treatment of schizophrenia spectrum
disorders

W. Strik (University Hospital of Psychiatry, University of Bern, Bern,

Switzerland), J. Kindler, P. Homan, A. Wopfner, K. Stegmayer,

H. Horn, T. Dierks

Abstract: Symptom dimensions of psychosis can be understood as the

expression of an imbalance of specific brain systems. The Bern

Psychopathology Scale for the Assessment of psychotic Symptoms

(BPS) has been developed to disentangle psychotic symptoms based

on their relationship to three major brain systems involved in higher

behavioural functions, i.e., the language, the limbic and the motor

system. In a validation study on 168 psychotic patients, a Principal

Component Analysis was best explained by a solution with the three

symptom dimensions resembling the three candidate brain systems.

The results showed a certain degree of independence of the symptom

dimensions within the patient group. In brain imaging studies, the

symptom clusters related to the single dimensions were apt to identify

patients with significant structural changes in components of the

predicted brain systems. It is of paramount interest to identify the

individually impaired brain system in order to develop and target

appropriate treatments and possibly even to predict the treatment

success, as it has already been shown by our group in the case of

auditory verbal hallucinations.

Policy of full disclosure: No conflicts of interest.

S-16 New approaches to cognitive behaviour therapy

for psychosis

S-16-001
Cognitive biases as moderators and mediators of successful CBTp

S. Mehl (Philipps-University Marburg Department of Psychiatry,

Marburg, Germany)

Abstract not received in due time.

S-16-002
Psychotherapy in subjects at high mental risk state

A. Bechdolf (Vivantes Klinikum am Urban Klinik für Psychiatrie,

Berlin, Germany)

Abstract: Recent meta-analyses in almost 1.500 cases confirmed that

criteria based on sub-threshold levels of psychotic symptoms (ultra high-

risk criteria) or self-perceived cognitive deficits (basic symptoms) have

been found to predict psychosis onset within 12 months in 20–30 % of

the cases in large cohorts of help-seeking clients. These findings have

provided the opportunity to deliver indicated prevention strategies to

people at-risk in order to reduce or prevent the devastating effects of

schizophrenia. Eight randomized controlled trials (RCTs) including

more than 1000 participants in the at-risk population have been com-

pleted so far. They have included evaluations of low dose risperidone and

cognitive behavioural therapy (CBT) combined, CBT or an integrated

psychological intervention alone, olanzapine and omega-3 fatty acids.

The results of the treatment phase indicated advantages on a descriptive

level or significant results in favour of the respective experimental

condition in terms of transition to psychosis. Three independent meta-

analyses confirmed these findings. However, at present the results for

psychosocial and antipsychotic treatment are equivocal. Because of

advantages regarding the risk/benefit ratio of psychosocial interventions,

we argue psychosocial interventions should serve as first line treatment

for people at risk and antipsychotics should be used as a second line

treatment. However, due to a number of methodological limitations the

empirical evidence of the superiority of psychological interventions or

antipsychotics to unspecific control conditions in the at-risk population is

preliminary. Therefore there is a need for methodological sound col-

laborative large scale RCT involving CBT and antipsychotics as

preventive strategies. Such trials are on the way at present.

Policy of full disclosure: None.

S-16-003
How does CBT effect the brain of patients with schizophrenia:
a multicenter fMRI study

A. Krug (Philipps-University Marburg Department of Psychiatry,

Marburg, Germany)

Objective: Cognitive behavioural therapy (CBT) is an important

treatment in conjunction with psychopharmacotherapy in schizo-

phrenia. However, there is only very little research on the effects of

such interventions on brain function.

Methods: The neural correlates of a manual-based CBT intervention

for patients with predominant positive symptoms were investigated.

In this multicenter trial, patients as well as healthy controls completed

two tasks during fMRI scanning before and after 9 months of therapy

in 3-Tesla scanners. The tasks were designed to test subjects’ attri-

butional style and decision making processes which are hypothesized

to predict the development of delusions in patients.

Results: Data analyses of 27 patients after 9 months of psychotherapy

as well as 29 controls suggest that initial differences in brain activation

before therapy exist in task-related areas such as prefrontal and temporal

cortices. After therapy, these differences are ameliorated and patients

exhibit additional activations in newly recruited networks.

Conclusion: These results support the feasibility of fMRI multicenter

trials and shed further light into the mechanisms relating psycho-

therapy to brain function in Schizophrenia.

Policy of full disclosure: None.

S-16-004
Who benefits and why? Predictors of change and drop-out
during cognitive behavioural therapy for psychosis

T. Lincoln (University Hamburg Department of Psychiatry, Hamburg,

Germany)

Objective: To further improve CBT for psychosis and optimize its

dissemination, knowledge of which factors predict adherence and

improvement is relevant. Insight, duration of illness and symptom

severity have previously been shown to predict improvement. This

study investigates the additional impact of cognitive biases, comor-

bidity and medication compliance in a secondary analysis of dropout

and completer data from a randomized controlled effectiveness trial

of CBT for psychosis (Lincoln et al., 2012).

Methods: Eighty patients with DSM-IV psychotic disorders seeking

outpatient treatment for psychosis were investigated. Predictors were
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assessed at baseline and during treatment. Symptoms and functioning

were assessed at post-treatment and one-year follow-up.

Results: Baseline variables predicted 24–32 % of the variation in

change from pre- to post-therapy and 56–63 % from pre-therapy to

1 year follow-up. As in previous studies, shorter duration of disorder,

fewer previous hospitalizations, younger age, higher symptom

severity and lower functioning predicted improvement. Reasoning

biases were specific predictors of improvement in the CBT versus

waiting-list condition. Lack of insight and low social functioning

were the main predictors of drop-out during treatment.

Conclusion: More severely disordered patients who stay in therapy ben-

efit from it. Low IQ, education, neurocognitive dysfunctions and lower

medication-compliance pose no barrier to improvement during CBT.

Policy of full disclosure: None.

S-17 Epigenetic dysregulation in schizophrenia

S-17-001
Cognitive symptoms in schizophrenia: pharmacological aspects
of a core symptom domain

W. Fleischhacker (Department of Psychiatry and Psychotherapy,

Medical University Innsbruck, Innsbruck, Austria)

Abstract: Cognitive deficits, already implicit in Kraepelin0s term

dementia praecox, are common in patients suffering from schizophrenia

and play a major role in the long term outcome of this disorder. They

represent a considerable challenge for the treatment of schizophrenia.

Pharmacological treatment approaches are almost exclusively restricted

to the neurocognitive domain. Early comparative clinical trials between

antipsychotics of the first and second generation gave rise to the hope

that the latter would have some advantages over the former, at least in

moderate effect sizes. Later studies in more naturalistic treatment set-

tings, such as f.i. CATIE and EUFEST were not able to replicate these

findings. In recent years alternative pharmacological strategies have

been investigated, mostly in add-on studies. The focus was, and still is,

on glutamatergic and procholinergic targets. Examples include direct

and indirect glycine agonists as well as a number of compounds which

act on various nicotine receptor systems. Next to these interventions,

drugs acting on dopamine D1 receptors and on various types of sero-

tonin receptors as well as antioxidants have been evaluated. In addition,

a number of psychological interventions, most notably cognitive

remediation, have been explored. Despite all of these efforts and some

promising results from phase I and II studies and from psychological

therapies, the effects of interventions to enhance cognition have led to

modest improvements at the most.

Policy of full disclosure: W. Wolfgang Fleischhacker has received

research grants from Otsuka, Pfizer, Janssen and Reckitt-Benckiser;

as well as consulting honoraria from Lundbeck, Roche, Bristol-Myers

Squibb, Otsuka, Janssen, Pfizer, MedAvante and Merck. He has

received speaker honoraria from Lundbeck, Janssen, Otsuka, and

Roche; as well as holds stock from MedAvante.

S-17-002
Molecular basis of epigenetic regulation

A. Fischer (Department of Psychiatry and Psychotherapy, University

Medical Center Goettingen, German Center for Neurodegenerative

Diseases (DZNE) Goettingen, Goettingen, Germany)

The orchestration of gene-expression programs is essential for cellular

homeostasis. Epigenetic processes provide to the cell a molecular

toolbox that allows the systems regulation of gene-expression in

response to environmental stimuli. Recently epigenetic mechanisms

such as DNA-methylation, histone-modifications and non-coding

RNA function have been implicated with cognitive function. In turn,

altered epigenome plasticity has been linked to the pathogenesis of

neurodegenerative and neuropsychiatric diseases. Thus, key regula-

tors of epigenetic gene-expression such as histone deacetylases have

emerged as novel drug targets for brain diseases. In this presentation I

will provide a conceptualized overview on the current findings of

epigenetic processes in brain diseases with a specific focus on his-

tone-modifications and non-coding RNAs in Alzheimer’s disease and

schizophrenia.

Policy of full disclosure: None.

S-17-003
HDACi for the treatment of schizophrenia: preclinical
and clinical aspects

A. Hasan (LMU Psychiatry and Psychotherapy, Munich, Germany)

Abstract: Despite the considerable advances in the treatment options

for schizophrenia, the cognitive symptoms in particular are not

receptive to antipsychotic treatment and considered to be one of the

main predictors for poor social and functional outcome of the disease.

Based on animal models and preclinical findings, the idea of chro-

matin-modifying drugs is discussed controversially. Until now, no

studies have been performed with this approach, e.g. using histone

deacetylase inhibitors, on schizophrenia patients. However, preclini-

cal findings for such an approach will be presented and the

relationship to possible clinical application will be discussed. Fur-

thermore, the discussion of conceptual and practical challenges

associated with clinical trials of chromatin-modifying drugs in these

patient populations will be part of this presentation. A special atten-

tion will be given to safety profiles of available drugs, the potential

for adverse effects and general issues revolving around pharmacoki-

netics and pharmacodynamics. Finally, practical questions, like

combination therapy versus monotherapy or trial durations, will be

discussed.

Policy of full disclosure: Alkomiet Hasan received financial support

to attend scientific meeting from Pfizer, Janssen Cilag, Lundbeck,

Desitin. He received financial support for publishing articles from

Roche. A. Hasan is member of the steering group on developing and

reviewing the S3 practice guideline, and is leading author of the

WFSBP guideline on treating schizophrenia. A. Hasan is member of

DGPPN, DGBP, WFSBP.

S-17-004
Epigenetic therapies in oncology: clinical and safety aspects

M. Bitzer (University Hospital Tuebingen, Tuebingen, Germany)

Abstract: Epigenetic alterations are a hallmark of cancer and notably

contribute to the characteristics of tumor cells. Moreover, evidence

exists that they accumulate under anticancer therapies and substan-

tially contribute to resistance phenomena that finally lead to the death

of cancer patients. Epigenetic therapeutics that modulate these alter-

ations have entered the clinics and are in numerous cancer trials under

intense investigation. Namely DNA methyltransferase inhibitors and

histone deacetylase inhibitors (HDACi) either as monotherapeutics or

in combination approaches are currently applied. Both substance

classes differentially influence tumor cells and their normal, non-

malignant counterpart, which will be explained with several examples
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from preclinical models. Furthermore, a translational clinical study

with the HDACi resminostat will be exemplarily used to discuss

aspects of the clinical application of this substance class. Current

evidence seems to support the notion that HDACi, at least in the field

of solid tumors, should not be applied as monotherapeutic approaches,

but may be ideal combination partners for other cancer treatment

strategies. Future challenges within the field of epigenetic cancer

therapeutics include the development of new tools that enable a

rational choice which agents and which combination partners should

be applied for which tumors.

Policy of full disclosure: None.

S-18 Perspectives in schizophrenia research: emerging

research issues

S-18-001
Emerging research issues in biological and translational research

W. Maier (Psychiatric Department University of Bonn, Bonn, Ger-

many), P. Falkai, (Corresponding author: Psychiatric Department of

the University of Munich, Psychiatric Hospital)

Abstract: Via genetics and brain imaging biological research has

contributed substantially to an improved understanding of the healthy

as well as diseased brain in major psychoses. However, there is a

disjunction between the emerging data covering aspects of the path-

ophysiology and the translation into clinical care. To achieve progress

the following hypotheses will be formulated and discussed: (1) Risk

genes and the unravelling of their epigenetic dysregulation are driving

our understanding of the pathophysiology and have already lead to

new compounds for clinical studies, e.g. modulations of the gluta-

matergic and cholinergic system (2) Taking vertical (‘working

memory loop’) as well as horizontal (‘long-term outcome’) aspects of

the phenotype into account will help identify pathomechanisms in

subgroups of patients. (3) The development of clinico-biological

signatures based on machine-learning algorithms will help identify

persons at risk to develop psychosis needing treatment and patients

with an unfavourable long-term outcome needing targeted treatment

(‘early clozapine’) at early stages of the illness (4) Transgenic animals

based on risk genes and improved visualisation of molecular mech-

anisms (e.g. STED microscopy; optogenetics) will help to understand

the basic mechanisms leading to dysfunction (5) Future clinical

studies will use compounds licensed for indications beyond mental

illness targeting specific molecular pathways contributing to the

pathophysiology of major psychoses.

Policy of full disclosure: Wolfgang Maier—None; Peter Falkai

received honoraria or consultation fees from AstraZeneca, Eli Lilly.

S-18-002
Emerging research issues concerning drug and other somatic
treatments

H.-J. Möller (Psychiatric Department of the University of Munich,

Munich, Germany)

Abstract: Inspite of some advantages of the second generation anti-

psychotics there are still important unmet needs in the neurobiological

treatment of schizophrenic psychoses. Especially negative symptoms

and cognitive disturbances are a field of unsatisfying treatment results

as well as drug treatment refractory positive symptoms. Recent drug

development focussed especially on the glutamatergic system, aiming

at an alternative treatment for the full spectrum of symptoms of

schizophrenia or with a primary target on negative symptoms or

cognitive disturbances. There are different mechanisms to modulate

the glutamatergic system and related different compounds were

developed. So far a glycine transporter antagonist seems to have the

most promising clinical data, predominantly in the reduction of stable

negative symptoms, being persistent after a pretreatment with anti-

psychotics. Also other pharmacological mechanism and related new

compounds are under investigation. Apart from drug therapy central

nervous stimulation methods are also under investigation, especially

rTMS. In several rTMS studies positive results were obtained with an

interesting differential indication: low frequency TMS over the left

temporal cortex for the treatment of paranoid-hallucinatory symp-

toms, high frequency TMS over the dorsolateral prefrontal cortex in

the treatment of negative symptoms.
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S-18-003
Emerging research issues concerning psychosocial interventions

W. Rössler (University of Zurich Psychiatric University Hospital,

Zurich, Switzerland)

Abstract: The objective of psychiatric reforms since the mid-1950s

has been to resettle chronically mentally ill patients from large cus-

todial institutions to community settings. Reform practice has

changed the perception of mental illness. Enabling disabled persons to

live a normal life in the community causes a shift away from a focus

on an illness model toward a model of functional disability. Social

role functioning including social relationships, work and leisure, as

well as quality of life of the persons affected developed as a core

target of psychiatric rehabilitation. The overall philosophy of psy-

chiatric rehabilitation comprises two social intervention strategies:

the first strategy is individual-centred and aims at developing the

patient’s skill in interacting with a stressful environment. The

second strategy is an ecological approach directed toward devel-

oping environmental resources to reduce potential stressors. Most

disabled persons need a combination of both approaches. On more

specific individual-centred levels, social interventions encompass

social skills training, family intervention, and vocational training.

Reducing potential stressors in the environment include the pro-

vision of sheltered living accommodation and work. Also financial

resources have to be secured to meet basic needs. In this lecture

the theoretical background as well as several social intervention

strategies will be explained.
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S-18-004
Emerging research issues towards recovery: the case of negative
and cognitive symptoms

S. Galderisi (University of Naples SUN, Dept. of Psychiatry, Naples,

Italy)

Objective: Negative symptoms, neurocognitive deficits and impair-

ments of social cognition are the variables more consistently found in

association with impaired social functioning of patients with

schizophrenia.

Methods: The presentation will focus on emerging research issues

relevant to negative symptoms and cognitive dysfunctions in rela-

tionship with recovery in people with schizophrenia, since

a) available pharmacological treatments do not adequately address

negative symptoms and cognitive impairment,

b) negative symptoms and cognitive impairment are widely recog-

nized as critical unmet treatment needs that substantially limit

functional recovery, and

c) persistent negative symptoms and cognitive impairment interfere

with patient’s motivation/ability to take medication. Recent

conceptualizations and assessment issues will be addressed.

Results: As to negative symptoms, emerging research issues include

the definition of the most useful approach to reduce their heteroge-

neity and identify those negative symptoms domains that mostly

hinder patients’ recovery. New assessment instruments have been

introduced to overcome past methodological limitations and reduce

overlap with recovery measures. As to cognitive deficits it is still

debated whether negative impact on patients’ recovery is mainly due

to a global cognitive deficit or to deficits in specific cognitive

domains, or if the impairments of different aspects of patients’

functioning are associated with deficits in distinct cognitive domains.

Assessment instruments have been identified and adapted to several

cultural contexts to favour harmonization in research methods and

findings. Models aimed to define the relative impact of negative

symptoms and cognitive domains (independent variables) on indices

of functional outcome (dependent variables) have been proposed to

validate assumptions on the causality between the variables and to

identify potential factors mediating and moderating the relationships

between dependent and independent variables.

Conclusion: Results of these efforts will guide present and future

research aimed to characterize the neurobiological basis of the dif-

ferent domains of negative symptoms and cognitive deficits and to

develop innovative and effective treatments

Policy of full disclosure: Receipt of honoraria/consultation fees from

Amgen-Dompè and Eli-Lilly.

S-19 Should continuous antipsychotic medication be

recommended after first episode psychosis?

S-19-001
Remission of psychotic symptoms and antipsychotic medication:
long term follow-up of first episode patients included in the TIPS
project

I. Melle (University of Oslo Institute of Clinical Medicine, Haslum,

Norway), J. I. Røssberg, W. T. Velden Hegelstad, J. H. Evensen,

U. Haahr, I. Joa, T. K. Larsen, E. Simonsen, J. O. Johannesen,

T. H. McGlashan, S. Friis

Objective: Randomized trials show that antipsychotic medication has

significant clinical effects in reducing acute psychotic symptoms and

preventing relapses in psychotic disorders. Many patients are however

negative to long-term use due to the risk of side-effects, and clinical

experience indicates that some patients manage well without medi-

cation in the longer term. There are however limited experience with

early prediction of medication-free good outcomes.

Methods: 281 patients with first-episode, DSM-IV broad schizo-

phrenia spectrum disorders entered a medication algorithm advising

2 years continuous medication for patients meeting criteria for

schizophrenia at first contact. Patients were followed from first week

of treatment with re-evaluations after 3 months, 1, 2, 5 and

10 years.174 (69 % of those alive) participated in the 10 year

follow-up.

Results: At follow-up, 86 (49.5 %) were psychotic (13 (5 %)

continuously since baseline); 46 (26.5 %) were in symptomatic

remission and 42 (24 %) were in stable remission with living,

social and working skills in the normal range (i.e. recovered).

There were no differences between groups in the number of

patients not using antipsychotics and in the defined daily dosages

(DDD) at baseline, 3 and 12 months follow-up, but a significant

difference between the non-remitted and the recovered group in the

number using antipsychotics and in DDD at the 2- and 10 year

follow ups. A repeated measure ANOVA indicated no time-effect

on total DDD, but a time x group effect with significantly different

patterns for the non-remitted and recovered groups. There were no

significant group differences in DDDs after correcting for symptom

levels at 2 years, but significant symptom-corrected differences at

10 years.

Conclusion: The recovered patients used lower doses of antipsy-

chotics and were more likely to be unmedicated after 10 years in

treatment than non-remitted patients, with the symptomatically

remitted patients forming a middle group. Patterns of medication use

started to diverge after 2 years in treatment and were not fully

explained by symptomatic differences.

Policy of full disclosure: None.

S-19-002
A focus on poor physical health in psychosis: from animal data
to the long-term follow-up of first episode patients
from the AESOP study

V. Mondelli (Institute of Psychiatry Kings College London, London,

United Kingdom), P. Dazzan

Objective: People with schizophrenia die, on average, 10 years

younger than the general population, due to their physical health

needs being unmet. This presentation will show our data (1) on

molecular mechanisms through which chronic antipsychotic treatment

affects physical health, and (2) on factors that may play a role in

determining, with poor physical health, subsequent worse quality of

life in patients with psychosis.

Methods: (1) Preclinical data: we investigated critical nodes of insulin

signalling pathway in liver tissue and measured intra-abdominal fat in

male Sprague–Dawley rats (n = 24) chronically treated either with

vehicle, haloperidol or olanzapine. (2) Clinical data: we completed a

10-year follow-up of an epidemiological cohort of 557 individuals

with a first-episode psychosis (the AESOP-10 study), collecting

information across clinical, biological, psychological and social

domains both at baseline and 10 years later.

Results: The preclinical data show that haloperidol and olanzapine

mediate onset of metabolic pathways through different molecular

mechanisms, with a direct effect of olanzapine, but not of haloperidol,

on insulin pathway. The clinical data show that at 10 years, there is a

more than threefold increased risk of death in the cohort than in the

general population (SMR = 3.7, 95 % CI 2.6–5.1). Over the follow-
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up period, the levels of functioning of both individuals who subse-

quently died and those who were re-assessed were similarly poor.

Poor physical health was reported as the main reason for unem-

ployment, and 24 % of unemployed subjects reported a comorbid

drug abuse or dependence.

Conclusion: Our data confirm a short life expectancy in individuals

with any psychosis, and suggest that poor physical health, possibly

in the context of comorbid substance abuse or dependence may

play an important role in the low levels of functioning and poor

quality of life observed in these groups. Antipsychotic medications

contribute to poor physical health through different molecular

mechanisms.

Policy of full disclosure: None.

S-19-003
Remission of antipsychotic medication and remission of psychotic
symptoms: long term follow-up of first episode patients included
in the OPUS trial

M. Nordentoft (Copenhagen University Hospital Psychiatric Centre

Copenhagen, Copenhagen, Denmark)

Objective: Traditionally, long-term outcomes in first episode psy-

chosis have been assessed by investigating rates of symptom

remission and recovery at a specified timepoint after diagnosis. Whilst

these studies provide valuable cross sectional information about

levels of psychopathology and functioning they do not provide

information about how the illness is manifested over time. A better

understanding of the course of illness can help clinicians in the

development of effective interventions to improve treatment out-

comes. The objective was to construct positive and negative symptom

trajectories based on clinical data collected over a period of 10 years

from a representative cohort of people with schizophrenia spectrum

disorders.

Methods: Clinical data on positive and negative symptoms collected

over five different time points (baseline, 1, 2, 5 and 10 years) was

used to identify different illness trajectories using Latent Class

Analysis (LCA).

Results: Data was analyzed from 496 participants. Distinct trajec-

tories for positive and negative symptoms were identified,

supporting a heterogeneous course of illness. Five distinct trajecto-

ries were identified for positive symptoms (responders –47 %,

delayed response -12 %, relapse –15 %, no response 13 % and

episodic 13 %). Four distinct trajectories were identified for nega-

tive symptoms (responders-28 %, delayed response-19 %, relapse

26 % and non-responders 27 %). Multivariable regression analysis

identified that longer DUP and substance abuse were associated with

poorer positive symptom trajectories whilst inadequate social func-

tioning, higher disorganized symptoms, poor pre-morbid social

functioning and schizophrenia diagnosis were associated with worse

negative symptom trajectories. A significant proportion of people

displayed changes in levels of symptoms several years after

diagnosis.

Conclusion: Trajectories of illness for positive and negative symptoms

were heterogeneous amongst people with first episode psychosis.

Positive symptoms showed a general pattern of reduction and stabil-

ization over time whilst negative symptoms typically showed less

variation over the 10 year period with over half of the participants not

displaying significant change from baseline levels. These results have

implications for the timing and intensity of interventions over the

entire course of illness within first episode psychosis.

Policy of full disclosure: None.

S-19-004
Recovery in remitted first episode psychosis at 7-years of follow-
up of an early dose-reduction/discontinuation or maintenance
treatment strategy

L. Wunderink (University Medical Center Groningen & Friesland

Mental, Health Services, Groningen, Netherlands)

Abstract not received in due time.

S-20 The role of neuroinflammation in schizophrenia

S-20-001
Antipsychotics and minocycline as a possible modulator
of microglial inflammatory/oxidative stress response
in schizophrenia

T. Kato (Kyushu University, Fukuoka, Japan),

M. Ohgidani

Objective: Abnormality of neuronal networks have long been

believed to play crucial roles in schizophrenia, thus antipsychotics

have been traditionally understood sorely to modulate synaptic reg-

ulations via receptors and transporters of neurotransmitters. Recently,

neuron-glia interaction has been highlighted in the pathophysiology

of schizophrenia. Microglia, one of the glial cells, play crucial roles as

immunological/inflammatory modulators. Recent imaging studies

have revealed microglial activation in the brain of patients with

schizophrenia. Animal models that express some phenotypes of

schizophrenia have revealed the underlying microglial pathologies. In

addition, minocycline, an antibiotic with inhibitory effects of mi-

croglial activation, has proved to have therapeutic effects on

schizophrenia. We thus hypothesize that antipsychotics may directly

affect microglia beyond the neuron/synapse dominant understandings

of antipsychotics.

Methods: We measured the effects of antipsychotics and candidate

drugs using both in vivo system (such as MK801/methampheta-

mine-treated mice) and in vitro system (microglial cell culture); (1)

We measured proinflammatory reactions and oxidative stress

according to microglial activation using (a) the in vitro electron

spin resonance (ESR) and (b) a novel in vivo technology that

can measure live redox reactions with Redox Molecular Imag-

ing (ReMI). (2) We measured the pathological changes of

microglia and transformations of neuron-glia interactions. (3) We

evaluated the effects of antipsychotics on the above-mentioned

reactions.

Results: Various antipsychotics showed anti-inflammatory properties

via suppressing microglial activation in vitro. Interestingly, aripip-

razole with D2R partial agonism inhibits the production of superoxide

radicals from PMA-activated microglia. In vivo studies using ReMI

have revealed that oxidative stress is significantly modulated by some

kinds of antipsychotics.

Conclusion: Our results suggest that at least some part of thera-

peutic effects of antipsychotics can be explained by modulating

microglia, which is the novel therapeutic approach in schizophre-

nia. Specific modulators of microglia should be investigated, and

further clinical trials should be conducted to clarify this

perspective.

Policy of full disclosure: Dr. Kato received honoraria from serving on

the scientific lecture of the pharmaceutical companies including Ot-

suka, and Meiji Seika Pharma.

Eur Arch Psychiatry Clin Neurosci (2013) 263 (Suppl 1):S7–S111 S31

123



S-20-002
Immature dentate gyrus and mild chronic inflammation:
candidate endophenotype of neuropsychiatric disorders

T. Miyakawa (Fujita Health University, Toyoake, Japan)

Abstract: Adequate maturation and integration of the adult-generated

neurons into the circuit of the hippocampus would be crucial for normal

cognitive functions and emotional behaviours. Disruption of the pro-

cess could result in some disturbance in mental health. Previously, we

reported that mice heterozygous for a null mutation of aCaMKII, a key

molecule in synaptic plasticity, have profoundly dysregulated behav-

iours including hyper-locomotor activity and a severe working memory

deficit, which are endophenotypes of schizophrenia and other psychi-

atric disorders. In these mice, almost all the neurons in the dentate gyrus

(DG) of the mutant mice failed to mature at molecular, morphological

and electrophysiological levels, causing severe deficit in the synaptic

plasticity at mossy fibre—CA3 synapses. By using a simple real-time

PCR assay using iDG markers, we identified four other strains of mutant

mice that have a phenotype strikingly similar to iDG, including the

forebrain specific calcineurin knockout mice and the mice lacking

Schnurri-2, an NF-kappa B site-binding protein, that tightly binds to the

enhancers of major histocompatibility complex (MHC) class I genes

and inflammatory cytokines. We also found that chronic fluoxetine

treatment or single pilocarpine administration can induce ‘‘dematur-

ation’’ resulting in iDG-like phenotype in wild type mice. Most of the

mice showing iDG-like phenotype seem to have increased adult neu-

rogenesis in DG. Gene and protein expression patterns in the brains of

these mice are strikingly similar to those found in the post-mortem

brains of the patients of psychiatric disorders, such as schizophrenia and

bipolar disorder. The brains of iDG mice show mild chronic inflam-

mation, distinct from typical acute inflammation, as revealed by

bioinformatics analyses of gene expression data. Anti-inflammatory

drugs can reverse the iDG phenotype as well as some behavioural

abnormalities in a subset of the mice showing iDG. I will discuss the

potential implication of these findings in elucidating the pathophysi-

ology of those neuropsychiatric disorders.

Policy of full disclosure: Tsuyoshi Miyakawa is advisor for Astellas

Research Institute of America LLC, a subsidiary of Astellas Pharma

Inc. There are no further conflicts of interest to declare.

S-20-003
Low dose of Dextromethorphan may benefit in schizophrenia
treatment

R.-B. Lu (National Cheng-Kung University Tainan City, Taiwan)

Objective: Schizophrenia, unknown etiology so far, but could be said

as a neurodegenerative disease, multiple genes and environments or

their interaction has been reported as the major factor in the patho-

genesis. The genetic factors cannot be intervened or treated as yet; the

environmental etiology and treatment have drawn attention. The

inflammatory process has been reported to increase cytokines

accessing the blood brain barrier to damage neurons and induce

neuronal degeneration. The low plasma BDNF levels in humans may

reflect the degree of neuronal degeneration and could be index to

study the prognosis in schizophrenia.

Methods: In schizophrenic patients, we found increasing plasma

TNF-a and IL-1b, and decreasing of plasma BDNF (20 ng/mL in

healthy control, 14–18 ng/mL in bipolar disorders and substance use

disorders, but only 5 ng/mL in schizophrenic patients).

Results: We used risperidone added-on low dose dextromethorphan

(DM)/placebo to treat schizophrenic patients for 11-weeks and found in

the risperidone + placebo group, significantly decreased plasma IL-1b

after 8-weeek treatment, but increased plasma TNF-a respectively. After

treatment, in the risperidone + DM group, the decreased IL-1b was

found earlier, at the 2nd week of treatment and the TNF-a decreased to

the similar level as in the healthy control. Also, the schizophrenic

symptoms showed greater improvement than did the placebo group.

Conclusion: We would suggest that: (1) while organic mental disor-

ders could be ruled out, BDNF and cytokines might be a trait and state

biological marker in major mental illnesses respectively; (2) dextro-

methorphan may benefit schizophrenia when added-on antipsychotics;

(3) Some antipsychotics might increase the toxicity and damage the

neurons to increase the neurodegenerative process.

Policy of full disclosure: None.

S-20-004
The effects of minocycline on microglial cells activation
in the dentate gyrus of Gunn rat: a possible animal model
of schizophrenia

A. J. Tanra (Hasanuddin University Makassar, Makassar, Indonesia)

Objective: Schizophrenia is a chronic and devastating illness with the

etiology that remains unclear. Our previous study indicating that Gunn rat

might be used as a possible model of schizophrenia. Moreover, the evi-

dence of microglial activation in the dentate gyrus of Gunn rat showed

that neuroinflammation may play important role in the patophysiology of

schizophrenia (Liaury et al., J Neuroinflamm., 9:56, 2012). Recent

studies indicate that minocycline, a second generation tetracycline, has

potent anti-inflammatory and neuroprotective effects in various animal

model of neuropsychiatric disease. In the present study, we aimed to

investigate the effect of minocycline on microglial activation in the

dentate gyrus of Gunn rats. Moreover, we will investigate whether there is

improvement in cognitive deficits via the behavioural tests.

Methods: After the intraperitoneal administrations of either saline or

minocycline (40 mg/kg) once a day for 14 consecutive days in Gunn

rats and Wistar rats as normal control, we performed behaviour test

(Prepulse Inhibition Test, PPI and Novel Object Recognition Test,

NORT). Later, we examined the CD11b expression area in the ion-

ized calcium binding adaptor molecule1 (Iba-1)-labelled microglial

cells in the dentate gyrus using immunohistochemical technique.

Results: As a result, we found that Gunn rats treated with minocycline

showed improvement in behaviour test (PPI & NORT) compared to

Gunn rats treated with saline. Moreover, microglial cells in Gunn rat

treated minocycline group showed less expression of CD11b com-

pared to saline group and control.

Conclusion: These results suggest that minocycline attenuated mi-

croglial activation in the dentate gyrus of Gunn rats. These results

also support the therapeutic strategy of schizophrenia through the

inhibition of microglial activation.

Policy of full disclosure: None.

S-21 Experimental psychopathology of psychosis

S-21-001
Delusions and the role of beliefs in perceptual inference

P. Sterzer (Charité University Medicine Dept. of Psychiatry/SHK,

Berlin, Germany)

Objective: Delusions are unfounded yet tenacious beliefs and a

symptom of psychotic disorder. Varying degrees of delusional idea-

tion are also found in the healthy population. Here, we experimentally

tested a neurocognitive model that explains the formation and per-

sistence of delusional beliefs in terms of altered perceptual inference.
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Methods: We performed two behavioural experiments (n = 105) and

a functional magnetic resonance imaging experiment (n = 20) in

healthy participants to probe the relationship between delusion-

proneness and the effect of learned predictions on bistable visual

perception using an ambiguous random-dot kinematogram. Delusion-

proneness was assessed with the Peters Delusion inventory.

Results: Behaviourally, delusional ideation was associated with less

perceptual stability during intermittent viewing of the ambiguous

stimulus but a stronger influence of experimentally induced beliefs on

perception. The perceptual effect of beliefs was reflected in fMRI signal

patterns in visual cortex, from which biased perception could be

decoded using multivoxel pattern analysis. Furthermore, delusional

ideation was associated with enhanced functional connectivity between

an orbitofrontal region that encoded beliefs and visual cortex.

Conclusion: Our results indicate that beliefs can influence the con-

tents of awareness through feedback signals from higher-order brain

areas to sensory cortices. In delusion-prone individuals, an enhanced

effect of beliefs on sensory processing may sculpt perception into

conformity with beliefs, thereby contributing to the tenacious per-

sistence of delusional beliefs.

Policy of full disclosure: None.

S-21-002
Psychophysical and neurochemical aspects of context perception
in schizophrenia

J. Terock (Dept. of Psychiatry and Psychotherapy, University

of Luebeck, Luebeck, Germany), B. Zurowski

Abstract not received in due time.

S-21-003
Disturbances in the sense of agency in schizophrenia

M. Voss (Charité University Medicine Dept. of Psychiatry/SHK,

Berlin, Germany)

Abstract not received in due time.

S-21-004
High-frequency oscillations in schizophrenia: a translational
perspective

P. Uhlhaas (Institute of Neuroscience and Psychology, Experimental

Psychopathology University of Glasgow, Glasgow, United Kingdom)

Objective: Converging evidence suggests that abnormalities in syn-

chronized oscillatory activity of neurons may have a central role in

the pathophysiology of schizophrenia. Dysfunctional oscillations may

arise due to anomalies in the brain’s rhythm generating networks of

GABA (c-aminobutyric acid) interneurons and deficits in NMDA-

receptor functioning. In the current study, we examined the effects of

N-methyl-D-aspartate (NMDA) receptor hypofunctioning in healthy

volunteers on gamma-band activity during the administration of

ketamine.

Methods: Neural oscillations were recorded using Magnetoencepha-

lography (MEG) in a group of 15 healthy volunteers during the

administration of a sub-anesthetic dose of ketamine (0.006 mg/Kg)

and a placebo saline solution in a within-subject design. For each

participant, we recorded oscillations induced by sinusoidal gratings

(5� of visual angle). Gamma-band (30–120 Hz) time–frequency series

were estimated using multi-tapers and data were analyzed both at the

sensor and source level (i.e., beamforming approach).

Results: Behavioural results indicate that healthy subjects after ket-

amine administration were less accurate and slower that in the placebo

condition. In addition, we observed significantly increasedPANSS ratings.

MEG data showed that ketamine, compared to placebo, led to an increase

in visually-induced gamma band oscillations (45–75 Hz) over occipital

sensors, which was localized to early visual areas (V1/V2), as well as to an

upregulation of resting-state activity in the gamma-band range.

Conclusion: Our data show that ketamine induces profound changes

in neural oscillations at gamma-band frequencies which are consistent

with certain changes observed in patients with schizophrenia. The

implications of these findings for the NMDA-receptor hypofunc-

tioning model of schizophrenia are discussed.

Policy of full disclosure: None.

S-22 From structure to functioning: neurobiological

candidates for the prediction of psychoses

S-22-001
The contribution of structural brain imaging to the prediction
of psychoses

N. Koutsouleris (Ludwig-Maximilian-University Psychiatry

and Psychotherapy, Munich, Germany)

Abstract: Decades of early recognition research have shown that

patterns of subtle prodromal symptoms enable the reliable identifi-

cation of individuals with clinical at-risk mental states for psychoses

(ARMS). These ARMS individuals have a hundred-fold higher risk for

developing psychoses compared with the general population. However,

relying solely on these symptoms leads to a correct 24-month prediction

of psychoses in only *30 % of these persons. Therefore, the clinically

desired, single-subject identification of truly prodromal individuals

requires this rate to be considerably improved in order to finally realise

the secondary prevention of psychosis. In this regard, recent structural

neuroimaging studies employing multivariate pattern recognition

approaches have demonstrated the feasibility to predict a subsequent

transition to psychosis with high prognostic accuracy ([80 %), thus

raising the current low predictive values of clinical high-risk inventories

to levels required for reliable clinical decision making. The talk will

present the current state-of-the-art in this search for psychosis biomarkers

and will discuss promises and challenges on the way to an individualised

prediction of psychotic disorders.

Policy of full disclosure: None.

S-22-002
The contribution of MR spectroscopy to the prediction
of psychoses

S. Wood (School of Psychology University of Birmingham,

Birmingham, United Kingdom)

Objective: Magnetic resonance spectroscopy (MRS) is an imaging

technique which allows the in vivo investigation of the neurochemical

integrity of patients at risk for the development of psychotic disorders.

Two metabolites which have been of particular interest are N-acet-

ylaspartate (NAA), a presumed neuronal marker, and glutamate, an

excitatory neurotransmitter.

Methods: In this talk I will summarise the decade of work since the

publication of the first MRS study in the at-risk mental state.

Results: The only meta-analysis of MRS studies in at-risk individuals

to date found robust reductions in NAA levels in the thalamus

(compared with healthy control subjects), indicating reduced neuronal

integrity of this region. NAA reductions in the temporal lobe were also
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found, but only at trend level. Further studies have attempted to clarify

this latter alteration, and there now seems to be agreement that NAA

reductions in the temporal lobe are not a key feature of the at-risk mental

state. Subcortical regions such as the caudate and thalamus show sig-

nificant alterations in glutamate levels. In particular, increases in the

dorsal caudate are associated with later transition to psychosis.

Conclusion: MRS is still a new technique for understanding the

pathophysiology of the development of psychosis, and so the confidence

in current findings is still low. However, continued investigation of the

glutamatergic system in particular looks warranted.

Policy of full disclosure: None.

S-22-003
The contribution of functional imaging to the prediction
of psychoses

S. Borgwardt (University of Basel Dept. of Psychiatry, Basel,

Switzerland)

Objective: Early clinical intervention of psychosis has recently

become a major objective of mental health services, while research on

the prediction of psychosis may provide important clues to the

mechanisms underlying schizophrenia.

Methods: The onset of manifest psychosis is usually preceded by a

prodromal phase characterized by functional decline and subtle pro-

dromal symptoms, which include attenuated psychotic phenomena,

abnormal cognitive functioning and a decline in socio-occupational

function. However, available psychopathological criteria currently

employed have relatively low validity and specificity.

Results: There is an urgent need of reliable neuroimaging markers

linked to the core pathophysiological mechanisms that underlie schizo-

phrenia (. Functional magnetic resonance imaging techniques have

rapidly developed into a powerful tool in psychiatry as they provide an

unprecedented opportunity for the investigation of brain function and

connectivity ((Schmidt et al., Brain connectivity abnormalities predating

the onset of psychosis: correlation with the effect of medication. JAMA

Psychiatry, published online 3rd July 2013).

Conclusion: Functional neuroimaging studies of prodromal subjects

have the potentials to identify core functional markers of developing

psychosis and to clarify the dynamic in effective connectivity changes

underlying psychoses.

Policy of full disclosure: None.

S-22-004
Contributions of cognitive neurophysiology to prediction
of psychotic disorders

S. Ruhrmann (University of Cologne Psychiatry and Psychotherapy,

Germany), R. Mueller, M. Bodatsch, J. Klosterkoetter

Objective: The available models for risk estimation are mainly based

on psychopathological and functional predictor variables. The asso-

ciated mean 24-month transition rate is about 29 %, thereby varying

considerably across centres. These differences may in part be due to

environmental differences, as has been suggested for the incidence of

psychosis in epidemiological samples. However, the time between the

onset of a prodromal phase and the inclusion into a follow-up sample may

also be different. The determination of this temporal dimension of risk by

clinical means is limited. Neurobiological variables may be useful to

overcome this limitation. Findings of a diminished neurocognitive per-

formance already in the at-risk state as well as the high predictive validity

of the ‘‘substrate-close’’ cognitive basic symptoms suggest a promising

role for measures of information processing. Electroencephalographic

parameters like, particularly event related potentials (ERP), provide the

advantage of studying such processes real-time.

Methods: Own data on mismatch negativity (MMN) were analyzed

and the literature was screened for additional findings.

Results: Predictive models have been reported for MMN, P300 and

EEG parameter. MMN and P300 enabled the stratification of risk.

Bodatsch & Ruhrmann et al. (Biol. Psychiatry, 2010 online) dem-

onstrated not only different risk classes with regard to transition rates,

but also with regard to the time to event. The finding of diminished MMN

amplitudes was meanwhile replicated in three other independent sam-

ples, one replicating also the temporal findings of the prediction model.

Conclusion: EEG parameters are among the most promising candi-

dates for algorithms improving the estimation of risk. Thereby, the

strongest evidence can currently be demonstrated for the MMN. As

previous approaches to narrow the inclusion criteria led to a tremendous

loss of sensitivity, such variables should be part of a two-step procedure

combining a highly sensitive risk detection by clinical criteria and a

subsequent individualized risk estimation (ESPRIDS procedure: ESti-

mation of Psychosis RIsk by Detection plus Stratification).

Policy of full disclosure: None.

S-23 Implementation of early intervention services

for young people with first episode psychosis: rationale,

evidence and practical experiences from Europe

S-23-001
Why do we need specialized early intervention in first episode
psychosis?

A. Bechdolf (Vivantes Klinikum am Urban Klinik für Psychiatrie,

Berlin, Germany)

Abstract: The two main goals of early intervention in first episode psy-

chosis are firstly to reduce the period of time between the onset of psychosis

and the commencement of effective treatment and secondly, to provide

consistent and comprehensive care during the critical early years of the

illness. Early intervention in first episode psychosis thereby aims to max-

imise symptomatic and functional recovery, improve adjustment to the

disorder and to prevent relapse. In this paper the empirical support of the

early intervention strategy will be presented and the results of recent meta-

analyses as well as the suggestions of recent guidelines will be reported.

Policy of full disclosure: None.

S-23-002
The early intervention service reform in the UK: outcomes
and the next wave of reform

M. Birchwood (University of Birmingham, Birmingham, United

Kingdom)

Objective: The UK early intervention service (EIS) reform is now

over 12 years old. The model that was adopted now needs an upgrade

in the light of experience; this is reviewed in my plenary lecture. In

this talk I will focus on one aspect of this—the position of EIS in the

psychosis care pathway and its impact on DUP.

Methods: This is an analysis of the Birmingham cohort of the UK

national EDEN study (national evaluation of EIS).

• To document the care-pathway components of DUP (help-seeking

delay, referral delay, delay within mental health services) and their

link with delays in accessing specialised early intervention teams.

• To model the likely impact on efforts to reduce DUP, of targeted

changes in the care pathway.
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• DUP and care pathways data for 343 individuals from the

Birmingham UK lead site of the National EDEN cohort study

were analysed.

• All participants met ICD-10 criteria for a schizophrenia-spectrum

disorder.

Results: One-third of the cohort had a DUP exceeding 6 months and

displayed more severe positive symptoms at inclusion. The greatest

contribution to DUP for the whole cohort came from delays within

mental health services, followed by help-seeking delays. It was found

that delay in reaching EIS was strongly correlated with longer DUP.

Where first contact with the mental health services was a generic adult

community mental health team or child and adolescent service, this

predicted: longer mental health service delay, longer overall DUP and

delayed access to early intervention in psychosis teams (EIS). Mod-

elling the impact of reducing these delays showed that mental health

service delay has potentially the greatest impact on reducing DUP.

Conclusion: In spite of the long-standing availability of specialist early

intervention teams in this UK healthcare setting, one-third had DUP

greater than 6 months. Delay in accessing EIS following entry into

mental health services, strongly correlated with DUP. Community

education and awareness campaigns to reduce DUP may be constrained

by later delays within mental health services, especially access to EIS.

This methodology, based on analysis of care pathways, will have

international application when devising strategies to reduce DUP.

Policy of full disclosure: None.

S-23-003
The EPPIC follow-up study: baseline clinical characteristics
and longer-term outcome of first-episode schizophrenia

G. P. Amminger (The University of Melbourne OYHRC, Centre

for Youth Mental Health, Parkville, Australia)

Abstract not received in due time.

S-23-004
Implementation of early intervention services in Denmark:
from research to practice

M. Nordentoft (Copenhagen University Hospital Psychiatric Centre,

Copenhagen, Denmark)

Objective: The early phases of psychosis have been hypothesized to

constitute a critical period, a window of opportunity. At the same time,

the early phases of psychosis are associated with increased risk of

unwanted outcome, such as suicidal behaviour and social isolation. This

was the background for the emergence of early intervention services, and

in Denmark, the OPUS trial was initiated as part of that process.

Methods: Modified assertive community treatment, together with

family involvement and social skills training, constituted the core

elements in the original programme. A total of 547 patients with first

episode psychosis were included in the trial.

Results: To summarize briefly the results of the OPUS trial: OPUS

treatment was superior to standard treatment in reducing psychotic

and negative symptoms and substance abuse, in increasing user sat-

isfaction and adherence to treatment, and in reducing use of bed days

and days in supported housing. Moreover, relatives included in OPUS

treatment were less strained and had higher level of knowledge about

schizophrenia and higher user satisfaction.

Conclusion: OPUS treatment was implemented throughout Denmark.

Training courses were developed and manuals and books published.

Regional health authorities had access to national grants for

implementing early intervention services; as a result, OPUS teams

were disseminated throughout the country. The content of the treat-

ment is now further developed, and new elements are being tried

out—such as individual placement and support, lifestyle changes,

cognitive remediation, specialized treatment for substance abuse, and

different kinds of user involvement. .

Policy of full disclosure: None.

S-24 Studies using structural and functional

neuroimaging to advance understanding

of schizophrenia

S-24-001
Altered contextual modulation of primary visual cortex responses
in schizophrenia

P. Sterzer (Charité University Medicine Dept. of Psychiatry/SHK,

Berlin, Germany), K. Seymour

Objective: While schizophrenia is commonly linked to high-level

cognitive dysfunction, recent models of schizophrenia suggest that

these cognitive symptoms reflect a more pervasive deficit, starting

with alterations at the earliest stages of sensory processing. Based on

previous behavioural work that suggests altered visual context pro-

cessing in schizophrenia, we tested whether contextual modulation of

neural responses in primary visual cortex (V1) is reduced in patients

with the illness.

Methods: Eighteen patients with paranoid schizophrenia and 18

control participants underwent functional magnetic resonance imag-

ing (fMRI) while viewing a central grating stimulus in the presence of

a contextual surround grating oriented either orthogonal or parallel to

the central grating’s orientation. Phase-encoded retinotopic mapping

was performed to define V1 regions of interest in each participant

individually.

Results: In healthy participants, we found suppression of fMRI signal

in V1 to be significantly stronger when the contextual surround

grating was oriented parallel in comparison to when it was oriented

orthogonal, consistent with previous findings of orientation-specific

contextual suppression. In contrast, the data from schizophrenic

patients revealed a marked alteration of orientation-specific contex-

tual suppression, with the surround grating’s orientation exerting no

significant influence on the magnitude of fMRI signal suppression in

V1. The difference in orientation-specific contextual suppression

between controls and patients was reflected in a significant group-by-

orientation interaction. The group difference in orientation-specificity

between patients and controls could not be accounted for by overall

differences in fMRI responses or by differences in eye movements.

Conclusion: By providing direct neurophysiological evidence for a

perturbation of early sensory neural mechanisms, our results support

current psychobiological models that link widespread and pervasive

alterations of context dependent neural processing to positive symp-

toms of schizophrenia, such as hallucinations and delusions.

Policy of full disclosure: None.

S-24-002
Mentalizing abilities and their neural underpinnings in different
types of offenders with schizophrenia

B. Schiffer (LWL-University Hospital Bochum, Forensic Psychiatry

Research, Psychiatry, Psychotherapy, Bochum, Germany)

Objective: Mentalizing abilities have been proposed as important

constructs in understanding violence and delinquent behaviour, since is a

Eur Arch Psychiatry Clin Neurosci (2013) 263 (Suppl 1):S7–S111 S35

123



prerequisite for inter- and intra-relational adjustment, including affect

regulation, impulse control, and empathy. The literature on the associa-

tion between mentalizing and violence in schizophrenia remains sparse.

In particular nothing is known about different profiles in the three dif-

ferent types of offenders with schizophrenia: (1) individuals with a

childhood onset of conduct disorder who display antisocial and aggres-

sive behaviour both before and after schizophrenia onsets; (2) individuals

with no history of conduct problems who begin engaging in aggressive

behaviour as illness onsets; and (3) individuals who after many years of

illness engage in a severe physical assault. Such information, however,

might contribute to improving treatments aimed at reducing violent

behaviour among persons with schizophrenia.

Methods: By using functional magnetic resonance imaging (fMRI)

and a fMRI-adapted version of the Reading the Mind in the Eyes Test

(Baron-Cohen et al. 2001), we analysed behavioural and neural dif-

ferences between these three types of violent offenders with

schizophrenia and a comparison group of non-violent schizophrenic

patients, while accounting for life histories of alcohol and drug misuse

(N = 59 entire sample).

Results: Patient groups revealed a discerning pattern of mentalizing

abilities including their neural underpinnings.

Conclusion: Our findings thus may further our understanding of

mechanisms that cause or maintain aggressive or violent behaviour in

different types of violent offenders with schizophrenia.

Policy of full disclosure: None.

S-24-003
Animacy experience and mentalizing in schizophrenic patients
who engange in violent offending

C. Pawliczek (University Hospital RWTH Aachen, Dept.

of Psychiatry, Psychotherapy, and Psychosomatics, Aachen,

Germany), B. Schiffer

Objective: Current literature on mentalizing abilities in patients with

schizophrenia has failed to take into account the dynamic nature of

complex social interactions, which may distinguish between healthy

individuals and different types of patients with schizophrenia: (1)

patients without a history of violence, (2) patients with a childhood

onset of conduct disorder who display violent behaviour both before

and after illness onset; (3) patients without a history of conduct

problems who begin engaging in aggressive behaviour at illness onset;

and (4) patients who first engage in a severe physical assault after

many years of illness.

Methods: Control and schizophrenia subjects were investigated with

fMRI while performing a recently introduced paradigm including the

systematic variation of motion properties in geometric figures.

Thereby we aimed at identifying differences in social cognitive pro-

cesses and their underlying neural mechanisms during animacy

experience and mentalizing processes.

Results: Animacy experience significantly differed between groups,

suggesting hypo- rather than hyper-mentalizing in non-violent

schizophrenic patients compared to healthy controls and all other

groups of schizophrenic offenders. Moreover, the groups with a

childhood onset of conduct disorder and the individuals who begin

engaging in aggressive behaviour at illness onset tended to show

hyper-mentalizing. On the other hand, those engaging in a severe

physical assault after many years of illness appeared to perform

similar to the group of healthy controls. Imaging analyses are still

ongoing, the corresponding findings will be presented at the

meeting.

Conclusion: The differences between schizophrenic patients with

or without violent offending regarding animacy perception and

social cognitive processes involved in mentalizing respectively,

have to be considered as preliminary findings that need further

study. Nevertheless, it might be speculated that hypo-mentalizing in

schizophrenia acts as a protective factor for preventing repetitive

violent offending.

Policy of full disclosure: None.
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S-24-004
Grey matter density in different types of violent offenders
with schizophrenia

S. Hodgins (Université de Montréal Département de Psychiatrie;

Institute of Psychiatry, Kings College, London, UK, Montreal,

Canada), Boris Schiffer

Objective: There are three distinct phenotypes of schizophrenic

patients who engage in violent offending: (1) individuals with a

childhood onset of conduct disorder who display antisocial and

aggressive behaviour both before and after schizophrenia onsets; (2)

individuals with no history of conduct problems who begin engaging

in aggressive behaviour as illness onsets; and (3) individuals who

after many years of illness engage in a severe physical assault. Little

is known about the aetiology of the three types of offenders and

about the neural mechanisms that initiate and maintain these

behaviours.

Methods: By using high-resolution magnetic resonance imaging

(MRI) in combination with voxel-based morphometry, we analysed

differences in grey matter (GM) density between these three types of

violent offenders with schizophrenia (VS) and two comparison

groups, non-violent schizophrenic patients with and without a history

of alcohol and drug misuse/dependency (NVS).

Results: Analyses revealed a main effect of group indicating that VS

relative to NVS exhibited increased GM density in the dorsomedial

prefrontal cortex (dmPFC). By contrast, relative to NVS and VS who

after many years of illness engaged in a severe physical assault, GM

density of the medial orbital frontal gyrus (mOFC) was reduced in

individuals with no history of conduct problems who began engaging

in aggressive behaviour as illness onset, and increased in offenders

with schizophrenia with a childhood onset and persisting pattern of

violent behaviour.

Conclusion: Increased GM density in the dmPFC may characterize

psychotic patients with an increased risk for violent offending and

may relate to differences in emotional conflict as well as self-refer-

ential processing. Reduced GM density of the mOFC, an area

involved in sensory integration, in representing the affective value of

reinforcers and decision-making, on the other hand seems to differ-

entially characterize the three types of offenders with schizophrenia.

Policy of full disclosure: This research was funded by the Lands-

chaftsverband Rheinland, Germany (Dr. Schiffer). There are no

competing financial interests to declare for either author.

S-25 Nosology in the schizophrenic psychoses: new

insight from functional neuroimaging and genetics

S-25-001
Cycloid psychosis in a Dutch psychiatric teaching hospital:
relevance for diagnosis, treatment and prognosis

W. Verhoeven (Vincent van Gogh Neuropsychiatry, Venray,

Netherlands), N. van de Kerkhof, F. Van der Heijden, M. Schneider,

G. Stöber

Objective: Cycloid psychoses are characterized by polymorphic

symptomatology with intraphasic bipolarity, a remitting and recurrent

course and, generally, a favourable prognosis. Perris and Brockington

(P&B) described three decades ago the first set of operational criteria

that were partly incorporated in the ICD. The present study investi-

gates psychopathological profiles according to the P&B criteria and

the original descriptions by Leonhard, both in relation to the criteria

from the prevailing international classification systems.

Methods: All patients were recruited at the Vincent van Gogh Insti-

tute for Psychiatry. Over a period of 2.5 years, a total of 194 patients

were admitted for evaluation and treatment of psychotic symptoms of

whom 100 were judged to be eligible for inclusion. Twenty patients

refused to participate yielding a study group of 80 patients with psy-

chotic disorders who were assessed by means of CASH and PANNS and

subsequently investigated for the presence of cycloid psychoses

according to Leonhard (LCP). In addition, the overlap between LCP and

DSM-IV Brief Psychotic Disorder (BPD), ICD Acute Polymorphic

Psychotic Disorder (APP) and P&B criteria was calculated.

Results: Using P&B criteria and the symptom checklist adapted from

the original descriptions by Leonhard, 14 and 12 cases of cycloid

psychosis were identified respectively. Small though significant

concordance rates were found between LCP and both DSM-BPD and

ICD-APP. Concordance between LCP and P&B criteria was also

significant, but modest.

Conclusion: This study demonstrates that LCP can be identified in a

substantial number of patients with psychotic disorders. Since these

psychoses are known to have a specific psychopathological profile with

relapsing course and favourable prognosis, it is advocated to include

them in daily differential diagnostic procedures in order to avoid inef-

fective or inappropriate psychopharmacological treatment regimens.

Policy of full disclosure: None.

S-25-002
Genome-wide search for de novo copy-number variations (CNVs)
in cycloid psychoses and chronic schizophrenic psychoses
with phenotype correlation

M. Gawlik (Cardiff University School of Medicine, MRC Henry

Wellcome Building, Cardiff, United Kingdom), G. Kirov, E. Rees,

L. Georgieva, G. Stoeber

Objective: The group of schizophrenic psychoses are thought to be

complex traits that result from both genetic and shared environmental

aetiological influences. The discovery of structural variations of DNA,

called copy number variants (CNVs), with loss or gain of specific DNA

segments has been an important progress in search for genetic risk

factors in schizophrenia. These variants are either inherited or caused by

de novo mutation with assumed high penetrance and negative selection.

Patients with cycloid pychoses and systematic schizophrenias have

extremely low rates of positive family history. The low rate of positive

family history makes the groups of systematic schizophrenias and

cycloid psychoses very suitable for detection of de novo CNVs, as there

is no transmission of illness in previous generations.

Methods: We included 200 parent-proband trios to perform a genome-

wide CNV screen for de novo occurrence on a chip based Illumina

platform. Probands were classified as suffering from ICD 10

schizophrenia and phenotyped according to Leonhard‘s classification

as cycloid psychoses or systematic schizophrenias.

Results: The overall burden of CNVs was bigger in cycloid psychoses

compared with systematic schizophrenias. The more pathogenic

exonic and de novo CNVs were enriched in the systematic group.

Probands with early onset of disease and reduced intellectual ability

had a higher load of big CNVs ([500 kb) consistent with gene dosage

effects. Pathway analysis showed an enrichment of CNVs coding for

signalling, cell cycle and axonal guidance proteins in systematic

schizophrenias and for proteins involved in inflammatory response

and neurotransmission in cycloid psychoses.

Conclusion: The cycloid group with a remittent course of disease

showed a reduced burden of de novo CNVs, while probands with

chronic systematic schizophrenias showed a higher load. In both

groups probands with early onset were enriched for bigger CNVs.

Policy of full disclosure: None.
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S-25-003
Functional integration in cycloid psychosis and affect-laden
paraphrenia: a double dissociation within the DSM-IV diagnosis
of schizophrenia

J. Foucher (Clinique Psychiatrique INSERM U666, Hôpitaux

Universitaires, Strasbourg, France)

Abstract not received in due time.

S-25-004
New genetic loci for periodic catatonia on chromosome 7p14.1
and 19p12 in a genome-wide association study with pooled DNA

G. Stöber (University Hospital Wuerzburg Department of Psychiatry,

Wuerzburg, Germany)

Objective: In contrast to the anosological approach of recent inter-

national classification systems, the psychiatric school of K. Leonhard

attempts to classify the complex group of the endogenous psychoses into

a nosological system of phenotypes with different prognosis and aetiol-

ogy. Periodic catatonia (MIM 605419) is characterized by qualitative

hyperkinetic and akinetic psychomotor disturbances through acute psy-

chotic episodes, and debilitating symptoms in the long term with

psychomotor weakness, grimacing facial movements, and apathy.

Methods: We performed a SNP microarray and pooling analysis

(SNP-MaP) with Affymetrix 500 K arrays followed by individual

haplotype-based genotyping to identify new loci associated with the

disease. We pooled DNA of 245 cases in three biological replicates

(n = 84, 84, 77) and 216 controls in two biological replicates

(n = 108, 108), and determined the mean relative allele signal value

(RAS) of the technical replicates of each pool and compared each

case pool with the combined controls.

Results: We identified allele frequency differences between case and

control pools on chromosome 7p14.1 and 19p12 and validated the

results by individual genotyping. At these two loci we further per-

formed a haplotype-based association study and confirmed the results

in an extended periodic catatonia cohort of 344 index cases, and 585

controls. The two new association loci for periodic catatonia showed

significant association at single marker (p = 0.0002) and haplotype

levels (p = 0.0042), even after permutation correction (pc = 0.0007;

pc = 0.0224). To test for the specificity of the results we used 1,220

patients which were classified according to Leonhard’s differentiated

psychopathology. Neither in affective psychoses (n = 380) and cycloid

psychoses (n = 316) nor in other unsystematic schizophrenias

(n = 295) and systematic schizophrenias (n = 229) we could identify

significant associations for the 21 investigated htSNPs.

Conclusion: We demonstrated the identification and validation of two

new association loci for periodic catatonia on chromosomes 7 and 19. The

consistent replication of association results give us the strong evidence

that periodic catatonia is a distinct phenotype in the group of schizo-

phrenic psychosis which is insufficient described by the ICD-10 criteria.

Policy of full disclosure: None.

S-26 The consequences of childhood trauma

in psychotic disorders

S-26-001
Childhood trauma and clinical features in bipolar disorder

I. Melle (University of Oslo Institute of Clinical Medicine, Haslum,

Norway), B. Etain, M. Aas, O. A. Andreassen, F. Bellivier, C. Henry

Objective: Beyond genetic risk variants, the pathophysiology of

bipolar disorders is likely to be partly determined by environmental

susceptibility factors. We here investigate, in a large sample of well-

characterized bipolar patients, associations between clinical presen-

tations and childhood trauma subtypes, including neglect and abuse.

Methods: 587 patients with bipolar disorders were recruited from

France and Norway between 1996–2008 and 2007–2012, respec-

tively. History of childhood trauma was obtained using the Childhood

Trauma Questionnaire (CTQ). DSM-IV was used as a diagnostic

criteria for bipolar disorder. Clinical variables were assessed with the

Structured Clinical Interview for DSM-IV Axis I disorders (SCID-I),

or the Diagnostic Interview for Genetic Studies (DIGS).

Results: Childhood trauma was significantly associated with earlier age of

onset (p\0.001), increased suicide attempts (p\0.001), more rapid

cycling (p \0.001), as well as increased number of depressive episodes

(p = 0.001). Multivariate analyses, investigating trauma variables toge-

ther, showed that both emotional and sexual abuse were independently

predictors of lower age at onset (p = 0.002; p = 0.002, respectively),

increased suicide attempts (OR 1.60 [1.07 to 2.39], p = 0.023; (OR 1.80

[1.14 to 2.86], p = 0.012, respectively), while sexual abuse was the

strongest predictor for rapid cycling (OR 2.38 [1.46–3.86], p\0.001).

Conclusion: We find consistent associations between childhood

trauma and more severe clinical characteristics in bipolar disorder. Fur-

ther, it shows the importance of including emotional abuse in studies of

trauma’s associations to clinical characteristics of bipolar disorder.

Policy of full disclosure: None.

S-26-002
Biological pathways between childhood trauma and psychosis
onset

V. Mondelli (Institute of Psychiatry Kings College London, London,

United Kingdom)

Objective: Previous studies have reported an association between

childhood trauma and the onset of psychosis. However, the mecha-

nisms underlying this association are still unclear. Individuals with

psychosis show brain volume changes at the onset and during the

transition to psychosis, suggesting a critical role of neuroplasticity in

the development of this illness. The aims of the study were to

investigate the effects of childhood trauma on hypothalamic–pitui-

tary–adrenal (HPA) axis activity and on brain-derived neurotrophic

factor (BDNF), one of the main neurotrophic factors, in patients with

first episode psychosis and in healthy controls.

Methods: BDNF messenger RNA levels were measured in the leu-

kocytes of 49 first episode psychosis patients and 30 healthy controls

(age mean ± SEM 28.2 ± 0.9 and 27.0 ± 0.8 years respectively). In

a different sample of 47 first episode psychosis patients and 35

healthy controls (age mean ± SEM 31.0 ± 1.5 and 32.5 ± 2.2 years

respectively), we measured salivary cortisol levels at 6 time points

during the day. We calculated area under the curve for diurnal cortisol

(using awakening, noon and 8 pm time points) and for the cortisol

awakening response (using 0, 15, 30, 60 min after awakening time

points). In all the subjects we collected information about childhood

trauma using the Childhood Experience of Care and Abuse

questionnaire.

Results: Patients had reduced BDNF levels when compared with

controls (effect size, d = 1.3, p \ 0.001). Number of childhood

trauma were negatively correlated with levels of BDNF at the onset of

psychosis (Spearman rho = -0.42, p = 0.006). Patients and controls

with childhood sexual abuse had significantly higher diurnal cortisol

levels when compared with patients and controls without sexual abuse

(p = 0.02). We found a significant interaction between status

(patients/controls) and presence of childhood sexual abuse on the

cortisol awakening response (p = 0.007), with healthy controls with
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childhood sexual abuse having higher cortisol awakening response

than controls without abuse (727.1 ± 112.4 vs 477.2 ± 50.7 nmol -

min/l), and patients with childhood sexual abuse having lower cortisol

awakening response than patients without abuse (356.3 ± 57.1 vs

486.2 ± 48.0 nmol min/l).

Conclusion: Childhood traumas contribute to the lower BDNF levels

found at the onset of psychosis. First episode psychosis patients

exposed to childhood sexual abuse show different HPA axis abnor-

malities when compared with healthy controls exposed to childhood

sexual abuse.

Policy of full disclosure: None.

S-26-003
Trauma and neglect in first episode psychosis: preliminary
results 2

A. M. Trauelsen (University of Copenhagen, Copenhagen, Denmark),

U. H. Haahr, H.-G. Lyse, M. B. Pedersen, J. E. Jansen, E. Simonsen

Objective: The aim of this study is to assess the prevalence of pre-

vious traumas and neglect before age 18 in a representative sample of

first episode psychosis. Different studies find different prevalence of

trauma in first episode psychosis. In 8 studies with at least 50 %

schizophrenia-spectrum psychoses a median of 77 % (range 52 to

86 %) report that they have experienced interpersonal trauma, 24 %

(range 14 to 45 %) physical abuse, 20 % (range 15 to 30 %) sexual

abuse and 35 % (range 14 to 70 %) emotional abuse.

Methods: One hundred and twenty patients experiencing first episode

psychosis, classified as ICD-10: F20-F29, except F21, will be inter-

viewed. Patients are assessed consecutively over a period of 2 years

as they enter the OPUS treatment in Region Zealand, Denmark. Fifty-

eight patients (35 male and 23 female), have so far been interviewed

with the Freyd-Goldberg Trauma Survey, and 49 subjects (33 male

and 16 females), have answered the Childhood Trauma Questionnaire

(CTQ). For CTQ we used a moderate-to-severe cut-off value.

Results: The Freyd-Goldberg Trauma Survey assessment gave the

following prevalence: Any interpersonal traumas: 62 %, psychologi-

cal abuse: 29 %, sexual abuse: 16 % and physical abuse: 35 %.

Assessment by the CTQ report a prevalence of any interpersonal

trauma: 85 %, emotional abuse: 65 %, sexual abuse: 40 %, physical

abuse: 45 %, physical neglect: 64 % and emotional neglect: 52 %.

The prevalence of emotional abuse and sexual abuse is significantly

higher with the CTQ self-report (Chi2 Pearson value 1,27).

Conclusion: Our preliminary data suggest that trauma and neglect

before age 18 are reported in 2/3 in first episode psychotic patients.

The CTQ tends to report even higher prevalence of emotional and

sexual abuse than the Freyd-Goldberg Trauma Survey.

Policy of full disclosure: None.

S-26-004
Interactions between BDNF Val66Met, childhood adverse events
and brain volume abnormalities in schizophrenia and bipolar
disorders

M. Aas (K.G. Jebsen Centre for Psychosis Research, Oslo, Norway),

U. K. Haukvik, S. Djurovic, Ø. Bergmann, S. Lorentzen,

O. A. Andreassen, I. Agartz, I. Melle

Objective: Brain derived neurotrophic factor BDNF is important for

brain development and plasticity, and here we tested if the functional

BDNF Val66Met polymorphism interacts with childhood adverse

events, associated with brain abnormalities in patients with schizo-

phrenia and bipolar disorders.

Methods: 106 Caucasians with a broad DSM-IV schizophrenia

spectrum or bipolar disorder (mean ± age: 32.67 ± 10.85; gender:

48.6 % males; diagnosis: 45.3 % schizophrenia spectrum) were

consecutively recruited to the Thematically Organized Psychosis

(TOP) Study. Histories of childhood adverse events were obtained

using the Childhood Trauma Questionnaire (CTQ). BDNF Val66-

Met was genotyped using the Affymetrix Human SNP Array 6.0.

1.5 T T1-weighted MRI scans were acquired, and the FreeSurfer

software (v 4.5.0) was used to automatically obtain measures of

interest (hippocampal volume, and lateral ventricles). Regression

analyses were conducted investigating BDNF Val66Met, childhood

trauma, and sMRI measures. All analyses presented were corrected

for age, intracranial volume (ICV), and gender. Post-hoc analysis

correcting for multiple testing (number of MRI measures) was also

conducted.

Results: Met carriers exposed to high levels of childhood sexual

abuse showed reduced right hippocampal volume (r2 = 0.43;

p = 0.008), and larger right and left lateral ventricles (r2 = 0.37;

p = 0.002, and r2 = 0.27; p = 0.009, respectively), compared to

Val/Val and Met carriers reporting low childhood trauma. Met

carriers exposed to high levels of physical neglect presented sig-

nificantly larger right lateral ventricle (r2 = 0.24; p = 0.003),

compared to all other groups.

Conclusion: Met carriers of the BDNF Val66Met with high levels of

childhood trauma demonstrate reduced hippocampal volume, and

larger lateral ventricles, compared to all other groups. Our data

indicates that it is important to take into account both genetic and

environmental factors when targeting brain abnormalities in psycho-

ses. Replication studies in larger independent samples are needed.

Policy of full disclosure: This study was funded by grants from the

University of Oslo, South-Eastern Norway Health Authority (#2004123,

#2006258) and the Research Council of Norway (#167153/V50,

#163070/V50, #190311/V50). There is no conflict of interest.

S-27 Progress in neuropathological post-mortem

findings in schizophrenia

S-27-001
Neuropathological assessment of autopsy cases
with schizophrenia: recommendations of the Brain
Net Europe Consortium

T. Arzberger (Zentrum für Neuropathologie und Prionforschung,

Psychiatrische Klinik der LMU, Munich, Germany)

Abstract: Schizophrenia is a severe psychiatric disease with widely

unknown pathophysiology. Many neurobiological findings like synaptic

deficits, decreased oligodendrocytes and altered volumes of brain

structures originate from post-mortem investigations. In the framework

of the BrainNet Europe project we established a brain bank for psychi-

atric disorders, and developed guidelines for ethical considerations,

clinical data sets and neuropathological assessment strategies for

autopsy brains with focus on alterations seen in patients with neurode-

generative diseases like Alzheimer’s and Parkinson’s disease. A

standardized gross examination of the brain is followed by a standard-

ized sampling of representative brain regions. For microscopic

examination histological routine stainings are essential to determine the

extent of neuronal, glial, vascular and inflammatory pathology, and to

determine the status of myelinisation. Immunohistochemical stainings

are needed to visualize, among other structures, microglia activation and

potential extracellular and intracellular aggregations of proteins like

beta-amyloid, hyperphosphorylated miscrotubuli-associated protein tau

and alpha-synuclein which are seen in neurodegenerative processes. A

meticulous evaluation of all stainings does not only lead to a
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neuropathological diagnosis listing all co-morbidities but also gives

details on pathological alterations in different anatomical regions. This

information is a prerequisite for reliable research on human post-mortem

brain tissue samples, in particular of psychiatric diseases like schizo-

phrenia for which specific neuropathological hallmarks are still missing.

Policy of full disclosure: None.

S-27-002
Histological and gene expression studies of the hippocampus
in schizophrenia

A. Schmitt (Clinic for Psychiatry University of Munich, Munich,

Germany), H.-G. Bernstein, J. Steiner, C. Schmitz, B. Bogerts,

M. Rossner, P. Falkai

Objective: Structural magnetic resonance imaging and post-mortem

studies showed volume loss in the hippocampus in psychiatric disorders

like schizophrenia, depression and bipolar disorder. The noted tissue

reduction in the posterior section suggests that some cellular subfrac-

tions within this structure might be reduced and display altered function.

Methods: To address this, we investigated numbers and densities of

neurons, oligodendrocytes and astrocytes in anterior and posterior hip-

pocampal subregions in postmortem brains from 10 patients with

schizophrenia, 8 patients with bipolar disorder, 8 patients with major

depression and 10 normal controls using design-based stereology per-

formed on Nissl-stained sections. In additional frozen hippocampi of 8

schizophrenia patients and 8 healthy controls, we performed Laser

Capture Microdissection of CA4 pyramidal neurons with consecutive

genome-wide cDNA Microarrays (Affymetrix) and qRT-PCR

Results: Compared to normal controls, patients with schizophrenia

showed a decrease in the mean number and mean density of oligoden-

drocytes in the left and right CA4 (p \ 0.05). In the dentate gyrus, we

observed a loss of neurons in schizophrenia patients (p \ 0.05). Multi-

variate analysis revealed an effect of gender (p \ 0.05) and age or

duration of the disease (schizophrenia patients) on the number of

astrocytes (p \ 0.001) as well an effect of age on the density of astro-

cytes (p \ 0.001), but no effects of diagnosis. In patients with bipolar

disorder, an increased number of neurons has been observed in CA1

(p \ 0.05) and subiculm (p \ 0.05). In a Laser Capture Microdissection

(LCM) study of CA4 neurons in the hippocampus of schizophrenia

patients, we detected altered gene expression of immune-related genes,

cytoskeletal dynamics and acteylcholine receptors.

Conclusion: These are the first findings of reduced numbers of oligo-

dendrocytes in the CA4 subregion of the hippocampus in schizophrenia

and decreased neuronal number in the dentate gyrus. Compared with

other major psychiatric disorders, results seem to be specific for

schizophrenia. Our results may indicate disturbed connectivity of the

hippocampus and, thus, contribute to the growing number of studies

showing the involvement of hippocampal pathology and dysconnec-

tivity in the pathophysiology of psychiatric disorders.

Policy of full disclosure: None.

S-27-003
Oligodendrocytes in schizophrenia

J. Steiner (University of Magdeburg Department of Psychiatry,

Magdeburg, Germany), H.-G. Bernstein, B. Bogerts

Objective: The evidence implicating oligodendroglia in major mental

disorders has grown significantly in the past few years.

Methods: This talk is summarizing previous human postmortem

studies on oligodendrocyte-related abnormalities in schizophrenia.

Results: Nissl- and Immunostains as well as microarray analyses

revealed altered expression of oligodendrocyte-related genes in

multiple brain regions from schizophrenia patients (e.g., decreased

expression of CNP, MAG, MOG, MOG). In line with such gene

expression findings, evidence for ultrastructural changes in white

matter and oligodendrocytes were reported.

Conclusion: Oligodendroglial abnormalities might be an important

factor contributing to the disconnectivity of disease-relevant brain

regions in schizophrenia.

Policy of full disclosure: None.

S-27-004
Applying proteomics to schizophrenia post-mortem brain tissue

D. Martins-de-Souza (Ludwig-Maximilians-University Dept

Psychiatry/Psychotherapy, Munich, Germany)

Objective: Mass spectrometry-based proteomics have been applied

extensively over the last years in studies of several brain regions col-

lected postmortem from schizophrenia patients. Results increased the

knowledge into the disease’s affected molecular pathways, which have

led the way to follow up studies in other sample cohorts, preclinical

models and in the characterization of certain brain markers.

Methods: State-of-the-art mass spectrometry and in silico systems

biology tools have been used in the analyses of proteomes, peptidomes

and specific protein targets in human brain tissue and preclinical models.

Results: The role of new protein markers in the establishment and/or

maintenance of the disease discovered by proteomics such as DPYSL2

(CRPM2) and HINT1 have been explored as well as established markers

as NRG1. Additionally, the energy metabolism and brain peptides have

been revealed as core constituents of the disease.

Conclusion: Proteomics continues to be a useful tool to generate new

insights for the understanding of schizophrenia.

Policy of full disclosure: None.

S-28 The high risk state for psychosis

S-28-001
The ultra-high risk approach: current state and future directions

A. Yung (Institute of Brain, Behaviour and Mental Health, University

of Manchester, Manchester, United Kingdom), P. Fusar-Poli (King’s

College London Institute of Psychiatry, Dept. of Psychosis Studies,

London, United Kingdom)

Objective: ‘‘High risk’’ criteria have been developed over the last

18 years to describe a group putatively in the prodromal stage of a first

episode of psychosis. Increasing attention has been paid to this field and

there was a recent proposal to include a high risk sub-group in the DSM5

as a disorder named Attenuated Psychosis Syndrome (APS).

Results: This presentation will discuss the current status of the Ultra

High Risk criteria and some future research directions. For example,

one concern about including APS in the DSM is concern that a formal

diagnosis would attract stigma and discrimination. Another was that it

would lead to increased antipsychotic prescription. Both of these

issues clearly need further examination. Further, while reliability of

assessment of APS has been demonstrated in previous studies using

structured interviews, low reliability of the APS was found in DSM

field trials, and hence the reliability of assessment and clinical utility

in routine practice needs to be assessed and improved. Expanding the

range of outcomes is one option, and should be accompanied by the

search for markers of different trajectories, treatment trials and

exploring the possibility of a pluripotent risk syndrome.
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Conclusion: The relationship between the high risk criteria and psy-

chotic experiences in the general population also needs further study.

Policy of full disclosure: None.

S-28-002
The basic symptom approach for identifying individuals at high
risk

J. Klosterkötter (University Clinic Cologne Department of Psychiatry,

Cologne, Germany)

Abstract: Recent focus on early detection and intervention in psy-

chosis has renewed interest in subtle psychopathology beyond

positive and negative symptoms. Such self-experienced sub-clinical

disturbances are described in detail by the basic symptom concept.

This review will give an introduction into the concept of basic

symptoms and describe the development of the current instruments

for their assessment, the Schizophrenia Proneness Instrument, Adult

(SPI-A) and Child and Youth version (SPI-CY), as well as of the two

at-risk criteria: the at-risk criterion Cognitive-Perceptive Basic

Symptoms (COPER) and the high-risk criterion Cognitive Distur-

bances (COGDIS). Further, an overview of prospective studies using

both or either basic symptom criteria and transition rates related to

these will be given, and the potential benefit of combining ultra-high

risk criteria, particularly attenuated psychotic symptoms, and basic

symptom criteria will be discussed. Finally, their prevalence in psy-

chosis patients, i.e. the sensitivity, as well as in general population

samples will be described. It is concluded that both COPER and

COGDIS are able to identify subjects at a high risk of developing

psychosis. Further, they appear to be sufficiently frequent prior to

onset of the first psychotic episode as well as sufficiently rare in

persons of general population to be considered as valuable for an

early detection of psychosis.

Policy of full disclosure: None.

S-28-003
The impact of social functioning and Axis-1 diagnoses

R. K. R. Salokangas (University of Turku Department of Psychiatry,

Turku, Finland), S. Ruhrmann, H. Graf von Reventlow, M. Heinimaa,

S. Luutonen, T. From, G. Juckel, D. Linszen, P. Dingemans,

M. Birchwood, P. Patterson, J. Klosterkötter

Objective: A considerable number of patients at clinical high risk of

psychosis (CHR) meet criteria for co-morbid clinical psychiatric

disorders. In addition to clinical disorders, functioning is important

aspect from the point of view of individual CHR patients. We studied

clinical co-morbidity and functioning and their associations with

clinical and functional outcome in CHR patients

Methods: In the EPOS project, 245 young help-seeking CHR patients

were examined and followed for 18 months. At baseline, clinical

diagnoses were assessed by the Structured Clinical Interview for

DSM-IV (SCID-I) and functioning by the Strauss-Carpenter Prog-

nostic Scale (SCPS). Transitions to psychosis (TTP), defined by

continuation of BLIPS for more than 7 days, were identified during

18-month follow-up. Functioning was assessed also at the 18-month

follow-up.

Results: Currently, 34 % suffered from depressive, 39 % from anxi-

ety disorder, 4 % from bipolar and 6.5 % from somatoform disorder.

Current bipolar disorder associated positively and anxiety disorders

negatively with TTP. Baseline depressive and anxiety disorders

associated significantly with poor baseline and follow-up func-

tioning. At baseline, majority of CHR patients had poor functioning

but during the follow up, their functioning improved significantly.

One-third of the CHR patients had poor global functioning. Good

functional outcome was predicted by higher level of education,

good working/studying status, and white ethnicity. TTP was not

associated with follow-up functioning, but poor baseline function-

ing predicted TTP.

Conclusion: Mood and anxiety disorders are highly prevalent among

help-seeking CHR patients. Occurrence of bipolar disorder seems to

predict TTP, while anxiety disorder may predict non-TTP. The

majority of CHR patients experience good short-term recovery; one-

third has poor functional outcome. Good working situation is the

major indicator of good functional outcome, while TTP has little

effect on functional outcome. In treatment of CHR patients, their

functioning and its improving require a special attention.
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S-28-004
Searching for neuroimaging markers of the high-risk state
of psychosis

S. Borgwardt (University of Basel Psychiatric University Hospital,

Department of europsychiatry, Center for Diagnostics and Crisis

Intervention; Institute of Psychiatry, Section of Neuroimaging, King’s

College London, UK, Basel, Switzerland)

Abstract: The onset of manifest psychosis is usually preceded by a

prodromal phase characterized by functional decline and subtle pro-

dromal symptoms, which include attenuated psychotic phenomena,

abnormal cognitive functioning and a decline in socio-occupational

function. However, available psychopathological criteria currently

employed have relatively low validity and specificity. Consequently

there is an urgent need of reliable neuroimaging and other biomarkers

linked to the core pathophysiological mechanisms that underlie

schizophrenia. Structural and functional neuroimaging techniques

including whole brain gray matter analyses, resting state and

effective connectivity functional analyses have rapidly developed

into a powerful tool in psychiatry as they provide an unprecedented

opportunity for the investigation of brain structura, function and

connectivity. In this presentation it will be aimed to show that

structural and functional neuroimaging studies of prodromal sub-

jects have the potentials to identify core functional markers of

developing psychosis and to clarify the dynamic process underlying

the transition to psychoses.
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S-29 The role of oligodendrocytes in schizophrenia:

disease-inherent versus treatment-induced

abnormalities

S-29-001
Ultrastructural alterations of myelinated fibers
and oligodendrocytes in schizophrenia

N. Uranova (Russian Academy of Medical Science, Moscow, Russia),

V. Shklover, O. Vikhreva, V. Rachmanova, D. Orlovskaya,

P. Kazanskiy, V. Chelpanov

Objective: Schizophrenia has been proposed to arise from altered

neuronal connectivity and impaired myelination. Brain imaging has

found decreased fractional anisotropy in different white matter tracts

in schizophrenia. Postmortem studies revealed deficit of oligoden-

drocytes in schizophrenia. However, there is few direct evidence for

myelin abnormalities in schizophrenia.

Methods: We performed electron microscopic study of myelinated

fibers (MF), oligodendrocytes and apposed microglia and morphometric

study of MF in the prefrontal cortex (BA10, layer 5 and white matter

underlying layer 6) in schizophrenia and normal controls. For statistical

comparisons ANOVA tests and correlation analyses were used. Con-

ventional electron microscopy of MF thin slices reveals the importance

of volume characterization of these structures. For 3D analysis of MF we

applied methods of multiscale volume microscopy (X-ray microCT,

FIB/SEM Auto Slice&View, TEM tomography) to obtain 3D images of

brain tissues, including individual MF, oligodendrocytes and microglia

ultrastructures. Based on 3D reconstructions obtained we carried out

volume morphometric analysis of ultrastructures yielding quantitative

volumetric parameters for individual MF, in particular for myelin/axon

integrity, axonal atrophy etc. in schizophrenia and normal controls.

Results: No significant group differences in area density of MF were

found. Abnormalities of MF in schizophrenia included altered oligo-

dendrocyte/axon interaction and myelin/axon integrity, axonal atrophy,

damage of myelin sheaths in both gray and white matters, and degen-

eration of myelin sheaths in white matter. These abnormalities were

accompanied by dystrophic and destructive changes of oligodendro-

cytes and microglia activation. Frequency of pathological MF was

increased signi_cantly in gray matter in young and elderly schizo-

phrenia patients. In contrast, in white matter, it was increased

signi_cantly in elderly patients and correlated with illness duration.

Quantitative analysis of data based on 3D imaging provided new insight

for the mechanism of altered myelin/axon integrity in schizophrenia.

Conclusion: Progressive alterations of MF in white matter might be

followed by alterations of MF in gray matter in schizophrenia.

Abnormalities in oligodendrocyte-myelin-axon relationships associ-

ated with microglia activation might contribute abnormalities of

neuronal connectivity in schizophrenia. The development and appli-

cation of 3D method of visualization and digital analysis of myelin/

axon integrity and the relationships between microglia, oligoden-

drocytes and MF will be useful to get more objective information

about the role of glia in the pathogenesis of schizophrenia.
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S-29-002
Oligodendrocyte dysfunction in schizophrenia by proteomics

D. Martins-de-Souza (Ludwig-Maximilians-University Dept

Psychiatry/Psychotherapy, Munich, Germany)

Objective: Assuming schizophrenia a pathway disorder, proteomics

is, by definition, one of the suitable approaches for its understanding.

The advantage of proteomics is to pinpoint which pathways are

altered in an ocean of biochemical interactions through the precise

identification of protein players. When using this technology in

postmortem brain tissue, we could support that the dysfunction oli-

godendrocytes is a significant feature of the disease. Therefore, these

findings have been followed up in preclinical models.

Methods: A range of proteomic techniques including the traditional two-

dimensional electrophoresis and state-of-the-art mass spectrometry-

based proteomics were employed in our studies.

Results: Proteome differences observed in the oligodendrocytes-based

models are similar to those we found in our earlier proteome analysis of

schizophrenia human brain tissue. We also investigated in vitro the

effect of clozapine treatment.

Conclusion: The presented data contribute to the composition of a

scenario that may lead to a better understanding of schizophrenia

pathogenesis.
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S-29-003
Animal experiment data regarding the effect of antipsychotic
drugs on oligodendrocyte turnover

L. Xiao (Medical University Key Laboratory of Neurobiology,

Chongqing, China), H. Wang, J. Niu, H. Wang

Objective: To test the hypothesis that demyelination and/or dys-

function of oligodendrocytes play an important role in the

pathogenesis of schizophrenia using animal experiment.

Methods: C57BL/6 mice were given 0.2 % cuprizone (CPZ), a copper

chelator in their diet for 5 or 12 weeks, administration of typical

antipsychotic drug Haloperidal (HAL) or atypical antipsychotic drug

Quetiapine (QUE) were initiated or after CPZ treatment respectively.

Neuropsychiatric behavioral outcomes, white matter pathological and

myelination-related molecular biological changes were assessed using

animal behaviours test, histochemisty and immunocytochemisty

staining, as well as Western blotting. The age-related vulnerability to

CPZ-induced demyelination was also determined using different age

cohorts of mice, i.e. juvenile (3-week old), young-adult (6-week old)

and middle-aged (8-month old) mice.

Results: (1) Cuprizone (CPZ) treatment induces demyelination and

concomitant in the spatial working memory impairment in C57BL/6

mice; and more severe demyelination are displayed in the juvenile

and young-adult mice than that in the middle-aged mice. (2) Chronic

administration of quetiapine (QUE) can prevent or alleviate myelin

breakdown and decrease the activity of astrocytes and microglia in

CPZ-exposed mice; (3) In the chronic demyelination mice model,

administration of QUE after cuprizone withdrawn can significantly

improve the spatial working memory, decrease accumulation of

NG2 + cells and microglia, and promote remyelination; (4) Different

from QUE, the typical antipsychotic drug haloperidol (HAL) can

promote the proliferation but inhibit the differentiation of oligoden-

drocyte progenitor cells (OPCs), and administration of HAL in

C57BL/6 mice even worsen myelin breakdown.

Conclusion: Considering the therapeutic effects of QUE and HAL,

our data imply that atypical antipsychotic drugs like QUE may protect

the white matter from demyleination and thus improve the negative

symptoms of schizophrenia. We also provide supporting evidence for

better understanding of the susceptibility of young population to the

onset of schizophrenia.
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S-29-004
Protective role of haloperidol and clozapine on energy-deprived
oligodendrocytes in culture

J. Steiner (University of Magdeburg Department of Psychiatry,

Magdeburg, Germany), H.-G. Bernstein, B. Bogerts, G. Keilhoff

Objective: Magnetic resonance imaging and postmortem studies on

schizophrenia provided evidence for compromised myelin integrity

and reduced numbers of oligodendrocytes, which may worsen during

the disease course. However, it is not clear whether these findings

result from disease-inherent oligodendrocyte degeneration or side

effects of antipsychotic treatment.

Methods: Therefore, effects of haloperidol and clozapine on the

viability and apoptosis of immature oligodendrocytes (OLN-93 cells,

immunopositive for NG2, Olig1, Olig2) have been evaluated in the

present study by labeling with propidium iodide and a caspase 3

assay. Given the indications for impaired cerebral energy supply in

schizophrenia, a serum and glucose deprivation (SGD) model was

chosen in comparison with the basal condition (BC).

Results: SGD led to increased necrotic and apoptotic cell death. Halo-

peridol and clozapine were partially protective in this model and reduced

the percentage of propidium iodide-positive cells, while caspase 3 activity

was not altered. No significant drug effects were observed under BC.

Conclusion: The observed protective effects of haloperidol and clo-

zapine on energy-deprived OLN-93 oligodendrocytes suggest that

previously reported reductions in oligodendrocyte density in schizo-

phrenia are rather disease related than a side effect of medication. A

new mechanism of antipsychotic action is suggested, which may help

to establish new oligodendrocyte-directed therapies of schizophrenia.
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S-30 Oscillations and synchrony in cortical networks

in schizophrenia

S-30-001
Oscillations and synchrony in animal models of schizophrenia

T. Sigurdsson (Institute of Neurophysiology, Neuroscience Center,

Goethe University Frankfurt, Frankfurt am Main, Germany)

Objective: Much evidence indicates that abnormal brain oscillations

and synchrony may be core pathophysiological mechanism of

schizophrenia. It is also well known that genetic mutations play a

major role in the pathology of the disease, raising the question of how

such mutations affect neural circuit function.

Methods: I will discuss experiments that aim to address this question

by recording neural activity from mice engineered to carry genetic

mutations that predispose to schizophrenia.

Results: The results of these experiments shed light on how such

mutations may alter network function in the brain and thus impair

cognition and behaviour.
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S-30-002
High-frequency oscillations in schizophrenia: perspectives
from MEG

P. Uhlhaas (Institute of Neuroscience and Psychology, Experimental

Psychopathology University of Glasgow, Glasgow, United Kingdom)

Objective: Converging evidence from electrophysiological, physio-

logical and anatomical studies suggests that abnormalities in the

synchronized oscillatory activity of neurons may have a central role in the

pathophysiology of schizophrenia. Neural oscillations are a fundamental

mechanism for the establishment of precise temporal relationships

between neuronal responses that are in turn relevant for memory, per-

ception and consciousness. In patients with schizophrenia, the

synchronisation of beta- and gamma-band activity is abnormal, suggesting

a crucial role for dysfunctional oscillations in the generation of the cog-

nitive deficits and symptoms of the disorder. Dysfunctional oscillations

may arise due to anomalies in the brain’s rhythm generating networks of

GABA (c-aminobutyric acid) interneurons and deficits in NMDA-recep-

tor functioning. The current paper discusses the evidence for abnormal

neural synchrony in schizophrenia and its potential as a translational tool.

Methods: In our current work, we employed magnetoencephalogra-

phy (MEG) in chronic patients and unmedicated patients with

schizophrenia. MEG signals were obtained during perceptual tasks

and analysed for spectral changes in oscillatory activity in the fre-

quency range of 25–200 Hz.

Results: Both groups of schizophrenia patients showed a highly signif-

icant reduction in high-frequency gamma-band activity (60–120 Hz)

over parieto-occipital sensors.

Conclusion: The analysis of resting-state activity suggests an upreg-

ulation of spontaneous gamma-band oscillations in schizophrenia

patients which is consistent with the effects of Ketamine in healthy

volunteers and data from animal models. Thus, these findings high-

light the central of aberrant NMDA-receptor functioning for the

understanding of abnormal neural synchrony in schizophrenia.
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S-30-003
Altered oscillatory activity in the alpha-theta frequency range
in schizophrenia patients

R. Müller (Dept. of Psychiatry, University of Cologne, Cologne,

Germany), S. Ruhrmann

Objective: Disturbances of auditory information processing have

repeatedly been shown in schizophrenia. Based on the assumption

that brain oscillations reflect neuronal activity, we focused on the

lower frequency range, i.e. the alpha and theta frequency band. These

bands are thought to reflect processes connecting distinct neural

activities from different locations in a network fashion. In schizo-

phrenia research, differences between patients and healthy control

subjects have been robustly demonstrated for different event-related

potentials (ERP). To better understand these aberrations and thus, the

pathophysiology of schizophrenia, further analysis of the oscillatory

activity correlated with certain ERPs is warranted.

Methods: We used time–frequency methods and filtering techniques

to analyze EEG data from auditory experiments in humans. Healthy

control subjects and chronic schizophrenia patients participated in the

study. Data was also used to locate neural processes in Brodmann

areas, employing BESA source location software.

Results: ERP components N100 and P200 showed a high correlation

to oscillations in the alpha-theta frequency range. Alike for the N100

amplitudes, we could detect differences between healthy control

subjects and chronic schizophrenia patients in the same frequency

range, measured by amplitudes and phase-locking techniques. The

underlying brain oscillations could then be localized into different

brain regions, including auditory and non-auditory areas.

Conclusion: Our results indicated that the combined use of ERP and

time–frequency techniques together with the localization of neuronal
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processes enabled a first EEG based impression of the neural network

underlying auditory information processing.
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S-30-004
Abnormal oscillations and synchrony of MEG in ultra-high risk
subjects for psychosis

J. S. Kwon (Clinical Cognitive Neuroscience Center, Seoul National

University Medical School, Seoul, Republic of Korea)

Objective: Neural oscillations in gamma band observed in brain are

known to be involved in higher cognitive functions. One of the

important approaches to examine these cognitive impairments is

using auditory steady state responses (ASSR), which allows the

testing of the capacity of the neuronal networks in the generation and

the maintenance of the oscillatory activities in different frequency

bands. Many of the previous studies have reported the aberrant ASSR

results in the patients with schizophrenia. However, no studies have

investigated the ASSR in the ultra-high risk subjects for psychosis or

the effects of selective attention during ASSR.

Methods: The present study compared the oscillatory activities of various

frequency bands, including delta, theta, beta and gamma using measures

of both spectral power (ERSP) and inter-trial coherence (ITC) in 20

subjects at ultra-high risk for psychosis, 24 patients with schizophrenia,

and 21 normal control subjects. Whole-head magnetoencephalography

(MEG) was conducted while the subjects were asked to perform an

attention-required task containing three different types of stimuli (20 Hz-

standard; 40 Hz-target; 40 Hz-novelty) presented in an auditory oddball

task paradigm to investigate the brain activity related to selective attention

targeting stimuli and inhibiting the non-target stimuli.

Results: Patients with schizophrenia and the UHR group showed

evident deficits in both of the ITC and the ERSP of the low frequency

bands. In the left hemisphere, the ITCs of the delta and the theta bands

measured were highest in the normal control group and the lowest in the

patients with schizophrenia, with the ultra high-risk group in the middle.

However, there was no significant difference in the ITCs of the gamma

band between the three groups, although a higher level of ITCs were

exhibited in this frequency band than in other bands. Similar tendency

(CNT [ UHR [ SPR) of the group difference in the ERSP is shown in

the delta and theta frequency range in the left hemisphere, and mildly in

the beta frequency range in the left parietal region. The left temporal

ERSP of the gamma band, however, was measured to be the highest in the

patients with schizophrenia, and those of the other two groups to be lower,

although the absolute gamma power values were much lower than the

power in the low frequency range.

Conclusion: These results indicate that a deficit in the top-down

attention control exists before the onset of psychosis and that the

event-related synchronization and inter-trial coherence in the gamma

and the lower frequency bands may reflect a functional decline

including neural networks. (kwonjs@snu.ac.kr Copyright � 2010

Elsevier B.V. All rights reserved).
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S-31 Indicated prevention of psychosis

S-31-001
Interventions in people at high risk of psychosis: results
of randomized controlled trials

A. Bechdolf (Vivantes Klinikum am Urban Klinik für Psychiatrie,

Berlin, Germany)

Abstract: Recent meta-analyses in almost 1.500 cases confirmed that

criteria based on sub-threshold levels of psychotic symptoms (ultra

high-risk criteria) or self-perceived cognitive deficits (basic symp-

toms) have been found to predict psychosis onset within 12 months in

20–30 % of the cases in large cohorts of help-seeking clients. These

findings have provided the opportunity of indicated prevention efforts

in order to reduce or prevent the devastating effects of schizophrenia.

Six randomized controlled trials (RCTs) in the at-risk population have

been completed so far. They have included evaluations of low dose

risperidone and cognitive behavioural therapy (CBT) combined, CBT

or an integrated psychological intervention alone, olanzapine and

omega-3 fatty acids. The results of the treatment phase indicated

advantages on a descriptive level or significant results in favour of the

respective experimental condition in terms of transition to psychosis.

Three independent meta-analyses confirmed these findings. However,

due to a number of methodological limitations the empirical evidence

of the superiority of psychological interventions or antipsychotics to

unspecific control conditions in the at-risk population is preliminary.

Therefore there is a need for methodological sound collaborative

large scale RCT involving CBT and antipsychotics as preventive

strategies. Such trials are on the way at present.
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Omega-3 fatty acids for indicated prevention: treatment results
and pathomechanisms

G. P. Amminger (The University of Melbourne OYHRC, Centre

for Youth Mental Health, Parkville, Australia), M. S. Harris,

P. D. McGorry, L. P. Henry

Objective: Potentially chronic diseases often have a critical point in

their course beyond which treatment becomes less effective. In sup-

port of this, early treatment in schizophrenia and other psychoses has

been linked to better outcome. Intervention prior to the first episode

therefore holds the promise of even better outcomes, with the

potential to prevent psychotic disorders. In the 1990s, criteria were

developed and tested in a series of prospective naturalistic studies

which identify a clinical population with subthreshold symptoms at

ultra-high-risk for psychosis. The emergence of simultaneous brain

volume changes in those ultra-high-risk individuals who develop

psychosis indicate an active biological process, and underline the

importance of pre-onset treatment. However, pre-psychotic inter-

vention has also been questioned as, using current criteria, only

20–50 % of individuals classified as prodromal develop a psychotic

disorder within a 1–2 years period. Treatment agents in the pre-psy-

chotic phase should, therefore, not have major side effects. Bioactive

lipids are molecules that have both intra- and intercellular roles,

including mediation, modulation and control of neurobiological pro-

cesses, such as ion channel and receptor activity, neurotransmitter

release, synaptic plasticity, second messenger pathways and neuronal

gene expression. Long-chain omega-3 polyunsaturated fatty acids

(PUFAs) have been shown effective for both, mood and psychotic

symptoms, and they have neuroprotective properties. Because of the

controversy concerned with the extent to which an intervention may

produce harm which outweighs its benefits, omega-3 PUFAs are

prime candidates for evaluation in putatively prodromal individuals.

We conducted the first randomized, placebo-controlled trial on the

preventive use of omega-3 fatty acids in ultra-high risk individuals. A

12-week intervention with omega-3 PUFAs significantly reduced the

transition rate to psychosis and led to significant symptomatic and

functional improvements during the entire follow-up period

(12 months). Extending this evidence, we address (1) putative

mechanisms of omega-3 action; (2) biomarkers of progression to
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psychotic disorder; (3) biomarkers associated with response to treat-

ment with omega-3 s.

Methods: Randomized, placebo-controlled trial of omega-3 PUFAs vs

placebo in 81 ultra-high risk individuals. We investigated intracellular

phospholipase A2 (inPLA2) activity and erythrocyte membrane fatty

acids in the treatment groups (omega-3 PUFAs vs placebo) and the

outcome groups (psychotic vs non-psychotic).

Results: Supplementation with omega-3 PUFAs reduces the risk of

progression to psychotic disorder. The levels of membrane omega-3

and omega-6 PUFAs and inPLA2 were significantly related. Sup-

plementation with omega-3 PUFA resulted in a significant decrease in

inPLA2 activity. Low levels of membrane nervonic acid at baseline

significantly predicted transition to psychosis. Response to treatment

with omega-3 PUFAs was associated with higher baseline levels of

alpha-linolenic acid.

Conclusion: Supplementation with omega-3 PUFAs offers a safe and

efficacious strategy for indicated prevention in individuals at ultra-high-

risk of developing a psychotic illness. We conclude that omega-3 PUFA

supplementation may act by normalizing inPLA2 activity and delta-6-

desaturase-mediated metabolism of omega-3 and omega-6 PUFAs, sug-

gesting their role in neuroprogression of psychosis. These basic research

findings endorse and complement the clinical findings of our trial.
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MindNet: a new model of implementation of early intervention
services

M. Lambert (University of Hamburg Department of Psychiatry,

Hamburg, Germany)

Objective: Literature review on mental health and health care in

childhood, adolescence and early adulthood.

Methods: Search databases based on regular searches of EMBASE,

MEDLINE and PsycINFO.

Results: Numerous birth-control and epidemiological studies, meta-

analysis, systematic reviews, reviews and observational trials have

assessed mental health and health care in childhood, adolescence and

early adulthood including prevalence, age at onset, adversities, illness

persistence, service use, treatment delay with consequences, illness

burden, deficits of present health care systems, and efficacy and

efficiency of early intervention services. Accordingly, most mental

lifetime disorders start within childhood, adolescence and early

adulthood, which explain the high prevalence within this age group.

Many children, adolescents and young adults are exposed to single or

multiple adversities, which increase the risk for (early) the manifes-

tations of psychic and somatic diseases as well as their chronicity.

Early mental disorders often persist, specifically into adulthood.

Service use of children, adolescents and young adults is low and

perhaps even lower than in adult patients. Moreover, there is often a

long delay between illness onset and first adequate treatment with a

variety of linked consequences for psychosocial prognosis. This leads

to a large burden of ill-ness with respect to disability and costs.

Within the German mental health system there are several deficits,

which explain some of the above-mentioned findings. Other countries

have implemented so-called ‘‘early intervention services’’ at the

border of child- and youth and adult psychiatry. Respective studies

showing that these health care structures are effective and efficient.

Conclusion: The present talk summarizes the current state of mental

health in childhood, adolescence and early adulthood including preva-

lence, age at onset, adversities, illness persistence, service use, and

treatment delay with consequences. It also focuses on illness burden

including disability and costs, deficits of the present health care system in

Germany, and efficacy and efficiency of early intervention services.
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From risk factors to resilience: perspectives for the prevention
of mental disorders

S. Ruhrmann (Department of Psychiatry and Psychotherapy,

University of Cologne, Cologne Germany)

Abstract: Prevention of mental disorders has been intensively inves-

tigated during the last decade, particularly with regard to psychotic

disorders. Until now, almost all research activities focused on the

identification of risk indicators and risk factors. The concept of

resilience takes a different road. Its main focus is on factors enabling

a person to cope successfully with unfavorable growing and living

conditions and threatening life events. A biological impact on resil-

ience has been demonstrated on the genetic level, e.g. for a

polymorphism of the serotonin re-uptake transporter, which seems to

be associated with a lack of effects on childhood adversities on the

later development of depression. Psychosocial factors have been

revealed by several prospective long-term studies. These investiga-

tions demonstrated that certain factors enable a healthy development

even if adverse conditions predominate, like chronic poverty, peri-

natal complications, pathological mental states of the parents and a

broken home. Thus, resilience is not simply a result of lacking risk

factors. And, resilience seems not to reflect a static element of a

person, but a dynamic result of an ongoing adaptive process driven by

the interaction between individuals and their physical and social

environments. This is of eminent importance for prevention as it

means that resilience can be promoted and shaped already before any

signs of an illness become visible.
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S-32 Single symptom approaches in schizophrenia:

neuronal correlates of auditory hallucinations

and language related symptoms

S-32-001
Auditory hallucinations and the language system

T. Dierks (UPD Bern Psychiatrische Klinik, Bern, Switzerland)

Objective: We have investigated auditory verbal hallucinations

(AVH) using fMRI (BOLD, ASL), and spontaneous and stimulus

related electrical brain activity with the aim to understand which brain

structures are involved in their generation.

Results: Patients with AVH demonstrated an increased activity in the

primary auditory cortex in the temporal lobe during hallucinations and an

increase of faster frequencies of the spontaneous EEG could be observed

in the superior temporal lobe. Additionally auditory evoked potentials

demonstrated a reduced amplitude of the component N100, indicating

that the external stimulation competes with internal processes regarding

available neuronal resources. Transcranial magnetic stimulation (TMS)

and transcranial direct current stimulation (tDCS) are therapeutic options

for AVH by inducing an inhibition of neuronal activity in brain circuits.

Recently we could demonstrate a reduction of increased neuronal activity

in the superior temporal and frontal lobe in areas related to the language

system after TMS as well after tDCS intervention in AVH.

Conclusion: These results, combining different techniques, indicate

that AVH are closely linked to the language system. Furthermore, our

results suggest that focusing on specific psychopathological phe-

nomena like AVH is a more promising approach for understanding

neurobiological mechanisms of mental disorders and the development

of appropriate therapeutic interventions.
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S-32-002
Hearing voices as a phenomenon of dysconnectivity?

C. Mulert (UKE Psychiatry and Psychotherapy, Hamburg, Germany)

Objective: Hearing voices is one of the most prominent symptoms in

schizophrenia. Underlying mechanisms are not yet understood but

there are hints suggesting the relevance of disturbed connectivity in

the pathophysiology.

Methods: Here, we present several data sets based on Diffusion

Tensor Imaging (DTI) and fibre tracking as well as EEG-based con-

nectivity parameters such as a combination of sLORETA and lagged

phase coherence analyses.

Results: We found a relationship between interhemispheric connec-

tivity parameters between auditory areas and hallucination symptoms

in patients with schizophrenia in both DTI and EEG data.

Conclusion: New techniques for the analysis of connectivity patterns

in schizophrenia are useful for an improved understanding of patho-

physiological mechanisms underlying auditory verbal hallucinations

Policy of full disclosure: None.

S-32-003
Auditory hallucinations and ego-disturbances: imaging
of dysfunctional brain networks

J. Gallinat (Charité Psychiatry and Psychotherapy, Berlin, Germany)

Abstract: Biological research in schizophrenia mostly relies on the

nosological approach with the investigation of diagnostic groups

and group statistical analysis. However, pathobiological subgroups

within diagnostic categories make this approach problematic. In

recent years, the investigation of single symptoms as well as single

subjects with neurobiological tools has come into play and

enhanced the understanding of important mechanisms of single

symptoms like hallucinations. For instance, auditory verbal hallu-

cinations were linked to abnormal activity of key components of

the left fronto-temporal language system. Functional brain imaging

studies observed an abnormal activation in speech producing and

speech-perception areas and structural brain imaging studies

reported a gray matter loss in the CA2/3 subfield of the hippo-

campus. Detailed information about the topography and nature of

symptom-related dysfunctions are important to identify neurobio-

logical subgroups and represent the precursors of individualized

non-invasive brain stimulation therapies. The research on single

symptoms in schizophrenia overcomes the drawbacks of nosology-

focused research with regard to neurobiology and therapy

predictors.

Policy of full disclosure: None.

S-32-004
Non-invasive brain stimulation for the treatment
of schizophrenia: neurobiological and clinical aspects

A. Hasan (LMU Psychiatry and Psychotherapy, Munich, Germany)

Abstract: Neural plasticity involves reorganization of synaptic

connections and represents the represents the brain’s capacity to

reorganize its function in response to a challenge or to a stimulus.

Plasticity implies changing synaptic activity and connectivity and

the underlying mechanisms are long-term potentiation (LTP) and

long-term depression (LTD). Currently, different non-invasive brain

simulation techniques are available to investigate cortical plasticity

on a system level and these techniques are used in different

experimental clinical trials. This talk will summarize findings from

different studies investigating cortical plasticity in schizophrenia

patients and provide a link to possible treatment options in the

future. Different studies showed impaired cortical plasticity (at

least in the investigated motor system) following transcranial direct

current stimulation (tDCS), paired-associative stimulation (PAS)

and repetitive transcranial magnetic stimulation (rTMS) in schizo-

phrenia patients at different stages of the illness and in unaffected

relatives. However, on the other hand these techniques seem to be

promising for the treatment of schizophrenia as shown in small

clinical trials. The pattern of the available results provides evidence

for a specific plasticity deficit in schizophrenia patients which

might be associated with a hyperglutamatergic state, dysfunctional

N-methyl-D-aspartate-receptors and dysfunctional intracortical

inhibitory networks across hemispheres. These findings may reflect

a reduced signal-to-noise ratio, a disturbed filter function and

dysfunctional information processing in schizophrenia patients.

Future investigation need to address questions of improved

response rates to non-invasive brain stimulation and of practical

issues like stimulation duration, stimulation intensity and the time

of intervention.
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S-33 The schizophrenia motor dimension: clinical

relevance and neurobiology

S-33-001
Parsing the components of psychomotor functioning
in schizophrenia

M. Morrens (CAPRI University Antwerp, Antwerp, Belgium)

Objective: Psychomotor symptoms are those symptoms in which, rather

than thinking or feeling, movement or action is the principal component,

i.e., in which the planning, programming, and execution of movements

play a dominant role. In schizophrenia, symptoms such as psychomotor

slowing, catatonia and neurological soft signs fit this description, and are

highly prevalent. Despite being considered core aspects of the illness in

its earliest definitions, these phenomena were largely neglected after the

introduction of the first antipsychotics in the 1950s. However, there has

been a resurgence of research endeavours into the psychomotor domain

during the past few decades, which demonstrate the enduring promi-

nence of these symptoms in schizophrenia. Although there is a general

consensus that psychomotor abnormalities have to be considered a

heterogeneous construct, these abnormalities are generally studied and

classified on a mere phenomenological base which results in a lack of

clear conceptual boundaries.

Conclusion: The nature of these psychomotor deficits, their interre-

lations as well as their relation with other symptom domains (positive,

negative, depressive and cognitive symptoms) was investigated, as

was the impact of psychopharmacological treatment on the psycho-

motor syndrome. We will present a overview on these studies.
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S-33-002
Motor signs in individuals at risk of schizophrenia

P. N. van Harten (Psychiatric Centre GGzCentraal Maastricht

University, Maastricht, Netherlands)

Objective: To study the relationship between movement disorders

(MD) and individuals at risk for psychosis.

Methods: Literature search combined with the results of Genetic Risk and

Outcome of Psychosis (GROUP) study. A longitudinal study focused on

gene-environment vulnerability and resilience in both patients, their

unaffected family members (sibs and parents) and non-related controls.

Results: Several groups at risk for psychosis were studied.

• Children (mean age 14 years.) with an schizotypal personality

disorder showed more abnormal movements compared to

patients with other psychiatric diagnoses and healthy controls

and the severity of the abnormal movements was related to the

severity of prodromal signs. After 1 year, the symptoms were

more severe in those children with abnormal movements at

baseline than those without (Mittal et al. J Abnorm Psychol

2007;260–7).

• In a 4-year follow-up of adolescents with a higher risk to develop

a psychotic disorder, 25 % converted to a psychotic syndrome and

those with more and more severe movement abnormalities had a

higher risk (Mittal et al. J Abnorm Psychol 2007;796–803).

• Sibs of patients with schizophrenia have an increased risk on

psychotic disorders, and the metanalysis shows also a small but

significant higher prevalence for MD (Koning et al. Schizophrenia

bulletin 2010;723–31).

• In the Genetic Risk and Outcome of Psychosis (GROUP) study

sibs of patients had more MD than controls and sibs with MD had

more schizotypal symptoms compared to sibs without MD

(Koning et al. Psychological medicine 2011;2141–7).

• The frequency of MD in sibs and in healthy controls was

significantly different when measured with a mechanical device

(Koning et al. Psychiatry Res. 2011;133–7).

Conclusion: Data from several groups of individuals at risk for psychosis

show an interrelationship between MD and psychosis, and suggest that

MD have a predictive value for psychotic symptoms and may therefore be

useful in screening programs for individuals at risk for psychosis.

Policy of full disclosure: None.

S-33-003
Clinical and cerebral correlates of neurological soft signs
in schizophrenia

J. Schröder (Dept. of Psychiatry, Section for Gerontopsychiatric

Research, Medical Faculty University of Heidelberg, Heidelberg,

Germany)

Abstract not received in due time.

S-33-004
Dysfunctional subcortico-cortical interactions in the motor loop
as probable cause for hypokinesia in schizophrenia

S. Walther (University Bern Psychiatry, Bern, Switzerland)

Objective: Schizophrenia patients frequently have reduced physical

activity. We aimed at exploring the neurobiological correlates of

reduced activity.

Methods: In a series of studies, we investigated the association of

gross motor activity as measured by wrist actigraphy and cerebral

perfusion as well as cerebral white matter properties. Patients and

controls underwent MRI scanning including diffusion tensor imaging

(DTI) and arterial spin labelling.

Results: In controls, motor activity was associated with cerebral

perfusion in the ventral anterior nucleus of the thalamus. This was

not seen in patients. Patients instead had correlations of motor

activity and brain perfusion in predominantly prefrontal motor areas.

In terms of DTI we found an association of white matter integrity

and motor activity underneath the premotor cortex in schizophrenia

but not in controls. Furthermore, when examining the connection

probabilities of white matter motor pathways, patients had an

association of motor activity and connection probabilities in pre-

motor areas. In contrast, in controls motor activity was linked to

connection probabilities within pre-SMA and pallidum as well as

between M1 and thalamus.

Conclusion: Associations between real life motor behaviour and brain

function differ between schizophrenia patients and healthy subjects.

In healthy controls, an interaction of cortico-subcortical structures is

involved in motor output. In contrast, patients seem to use prefrontal

motor loops. This finding suggests defective cortico-subcortical

interactions in the cerebral motor system in schizophrenia.

Policy of full disclosure: None.

S-34 Obsessive-compulsive symptoms in schizophrenia

S-34-001
Obsessive compulsive symptoms in the early course of psychotic
disorders

F. Schirmbeck (CIMH Psychiatry and Psychotherapy, Mannheim,

Germany)

Objective: Patients in at risk mental state (ARMS) for psychosis or

with a first episode of psychosis (FEP) have an increased risk to

experience obsessive compulsive symptoms (OCS) or to suffer from

obsessive–compulsive disorder (OCD), when compared to the general

population (2–3 %). Studies in the early course of psychotic illness

bear the opportunity to investigate the onset and course of OCS and

interaction with relevant clinical variables, without confounding

effects of the antipsychotic treatment and the long-term course of

schizophrenia. This presentation will focus on prevalence rates,

diagnostic implications and the course and correlates of OCS in the

early course of psychotic illness.

Methods: Data from two large multicentre studies are presented.

(A) OCS/OCD in ARMS patients (N = 233) from the Secondary

Prevention of Schizophrenia (PREVENT) trial and associations with

psychosocial functioning and neurocognitive performance, (B) co-

morbidity and course of OCS in the prospective 5 year follow-up

study of 189 patients with first episode of schizophrenia or related

disorders.

Results: Prevalence: Data revealed that 12 % of ARMS patients

report additional OCS and 5 % fulfil the diagnostic criteria for OCD.

Regarding FEP prevalence estimations rise up to 17 % for OCS and

7 % for OCD, while 25 % of schizophrenia patients show OCS and

12 % suffer from comorbid OCD. Assessment: When considering

important diagnostic aspects, OCS in psychotic patients can be reli-

ably identified. Course: The majority of FEP showed large

fluctuations in OCS severity during the first 5 years of the disorder.

Correlates: OCS is associated with more impairment in psychosocial

functioning and more depressive symptoms. ARMS patients with

OCS showed slightly less cognitive dysfunction in working memory

and immediate verbal memory.
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Conclusion: OCS and OCD co-morbidity occur frequently in the early

course of psychotic illness and are associated with relevant clinical

outcome measures. More clinical and research effort is clearly needed.

Policy of full disclosure: None.

S-34-002
Neurocognitive differences between schizophrenia patients
with and without comorbid obsessive–compulsive symptoms

N. Fineberg (University of Hertfordshire School of Postgraduate

Medicine, Hatfield, United Kingdom), D. Patel, K. Mukhopadhaya,

K. Laws

Objective: Interest in the neuro-cognitive profile of patients with

schizophrenia and co-morbid obsessive compulsive disorder (schizo-

OCD) is rising. Studies have found a poorer prognosis in terms of

global functioning and illness severity as well as more positive and

negative symptoms compared with patients without OCD. Whereas

schizophrenia has been associated with global impairment in a wide

range of neurocognitive domains, OCD is associated with specific

deficits featuring impaired performance on tasks of motor and cog-

nitive inhibition. Clarification of the neurobiological status of schizo-

OCD may prompt modification of existing treatment strategies or

even the development of new targeted treatments.

Results: Patients with schizo-OCD (n = 12) made significantly more

errors on a task of attentional set-shifting compared with a schizophrenia

group without OCD (n = 16). By contrast, no significant differences

emerged on the Stockings of Cambridge task, the Cambridge Gamble

Task or the Affective Go/NoGo tasks. No correlation emerged between

ID-ED performance and severity of schizophrenia, OCD or depressive

symptoms, consistent with neurocognitive impairment holding trait

rather than state-marker status.

Conclusion: Compared with schizophrenia, patients with schizo-OCD

showed more severe deficits limited to domains previously reported for

non-co-morbid OCD, suggesting a neurocognitive overlap between OCD

and schizophrenia and a ‘true’ co-morbidity of two separate disorders.

Application of a wider range of tests in future studies may identify

additional neurocognitive features that are unique to schizo-OCD, which

would challenge this concept. Our findings reveal a severe attentional set-

shifting deficit and neurological abnormality that may be fundamental to

the neurocognitive profile of schizo-OCD.
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S-34-003
Antiserotonergic antipsychotics such as clozapine induce
or aggravate obsessive compulsive symptoms in schizophrenia

M. Zink (Central Institute Mental Health Department of Psychiatry,

Mannheim, Germany)

Objective: Obsessive–compulsive symptoms (OCS) are often asso-

ciated with schizophrenia and impair the general prognosis. Comorbid

patients might be attributed to heterogeneous subgroups. One

hypothesis proposes that antiserotonergic second generation antipsy-

chotics (SGA) might induce OCS.

Methods: We stratified schizophrenia patients by their mode of

antipsychotic treatment: Monotherapy with clozapine or olanzapine

(group I) was compared with aripiprazole or amisulpride (group II)

regarding the primary endpoints OCS-severity in the cross-sectional

design and after 12 months follow-up the group specific changes of

OCS over time.

Results: OCS was found significantly more prevalent and severe in

group I, in which OCS severity correlated with duration of cloza-

pine treatment and its dosage. Pronounced cognitive deficits in

group I appeared in visuo-spatial perception and visual memory,

impulse inhibition, higher perseveration scores and reduced set-

shift abilities. Several deficits correlated with OCS severity. After

12 months, repeated measure analyses of variance (ANOVAs)

revealed significant interaction-effects of group and time. A genetic

risk factor for SGA-induced OCS had been described in the gene

SLC1A1. In our replication study, we analysed the genotypes of

103 Caucasian schizophrenia patients regarding three single-

nucleotide polymorphisms in SLC1A1 and detected equal

distributions.

Conclusion: OCS in schizophrenia is associated with antiserotonergic

properties of SGAs and progressive differences in OCS severity over

time support the assumption of causality. Before starting treatment

with antiserotonergic SGAs, specific neurocognitive domains should

be evaluated. Further studies are planned in order to unravel the

neurobiological mechanisms and to develop pharmacological and

psychotherapeutic interventions.
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S-34-004
Effectiveness and outcome predictors of cognitive-behavioural
therapy for obsessive–compulsive disorder co-occurring
with psychosis

A. Tundo (Istituto di Psicopatologia, Rome, Italy), L. Salvati, L.

Cieri, M. Daniele, D. Di Spigno, R. Necci, A. Parena

Objective: The aims of this naturalistic study are: (1) to examine the

effectiveness of cognitive behavioural therapy (CBT) for obsessive

compulsive disorder (OCD) in patients with schizophrenia or schiz-

oaffective disorder (SCH/SA) and (2) to compare CBT outcomes

among clinical subgroups.

Methods: Twenty-one consecutive patients with SCH (43 %) or SA

OCD comorbidity were enrolled. Primary outcomes were: adherence

rate (percentage of patients who did not drop out during the trial), and

remission rate (Yale-Brown Obsessive–Compulsive Scale (Y-BOCS)

total score\16). Secondary outcomes were: response rate (a C 25 %

decrease in the Y-BOCS total score from baseline to 1 year), and

improvement rate (Clinical Global Impression-Improvement (CGI-I)

score of B 2). An intent-to-treat analysis was conducted. ANOVA or

Friedman test were used as appropriate to analyze changes in scores

over time. Following significant ANOVA, t test or Wilcoxon test were

carried out. The outcomes were compared among groups using the

exact test and the logistic regression. Bootstrap procedure were car-

ried out to estimate the regression coefficient and its standard error

Results: One patient (4.7 %) discontinued CBT after 1 session, and 4

(19 %) dropped out from the study. At 1 year, 52 % (11/21) of the

patients were rated as much/very much improved; 33 % (7/21) were

responders, and 19 % (4/21) were remitters. Substance use disorder

predicted poorer outcomes. Contrary to our expectation, patients with

OCD secondary to antipsychotics use did not show poorer outcomes

than those with primary OCD.
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Conclusion: Our findings suggest that CBT is a helpful treatment for

OCD in these difficult-to-treat patients with a challenge posed by

patients with lifetime substance abuse disorder.

Policy of full disclosure: None.

S-35 Psychological treatments for people

with schizophrenia

S-35-001
REPYFLEC cognitive remediation group training
in schizophrenia: looking for an integrative approach

A. Farreny (Parc Sanitari Sant Joan de Deu Research Unit, Sant Boi

de Llobregat, Spain), J. Usall

Objective: To develop an integrative intervention taking into account

previous efficacious therapies. To evaluate the efficacy of our cog-

nitive remediation group training: Problem Solving and Cognitive

Flexibility training (REPYFLEC), with the aim of improving cogni-

tive function and functioning in schizophrenia patients.

Methods: Participants with a diagnosis of schizophrenia or schizo-

affective disorder (n = 62) were randomized to 32 group sessions of

REPYFLEC CR, or to 32 group sessions of activities without specific

objectives and focused on leisure. In both groups the sessions were

conducted twice a week. Functioning and psychiatric symptoms were

measured at baseline (week 0) and thereafter at 8, 16 and 40 weeks.

Cognitive function was measured at weeks 0, 16 and 40. Mixed

Models were used to estimate statistical differences.

Results: Patients in the cognitive remediation group demonstrated

significant improvements in executive function, negative symptoms

and functioning at post-treatment compared with patients in the

control group. At 6-month follow-up assessment, significant

improvements in executive function and functioning remained.

Conclusion: These results apparently show that REPYFLEC works as

cognitive remediation training, improving executive thinking and

functioning outcomes compared with a control group.
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S-35-002
Metacognitive training in schizophrenia (MCT): immediate,
delayed and ‘‘sleeper’’ effects

S. Moritz (University of Hamburg, Hamburg, Germany)

Objective: Cognitive approaches are increasingly complement psy-

chopharmacological interventions to raise symptomatic and

functional outcome in psychosis. We aimed to determine the long-

term efficacy of group metacognitive training in schizophrenia. MCT

is targeted at cognitive biases putatively involved in the pathogenesis

of (paranoid) schizophrenia. It is theorized that the MCT diminishes

delusion symptoms by first acting on cognitive biases. The training is

available at no cost in 30 languages via www.uke.de/mct

Methods: A two-centre, randomized, assessor-blind, parallel group

trial on MCT group training versus computerized cognitive training

was conducted. A total of 150 in- and outpatients with DSM-diag-

noses of schizophrenia spectrum disorders were enrolled. All patients

received antipsychotic medication. Assessments were carried out at

baseline as well as 4 weeks and 6 months and 3 years later. The

present study focuses on the 3-year follow-up data.

Results: In line with data collected at post and follow-up, patients in

the MCT group showed significantly greater symptom reduction on

the PSYRATS delusion score after 3 years. Improvements on the

PANSS positive scale were maintained in the long run. Interestingly,

self-esteem and quality of life, which did not distinguish groups at earlier

time-points, yielded significant group differences at the 3-years follow-

up. Unexpectedly, at the 3-year follow-up no group differences occurred

on jumping to conclusions, a core target domain of the MCT.

Conclusion: The present study shows that MCT exerts a sustained

effect on the reduction of delusion, as measured by the PSYRATS,

over and above the effects antipsychotic medication. We also found

some unprecedented ‘‘sleeper’’ effects: self-esteem and quality of life

increased in the long run.
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S-35-003
Cognitive-behavioural therapy for people with auditory
hallucinations

E. Lorente (ADIRM, Valencia, Spain)

Objective: Cognitive Behaviour Therapy is has been reported as an

effective therapy for persistent Auditory Hallucinations (AH) as an

adjunct to antipsychotic treatment. However, several questions remain

unanswered as the medium-term maintenance of the benefits obtained

or whether there is a patients’ profile who better respond to it. The first

objective of this study is to determine the efficacy of individual

8-months duration CBT intervention for voices. Efficacy has been also

measured at 6 months follow-up. Finally it has been exhaustively

explored potential predictor variables to positive response to treatment,

including socio-demographic, clinical and neuropsychological data.

Methods: A three-centre, randomized trial on CBT for AH including

81 outpatients (46 receiving CBT for AH and 35 control receiving

treatment as usual) with DSM-diagnoses of schizophrenia spectrum

disorders and persistent AH were performed. All patients received

antipsychotic medication. Assessments were carried out at baseline,

post-treatment and 6 months follow-up. Also neuroimage data (fMRI)

were obtained from 8 patients who underwent an auditory emotional

response paradigm. The presentation will mainly focus on the clinical

and functioning data.

Results: Preliminary results show that patients in the CBT interven-

tion obtained significantly greater symptom reduction on PANSS

positive scale, PANSS overall scale and in the distress produced by

hallucinations as assessed by PSYRATS. General functioning also

improved in the intervention group. Benefits were still evident at

6 months follow-up. The patients who better respond to therapy were

those with most distressful voices; also neuropsychological pre-

treatment performance had a role.

Conclusion: The present study shows that CBT for AH effective in

reducing positive and general symptoms and global functioning.

Benefits are maintained 6 months after finishing the intervention.

Both clinical and neuropsychological variables modulate the response

to treatment.
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S-35-004
A randomized, controlled trial of neurocognitive training
in schizophrenia

M. Linke (Institute of Psych and Neurol III Psych Clinic, Warsaw,

Poland), M. Jarema, A. Wichniak, K. Jankowski

Objective: In schizophrenia cognitive impairments are considered to

be the most disabling manifestation of illness, alongside the positive

and negative symptoms. Thus, various cognitive trainings are pro-

posed, typically based on computers with dedicated training software.
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The present study addressed which cognitive functions are trainable

in schizophrenia patients and whether or not participation in cognitive

training provides greater improvement of cognitive abilities than

participation in other forms of therapy.

Methods: 46 schizophrenia patients were randomly assigned into two

groups involved in the therapy programme lasting for 7 weeks/5 days

a week/3 h a day. Each day, the last hour of the therapy programme

consisted of computer-assisted cognitive training (training group) or

relaxation/social integration (control group). Cognitive abilities were

assessed before and after therapy programme using MATRICS

Cognitive Battery.

Results: T test analyses revealed that improvement occurred in the

two groups regarding Composite Score, Reasoning and Problem

Solving, and Speed of Processing, whereas Working Memory

improved only in the training group and Social Competences

improved only in the control group.

Conclusion: Results suggest that improvement in a number of domains

of cognitive abilities in patients with schizophrenia occurs irrespec-

tively of the involvement in cognitive training. However, working

memory improved only in patients participating in the cognitive

training. The above findings suggest that some cognitive functions, like

working memory, respond better to drill and practice type of training,

and some, like social competences, require more holistic strategies.

Policy of full disclosure: Research was funded by the Polish National
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S-36 Animal models of schizophrenia facing

the complexity of genotype, environmental factors

and phenotype

S-36-001
Differences in social behaviour, prepulse inhibition, dopaminergic
and serotonergic hippocampal fiber density of CPB-K mice
compared to BALB/cJ mice

P. Panther (Otto von Guericke University Institute of Anatomy,

Magdeburg, Germany), S. Nullmeier, A. Kröber, S. Herbert, R. Wolf

Objective: Patients suffering from schizophrenia show disturbances in

social, cognitive and sensorimotor functions. Also, morphological

alterations in cortical and subcortical areas, like reduced hippocampal

AMPA- NMDA-, 5-HT2-receptor densities and increased 5-HT1-

receptor densities are known. Schizophrenia is discussed to be caused by

a dysregulation of neuronal transmitter systems which will be amelio-

rated by antipsychotics. The two inbred mouse strains, CPB-K and

BALB/cJ display considerable differences in cognitive function and

prepulse inhibition (PPI), a stable marker of sensorimotor gating. Fur-

ther, CPB-K mice exhibit lower NMDA-, AMPA- and increased 5-HT-

receptor densities in the hippocampus as compared to BALB/cJ mice.

Methods: We investigated both mouse strains in social behaviour and

PPI. Also, immunocytochemical investigations of dopaminergic and

serotonergic parameters were carried out.

Results: CPB-K mice, compared to BALB/cJ, showed: (1) a reduced

travelling distance and number of contacts in social interaction test,

(2) a reduction of PPI, that was not improved after 4-week treatment

with clozapine, (3) differences in the number of serotonergic neurons

and volume of raphe nuclei and a lower serotonergic fiber density in

the ventral and dorsal hippocampal region CA1 and CA3, (4) no

alterations in dopaminergic subregions of substantia nigra and ventral

tegmental area, but a higher dopaminergic fiber density in dorsal

hippocampus, ventral hippocampal CA1 and gyrus dentatus.

Conclusion: CPB-K mice compared to BALB/cJ may serve as an

important model to understand the interaction of the serotonergic and

dopaminergic system and their impact on sensorimotor gating and cog-

nitive function as related to neuropsychiatric disorders like schizophrenia.
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S-36-002
Pre-treatment with the mGlu2/3 receptor agonist LY379268
attenuates DOI-induced impulsive responding, deficits in prepulse
inhibition and regional c-Fos protein expression

L. Wischhof (Brain Research Institute Dept. Neuropharmacology,

Bremen, Germany), M. Koch

Objective: Overactivation of serotonin (5-hydroxytryptamine,

5-HT)2A receptors causes impulsivity and attentional deficits. Prepulse

inhibition (PPI) of the acoustic startle response (ASR) has been shown to

be regulated by interactions of the 5-HT and glutamate systems, espe-

cially via 5-HT2A receptors. 5-HT2A receptors entertain antagonistic

interactions with metabotropic glutamate (mGlu)2/3 receptors which

may provide an alternative target for a novel class of antipsychotics.

Methods: The study characterizes interactions between 5-HT2A and

mGlu2/3 receptors implicated in impulsivity and PPI. Impulse control

was assessed in Lister Hooded rats trained in a five-choice serial

reaction time task (5-CSRTT) and treated with the 5-HT2A/2C

receptor agonist DOI (0.1 mg/kg) and the mGlu2/3 receptor agonist

LY379268 (1 mg/kg). Associated drug-induced changes in neuronal

activity were measured via c-Fos immunoreactivity (Fos IR), and co-

localization of c-Fos and GABAergic markers was detected using

double immunofluorescence labelling. The involvement of 5-HT2A-

mGlu2/3 receptor interactions in PPI was assessed in Lister Hooded

and Wistar rats after systemic administration of DOI (3 mg/kg) and

LY379268 (1 mg/kg).

Results: DOI caused impulsive overresponding in the 5-CSRTT that

was attenuated in animals pre-treated with LY379268. DOI enhanced

regional Fos IR within fronto-cortical and limbic brain structures, and

this effect was blocked by LY379268 pre-treatment. Double immuno-

fluorescence labelling showed a specific co-localization of DOI-elicited

Fos IR with GABAergic cells that lack the calcium-binding protein

parvalbumin. DOI reduced PPI and ASR magnitudes in Wistar but not in

Lister Hooded rats. Pre-treatment with LY379268 attenuated the DOI-

induced disruption of PPI and reductions of ASR magnitude.

Conclusion: Our findings support the notion of functionally antago-

nistic interactions between 5-HT2A and mGlu2/3 receptors and

suggest that mGlu2/3 receptor agonists may have some potential for

ameliorating sensorimotor gating deficits and motor impulsivity-

related impairments seen in schizophrenia patients.
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S-36-003
Disturbed gene expression caused by perinatal hypoxia
in an animal model of schizophrenia

A. Schmitt (Clinic for Psychiatry Universtiy of Munich, Munich,

Germany), P. Gebicke-Härter, P. Falkai

Objective: Hypoxia has been discussed as a possible factor of

obstetric complications in the pathophysiology of schizophrenia. The

present study investigated the effects of chronic neonatal hypoxia on

gene expression in rats as an animal model of schizophrenia.

Methods: (1) After chronic neonatal hypoxia between postnatal days

(PD) 4–8, half of the pups were fostered by normally treated nurse

animals to control for possible maternal effects, and (2) tested on PD

36, 86, 120 and 150 using three different behavioural tests: prepulse
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inhibition (PPI), social interaction and recognition, and motor activity

in an open field. (3) Before the PD 150 test, 50 % of the animals had

been chronically treated with the antipsychotic drug clozapine

(45 mg/kg/day). (4) At PD 155, different brain regions have been

used for expression profiling of synaptic genes on cDNA microarrays

(‘‘glutamate chip’’) with qRT-PCR confirmation.

Results: Rats exposed to hypoxia exhibited deficits in locomotor

activity on PD 86, 120, and 150, as well as PPI deficits on PD 120 and

150, but not before. Chronic treatment with clozapine reversed

hypoxia-induced PPI deficits. Several presynaptic genes such as

SNAP-25, syntaxin 1A, neurexin, neuropeptid Y and complexin I

were downregulated and subunits of the NMDA receptor were

upregulated by hypoxia. These differential gene regulations could be

partially compensated for by clozapine treatment.

Conclusion: The time course of hypoxia-induced PPI deficits and

their reversal by clozapine supports the validity of our animal model

and the hypothesis that hypoxia as an obstetric complication is an

important factor in the pathophysiology of schizophrenia. Differential

gene expression in cortical and subcortical brain regions as well as

correlations to deficits of PPI support the view of an involvement of

synapse-associated gene products and glutamatergic and GABAergic

neurotransmission in the pathophysiology of behavioural deficits

occurring as delayed responses to neonatal hypoxia in adulthood.

Policy of full disclosure: None.

S-36-004
Sex-dependent metabolic changes caused by drug treatment
with haloperidol and clozapine in rats

M. von Wilmsdorff (Heinrich Heine University Dept. of Psychiatry,

Duesseldorf, Germany)

Objective: An increased risk for metabolic syndrome has been

described for patients with psychotic disorders. Antipsychotic drugs

possibly contribute to metabolic changes.

Methods: Haloperidol or clozapine was orally fed to male and female

Sprague–Dawley rats for 12 weeks, and body weight gain, relative food

and water intake were measured. The haemogram was determined

including the serum levels of fasting glucose, HbA1c, triglycerides,

cholesterol, HDL and LDL, insulin, leptin, adiponectin and ghrelin.

Gonadal and perirenal fat pads were removed and weighted.

Results: We found increased body weight in the male clozapine

group, but decreased ones in the male haloperidol group. Clozapine

treated male and female animals had higher fasting glucose, adipo-

nectin, leptin, ghrelin, cholesterol, HDL and LDL levels, whereas

haloperidol caused increased levels of insulin and decreased values of

HbA1c, cholesterol, HDL and LDL. Additionally, haloperidol

depleted leucocytes, erythrocytes and haemoglobin.

Conclusion: Both antipsychotic drugs cause sex-dependent metabolic

changes, which are risk factors for the metabolic syndrome, be it

hyperinsulinemia under haloperidol treatment or hyperglycemia, hy-

perleptinemia and hyperlipidemia under clozapine.

Policy of full disclosure: None.

W-01 How to successfully write a paper for high

ranking journals

How to write manuscripts for publication in English language
scientific journals

S. Hodgins (Université de Montréal Psychiatrie, Montreal, Canada)

Abstract: Manuscripts to be published in English language scientific

journals differ from theses and ‘‘habilitations’’, and from publications

in journals published in other languages. To be accepted for publi-

cation in an English language scientific journal, manuscripts require a

specific structure and format. The workshop describes a series of steps

for preparing a manuscript that will be published. The workshop

assumes that your research project is methodologically rigorous,

advances knowledge, and has been conducted ethically. Initially,

strategies for preparing outlines of manuscripts are discussed,

including identifying the objectives of the study to be reported,

dividing up results from a large project into parts that each constitutes

a manuscript, and selecting appropriate journals for each manuscript.

The importance of involving all co-authors at this stage so as to avoid

conflicts on authorship, or other matters, at a later stage is discussed.

Next, the structure of a scientific paper, the use of titles and sub-titles

to highlight the structure, the content of each section of a manuscript,

and the content and presentation of tables and figures are described in

detail. The language used in scientific publications, specific terms,

and creating abbreviations are discussed. The last part of the work-

shop focuses on the submission process and strategies for successfully

responding to reviews and revising manuscripts.

Policy of full disclosure: None.

W-02 How to apply for EU funding

How to apply for EU funding

I. Zwoch (Nationale Kontaktstelle Lebenswissenschaften, Bonn,

Germany)

Abstract: Since 2007, FP7 has invested around 1.92 billion since 2007

in support of brain research, making a yearly allocation of more than

EUR 300 million (Brain Research supported by the European Union

2007–2012). Horizon 2020, the new framework programme for

research and innovation, will start in 2014. It will be EU’s main

financial instrument for funding European research and innovation. It

will replace the current Seventh Framework Programme for Research

and Technological Development (FP7).

Running from 2014 to 2020 with a €70 billion budget, the new Horizon

2020 programme is a key instrument to create new growth and jobs in

Europe and to tackle societal challenges, one of the most important

challenges being health and demographic change. The challenge-

based approach of Horizon 2020 fits perfectly with the pressing need to

address public health issues such as the increasing prevalence of brain

disorders in Europe. Within the societal challenges tackled by Horizon

2020, the largest budget with approximately € 6.8 billion will be

allocated to the ‘Health, demographic change and wellbeing’ chal-

lenge. Brain research will continue to be a focus area in Horizon 2020

to be addressed by a bunch of funding instruments such as collabo-

rative projects, the Innovative Medicines Initiative (IMI) or the

European Research Council (ERC). In addition other funding oppor-

tunities on a European scale address the area of brain research namely

the EU Joint Programme—Neurodegenerative Disease Research

(JPND) or the ERA Net NEURON.

On behalf of the German Federal Ministry of Education and Research

(BMBF), the National Contact Point Life Sciences (NKS-L) is

responsible for the ‘‘life sciences’’ topics in the European Framework

Programmes and supports German researchers in applying for funds

at European level. The NKS-L is a shared office staffed by employees

from the PT-DLR and PTJ project management agencies at the DLR

site in Bonn-Oberkassel.

Policy of full disclosure: None.
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W-03 International perspectives of quality of care

and integration of persons with schizophrenia

W-03-001
Long term outcome of schizophrenia in developing and developed
countries

N. Sartorius (Association for the Improvement of Mental Health

Programmes, Geneva, Switzerland)

Abstract: Prognosis of schizophrenia in developed countries differs from

that in the developing countries. The number of people who after a single

episode experience good recovery is higher in the third world than in

industrialized settings. The reasons for this difference are not well known

but it is likely that the pressures of the modern, highly industrialized cities

as well as family arrangement play a major role in creating the difference.

The presentation will discuss these issues using data from long-term

follow-up studies of schizophrenia carried out in different countries.

Policy of full disclosure: Receipt of grants/research supports from

Pfizer, Eli Lilly - receipt of honoraria or consultation fee from

Lundbeck, Servier, Lilly, Takeda, Roche.

W-03-002
Service availability and utilization and treatment gap
for schizophrenic disorders: a survey in 50 low- and middle
income countries

A. Lora (Department of Mental Health, Lecco Hospital, Lecco, Italy)

Objective: To outline mental health service accessibility, estimate the

treatment gap and describe service utilization for people with

schizophrenic disorders in 50 low- and middle-income countries.

Methods: The World Health Organization Assessment Instrument for

Mental Health Systems was used to assess the accessibility of mental

health services for schizophrenic disorders and their utilization. The

treatment gap measurement was based on the number of cases treated

per 100 000 persons with schizophrenic disorders, and it was com-

pared with subregional estimates based on the Global burden of

disease 2004 update report. Multivariate analysis using backward

step-wise regression was performed to assess predictors of accessi-

bility, treatment gap and service utilization.

Results: The median annual rate of treatment for schizophrenic dis-

orders in mental health services was 128 cases per 100 000

population. The median treatment gap was 69 % and was higher in

participating low-income countries (89 %) than in lower-middle-

income and upper-middle-income countries (69 % and 63 %,

respectively). Of the people with schizophrenic disorders, 80 % were

treated in outpatient facilities. The availability of psychiatrists and

nurses in mental health facilities was found to be a significant pre-

dictor of service accessibility and treatment gap.

Conclusion: The treatment gap for schizophrenic disorders in the 50 low-

and middle-income countries in this study is disconcertingly large and

outpatient facilities bear the major burden of care. The significant pre-

dictors found suggest an avenue for improving care in these countries.

Policy of full disclosure: A. Lora has no conflict of interest to declare.

W-03-003
The developing countries view on ensuring quality of care

A. Javed (Coventry & Warwickshire NHS Trust at Nuneaton,

Warwick Medical School, University of Warwick, Nuneaton, United

Kingdom)

Abstract: Schizophrenia, one of the most severe mental disorders, is a

chronic and relapsing illness that often leads to progressively wors-

ening disability, increased risk of stigma & discrimination and loss of

livelihoods and social networks for majority of the patients. Based on

current data, it is assumed that the point prevalence of schizophrenia

in Low and Middle income countries is around 4.6 per 1,000 popu-

lations. This means that out of 5.3 billion people living in these

countries, there will be around 25 million patients suffering from

schizophrenia. Unfortunately health systems in general and mental

health services in particular are very limited in these countries so most

people suffering from mental disorders (in particular schizophrenia)

will probably be receiving little or no formal care. When it comes to

prognosis and outcome of schizophrenia, the course and outcome also

varies in these countries.

Financial restrains and scarcity of man power resources make the

situation more complex. Cross-national studies conducted by the

World Health Organization suggest that schizophrenia has a better

prognosis in low income countries as compared to the developed

world but in contrast to such observations of better outcomes, some

investigations have reported unusually high mortality rates in devel-

oping countries for persons with schizophrenia. We are thus left with

the challenge to investigate the social and cultural factors that may

influence morbidity, mortality, & treatment & management of

schizophrenic patients in less income and resourced countries. Such

observations certainly have a great impact on the quality of care of

these patients as well as helping towards the burden of care for their

families.

This paper will discuss issues related to quality of care and integration

of schizophrenic patients from low income countries and will present

some examples of good practice from countries where local resources

have been used to improve services for schizophrenic patients.
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Policy of full disclosure: None.

W-03-004
Strategy for management of first psychotic episode supported
by state law guarantees in a middle-income country

V. W. Larach (Universidad de Chile Facultad de Medicina, Dept. de

Psiquiatra y Salud Mental, Santiago, Chile)

Objective: Access to treatment for MH is a critical issue in the

development of health systems, because of its high frequency and the

burden it implies.

Methods: Chile is a middle-high income country (World Bank, 2013)

and has a mixed health system. Public System covers 70 % of the

population and private institutions the remaining 30 %. In 2000 the first

initiative at a country level took place: National Plan of Mental Health.

It was followed in 2005,—Garantı́as Explı́citas en Salud (GES)—

backed up by a state law- Ley 19.937 de Autoridad Sanitaria, 2005—

that establishes direct responsibilities regarding its compliance. The

first of these State Law Guaranteed Programs known as GES in MH-

Garantı́as Explı́citas de Salud- was regarding First Psychotic Episode in
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Schizophrenia, and then covering Multiple Episode Schizophrenia.

These Guaranteed Health strategy policies covered 56 illnesses—

including Schizophrenia and Major Depressive Disorder (2006)—both

of the MH pathologies which represented the 75 % of the burden of

disease in Chile [1], [2]. In 2013, 13 diseases were added—including

Bipolar Disorder. GES as a National Laws guarantees accessibility,

opportunity with time limits. It is financed by the state regardless of

income and social condition. Quality of compliance with the program is

centrally registered and audited. If the program is not carried out

according to established protocol, health professionals and institutions

that are responsible for not complying with a law can be prosecuted.

Results: Since 2005, 20.410 patients with a first psychotic episode or

suspicion of it have been incorporated to this program. Of these patients

around one-third has proved to be in a schizophrenia psychotic episode.

Adherence to treatment guidelines according to the Chilean GES pro-

gram has been quite good for pharmacological treatment, average for

psychosocial interventions, and low for utilization of objective measures

by symptom scales and diagnostic interviews. The dropout rate has been

low[3]. We will discuss these issues.
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W-03-005
Towards a global definition of quality of mental health services:
lessons learned from developing a respective EPA guidance

W. Gaebel (Department of Psychiatry and Psychotherapy, Medical

Faculty Heinrich-Heine-University, LVR-Klinikum, Duesseldorf,

Duesseldorf, Germany)

Objective: To provide evidence-based recommendations for optimal

structures of mental health services in Europe, to address health care

gaps and to give advice on developing research programs.

Methods: A systematic literature research was performed and in a

subsequent consensus process guidance recommendations were for-

mulated. For fields in which evidence was lacking, recommendations

solely rely on the judgment of psychiatric experts.

Results: Thirty evidence- and consensus-based recommendations

were developed, which comprise ten general and six service-type-

specific structure recommendations, and four general and ten service-

type-specific process recommendations. In addition, the application of

each recommendation on a macro, meso or micro level was differ-

entiated. All recommendations were supplemented by quality

indicators, which can assess the degree to which the recommendations

are implemented in each European country. General issues that arose

during the development process were the comparability of healthcare

research results from different countries and the lack of research

evidence for several important research questions.

Conclusion: The EPA guidance on the quality of mental health ser-

vices intends to promote the optimization of mental health services

structures and processes throughout Europe. During the research

process, the large differences of mental health service structures and

the lack of evidence for some research questions became major issues.

Recommendations may therefore focus on mental health service

structures that have been researched extensively, such as assertive

community treatment, although a transfer to European countries that

do not use such structures may neither be feasible nor warranted.

Future guidance updates would profit from collaborational, pan-

European studies involving many European countries with diverse

service structures.

Policy of full disclosure: Wolfgang Gaebel received grants/research

supports from Lundbeck Institute (Faculty Member).

O-01 Neurobiology

O-01-001
Deviations of levels of serum auto-antibodies (a-Ab)
to the antigens of nervous tissue in patients with schizophrenia:
confirmation of the mild encephalitis hypothesis

I. Mikhailova (Mental Health Research Centre, Moscow, Russia),

V. Minutko, V. Orlova, N. Eliseeva, J. Kretova

Objective: Modern immune-chemical methods allow to differentially

analyse deviations in the content of neurotropic a-Ab, directed to the

different antigens of nervous tissues. This circumstance gives the

opportunity to clarify the functional condition of nervous system (NS)

structures and reveal immune-metabolic abnormalities typical for

nervous and mental diseases.

Methods: To identify immune-chemical deviations in paranoid

schizophrenia we have investigated 70 patients (F20.01—03 by ICD-10)

in acute state. The « ELI-Neurotest » method and corresponding kit of

reagents (Medical research center « Immunculus » , Moscow) were

used for the establishment of the content of IgG to the NS structures.

Results: The deviations of the levels of different neurotropic a-Ab

were revealed in the 91.4 % of patients, and elevated parameters were

prevailing (77 % elevated and 23 % reduced ones). The elevated

levels of a-Ab to glial fibrillary acidic protein (GFAP), basic myelin

protein (BMP) and specific axons‘ protein NF-200 (32.9, 30, 28.6 %

cases correspondingly) were discovered frequently and reflected

neurodegeneration, demielinisation and astrocyte gliosis. The devia-

tions of the levels of a-Ab to GABA and nACh receptors (in 27 % and

24, 3 % patients correspondingly) indicated to the changes in the

corresponding neurons systems. Abnormalities in the content of a-Ab

to VGCC (in 25.7 % cases) suggested the impairment of the water-

electrolyte balance in NS and neurons energy metabolism and mod-

ification of neuro-muscular contacts function. The deviations of

parameters of a-Ab to DNA (22.9 % cases) and b-2-Glycoprotein

(22.9 % cases) demonstrated conjugation of described alterations in

NS with non-specific immunity activation inducing system metabolic

disturbances and pathological changes in vascular network, being

determined by active infection process (presumably viral).

Conclusion: The results present immune-chemical evidence of neu-

rodegeneration and astrocyte gliosis in schizophrenia and support

conception of the disease as the mild encephalitis.

Policy of full disclosure: None.

O-01-002
Evaluation of a potential endophenotype marker
in schizophrenia: a blunted niacin response

J. Yao (VA Pittsburgh Healthcare Syste Medical Research Service,

Pittsburgh, USA), G. Dougherty, G. Haas, R. Condray, E. Messamore

Objective: Schizophrenia (SZ) is a biologically complex disorder with

perturbations in multiple neurochemical systems. Phospholipid signal-

ing, specifically the phospholipid-arachidonate-eicosanoid (PAE)
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pathway mediates the skin flush response to niacin. Sensitivity to niacin-

induced skin flushing is abnormally low among a significant portion of

patients with SZ, which is related to defects in PAE signaling.

Methods: A laser Doppler flowmeter was used to measure the cutaneous

blood flow response to a range of topical doses (10–5 to 10–1 M) of

alpha methyl-nicotinate (AMN). Niacin sensitivity was assessed by

computing the EC50 value (concentration of AMN required to elicit

half-maximal blood flow response) from the resulting dose–response

curves; high EC50 values imply reduced niacin sensitivity.

Results: Box-whisker plots were used to show the distributions of

EC50 data among SZ (n = 67), bipolar disorder (BP, n = 59) and

healthy control (HC, n = 77) subjects. Approximately 75 % of HC or

BP subjects and 50 % of SZ had EC50 values of 2.0 mM or less. This

value represents the 3rd quartile for both HC and BP groups. Also, the

maximum blood flow (MBF) was significantly lower in SZ than in BP

or HC groups. Collectively, when both log10EC50 ([90 % of HC)

and MBF (\50 % tile of HC) were served as markers for niacin

subsensitivity, the sensitivity and specificity of positive test for SZ are

34.3 and 97 %, respectively.

Conclusion: Our data replicate the finding that a blunted niacin response

is substantially over-represented in SZ compared with BP and HC

groups. The blunted niacin response appears to define a physiological

subtype of SZ, presumably one characterized by abnormal PAE sig-

naling. The current quantitative method of measuring niacin

subsensitivity could lead to improved methods for early detection of the

illness. The identified SZ-subtype may also be valuable in early specific

treatment. (Supported by VA Merit Review 1 I01 CX000110 grant).
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O-01-003
The role of agmatine in pathogenesis of schizophrenia

T. Uzbay (Uskudar University Neuropsychopharmacology, Istanbul,

Turkey), H. Kayir

Objective: Agmatine is a polyamine that is formed by decarboxyl-

ation of L-arginine and accepted as a novel neurotransmitter in brain.

Some studies indicated that agmatine may have a key role in the

pathophysiology of schizophrenia. We aimed to evaluate the rela-

tionship between agmatine and schizophrenia.

Methods: Results obtained from publications on agmatine involved in

qualified animal models of schizophrenia such as prepulse inhibition

(PPI) were taken into consideration. The assessment of sensorimotor

gating, as operationally measured by PPI has become an important tool

by which to better understand information-processing impairments in

schizophrenia spectrum disorders. We also measured plasma agmatine

level by HPLC method in limited number of patients with schizophrenia.

All data was interpreted together with our laboratory findings.

Results: Agmatine is metabolized to polyamines and increased poly-

amine levels were reported previously in patients with schizophrenia. It

was also demonstrated that a high dose of agmatine disrupted the PPI of

the acoustic startle reflex in rats. We also found significantly increased

blood agmatine levels in patients with schizophrenia.

Conclusion: Our results support the hypothesis that an excess agm-

atine release is important in the development of schizophrenia. The

agmatine-polyamine system merits investigation as a potential target

for developing new drugs for the treatment of psychoses, such as

schizophrenia. Our findings also imply that the plasma agmatine level

may be a potential biomarker of schizophrenia. Further studies will be

helpful for clarifying this matter.

Policy of full disclosure: Our studies have been supported by The
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O-01-004
Reduced striatal adenosine A(2A) receptor levels define
a molecular subgroup in schizophrenia

M. Barrachina (Bellvitge University Hospital Institute

of Neuropathology, L0Hospitalet de Llobregat, Spain), I. Villar-

Menéndez, S. Dı́az-Sánchez, M. Blanch, J. L. Albasanz, T. Pereira-

Veiga, A. Monje, L. M. Planchat, I. Ferrer, M. Martı́n

Objective: Schizophrenia (SZ) is a mental disorder of unknown ori-

gin. Some scientific evidence seems to indicate that SZ is not a single

disease entity, since there are patient groups with clear symptomatic,

course and biomarker differences. SZ is characterized by a hyper-

dopaminergic state related to high dopamine D2 receptor activity. It

has also been proposed that there is a hypoadenosynergic state.

Adenosine is a nucleoside widely distributed in the organism with

neuromodulative and neuroprotective activity in the central nervous

system. In the brain, the most abundant adenosine receptors are A(1)R

and A(2A)R. In the present report, we wanted to test the protein levels

and expression of both receptors in the putamen of SZ patients.

Methods: In the present report, we characterize the presence of both

receptors in human postmortem putamens of patients suffering SZ

(n = 21) with real time TaqMan PCR, western blotting and radioligand

binding assay. The cohort analyzed presented a complete character-

ization at the neuropathological, clinical and pharmacological levels.

Results: We show that A(1)R levels remain unchanged with respect to

age-matched controls, whereas nearly fifty percent of patients have

reduced A(2A)R, at the transcriptional and translational levels. Moreover,

we describe how DNA methylation plays a role in the pathological

A(2A)R levels with the bisulfite-sequencing technique. In fact, an increase

in 5-methylcytosine percentage in the 50 UTR region of ADORA2A was

found in those SZ patients with reducedA(2A)R levels. Interestingly, there

was a relationship between the A(2A)R/b-actin ratio and motor distur-

bances as assessed with some items of the PANSS, AIMS and SAS scales.

Conclusion: There may be a subgroup of SZ patients with reduced

striatal A(2A)R levels accompanied by an altered motor phenotype.

Policy of full disclosure: None.

O-01-005
Correlative multiscale volume microscopy study of white matter
cell structures in post-mortem samples of human brain

V. Shklover (SMA LLC, Skolkovo, Odintsovsky District, Russia),

N. Uranova, V. Chelpanov, A. Lavrenyuk, P. Kazanskiy

Objective: Conventional neuroimaging techniques provide morpho-

logical and functional information on human brain structures on

‘‘macro’’ scale, however there is a growing demand for brain tissue

3D characterization with finer resolution, which would make it pos-

sible to study cellular and sub-cellular structures on micro- and

nanoscales. On the other hand, the conventional transmission electron

microscopy methods yield massive amounts of information on cel-

lular and sub-cellular structures with highest possible resolution.

However the imaging is basically limited to thin slices and lacks 3D

information. We present the results of multiscale volume microscopy

of cellular structures of human brain’s white matter tissues.

Methods: The microscopy was carried out with different instruments and

methods, correlating 3D data on different scales—from micro- to nano

resolutions: • X-Ray microscopy of stained tissue samples provided

computer tomography and 3D imaging of capillary system and cellular

structures in representative tissue volumes with less than 1 lm voxel size;

• Proprietary FEI Auto Slice&ViewTM protocol for FIB/SEM volume

microscopy yielded 3D structural information with *10 nm voxel size,

making it possible to render tissue morphology as well as subcellular
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ultrastructures in 3D for individual myelinated fibres, oligodendrocytes

and microglia; • Transmission electron tomography of thin slices allows to

resolve ultrastructural details in 3D with subnanometer voxel size (in

particular, fine structure and damage of myelin sheaths were the primary

object of interest). Sample preparation and volume microscopy protocols

for each method as well as 3D reconstruction and imaging techniques are

discussed in detail.

Results: Multiscale volume microscopy virtual images provide quan-

titative volumetric data for 3D morphometric analyses of brain tissues,

allowing us to make important observations regarding spatial interre-

lations and functional microanatomy of individual myelinated fibres,

oligodendrocytes and microglial cells, thus proving the methods to be of

value for studying normal and schizophrenia subjects’ brains.

Conclusion: Correlative multiscale volume microscopy techniques and

protocols were established for cellular microanatomy studies to com-

plement conventional 3D neuroimaging data on micro and nanoscale.

Policy of full disclosure: None.

Microglia and myelinated fibers 3D relationships:

O-01-006
Impact of chronic nicotine treatment on Hippocampal Oscillatory
Activity in a G72/30 transgenic mouse model for schizophrenia

A. Lundt (BfArM Cellular & Systemic Neurophys, Bonn, Germany),

B. Hambsch, D.-M. Otte, A. Papazoglou, H. Schrage, D. Mauer,

R. Müller, K. Broich, A. Zimmer, M. Weiergräber

Objective: Numerous CNS related cognitive processes are associated

with complex hippocampal oscillatory activity. A major deficit in

schizophrenia patients is cognitive impairment, which might be induced

by dysrhythmia of interacting brain areas. A highly associated gene for

schizophrenia is the primate specific gene locus G72/G30, which encodes

the 153aa protein LG72. Humanized BAC transgenic mice expressing the

G72/G30 gene locus exhibit cognitive and behavioural deficits related to

schizophrenia symptoms. Additionally, several studies suggest that nic-

otine treatment can reduce cognitive impairment in schizophrenia

patients. The aim of the study is to investigate the impact of chronic

nicotine treatment on G72/G30 expressing mice on oscillatory activity

and rhythmical interdependence of both hippocampus and motor cortex.

Methods: We performed radiotelemetric video-EEG-recordings in nic-

otine and 0.9 % NaCl treated G72/G30 transgenic mice and wildtypes.

Electrodes were placed in the dentate gyrus of the hippocampus and

surface electrodes in the (primary and secondary) motor cortex. Nicotine

was administered chronically with 24 mg/kg/d for 12d using subcutane-

ous osmotic pumps. OscillatoryEEG activity wasanalyzed usingcomplex

wavelet based analysis prior to, during and post nicotine administration.

Results: Data on prepulse inhibition, working memory and social

recognition has shown that G72/G30 transgenic mice chronically

treated with nicotine improved cognitive function. Furthermore, nic-

otine treatment increased a7-nAChR density in the dentate gyrus of

G72/G30 transgenic mice. EEG recordings of the dentate gyrus and

motor cortex combined with wavelet analysis point to an antithetical

regulation of gamma oscillatory activity in G72/G30 mice compared

to wildtypes by chronic nicotine treatment.

Conclusion: Our results indicate that chronic nicotine treatment is

beneficial on cognitive and behavioural deficits related to schizo-

phrenia symptoms in G72/G30 transgenic mice. In addition, our data

demonstrate that nicotine treatment might influence complex hippo-

campal rhythmicity in G72/G30 transgenic mice.

Policy of full disclosure: None.

O-02 Neuropsychology

O-02-001
Social motor coordination in schizophrenia patients: a new
clinical perspective

D. Capdevielle (CHRU Montpellier Department of Adult Psychiatr,

Montpellier, France), R. Salesse, J. Del-Monte, M. Varlet, L. Marin,

R. Schmidt, B. Bardy, J.-P. Boulenger, S. Raffard

Objective: social deficit is one of the main features defining psychiatric

disorders and is particularly relevant for schizophrenia. Interactions dys-

functions have been extensively studied through cognitive paradigms.

Nevertheless, a growing body of literature have demonstrated that motor

coordination is an important feature of these human social interactions but

has been little studied in the context of mental diseases. In this study, we

propose to compare the processes of inter-agent coordination in healthy and

schizophrenia patients. To better understand these processes we investigate

whether voluntary social coordination may be affected by priming.

Methods: 20 schizophrenia patients were compared to 20 healthy sub-

jects using a hand-held pendulum paradigm in unintentional and

intentional interpersonal motor coordination, with different leadership

conditions. In a second time, 45 patients were compared to 45 healthy

participants, in a condition of social priming. Patients were randomly

assigned to one of the three priming subgroups (Prosocial, Neutral or

antisocial). Priming was realised using a list of words. All participants

had psychopathological and neuropsychological evaluations.

Results: our results demonstrated that unintentional social motor coordi-

nation was preserved while intentional social motor coordination was

impaired in schizophrenia patients. Their pattern of coordination shows that

they have lower stability and they never led the coordination. Concerning

the priming, our results revealed that a prosocial priming significantly

increased the stability of the coordination for the both groups. Furthermore,

the social priming affected the way primed patients were judged by their

confederates, with healthy confederates reported a better connectedness

feeling towards patients when they were prosocially primed.

Conclusion: Taken altogether, these results give evidence that motor

control through motor coordination behaviours is a part of social

interactions deficits in schizophrenia. These results lead us to examine

if the evaluation of motor coordination during a social interactions

could help to propose specific therapy for their rehabilitation.

Policy of full disclosure: None.

O-02-002
To trust or not to trust: the dynamics of social interactions
in early psychosis

A.-K. Fett (Amsterdam, Netherlands), S. S. Shergill, P. M. Gromann,

D. W. Joyce, L. Krabbendam

Objective: Adolescence is a critical period for social cognitive

development and also a key period of risk for psychosis. Yet, to date

research has not investigated the interactive quality of social cognitive

deficits in the early stages of psychotic illness. We used an interactive
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trust game to assess the underlying mechanisms of disturbed social

interactions in early psychosis, focusing on disturbance in the

development of trust as a key mechanism underlying symptoms.

Methods: A sample of 27 controls and 27 adolescents with early

psychosis played two multi-round trust games with a preprogrammed

fair and unfair counterpart. Associations between group status and

trusting behaviour (amount invested) were analyzed as a function of

the counterparts’ behaviour.

Results: In both conditions patients’ investments were slightly but

non-significantly lower than those of controls (p [ .05). Within patients,

symptoms were significantly associated with lower investments towards

a fair counterpart (both p \ .04). The effect of condition and the group x

condition interaction for the frequency of benevolent behaviour

(increasing investments regardless of the counterpart’s behaviour)

towards the counterpart were significant (p’s\ .05). Patients showed

less benevolence towards a cooperative counterpart and more benevo-

lence towards an unfair counterpart than healthy controls. However, the

simple effects did not reach significance.

Conclusion: Patients’ levels of trust and their benevolence towards

others did not differ significantly from those of controls. The result stands

in contrast to previous findings in adult patients with non-affective psy-

chosis, in which patient status was associated with lower levels of trust

and significantly lower benevolence towards others. This suggests that

aberrant social behaviour and distrust are linked to chronic illness within

the schizophrenia cluster, rather than to psychosis per se. However,

adolescent patients with higher symptom levels had lower levels of trust

towards fair others. This may increase dysfunction within social rela-

tionships and could further aggravate social symptoms of young patients.

Policy of full disclosure: None.

O-02-003
Is the theory of mind deficit in schizophrenia explained
by an impaired attention towards faces?

P. Roux (LSCP, UMR 8554 IEC ENS, Paris, France), B. Forgeot

d’Arc, C. Passerieux, F. Ramus

Objective: It is now well established that individuals with schizo-

phrenia have an impaired Theory of Mind (ToM): they perform usually

lower than controls on tasks requiring the attribution of beliefs or

intentions to others. These patients also show abnormal gaze behaviour

when they interact with others, as they usually look less toward the eyes or

the faces of others. Yet it may be important to focus one’s attention on the

face of others in order to be able to correctly attribute mental states to

them. This study tests the hypothesis that impaired ToM in schizophrenia

could be related to a deficit in the visual attention toward faces.

Methods: We adapted a previous ToM paradigm consisting of animated

cartoons in three closely related conditions allowing the assessment of the

attribution of beliefs and intentions (Forgeot d’Arc and Ramus, 2010). In

the true and in the false beliefs conditions, an object was displaced while

an agent was looking at it or looking away. Eye movements were

recorded while participants performed the task: the mentalistic looking

rate was defined as the proportion of time the participant spent looking at

the face of the agent while the target object changed locations.

Results: 29 patients with schizophrenia and 29 controls were recruited.

They were matched on age, gender ratio, educational level and IQ.

Compared to controls, patients looked significantly less at the agent’s face

and had lower performance in the attribution of beliefs and goals. When

the mentalistic looking rate was entered as a covariate, the group effects on

belief and goal attribution performance were not significant anymore.

Conclusion: Thus, patient’s deficit in ToM was entirely explained by a

decreased visual attention towards faces. Further studies are needed to

explore whether remediation methods increasing the visual attention

towards faces are sufficient to correct the ToM deficit in schizophrenia.

Abstract: It is now well established that individuals with schizo-

phrenia have an impaired Theory of Mind (ToM): they perform

usually lower than controls on tasks requiring the attribution of beliefs

or intentions to others. These patients also show abnormal gaze

behaviour when they interact with others, as they usually look less

toward the eyes or the faces of others. Yet it may be important to

focus one’s attention on the face of others in order to be able to

correctly attribute mental states to them. This study tests the

hypothesis that impaired ToM in schizophrenia could be related to a

deficit in the visual attention toward faces. We adapted a previous

ToM paradigm consisting of animated cartoons in three closely

related conditions allowing the assessment of the attribution of beliefs

and intentions (Forgeot d’Arc and Ramus, 2010). In the true and in

the false beliefs conditions, an object was displaced while an agent

was looking at it or looking away. Eye movements were recorded

while participants performed the task: the mentalistic looking rate was

defined as the proportion of time the participant spent looking at the

face of the agent while the target object changed locations. 29 patients

with schizophrenia and 29 controls were recruited. They were mat-

ched on age, gender ratio, educational level and IQ. Compared to

controls, patients looked significantly less at the agent’s face and had

lower performance in the attribution of beliefs and goals. When the

mentalistic looking rate was entered as a covariate, the group effects on

belief and goal attribution performance were not significant anymore.

Thus, patient’s deficit in ToM was entirely explained by a decreased

visual attention towards faces. Further studies are needed to explore

whether remediation methods increasing the visual attention towards

faces are sufficient to correct the ToM deficit in schizophrenia.

Policy of full disclosure: None.

Plot of believes and goals detection sensitivities according to the mentalistic looking percentage in participants with and without
schizophrenia
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O-02-004
To see, or not to see: that is the question.
The ‘‘Protection-Against-Schizophrenia’’ (PAS) model

S. Landgraf (Universität Regensburg Forensic Psychiatry,

Regensburg, Germany)

Objective: The causes of schizophrenia are unknown. For the last

100 years, both ‘‘absent’’ and ‘‘perfect’’ vision has been associated

with lower risk for the disorder. First, visual aberrations are

associated with genetic risk, psychosis imminence, and the pro-

gression of the disorder. This has led to the recognition of visuo-

cognitive deficits as core features and etiological factors of the

disorder. Further, congenital blindness has been proposed as a

protective factor against the disease, implying that visual input is

required but not sufficient to render the human brain susceptible to

psychosis.

Methods: The ‘‘Protection-Against-Schizophrenia’’ (PAS) Model

unites both research directions. First, several hypotheses were

tested, including whether aberrations in the acquisition and pro-

cessing of visual information would be associated with higher-

order cognitive deficits in patients with schizophrenia. We

deployed a series of vision-related paradigms with more than one

hundred stabilized patients. Second, we reviewed literature on

congenital blindness and visual impairment to identify cognitive

and neurofunctional candidates for a protective mechanism against

schizophrenia.

Results: Compared to healthy controls, patients with schizophrenia

showed specific deficits regarding oculomotor abilities and visual

information acquisition and processing. In fact, higher-order cog-

nitive dysfunctions and, thus, symptomatology in schizophrenia

may actually stem from these deficits. Further, we identified neu-

rofunctional reorganization and multisensory integration as

candidates for the protective mechanism against schizophrenia in

blind individuals.

Conclusion: Overall, our results support the dimensional PAS

model. PAS hypothesizes aberrations in vision capacities to be

related to the development of the disorder. On the one hand, in

healthy sighted individuals, deterioration of visual functioning

increases the risk for developing schizophrenia. On the other hand,

in vision-impaired individuals, worsening of visual functioning may

decrease the risk for schizophrenia. Finally, a visual capacity point

of maximum vulnerability to schizophrenia is proposed and impli-

cations for individual-based interventions, more effective early

detection markers, and more precise continuous diagnostic criteria

are discussed.

Policy of full disclosure: None.

O-02-005
Associations between metamemory and neurocognitive abilities
in schizophrenia

S. Eifler (Central Institute of Mental Health Molecular Schizophrenia

Research, Mannheim, Germany), F. Rausch, F. Schirmbeck, V. Ruth,

D. Mier, C. Esslinger, S. Englisch, A. Meyer-Lindenberg, P. Kirsch,

M. Zink

Objective: Prior studies with schizophrenia patients found a reduced

ability to discriminate between correct and false memories in terms of

confidence (reduced confidence gap) and high knowledge corruption

(proportion of high confident answers that are errors) compared to

control groups. This metamemory bias has been associated with the

emergence and maintenance of delusional beliefs. Yet, the relation to

general neuropsychological performance is not completely understood.

Methods: In a cross-sectional design we explored metamemory

functioning in a sample of patients with paranoid schizophrenia in

antipsychotic monotherapy (n = 32) compared to a healthy control

group (n = 25). Metamemory was assessed using a word-recognition

task combined with retrospective confidence level ratings and ana-

lyzed with the help of analyses of variances. Associations of

confidence ratings with neuropsychological functioning in seven

domains and psychopathological measures were analyzed using

Spearman correlation analyses.

Results: Groups did not significantly differ regarding age, gender, and

years of education. In the metamemory task, schizophrenia patients

reached significantly smaller recognition accuracy in the recognition

of studied words. Furthermore, they displayed a smaller confidence

gap and higher knowledge corruption than the control group. Patient’s

neuropsychological performance was markedly deficient. Associa-

tions were found between the measures of memory monitoring and

neurocognitive performance in some domains as well as with clinical

symptomatology.

Conclusion: These data suggest the presence of a metamemory bias in

schizophrenia which may be of importance for cognitive remediation.

Further longitudinal studies in at risk mental state and drug-naı̈ve first

episode patients are needed.
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O-02-006
The relationship between stress and cognitive performance in real
life environments in patients with schizophrenia

B. Wright (Institute of Psychiatry, KCK Psychology, London, United

Kingdom), E. Peters, E. Kuipers, V. Kumari

Objective: Noise stress has been shown to impair many of the cog-

nitive processes shown to be impaired on average in patients with

schizophrenia (i.e., sustained attention, inhibition of pre-potent

responses and episodic memory). Since noise stress has been shown

to have detrimental effects on a number of cognitive processes, and

impaired cognition is associated with poorer functional outcome in

schizophrenia, the current research aims to determine whether noise

stress is an environmental variable that may cause further deteriora-

tion in patient cognitive level in real life settings.

Methods: The current study has a repeated measure design with all

participants completing a cognitive battery (attention, executive

function, memory, information processing speed) and eye tracking

tasks under three noise conditions (no, social, and non-social). Cor-

tisol and mood are recoded pre- and post cognitive testing. In

addition, participants undergo a pre-pulse inhibition assessment and

characterising questionnaires on one occasion.

Results: Data collection is ongoing. Analysis of the pilot control data

revealed noise-induced deficits in verbal fluency, immediate and

Eur Arch Psychiatry Clin Neurosci (2013) 263 (Suppl 1):S7–S111 S57

123



delayed recall, and attention domains, but no differential effect of

social and non-social noise. In addition, our results indicate that a)

higher baseline performance may protect an individual from noise-

stress induced deficits in verbal memory domains, and b) the inter-

action between individual difference variables and performance

depends on the context, accounting for most variance under social

conditions.

Conclusion: Once our between-subject analysis is complete we

hypothesise that (a) patients with schizophrenia will show greater

cognitive impairment compared to controls, (b) this will be more

evident during social noise, and (c) noise sensitivity will be associated

with impairments in sensory gating. If noise-induced cognitive

impairment is exaggerated in patients with schizophrenia it will have

implications for rehabilitation, understanding of risk factors for

schizophrenia, and for methodologies of studies focusing on cognitive

improvement in schizophrenia.

Policy of full disclosure: None.

O-03 Functional neuroimaging

O-03-001
Phenotyping schizophrenia by multi-modal brain imaging

U. Schall (The University of Newcastle Schizophrenia Research Inst,

Callagahn, Australia)

Objective: Neurogenetic research into schizophrenia is limited by its

phenomenological features which are partly shared with other psy-

chotic, affective and personality disorders. The evolving phenotype is

also dependent on environmental factors impacting on neurodevel-

opment and the complex interplay with a genetic predisposition. Not

surprisingly, the identification of genes associated with schizophrenia

has remained inconclusive. Biomarkers or endophenotypes of the

disorder could facilitate more targeted neurogenetic research. Find-

ings emerging from neurocognitive, neurophysiological and brain

imaging research have provided a better understanding of impaired

brain functions in schizophrenia and revealed a consistent pattern of

regional grey and white matter pathology that is also closely associ-

ated with common clinical, neurocognitive and pathophysiological

features of the disorder.

Methods: Mismatch negativity (MMN) is a prime candidate of a

potential endophenotype of schizophrenia. MMN is recorded as

event-related potential in response to auditory change.

Results: Independent of antipsychotic drug treatment, smaller MMN

amplitudes are a well-established finding in schizophrenia and emerge

in the prodromal phase of illness. MMN amplitudes continue to

decline with illness progression and deteriorating clinical outcome.

Furthermore, smaller MMN amplitudes are also found in biological

relatives of schizophrenia patients. Importantly, these findings are

specific to schizophrenia and not found in phenomenologically related

conditions (e.g. bipolar affective disorder with psychosis). Our recent

research further demonstrates that MMN amplitude reduction in

schizophrenia is correlated with cerebral fronto-temporal grey matter

loss.

Conclusion: The resulting impairment of global functioning is more

common in schizophrenia than in phenomenologically related con-

ditions. Moreover, MMN can serve as a tool to investigate the

pathophysiology of MMN amplitude reduction and associated cere-

bral grey matter loss. A potential mechanism is altered glutamate

neurotransmission in schizophrenia, which is known to affect MMN

generation while excessive glutamate levels are neurotoxic. Ongoing

animal model research is exploring this mechanism and may guide

future neurogenetic investigations into schizophrenia.

Policy of full disclosure: None.

O-03-002
Working memory dependent prefrontal-parietal connectivity
and model-based diagnostic classification in schizophrenia

L. Deserno (Charité Universitätsmedizin Department of Psychiatry,

CCM, Berlin, Germany), K. H. Brodersen, Z. Lin, W. D. Penny,

A. Heinz, K. E. Stephan, F. Schlagenhauf

Objective: Functional neuroimaging studies on working memory in

schizophrenia yielded inconsistent results, suggesting task performance

as a moderating variable of prefrontal activation. Disrupted functional

integration in the WM network may explain neural inefficiency more

precisely and was proposed as a specific pathophysiological mechanism

of cognitive impairments in schizophrenia. This so-called dysconnec-

tivity hypothesis of schizophrenia focuses on abnormal synaptic

plasticity (Friston, 1998, Stephan et al., 2009a).

Methods: In a step towards pathophysiologically informed diagnostic

classification schemes, the recent introduction of ‘‘generative

embedding’’ procedures to neuroimaging offers the combination of

neurobiologically interpretable generative models (e.g. dynamic

causal modeling, DCM) and support vector machines for diagnostic

classification (Brodersen et al., 2011). More accurate predictions were

demonstrated by using model-based estimates of hidden physiological

states for discrimination.

Results: This fMRI study in 41 schizophrenia patients and 42 healthy

controls presents four major results: (1) Across controls and patients,

prefrontal activation is modulated by WM performance resulting in an

inverted U-curve. (2) Effective connectivity (DCM) of the prefrontal-

parietal WM network was reduced in all patients independent of WM

performance (Deserno et al., 2012). (3) Classification in a supervised

setting using generative embedding yielded 78 % accuracy. Using

model-based clustering in an unsupervised fashion performed almost

equally well (71 % accuracy). (4) Sub-clustering schizophrenia

patients revealed three distinct subgroups of patients. These sub-

groups exhibited different profiles of PFC connectivity and, critically,

were found to differ significantly in clinical ratings (Brodersen et al.,

in prep.).

Conclusion: This study reveals putative mechanisms underlying

prefrontal inefficiency and cognitive deficits in schizophrenia, pro-

viding direct experimental evidence for the dysconnectivity

hypothesis. A novel model-based clustering approach revealed three

distinct subgroups of patients with unique connectivity profiles and

significant differences in clinical ratings. In an ongoing study, we

investigate how different connectivity profiles are related to neuro-

chemical measures of dopamine using PET imaging. This

translational approach may help identifying specific factors underly-

ing the variability of sub-group specific treatment responses.

Policy of full disclosure: None.

O-03-003
Shared brain phenotypes for working memory dysfunction
among schizophrenia and bipolar disorder

M. Green (University of New South Wales School of Psychiatry,

Sydney, Australia), Y. Quide, A. Shepherd, R. Morris, J. Rowland,

P. Mitchell, V. Carr

Objective: Dysfunctional working memory (WM) is implicated as a

shared endophenotype for schizophrenia (SZ) and bipolar-I disorder

(BD). We examined WM-related brain activity in SZ and BD patients

grouped according to task performance rather than diagnosis, in order to

elucidate neurocognitive markers of this shared endophenotype.

Methods: Participants were 40 SZ, 31 BD, and 34 healthy controls (HC)

who performed a standard (0/2-back) n-back task during functional
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neuroimaging. Clinical cases achieving less than 50 % accuracy were

regarded as the Executive Deficit (ED; n = 32) group (comprising 20 SZ

& 12 BD cases), while those performing above 50 % accuracy were

termed ‘Executively Spared’ (ES; n = 39). All HCs performed above

50 % accuracy. Functional imaging data were analysed using SPM8,

using one-sample t tests to determine within-group 2-back responses

relative to an implicit 0-back baseline (p \ 0.05, FWE-corrected), fol-

lowed by a series of 2-sample t tests to examine group differences

(p \ 0.0001 uncorrected at the voxel-level, and FWE-cluster corrected).

Results: Focal analyses of neural activation according to performance-

based groups showed lack of task-related suppression in the posterior

insular, Posterior Cingulate Cortex (PCC) and medial prefrontal cortex

(mPFC) in the ED group, relative to HC (PFWEc\ 0.0001), while ES

and HC groups did not differ from each other. Analyses of traditional

diagnostic categories (SZ/BD/HC) showed reduced suppression of the

precuneus and (PCC) only in SZ relative to HC (PFWEc\ 0.0001).

There was a non-significant trend toward reduced activation in the right

dorsolateral prefrontal cortex (rDLPFC) in the ED, relative to ES group.

Conclusion: Aberrant deactivation of the right posterior insular, PCC

and mPFC may be shared markers of the working memory deficit

proposed as an endophenotype for psychotic disorders. These brain

regions may provide common neurocognitive targets for further genetic

investigation in subtypes of SZ and BD with severe cognitive deficits.

Policy of full disclosure: None.

Lack of task-related suppression of brain activity in ED compared
to HC group:

O-03-004
Alterations in the theory of mind network in unaffected first-
degree relatives of patients with schizophrenia

H. Walter (Charité Berlin Klinik für Psychiatrie, Berlin, Germany),

S. Mohnke, S. Erk, N. Seiferth, O. Grimm, L. Haddad, K. Schnell,

M. Nöthen, A. Heinz, A. Meyer-Lindenberg

Objective: Deficits in Theory of Mind (ToM) or mentalizing, the

ability to comprehend mental states of others, has consistently been

found to be impaired in schizophrenia. Studies using functional

magnetic resonance imaging (fMRI) reported that schizophrenic

patients show alterations in key structures of the ToM network like

the medial prefrontal cortex, middle temporal gyrus and the posterior

cingulate. ToM abnormalities therefore might constitute an endo-

phenotype of the disease, which is supported by accumulating

evidence that ToM performance and brain activity during mentalizing

is influenced by candidate genes for schizophrenia. Furthermore, ToM

deficits were also shown in healthy relatives of schizophrenic patients.

As studies examining neural correlates of these abnormalities in rel-

atives are scarce, we investigated a German cohort of unaffected first-

degree relatives of patients with schizophrenia while they performed a

well-established ToM task during fMRI.

Methods: A total of 61 healthy relatives of schizophrenic patients and

304 participants without familial risk for psychiatric disorders com-

pleted an fMRI ToM task. We tested for group differences in brain

activity and functional connectivity during mentalizing.

Results: Relatives showed significantly higher reaction times than the

control group specifically during the ToM condition. We observed

significantly stronger activation of relatives in right-hemispherical

regions of the ToM network: the posterior cingulate, precuneus,

medial temporal gyrus, temporal pole as well as the parahippocampal

gyrus. Functional connectivity analyses revealed a distributed pattern

of both increased and decreased functional connectivity between ToM

regions in relatives.

Conclusion: Relatives of schizophrenic patients exhibited hyperac-

tivity in right-hemispherical structures of the ToM network,

accompanied by widespread alterations in functional connectivity. It

is unclear whether this represents a dysregulation of the mentalizing

network or a compensational mechanism. Still, with the confirmation

of neurobiological alterations in the ToM network in individuals at

increased risk for schizophrenia, our results further support these

abnormalities as an endophenotype of the disease.
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O-03-005
Reduced activation in nucleus accumbens and ventral tegmental
area during probabilistic decision-making in schizophrenia

F. Rausch (CIMH Psychiatry and Psychotherapy, Mannheim,

Germany), D. Mier, S. Eifler, C. Esslinger, C. Schilling, F.

Schirmbeck, S. Englisch, A. Meyer-Lindenberg, P. Kirsch, M. Zink

Objective: Patients with schizophrenia suffer from deficits in moni-

toring and controlling their own thoughts. Within these metacognitive

impairments a tendency towards hasty decision-making during proba-

bilistic reasoning has been described as the ‘‘jumping to conclusion’’

(JTC)-bias. So far, little is known about the underlying altered activations

in neural networks mediating this metacognitive deficit.

Methods: A previously established JTC-task for functional magnetic

resonance imaging (fMRI), which requires a probabilistic decision

after a variable amount of stimuli, was applied to schizophrenia

patients. We compared activation patterns during decision-making

under conditions of certainty versus uncertainty and evaluated the

process of final decision-making in the dopaminergic regulated

regions of interest (ROIs), nucleus accumbens (NACC) and ventral

tegmental area (VTA). Samples of 23 schizophrenia patients with

antipsychotic monotherapy and 28 healthy controls were matched for

sex, age and educational levels.

Results: We replicated a pre-described extended cortical activation

pattern when comparing probabilistic reasoning under conditions of

certainty versus uncertainty. During final decision-making, activa-

tions in several frontal and parietal areas, in putamen, cerebellum and

midbrain became apparent, as well as in the VTA and NACC. In

schizophrenia patients, both of these regions showed a significantly

reduced activation.
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Conclusion: These results further define the network activation during

probabilistic decision-making. The observed hypo-activation in ROIs

commonly associated with reward and salience processing that are

under strong dopaminergic regulation suggests functional links

between JTC and these cognitive and neurochemical processes.

Forthcoming studies with patients at risk for psychosis and drug-naive

first episode psychosis patients are necessary.

Policy of full disclosure: None.

O-03-006
Abnormal delta oscillatory activity during acute psychotic episode
in schizophrenia: a MEG study

J. Tarrago (Otsuka Pharmaceutical S.A A-61743381, PO3003017,

Barcelona, Spain), R. Novak, C. Alonso, O. Pino, E. Rojo

Objective: Several studies in animal models and computacional

approach point on dysfunctional thalamus-related networks mecha-

nisms and delta oscillations that underly the psychotic break in

schizophrenia.Indeed, two recent meta-analyses on MEG (magnetoen-

cephalografy) and EEG activity in schizophrenic patients (mostly stable

and chronic sample) conclude that enhanced low-frequency oscillations

(delta/theta frequency band) is a highly replicable finding in SZ.

Methods: The present study examine de distribution of focal delta

oscillations in 10 healthy subjects (HS), 10 chronic and stable

schizophrenic (SZ EST) with a PANNS + \ 14points, and 10

schizophrenic patients (SZ BRK) with acute psychotic episode, in a

relapse state, with a PANNS +[27 points. During 5 min in resting

state and open eyes, sources of activity in the 1–4 Hz frequency band

(delta) were determined by equivalent dipole fitting in anatomically

defined cortical regions.

Results: The main results showed delta oscillations to be enhanced in

SZ-BRK compared with SZ EST and HS. Focal delta activity differed

most between groups in temporal lobes.

Conclusion: Increased appearance of delta oscillations as a marker for

pathological stages may relate to disorder-specific pathophysiology

and serve as a model for the cellular substrate, and computational

tools, providing a basis for diagnostic and therapeutic strategies.

Policy of full disclosure: See affiliation.

O-04 Comorbidity

O-04-001
The role of striatal dopamine in co-morbid addictive states
in schizophrenia: revisiting the ‘‘self-medication hypothesis’’

A. G. Awad (Humber River Hospital Psychiatry, Toronto, Canada)

Abstract: Though the genesis of co-morbid substance abuse in

schizophrenia is likely multi-factorial, one of the popular hypotheses

in the 1980s has been the self-medication hypothesis, which proposes that

patients with schizophrenia take to drug abuse as a direct consequence of

dealing with various aspects of their illness experience to alleviate the

impact of side-effects. Our studies confirmed that patients with schizo-

phrenia who experienced dysphoric subjective responses to

antipsychotics are more likely to develop co-morbid substance abuse

(odds ratio = 4.08, chi2 = 21.8 p \ 0.0001). A major criticism has been

that the hypothesis advanced by Khantzian, failed to make a clear dis-

tinction between drug use and drug abuse. Such revision by the Duncan

group, proposes that the majority of drug users continue to exert control

and only a minority of about 20 % loses control and meets criteria for drug

dependence. The question then is why a minority lose control and become

addicted. The elucidation of the neurobiological basis for addictive states

in schizophrenia has assigned a significant role for dopamine in both

schizophrenia and addictive states. Patients with schizophrenia and sub-

stance abuse have been shown to have significant blunting of striatal

dopamine release. Similarly, low striatal dopamine functioning has been

correlated with the development of dysphoric responses to antipsychotics,

as demonstrated in our SPECT studies. With such data implicating low

striatal dopamine in both dysphoria and drug abuse, it is conceivable that

the person who develops dysphoria is likely one and the same who

develops vulnerability for co-morbid addictive states. In essence, such

new data confirms aspects of the self-medication hypothesis and provides

an explanation of why not every person with schizophrenia using drugs

ends abusing them. In those patients with significant low striatal dopa-

mine, using antipsychotics with potent D2-blocking properties can

increase the vulnerability for co-morbid addictive states.

Policy of full disclosure: None.

O-04-002
The role of substance abuse in prediction of long-term outcome
of schizophrenia: systematic review and meta-analysis

J. Miettunen (University of Oulu Department of Psychiatry, Oulu,

Finland), K. Kasurinen, N. Hirvonen, E. Oinas, J. Käkelä, E.

Jääskeläinen, A. Alaräisänen

Objective: Alcohol and other substance use problems are common

among individuals with schizophrenia. Many of the previous studies

have focused on clinical comorbidity, not on longitudinal studies

aiming to look for possible causal associations. We aimed to inves-

tigate if premorbid or early substance use predicts long-term clinical

and social course in schizophrenia.

Methods: A systematic review to identify potentially relevant studies

was conducted. Only studies with a follow-up period of at least

2 years were included. We studied following outcomes: negative,

positive and total symptoms, clinical remission, hospitalizations,

social functioning, employment, and global outcome.

Results: The search identified 9343 unique potentially relevant articles of

which 20 studies presenting results from 24 samples met our inclusion

criteria. The meta-analysis included 5 to 13 studies in each outcome

category. The studied in outcome groups were mainly moderate to high

heterogeneous. In meta-analysis, substance use associated modestly with

outcome, all the associations (Spearman’s r) were non-significant and

between -0.05 and 0.10. Non-significant findings are explained by the

fact that the original studies found often opposite results, indicating both

worse and better long-term outcome for early substance users.

Conclusion: Although comorbid substance use associates with poorer

outcome in schizophrenia, the early substance use has only a modest

effect as a predictor of long-term outcome. This difference between

these two designs may be explained for instance with poorer treat-

ment adherence of dual diagnosed patients.

Policy of full disclosure: None.

O-04-003
Is there a relation between reward-disturbances and weight gain
caused by antipsychotic medication in patients
with schizophrenia?

M. Nielsen (Psychiatric Centre Glostrup CNSR, Roskilde, Denmark),

S. Wulff, B. Broberg, E. Rostrup, B. Glenthøj

Objective: Disturbances of the brain reward system are suggested to

play an important role in the development of central
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psychopathological symptoms in schizophrenia, and antipsychotic

medication partly acts by modulating the reward system. Further, the

reward system is known to be central to the regulation of appetite, and

most antipsychotics cause some degree of weight gain. Recently, a

relation between weight gain caused by 1 week of olanzapine treat-

ment and change in reward signalling was found in healthy volunteers.

To our knowledge there are no previous studies examining how the

effect of antipsychotic treatment on the reward system relate to weight

gain in patients.

Methods: 50 antipsychotic-naı̈ve first-episode patients with schizo-

phrenia and 50 age and gender matched healthy controls were

included in the study at baseline. 35 patients and 40 healthy controls

were re-examined after 6 weeks where patients were treated with

individual doses of Amisulpride. Weight gain was monitored during

the period. At both baseline and follow-up the participants went

through a functional Magnetic Resonance Imaging (fMRI) while

playing a monetary reward task.

Results: At baseline disturbances during reward anticipation were

found in the patients. During the treatment period there was a weight

change ranging from minus 4 to plus 8.2 kilogram with an average

weight gain of 2.6 kilograms. The follow-up fMRI data are currently

being analysed and will be presented at the conference.

Conclusion: As expected, antipsychotic treatment on average caused

a weight gain in the patients. We hypothesise that this weight gain

will correlate with changes seen in the reward system and further

weight gain might even be predicted by reward dysfunction at

baseline.

Policy of full disclosure: None.

O-04-004
Association between cognitive deficits and obsessive–compulsive
symptoms in patients with psychosis and un-affected siblings:
a 3 year follow-up

F. Schirmbeck (CIMH Psychiatry and Psychotherapy, Mannheim,

Germany), M. Swets, M. Zink, R. Kahn, J. van Os, R. Bruggeman,

W. Cahn, A. Bartels, C. J. Meijer, I. Myin-Germeys, L. de Haan

Objective: Obsessive–compulsive symptoms (OCS) frequently occur

in patients with psychotic disorders. Findings regarding the relation-

ship between co-morbid OCS and cognitive dysfunction are

inconsistent. The longitudinal course of OCS and its association with

cognitive performance is scarcely evaluated, and only one study

investigated OCS associated cognitions in first degree relatives of

schizophrenia patients.

Methods: Baseline and 3-year follow-up data from 622 patients and

670 un-affected siblings from the multicenter study ‘Genetic Risk and

Outcome in Psychosis’ (GROUP) were analyzed. Participants were

grouped according to presence or absence of OCS at both assessments

and longitudinally compared on cognitive measures. Repeated mea-

sure analyses separately compared the two groups, which showed

consistent OCS results at both time-points and the two groups, which

reported changes of OCS.

Results: Contrary to expectations, analyses comparing the neg.neg

and pos.pos group, revealed no significant between-group differences.

Analyses comparing the changing groups revealed a small effect for

lower overall set-shift abilities of the neg.pos group in patients

(g2 = .03) and a large effect for this domain in siblings (g2 = .15).

Interaction effects were found for set-shift abilities, immediate verbal

recall and processing speed in patients. These were mainly due to

improvement within the pos.neg group, which performed better in digit-

symbol coding (d = .36), block design (d = .27), and immediate verbal

recall (d = .53). Similarly, within siblings, the pos.neg group improved

in digit-symbol coding (d = .64) and immediate verbal recall (d = .56).

Conclusion: Although we did not find the expected group-differences

between our two consistent groups, poorer set-shift abilities within the

two neg.pos groups, suggest an association with the pre-described

domain of cognitive flexibility. Furthermore, remission of pre-exist-

ing OCS seems to enable participants to apply more effective test-

strategies, resulting in improved cognitive performance. Prospective

studies and imaging approaches are needed to unravel direct causal

interrelations.

Policy of full disclosure: None.

O-04-005
Dissociation and social cognition in schizophrenia spectrum
disorder

S. Renard (Rijksuniversiteit Groningen, Groningen, Netherlands),

M. Pijnenborg, P. Lysaker

Objective: There is emerging evidence that dissociation is linked with

trauma history and possibly symptoms in schizophrenia. However, it

remains unclear whether dissociation represents a symptom dimensions

in its own right in schizophrenia and as such is uniquely related to other

features of illness. To explore this issue the current study sought to find

out whether dissociation was uniquely related to an index of social

cognition closely linked to social functioning, namely affect recognition.

We hypothesized that dissociation would be linked with affect recogni-

tion because symptoms of dissociation may uniquely disrupt processes

which are expected to be needed for correctly recognizing emotions.

Methods: The sample contained 49 participants diagnosed with a

schizophrenia spectrum disorder who were in a non-acute phase of

disorder. Participants were con- currently administered the Bell–Ly-

saker Emotion Recognition Task, the Dissociative Experiences Scale,

the Post Traumatic Stress Disorder Checklist and the Positive and

Negative Symptoms Scale. Stepwise linear regression analyses were

performed in which dissociative symptoms were forced to enter after

the other symptoms in order to predict deficits in affect recognition.

Results: The analyses revealed that greater levels of dissociative

symptoms predicted poorer recognition of negative emotions over and

above that of positive, negative, cognitive and PTSD symptoms.

Conclusion: Results are consistent with the possibility that dissocia-

tion represents a unique dimension of psychopathology in

schizophrenia which may be linked to functioning.

Policy of full disclosure: None.

O-04-006
Multimorbidity in psychotic disorders and their unaffected
siblings: an epidemiological perspective

M. F. Khan (UMC Groningen Psychiatric Epidemiology, Groningen,
Netherlands), M. A. Islam, P. J. Quee, H. Snieder, E. R. van den

Heuvel, R. Bruggeman, B. Z. Alizadeh

Objective: Multimorbidity, the prevalence of two or more diseases

within the same individual, imposes overwhelming burden in patients

with psychotic disorders. Its prevalence has been estimated higher

compared to normal populations, but systematic studies are lacking.

In addition, no studies have investigated the role of familial factors

associated with multimorbidity in psychosis. We aimed to study the

epidemiology of multimorbidity in patients with psychotic disorders,

and their relatives.

Methods: The study was performed within the framework of the

longitudinal cohort study Genetic Risk and Outcome of Psychosis

(GROUP). Data of 1,024 patients (predominantly with schizophrenia), 994
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unaffected siblings and 566 controls were compared on prevalence of

lifetime diseases (4 psychiatric, 117 somatic), and self-reported com-

plaints. A random effect model was used to investigate the effect of gender

(female, male) and age category ([40, 21–40, and \20 years old), and

possible interactions with subject status (patient, sibling, control).

Results: Patients had a significantly higher prevalence of lifetime

diseases, as compared to controls (47.2 vs. 46.1 %; P \ .0099) but

not siblings (47.0 %). In addition, both patients (51.5 %) and siblings

(35.7 %) reported significantly more complaints, as compared to

controls (31.3 %) (P \ .0001 and P \ .0111, respectively). Overall

effects were observed for age category and gender. However, no

interaction effects were found to be significant for subject status x

gender, and status x age category.

Conclusion: Multimorbidity is a common medical problem, being

significantly more prevalent in psychotic patients as well as in their

unaffected siblings, suggesting a familial underlying factor.

Policy of full disclosure: None.

O-05 Course and outcome

O-05-001
Gender differences in first episode psychosis at 5-year follow-up:
two different courses of disease?

A. Thorup (Capital Region Psychiatry Psychiatric Centre

Copenhagen, Copenhagen, Denmark), N. Albert, B. Mette,

L. Petersen, P. Jeppesen, P. Le Quarck, M. Nordentoft

Objective: Gender differences in psychosis have been investigated,

and the results have contributed to a better understanding of the

disease, but many questions are unanswered. In clinical terms women

and men with psychosis differ in terms of access to social support,

tendency of substance abuse, level of functioning and symptom pat-

terns. We aimed to investigate how gender differences at onset of

psychosis develop during the first 5 years of treatment.

Methods: A total of 578 patients with a first-episode psychosis in the

schizophrenia spectrum were included in the Danish OPUS trial—a

randomized clinical trial comparing 2 years of intensive early-inter-

vention programme with standard treatment. All patients were

assessed with validated instruments at inclusion, and after 2 and

5 years. Data were analysed for significant gender differences.

Results: Males have significantly higher levels of negative symptoms

at all times, and are more likely to live alone and suffer from substance

abuse. Females reach higher levels of social functioning at follow-up,

and show a greater tendency to be employed or in education than males.

Markedly more women than men live with children. More women than

men reach a state of recovery and are more compliant with medication.

Conclusion: There are significant gender differences at 2 and 5 year

follow-up in this large cohort of first-episode psychotic patients.

Males and females show different symptomatology and different

levels of social functioning.

Policy of full disclosure: None.

O-05-002
Association of familial risk to social, occupational and global
outcome in schizophrenia: systematic review and meta-analysis

J. Käkelä (Oulu University Hospital Department of Psychiatry, Oulu,

Finland), E. Oinas, E. Jääskeläinen, J. Miettunen

Objective: We aimed to investigate associations between family

history of psychosis and long-term occupational, social and global

(i.e. combined occupational, social and clinical) outcome in

schizophrenia.

Methods: A systematic review to identify potentially relevant studies

was conducted using six electronic databases and by manual literature

search. Search terms included schizophrenia, familiality and outcome

with synonymous expressions. Only observational studies having at

least 20 adult subjects with schizophrenia spectrum diagnosis with a

follow-up period of at least 2 years were included. Random weight

meta-analysis was used to pool the studies.

Results: The search identified 3860 unique potentially relevant arti-

cles of which 14 studies met our inclusion criteria. The presence of

familial risk had a small and statistically significant negative effect on

occupational outcome (n = 3; r = 0.17, 95 % confidence interval, CI

0.05–0.29; p = 0.008), and on global outcome (n = 11; r = 0.13,

95 %CI 0.05–0.21; p = 0.002), and no effect on combined social and

occupational outcome (n = 3; r = -0.05, 95 % CI -0.16 to 0.07;

p = 0.40).

Conclusion: This was the first systematic review on effects of family

history on social aspects of outcome in schizophrenia. Although

family history is known to be a strong risk factor for schizophrenia,

its’ effect on outcome has previously been studied relatively little.

Based on the review the presence of family history of psychosis has a

relatively small but statistically significant effect on the occupational

and global (i.e. combined occupational, social and clinical) outcome.

These results have clinical relevance, such as possibility to direct

interventions to the patient group with increased risk of poorer

outcome.

Policy of full disclosure: None.

O-05-003
The characteristics of self-experiences and the quality of life
in persons with schizophrenia and those after spinal-cord injury

B. Horvat (Velika Polana, Slovenia)

Objective: The aim of our research is to perform a comparative

analysis of the characteristics of self-experiences and the quality of life

in persons with schizophrenia and those after spinal-cord injury, which

appear as a consequence in organic changes of two different areas

(brain and spinal-cord). They result in a lower and reduced functional

ability on all main life domains: physical, psychical and social. Results

of previous studies have shown that working on the deficit subjective

factors is indirectly connected with the improvement of the patient’s

clinical picture. Therefore the main goal of our study is to indicate

these domains and to highlight theme during the rehabilitation process.

Methods: The research includes a qualitative and a quantitative part.

The characteristics of self-experiences are measured with the Ten-

nessee Self-Concept Scale (Fits and Warren, 1996), which is a self-

assessment scale; the objective and subjective evaluations are

obtained with a semi-structured interview of the quality of life (The

Quality of Life Interview; Lehman, 1988). 120 participants which are

proportionately divided into three groups of participants (people with

schizophrenia, people after spinal cord injury and a group of people

without any handicaps), are included in the research.

Results: The preliminary results already show some differences in

specialized areas of the self concept (family self concept, body self

concept) between the groups of participants. There are also indicated

some important connections with the global quality of live and some

of its domains.

Conclusion: The identification of the differences between the groups

and the connections between different areas within and between them

is important in the psychosocial rehabilitation planning process and

also by obtaining assistance in the rehabilitation at home.

Policy of full disclosure: None.
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O-05-004
Quality of life and internalized stigma in patients
with schizophrenia: examining the influence of clinical diagnostic
and treatment setting

S. Oliveira (ISCTE-IUL CIS, Lisbon, Portugal), F. Esteves

Objective: To explore the level of satisfaction with social relation-

ships and self-stigmatization experiences reported by individuals with

schizophrenia and mood disorders. To test the associations between

clinical profiles and treatment settings with socio-demographic and

psychosocial characteristics.

Methods: 261 inpatients and outpatients from hospital-based and

community facilities participated in face-to-face interviews (145 men,

116 women, ages between 20 and 79). Self-report measures of

internalized stigma, self-esteem and quality of life were administrated

and clinical and socio-demographic characteristics collected.

Results: Results from Multiple Correspondence Analysis were par-

ticularly disconcerting regarding participants with schizophrenia. For

both the hospital and community settings, individuals with schizo-

phrenia reported higher levels of stereotype endorsement and less

satisfaction with social relationships. Contrary, those with mood

disorders, mostly attending psychiatric outpatient consultations,

reported satisfaction with social relationships and revealed minimal

stigma. Interestingly, no differences were found concerning overall

QOL.

Conclusion: Results extends the support of the modified labelling

theory, providing empirical evidence of the negative impact of the

clinical diagnostic, but also regarding certain mental health care

environments, in the quality of life of people with schizophrenia.

Implications for rehabilitation services and effectiveness of treatment

interventions, taking into account the users’ needs and perspectives,

are discussed. These aspects increase relevance in the current context

of the Portuguese mental health reform.

Policy of full disclosure: The research was facilitated by a doctoral

fellowship from FCT (SFRH/BD/75379/2010) to Sandra Oliveira.

O-05-005
Insight, self-esteem, perceived stigma and coping style
in symptomatic and remitted patients with schizophrenia

A. Bhoria (Panchkula, India), S. H. Nizamie

Objective: To assess Insight, Self- Esteem, Perceived Stigma and

Coping Styles in Symptomatic and Remitted Patient with

Schizophrenia

Methods: The present study was conducted at the Central Institute of

Psychiatry, Ranchi.Thirty symptomatic schizophrenia inpatients and

30 remitted schizophrenia outpatients were taken through purposive

sampling technique. In order to assess severity of psychopathology of

symptomatic inpatient and remitted outpatient PANSS and BPRS

scores were taken into consideration. Insight scale (Birchwood, et.al

1994), Self Esteem Scale (Rosenberg, 1965) stigma scale (Wahl,

1999), coping styles scale (Carver et al., 1989). Beck Anxiety

inventory (Beck et al., 1988), Calgary Depression Scale for Schizo-

phrenia (Addington et al., 1992). Beck Suicide ideation scale (Beck

et al., 1979) was administered. Data was analyzed using Statistical

Packages for Social Sciences (SPSS Version 16.00). Frequency and

percentage, Chi squire non- parametric statistic Mann–Whitney U test

and Spearman correlation was used for calculation.

Results: Results indicate that remitted patients belong to middle social

economic status, urban area and less number of admissions in hos-

pital, remitted patients found to be a high level of insight, high level

of stigma, and low self-esteem, high level of anxiety, depression and

suicide than symptomatic inpatients. Remitted patient use humour

coping style more than symptomatic patients.

Conclusion: On the basis of these findings it can be concluded that the

insight is an important aspect in treatment but when patients with

schizophrenia develop insight they feel stigmatized and discriminated

against, which lead to them toward anxiety, depression and suicide.

Some patients are able to cope effectively with these situations by

using appropriate coping style. So there will be need of consideration

theses all aspects also during the treatment of patient with

schizophrenia.

Policy of full disclosure: None.

O-05-006
Relapses during long-term hospitalization of people suffering
from schizophrenia

G. Bogojevic (Special Prison Hospital Acute Psychiatry, Belgrade,

Serbia), D. Zigmund, L. Ziravac, U. Pavic

Objective: Long-term hospitalization of people suffering from

schizophrenia usually is not justified from a medical point of view. In

most cases these patients have been ‘‘forgotten’’ by the entire world,

particularly by their families. This is particularly true for schizo-

phrenics who committed a crime in the family. The consequences of

long-term stay in an in-patient hospital are multiple. The most

important ones in terms of therapy are relapses, which occur despite

continuous application of psychopharmacotherapy. The objective of

the research was to establish risk factors that lead to clinical

worsening.

Methods: The retrospective study included 76 patients who were

ordered by court to be submitted to compulsory psychiatric treatment.

The study was conducted between 2008 and 2012 and covered

patients who had a relapse during the first 5 years of their stay in our

institution. Additional parameters were also used during the research:

1/type of the criminal act; 2/age; 3/sex; 4/previous treatments;

5/alcohol and drug abuse; 6/family acceptance.

Results: Out of the total number of patients, 23.7 % (n = 18) had a

relapse. The majority, i.e. 83.3 % (n = 8) of them, committed a crime

in the family—homicide. Average age of patients at the time of the

crime was 27.4 years. 72.2 % (n = 43) of patients had been treated

previously. Alcohol abuse was detected in 77.7 % (n = 14) of

patients who had a relapse. In this group of patients, 88.8 % (n = 18)

of them were not accepted by their families.

Conclusion: Treating schizophrenia is a complex and long-term

process, which does not depend exclusively on application of psycho-

pharmacotherapy. Previous treatments, crime in the family, history of

alcohol abuse, social isolation and lack of family acceptance are risk

factors that may cause relapse during long-term hospitalisation.

Policy of full disclosure: None.

O-06 Treatment

O-06-001
Waiting for godot

D. Goel (Southland Hospital Mental Health Directorate, Invercargill,

New Zealand)

Objective: The almost serendipitous advent of chlorpromazine in the

1950 was hailed as dawn of an exciting era in the treatment of

schizophrenia and other psychotic disorders. Sixty years on, despite

the introduction of scores of new antipsychotic agents, there appears

Eur Arch Psychiatry Clin Neurosci (2013) 263 (Suppl 1):S7–S111 S63

123



to be a growing sense of frustration, of expectations belied, promises

unfulfilled. Where do we go from here?.

Methods: Should we keep waiting for a new miracle cure to emerge? Or

should we use the best available evidence to formulate more efficient

treatment strategies, utilising the existing antipsychotic medications more

effectively? The presentation aims at examining these and related issues in

two parts. Act I questions one of the enduring myths of psychiatric

practice, the delayed-onset hypothesis of antipsychotic action. Act II goes

on to analyse the reasons for the declining use of clozapine even as the

evidence indicating its efficacy, effectiveness and safety grows.

Results: Antipsychotic drugs are often used arbitrarily and irratio-

nally. Non-evidence based polypharmacy is common, despite the

knowledge that it doubles costs and multiplies safety risks. In the context

of a severe, chronic illness, clinicians are tempted to resort to untested

measures, switching antipsychotics randomly. This sense of helplessness

and frustration underpines the continuing infatuation with the newer

‘atypical’ antipsychotics, despite evidence from the CATIE and CUt-

LASS I & II trials. While we await the discovery of novel, safe, and

effective medications, we need to use our existing treatments more

efficiently, particularly clozapine which remains vastly under-utilised.

Conclusion: A pragmatic, evidence-based twin pronged strategy for

trialling two antipsychotic medications within a period of 24 weeks

and, in case of lack of adequate response, switching to clozapine at

week 25 is proposed.

Policy of full disclosure: None.

O-06-002
Preliminary results of the Neuroleptic Strategy Study (NeSSy)

M. Heinze (Immanuel Klinik Psychiatry and Psychotherapy,

Ruedersdorf, Germany), E. Rüther, J. Timm, G. Gründer

Objective: There is agreement in the psychiatry community that the

so-called atypical antipsychotics should be considered first choice in

the treatment of schizophrenic disorders. However, the general supe-

riority of these newer antipsychotic drugs over the older conventional

drugs could not be clearly demonstrated in recent controlled clinical

trials. Thus our study explores the hypothesis that a strategy of clinical

use of the newer drugs is superior to that of using first generation

antipsychotics.

Methods: The innovative character of the study design is that

different neuroleptic strategies will be compared rather than single

antipsychotic drugs, using an enhanced biometric design, that provides a

choice of treatment with respect to the individual patient though the trial

as such is randomised controlled and double blind.

Results: First results about the comparison of the two strategies are

provided by a blinded analysis of interim results in 2012 (111

patients). The strategies were identified by random allocation as

strategy 1 and strategy 2 for a blinded statistical analysis. Both pri-

mary criteria, AUC of SF36 and of CGI presented results in favour of

the same strategy (blinded to strategy 1). The SF36 results are 85.3

(SD 14.6) versus 78.1 (SD 16.3) and p = 0.034. The corresponding

CGI values are 3.31 (SD 0.89) versus 3.51 (SD 0.89) and p = 0.047.

Additional secondary criteria show concordant trends. For example

early dropouts are more frequent for strategy 2 (41,6 % versus

30.5 %, p = 0.03) and PANS yielded higher scores for that strategy

(59.7, SD 17.3 versus 50.0, SD 11.4, p = 0.006).

Conclusion: The preliminary results will be updated for this presen-

tation. Since clinical observation ends in October 2013 this update will be

preliminary and blinded too, but the trends should be stable at this time.

We will discuss our hypothesis in the light of the data offered.

Policy of full disclosure: Martin Heinze has no conflicts of interest.

The study is funded by the German Federal Ministry of Education and

Research (BMBF).

O-06-003
Working out first-episode schizophrenia: neuroanatomical,
cognitive and clinical changes following an aerobic exercise
intervention

P. Ward (University of New South Wales Schizophrenia Research

Unit, Liverpool, Australia), A. Watkins, S. Rosenbaum,

J. Lagopoulos, L. Taylor, B. Barry, E. G. Trapp, P. Ward, J. Curtis

Objective: Previous research found significant increases in hippo-

campal volume, improved memory performance, and reduced

psychopathology ratings amongst patients with chronic schizophrenia

who performed 12 weeks of aerobic exercise. The current study

aimed to extend these findings to young people experiencing a first

episode schizophrenia spectrum disorder.

Methods: Patients aged between 15 and 25 years, who met DSM-IV

criteria for schizophrenia, schizoaffective disorder or schizophreni-

form disorder, were recruited from a community-based treatment

program. Patients were randomly allocated to either twice-weekly

aerobic exercise using a stationary bike (AE) or playing tabletop

football (TF) (45-minutes/session) for 12 weeks. Outcomes included

maximal oxygen consumption (V02 max), premorbid IQ (Peabody

Picture Vocabulary Test), short-term memory (Rey-Auditory-Verbal

Learning Test, spatial span subtest of the Wechsler Memory Scale-

III), symptom ratings (SAPS and SANS) and 3D structural MRI.

Results: Nine patients have been recruited and randomized (6 AE, 3

TF). Two patients withdrew (1 AE, 1 TF). One patient withdrew due

to dissatisfaction with treatment assignment and another was with-

drawn following significant clinical change (co-morbid cannabis

abuse). One patient is still completing the exercise intervention. In a

preliminary analysis, the exercise intervention group had an 18 %

increase in V02 max, and a 1.1 % increase in hippocampal volumes.

One patient who completed the tabletop football intervention had

lower V02 max and smaller hippocampal volume at retest.

Conclusion: Smaller increases in hippocampal volume were seen in

first-episode patients following aerobic exercise than were previously

reported in patients with more chronic illness. This may reflect differ-

ential effects of stage of illness on exercise-induced neuroplasticity. An

alternative explanation for lower hippocampal volume changes in the

current sample is the use of automated procedures for hippocampal

volume measurement.

Policy of full disclosure: None.

O-06-005
Does one program look like the other? A systematic review
of practices to measure fidelity to early psychosis intervention
standards

C. Cheng (St. Joseph0s Care Group LPH Site, Research Department,

Thunder Bay, Canada), A. Selick, J. Durbin, S. Moss

Objective: Research evidence suggests that Early Psychosis Intervention

(EPI) can improve outcomes for youth. However, authors have empha-

sized that for consistent and improved outcomes, jurisdictions need to

define essential elements of EPI programs and measure program fidelity

to these elements (Marshall, Lockwood, Lewis, & Fiander, 2004). In

2011, provincial standards about EPI were released. This systematic

evidence review sought to answer the question: how have EPI programs

around the world measured fidelity according to EPI standards; specifi-

cally, what are the approaches and indicators used to measure fidelity?.

Methods: A comprehensive search was conducted by a senior

librarian across Medline, PsychINFO, CINAHL, Scopus and Embase

databases. Eligibility criteria were developed a priori and applied by

all authors. Decisions were made by consensus. A quality assessment
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tool was developed based on the literature about fidelity scales; all

included studies were independently rated by two authors. Data

abstraction was completed using a priori categories.

Results: The initial literature search found 390 articles: 41 articles

were excluded as duplicates, 307 were excluded as ineligible based

on their abstracts and an additional 20 were excluded after a full

review of the articles. A final sample of 22 articles was found that

met the inclusion criteria. Chart audits to populate a defined subset of

performance indicators were the most common approach. Quality

ratings showed very few meeting ‘‘gold standard’’ criteria for fidelity

tools.

Conclusion: Our review demonstrates that compared to other fields,

very little research has been done about fidelity measurements in EPI

and most of the tools that have been developed fall short of the

standards for effective fidelity tools. However, this body of research

does show that there is increasing recognition within the EPI com-

munity of the importance of developing fidelity measures and it

provides an important anchor point for future research in this area.

Policy of full disclosure: None.

O-06-006
Effectiveness of a community-based early intervention program
for psychosis: baseline characteristics and three-month follow-up

J. Barglow (St. Luke0s Hospital Center Psychiatry, New York, USA),

T. Dole, M. Birnbaum

Objective: Objectives of the current study included (1) describing

baseline demographic characteristics and symptomatology of patients

with early psychosis, (2) examining course of illness and changes in

functioning in the early stages of treatment, and (3) exploring factors

contributing to improved outcomes among this population.

Methods: Thirty-two participants were recruited from the Prevention,

Education, Evaluation, and Rehabilitation (PEER) Program at St.

Luke’s—Roosevelt Hospital Center in New York City (a program for

early intervention in psychosis). Participants were diagnosed with

psychotic disorders or identified as ultra high risk (UHR), and all were

within the first 5 years of their illness. Participants were administered

a number of clinical and cognitive measures at clinic admission and

again at 3-month follow-up.

Results: Participants’ mean age was 19.84 years (SD = 3.35), and

the sample was 62.5 % male. The most frequent diagnosis was

Psychotic Disorder NOS (28.1 %), and the mean duration of

untreated psychosis (DUP) was 44.75 days (SD = 76.95). The mean

WASI FSIQ score was 95.38 (SD = 12.09). At baseline, partici-

pants reported moderate levels of depression on the BDI

(M = 16.97, SD = 11.51), high levels of anxiety, guilt, hallucina-

tory behavior, and unusual thought content on the BPRS, and high

levels of cannabis use on the CUDIT (50 % of participants reported

use). Overall, there was a decrease in symptomatology between

baseline and 3 month follow-up. Increased service usage between

baseline and 3 month follow-up was associated with decreases in

anxiety and hallucinatory behavior.

Conclusion: Initial findings indicate that patients in the early stages

of psychosis present with a variety of mood and substance use

problems, and that interventions must be designed to adequately

treat these comorbidities. Findings also suggest that specialized

early intervention programs can be effective in reducing symptom-

atology among this population within 3 months of program entry,

especially among patients who attend program appointments more

frequently.

Policy of full disclosure: This research was funded by the Van

Ameringen Foundation.

O-06-007
Helping people with psychotic disorders back to work: the JUMP
study

E. Falkum (Oslo University Hospital Mental Health and Addiction,

Oslo, Norway), J. Lystad, H. Bull, S. Evensen, T. Ueland

Objective: Although the majority (50–90 %) of people with schizo-

phrenia wishes to work, unemployment rates remain high (75–95 %).

Employment holds several economic, social and psychological ben-

efits for people with schizophrenia. Possible barriers to employment

are related to both internal factors such as cognitive impairment and

psychotic symptoms, and external factors such as stigma, service

availability and benefits. The purpose of the JUMP (Job Management

Program) study is to explore the feasibility of vocational rehabilita-

tion for people with psychotic disorders in a Scandinavian welfare

society, and to examine the association between employment and

psychotic symptoms.

Methods: Participants (n = 150) were enrolled in a 10 months

vocational rehabilitation program offering close collaboration

between health- and vocational services, competitive or sheltered

work and either cognitive remediation therapy (CRT) or cognitive

behavioural therapy (CBT) techniques focusing on work related

issues. Participants were assessed with MINI PLUS, WASI and SCI-

PANSS as well as on employment- and income status.

Results: At baseline, 17 % of the participants were employed but none

had paid work as their main income. At 10 months, employment rates

had increased to 77 and 5 % had paid work as their main income. To

examine whether gaining employment was associated with change in

psychotic symptom levels, a paired t test was carried out. The results

show a small, but significant improvement on all SCI-PANSS scales.

Conclusion: Preliminary analyses suggest that people with psychotic

disorders in a Scandinavian welfare society are willing and able to

work, both in competitive and sheltered settings, when given access to

vocational rehabilitation and adequate support. Further analyses may

potentially identify characteristics of those who might benefit more

from either CRT or CBT in this vocational rehabilitation program.

Policy of full disclosure: None.

O-07 Structural neuroimaging

O-07-001
Factors associating to brain volume change in schizophrenia:
the Northern Finland 1966 Birth Cohort

S. Huhtaniska (University of Oulu Department of Psychiatry, Oulu,

Finland), T.-M. Paaso, M. Kyllönen, J. Moilanen, M. Haapea,

G. Murray, P. Jones, J. Miettunen, M. Isohanni, J. Veijola,

E. Jääskeläinen

Objective: We aimed to analyze which factors associate with total brain

change in individuals with schizophrenia during a 9-year follow-up.

Methods: Thirty-three subjects with schizophrenic psychoses (19

males) from the Northern Finland 1966 Birth Cohort went through

diagnostic interviews, questionnaires and MRI assessments at the

ages of 34 and 43 years. At the time of the baseline study the average

illness duration of the subjects was 10 years. We studied associations

of antipsychotic medication, alcohol use and hospital treatments with

total brain changes.

Results: In the Northern Finland 1966 Birth Cohort scan-interval

antipsychotic cumulative dose associated with total brain volume loss,

even when adjusted with symptoms (beta = -0.43, p = 0.018).

Hospital treatment days before the baseline scan associated with total

brain decrease (rho = -0.40, p = 0.02), however in adjusted models
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this was no longer significant. Scan-interval treatment days associated

non-significantly with total brain decrease but significantly with

cerebrospinal fluid increase even when adjusted with medication

(beta = 0.41, p = 0.04). Alcohol use (g/day) associated surprisingly

with less total brain decrease in women (unadjusted r = -0.60,

p = 0.001), whereas no effect was seen in men.

Conclusion: Even after controlling for symptom severity, antipsychotic

cumulative dose associated with total brain volume loss in our sample.

Illness severity and substance use may also contribute to brain volume

loss. In this population based sample factors associating to brain volume

change can be characterized even after years of illness onset.

Policy of full disclosure: None.

O-07-002
Familial and unique environmental influences on brain volumes
in twins with schizophrenia

M. Picchioni (Institute of Psychiatry St Andrews Academic Centre,

Northampton, United Kingdom), T. Toulopoulou, C. Chaddock,

J. Cole, U. Ettinger, A. Oses, R. Murray, P. McGuire

Objective: Reductions in whole brain and grey matter volumes are

robust features of schizophrenia. The extent to which these patho-

logical abnormalities are influenced by schizophrenia’s genetic and

environmental aetiological risk remains less well established.

Methods: We investigated the relationship between familial and

environmental risk on brain volumes in monozygotic (MZ) and

dizygotic (DZ) twin pairs varying in their concordance for schizo-

phrenia, and in healthy control twins.

Results: Total brain, grey and white matter volumes were established

from structural magnetic resonance images using an automated alo-

gorithm in SPM8 from 86 twin pairs (n = 168), varying in their

zygosity and concordance for schizophrenia. Hippocampal volumes

were measured manually. We found that whole brain, grey, white and

right hippocampal volumes were smaller in probands with schizo-

phrenia compared to healthy controls, while well co-twins from DZ

discordant pairs had smaller hippocampal volumes compared to the

healthy controls. Well co-twins from MZ discordant pairs showed a

trend towards lower white matter volume compared to the healthy

controls. The patients with schizophrenia and their well co-twins from

MZ discordant pairs did not differ from each other for any of the

volumes measured. Lower birth weight and hypoxia were both

associated with lower whole brain volumes, and lower white and grey

matter volumes respectively. There were no significant effects in the

patients of cumulative antipsychotic medication.

Conclusion: Our data suggest that total brain and grey matter volume

reductions in schizophrenia are related primarily to unique environ-

mental risk, that include perinatal complications. The evidence

relating to the nature of white matter and local hippocampal volume

reductions suggests an additional effect of genetic risk.

Policy of full disclosure: This work was supported by the Wellcome

Trust and the EU.

O-07-003
Greater reductions in grey matter volume in a cognitive-deficit
subtype of schizophrenia

A. Shepherd (University of New South Wales School of Psychiatry,

Darlinghurst, Sydney, Australia), J. Wong, M. Dragovic, K. Laurens,

A. Jablensky, V. Carr, M. Green

Objective: Considerable heterogeneity of brain disturbances in

schizophrenia (SZ) highlights the need to determine brain-based

phenotypes for further biological interrogation. Here we used voxel-

based morphometry (VBM) to identify grey matter volume (GMV)

differences among ‘cognitive deficit’ (CD) and ‘cognitively spared’

(CS) subtypes of SZ cases in the Australian Schizophrenia Research

Bank (ASRB).

Methods: High-resolution T1-weighted scans for 263 SZ and 180

healthy controls (HC) were collected using 1.5T Siemens Avanto

scanners at five Australian sites for the ASRB (Melbourne, Sydney,

Brisbane, Perth and Newcastle). Previous Grade of Membership

analyses (GOM) of SZ cases classified 156 CS participants and 106

CD participants with available scans. Using the VBM8 toolbox for

SPM8, whole-brain differences in GMV were assessed, controlling

for age, sex and scanner-site.

Results: The CD subtype showed substantial GMV reductions bilat-

erally in insula, inferior and medial frontal gyri, thalamus, temporal

gyri, hippocampus and amygdala (p \ 0.0001, FWE-corrected),

relative to HC. Conversely, the CS showed a restricted pattern of

GMV reduction encompassing smaller clusters within temporal lobe

gyri, culmen, frontal gyri, and subcortically relative to HC. When

the CD and CS groups were compared directly, no differences sur-

vived FWE-correction, however at a cluster corrected level (FWEc

p \ 0.05), the CD group showed significant reductions of the left

insular cortex relative to CS. In the whole SZ group we found

substantial GMV reductions bilaterally that reflected the breadth of

regional alteration evident in both subgroups (p \ 0.0001, FWE-

corrected). Subsequent analyses of controls alone, grouped accord-

ing to site, revealed no systematic effect of scanner-site on GMV

(p \ 0.05, FWE-corrected).

Conclusion: The extent of cognitive impairment was reflected in the

magnitude of grey matter volume reduction (i.e., pronounced in CD).

Insular cortex volume may represent a key region of pathology in

emerging brain-based phenotypes that characterise SZ cases with

severe cognitive deficits.

Policy of full disclosure: None.

O-07-004
Supplementary motor area (SMA) volume correlates
with psychotic symptoms associated with dysregulation
of the motor system: a voxel-based morphometry (VBM) study

K. Stegmayer (University Hospital Bern Psychiatric

Neurophysiology, Bern, Switzerland), H. Horn, A. Federspiel,

N. Razavi, K. Laimböck, T. Bracht, W. Strik, T. Müller, R. Wiest,

S. Walther

Objective: Investigations on grey matter in schizophrenia revealed

substantial heterogeneity across studies. Differences in methodology

and variance in symptom patterns may contribute to inconsistent

findings. Recently, a psychopathology scale (Bern Psychopathology

Scale, BPS) for the assessment of System-Specific Psychotic Symp-

toms has been proposed. The authors defined three symptom domains

which were matched on three candidate brain circuitries, namely the

language, the limbic and the motor system. The aim of the present

study was to investigate whether a patient subgroup with severe motor

dysregulation would show structural neuronal differences of the

motor system.

Methods: 43 right-handed patients with schizophrenia and a control

group of 34 healthy individuals underwent structural imaging at a 3T

MRI scanner. Patients with schizophrenia were assessed with the

BPS. Items of the BPS-subscale attribute to the motor system com-

prise symptoms such as spontaneous movements, spontaneous rest,

velocity, and motor drive. A global score in the BPS assesses the

severity of the motor symptoms, ranging from -3 to +3, while zero

defines patients without motor symptoms. Whole brain voxel-based
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morphometry was compared between patients with different symp-

toms of motor dysregulation. Central group comparisons were

performed using one way ANOVA analysis.

Results: Patients with prevalent motor symptoms revealed decreased

grey matter volume in the right SMA compared to patients without

motor symptoms. No significant correlations were found between

grey or white matter volume with number of episodes, duration of

illness, and medical treatment.

Conclusion: Decreased grey matter volume in the SMA was associ-

ated with severe symptoms in the domain of motor dysregulation in

schizophrenia patients. The SMA is an important region of the motor

system, and was repeatedly found to be involved in motor sequencing.

The present results support the hypothesis that specific clinical

symptoms can be matched to brain systems, and allow identifying

patient subgroups with structural abnormalities in the motor network.

Policy of full disclosure: None.

Decreased GM density of the right SMA of patients with severe
motor symptoms. For illustration purpose group map of volumes
with lower concentration of GM was statistically thresholded at
p \ 0.001, uncorrected and displayed on the section of the
standard:

O-07-005
Relevance of posterior parietal areas for auditory verbal
hallucination in schizophrenia: a voxel-based grey and white
matter morphometry study

M.-J. van Tol (University Groningen Neuroimaging Center, UMCG,

Groningen, Netherlands), L. van der Meer, R. Bruggeman, G.

Modinos, H. Knegtering, A. Aleman

Objective: Auditory Verbal Hallucinations (AVH) may result from

abnormal local and interregional integration of brain signals in

regions involved in language production and perception. To investi-

gate the neuroanatomical underpinnings of such abnormal integration,

we studied both grey matter (GM) and white matter (WM) volumetric

correlates of AVH in schizophrenia patients.

Methods: Using a unified voxel based morphometry—DARTEL

approach, we investigated correlates of AVH-severity in a sample of

51 schizophrenia patients (7 female, mean age 34), non-skewed for

AVH-severity, and included 42 age and gender matched healthy

participants to control for disease related factors. Results are report at

p \ .05, FWE corrected for the spatial extent of ap riori defined rois

(superior temporal gyrus, posterior cingulate cortex, inferior frontal

gyrus, corpus callosum).

Results: Patients showed lower relative GM volume of the left

superior temporal gyrus and the bilateral parahippocampal gyrus than

controls, which was unrelated to AVH-severity. In patients, WM of

the adjacent inferior parietal lobule and GM of the posterior cingulate

cortex showed a positive relation with AVH. Taking into account

variations in delusion severity, general positive symptomatology and

use of anti-psychotic medication did not change the results.

Conclusion: In a sample of schizophrenia patients, non-skewed for

AVH severity, we found that lower volume of the left superior tem-

poral gyrus was associated with a diagnosis of schizophrenia but

unrelated to AVH–severity. AVH-severity, however, was associated

with higher regional GM volume of the posterior cingulate cortex and

higher WM (and subthreshold GM) volume of the left inferior parietal

lobule, regions associated with voice hearing, sensory integration,

body images, and concept of self. This suggests the left inferior

parietal and posterior cingulate regions as important hubs in the

pathophysiology underlying AVH.

Policy of full disclosure: None.

O-07-006
Structural brain imaging correlates of At-Risk Mental State

U. Schall (The University of Newcastle Schizophrenia Research Inst,

Callagahn, Australia), T. Ehlkes, P. Michie, R. Atkinson, P. Ward

Objective: At-Risk Mental State (ARMS) is characterised by a sig-

nificant drop of global functioning over a period of 12 months and

having a close biological relative with a psychotic disorder and/or

experiencing attenuated or very brief episodes of psychotic symp-

toms. Young people meeting this profile have a profound risk of

developing a severe mental illness such as schizophrenia. Since

regional cortical grey matter reductions have been reported for pro-

dromal, first-episode and chronic schizophrenia, we tested the

hypothesis whether the defining clinical characteristics of ARMS are

associated with reduced regional grey matter thickness.

Methods: Cortical grey matter thickness was measured in high-reso-

lution MRI scans of 42 individuals meeting ARMS criteria of the

Comprehensive Assessment of At-risk Mental State (CAARMS).

Correlation maps of cortical grey matter thickness and summative

scores of positive and negative CAARMS symptom ratings and

function levels rated on the Global Assessment of Functioning (GAF),

Socio-occupational Function Assessment (SOFA) and social/role

functioning (GF), respectively, were generated with Freesurfer.

Results: High total CAARMS symptom rating scores correlated

(P \ 0.05 corrected) with reduced grey matter thickness in left and

right superior frontal gyri, right anterior cingulate, and right lingual

gyrus while negative symptom expression correlated with reduced

grey matter in left and right superior occipital gyri. Low global, socio-

occupational, and social/role function ratings correlated with reduced

grey matter in frontal, prefrontal and occipital cortex in both hemi-

spheres. Age, gender, handedness, history of substance abuse, and

exposure to psychotropic medication were ruled out as potentially

confounding factors.

Conclusion: Our findings provide evidence that reduced regional grey

matter is associated with key ARMS criteria (i.e. low-grade psychotic

symptom expression and functional impairment). Since grey matter

reduction in these brain areas has also been found in schizophrenia,

the corresponding regional grey matter reductions in ARMS may

indicate increased risk of developing a psychotic illness.
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P-01-001
Bupropion treatment in schizophrenia: Risks and benefits
according to the current literature

S. Englisch (CI of Mental Health Dept. for Psychiatry, Mannheim,

Germany), K. Morgen, A. Meyer-Lindenberg, M. Zink

Objective: Bupropion inhibits the reuptake of norepinephrine and

dopamine which are involved in the pathogenesis of affective, cog-

nitive and psychomotor impairment in schizophrenia. Because of

reports on bupropion-associated psychoses, it is reluctantly used in

schizophrenic patients. Risks and benefits, however, have never been

comprehensively reviewed. This review aims at evaluating the effi-

cacy of bupropion on depression, negative symptoms, cognition and

smoking habits in schizophrenia and appraises safety aspects (psy-

chotic symptoms, pharmacological interactions, side effects).

Methods: MedlineOVID/PubMed, scholar.google.com and the

Cochrane Database were screened for the keywords [‘‘bupropion’’/

‘‘wellbutrin’’/‘‘elontril’’/‘‘zyban’’] AND [‘‘psychosis’’/‘‘schizophre-

nia’’/‘‘psychotic disorder’’] to identify reports published since 1982.

13 randomized controlled trials (28 publications), 3 open prospective

evaluations, 5 multiple case reports, 22 single case reports and 6

review articles were incorporated in the final analysis. Experimental

research and animal models were excluded. Information on patient

population, age, diagnosis, bupropion dose and formulation, anti-

psychotic and concomitant medication, adverse events and treatment

outcomes regarding psychosis, affective and negative symptoms,

cognition and smoking habits were collected from the published

reports.

Results: 30 cases of bupropion-induced psychoses have been pub-

lished, 17 (57 %) of which were associated with the immediate-

release drug formulation and 28 (93 %) of which occurred without

concomitant antipsychotic medication. In comparison, 229 schizo-

phrenic patients on stable antipsychotic regimens were successfully

treated with bupropion and experienced marked clinical improvement

of negative symptoms, cognitive deficits, post-psychotic depression

and nicotine consumption without jeopardizing their mental states.

Pharmacokinetic interactions with antipsychotics were rare whereas

EEG abnormalities occurred frequently.

Conclusion: In schizophrenic patients treated with bupropion in

addition to antipsychotics, the risk of bupropion-induced psychoses

appears negligible. The efficacy of a dopamine- and norepinephrine-

agonist in schizophrenia is biologically plausible. Further trials

involving bupropion should integrate neurobiological methods and

focus on negative symptoms and cognitive deficits in schizophrenia.

Policy of full disclosure: None.

P-01-002
Mirtazapine treatment in schizophrenia: evidences derived
from the current literature

S. Englisch (CI of Mental Health Dept. for Psychiatry, Mannheim,

Germany), F. Afflerbach, M. Zink

Objective: Treatment resistance and antipsychotic-induced side

effects remain major challenges in schizophrenia therapy, and mirt-

azapine (MTZ) augmentation has been used to address treatment-

refractory psychotic and negative symptoms, affective dysregulation,

cognitive impairment and treatment-emergent akathisia. This review

evaluates the efficacy of MTZ on the above-mentioned symptoms and

considers safety aspects.

Methods: Screening MedlineOVID for [‘‘mirtazapine’’] AND

[‘‘schizophrenia’’] brought about 11 randomized controlled trials

(RCTs), 4 open-label evaluations and 2 relevant case reports. Infor-

mation on patient population, age, diagnosis, MTZ dose,

antipsychotic medication, adverse events and treatment outcomes

were collected.

Results: (a) Positive symptoms: While 1 RCT and 1 open-label trial

found an improvement of positive symptoms when added to first-

generation antipsychotics (FGAs), most studies found no between-

group differences. (b) Negative symptoms: Results from 8 RCTs and

2 open-label trials were contradictory. While adding MTZ to second-

generation antipsychotics (SGAs) was not associated with an

improvement of negative symptoms, MTZ was highly superior to

placebo when added to FGAs. (c) Cognition: Similarly, adding MTZ

to SGAs showed no effect whereas in combination with FGAs, some

neurocognitive subdomains improved (3 RCTs, 1 open-label exten-

sion phase). (d) Mood: 1 RCT reported significant affective

improvement compared with placebo. (e) Akathisia: Two case reports

(n = 6), 1 placebo-controlled study and 1 placebo- and propranolol-

controlled trial found MTZ to be associated with higher response rates

than placebo and to be better tolerated than propranolol. (f) Pharma-

cokinetics: No relevant interactions were found when co-administered

with clozapine, olanzapine or risperidone. (g) Side effects: Some

patients experienced significant weight gain; other side effects were

mild and transitory.

Conclusion: MTZ appears to be a safe treatment option in schizo-

phrenia. Treatment outcomes, however, seem to depend on

antipsychotic treatment regimens which may be accounted for by

different receptor profiles. As most of the above-mentioned results

were only secondary outcome parameters, further research on these

aspects as primary endpoints is mandatory.

Policy of full disclosure: None.

P-01-003
2-Bromoterguride: an antipsychotic drug?

J. Brosda (FU Berlin Institute of Pharmacology & Toxicology, Berlin,

Germany), R. Franke, H. Pertz, H. Fink

Objective: Current antipsychotic therapy in schizophrenia is of lim-

ited efficacy and is still associated with adverse effects. Therefore,

new approaches are needed to develop novel antipsychotic com-

pounds that improve clinical efficacy and induce no or very few side

effects. Dopaminergic, serotonergic and adrenergic receptors are key

targets for therapeutic actions in schizophrenia. Dopamine D2

receptor partial agonists represent a sophisticated treatment option

due to a lower risk to develop extrapyramidal side effects (EPS).

Methods: In vitro data revealed that the terguride derivate 2-bro-

moterguride acts as a partial agonist with low intrinsic activity at

dopamine D2short receptors and as a potent antagonist at D2long and

5-HT2A receptors as well as a2C-adrenoceptors. Here, we aimed at

characterizing the antipsychotic-like effect and the cataleptic potential

of 2-bromoterguride in rats. The influence of 2-bromoterguride (0.1

and 0.3 mg/kg) on spontaneous behaviour, its antipsychotic efficacy

using amphetamine-induced locomotion and its EPS liability using

catalepsy test and amphetamine-induced stereotypy, was examined.

Results: 2-Bromoterguride decreased spontaneous locomotion of the

rats without inducing catalepsy. In addition, 2-bromoterguride

antagonized amphetamine-induced locomotion and attenuated ste-

reotyped behavior.

Conclusion: 2-Bromoterguride shows antipsychotic-like activity and

low EPS liability in vivo. The mild sedative effect is in agreement

with results of other studies with D2 receptor partial agonists. Due to

the in vitro properties and the in vivo antipsychotic-like activity of
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2-bromoterguride, the terguride derivative may be a promising can-

didate for the treatment of schizophrenia with low risk to induce EPS.

Policy of full disclosure: None.

P-01-004
Use of long acting antipsychotic injections in the maintenance
treatment of chronic schizophrenia

E. Gemma (Consorci Sanitari de Terrassa Psychiatry, Terrassa,

Spain), M. A. Gloria, R. Guillamat, M. Maria, A. M. Fargas

Objective: Antipsychotic drugs have been used to treat patients with

schizophrenia and other psychotic disorders. Long-acting injectable

antipsychotic drugs are useful for improving medication compliance

with a better therapeutic option to treat patients who lack insight or

adhere poorly to oral medication. In recent years, atypical antipsy-

chotics have been introduced to the market with this formulation. The

aim of our study is to evaluate patient characteristics, the efficacy and

relapse in schizophrenic patients on antipsychotic IM treatment

Methods: 56 patients were evaluated on our mental health center with

a diagnosis of schizophrenia according to DSM-IV TR criteria who

had received antipsychotic intramuscular treatment over the past year

(period March 2012 to 2013). All participants were evaluated by

psychiatrists and nurses in the usual long-active antipsycotic prog-

rame care that includes clinical complete examination and register of

metabolic parameters and side effects

Results: Patients mean age was 47.23 + 12.56 years; 75 % were men

and 25 % were women. Antipsychotic treatments were as follows: IM

long-acting risperidone 26 (46.4 %), IM long-acting paliperidone 12

(21.4 %), IM long-acting flufenazin 12 (21 %), IM long acting Zuc-

lopenthixol 5 (8.9 %) and IM Long acting olanzapine 1 (1.8 %). A

great number of patients had no oral antipsychotic treatment (46.4 %)

or concurrent treatment with antiparkinsonian drug (biperiden)

(62.5 %). Overall, the most part of patients (80,4 %) achieved

symptomatic remission and 83.9 %, fewer visits to the emergency

department as well as unplanned queries in the mental health center

(62.5 %). There were no significant differences in clinical improve-

ment between different antipsychotic administered

Conclusion: IM long acting preparations were associated with higher

remission rates.There is a clear improvement in adherence in patients

at high risk of relapse, isolation, social exclusion that previously did

not follow medical prescriptions with oral treatment

Policy of full disclosure: None.

P-01-005
Effect of first and second generation antipsychotics on face affect
expression in German and Chilean patients with schizophrenia

V. W. Larach (Universidad de Chile Facultad de Medicina, Dept. de

Psiquiatra y Salud Mental, Santiago, Chile), A. Gazmuir, L. F. Varela

Espinoza, W. Wölwer, W. Gaebel

Objective: Schizophrenia is a chronic, complex and disabling disor-

der, usually characterized by marked neurocognitive and behavioural

deficits that have a major effect in social insertion and real life per-

formance. Social Cognition (SC) appears as a mediator between

neurocognition (NC) and real world functioning. Within the construct

of SC, emotional processing is one the core features referring to

perceiving, understanding, expressing, managing and using emotions.

Methods: Prospective double blind controlled trial. 57 chronic SZ

patients with DSM IV TR diagnosis of Schizophrenia were recruited

in Germany = 30 (SZG) and Chile = 27 (SZC), plus 26 healthy

controls subjects Germany (CG) (n = 14); Chile (CC) n = 12. Sub-

jects were assessed using the Facial Action Coding System (FACS)

during an emotion eliciting interview at baseline (T0) and after a

6 week of treatment period (T1) with FGA or SGA. Patients were

assessed with standardized clinical scales at those intervals.

Results: At T0 all patients displayed an attenuation of their facial

activity during the emotion-eliciting-interview, compared to controls.

German patients showed reduced facial activity in the upper face,

whereas Chilean patients display a reduction of facial activity in the

lower face. At T1 all patients revealed a significant clinical

improvement in all the PANSS and SANS scales. SGA-A Resulted

in a significantly more pronounced reduction of negative symptoms,

general psychopathology and total score measured by PANSS, and

an important reduction in all subitems of the SANS than FGA-H

group.

Conclusion: SZ patients showed a significantly reduced spontaneous

facial expressivity assessed by FACS. Improvement or worsening

depending on the type of antipsychotic could not be confirmed. In

contrast, clinical ratings as by the SANS,favored SGA-A. PANSS

assessment revealed amelioration of positive symptoms for both drugs

but more improvement of negative symptoms and general psycho-

pathology under SGA—A. Differences found by FACS assessment in

contrast wth clinical assessments will be discussed as well as cultural

and treatment confounders factors.

Policy of full disclosure: V. Larach: Invited Lecturer for Janssen,
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P-01-006
Adverse metabolic effects associated with use of long acting
antipsychotic injections in the maintenance treatment of chronic
schizophrenia

M. Gloria (Barcelona, Spain), G. Español, V. Valles, M. Montoro,

A. M. Fargas

Objective: Sometimes adherence in chronic psychotic patients is

complicated due to the adverse effects they can cause. Metabolic

effects, such as diabetes mellitus, lipid abnormalities and weight gain,

have increasingly been recognised with the use of atypical antipsy-

chotics drugs. The aim of our study is to evaluate metabolic changes

in chronic schizophrenic patients treated with antipsychotic extended

release.

Methods: We evaluate 56 patients with a diagnosis of schizophrenia

according to DSM-IV TR criteria (75 % men and 25 % women; mean

age 47.23 + 12.56 years) visited in our mental health center during

the period March 2012 to 2013 and who had received antipsychotic

intramuscular treatment. The antipsychotic treatments used were: IM

risperidone long in 46.4 % of cases, long-acting IM paliperidona in

21.4 %, IM long-acting fluphenazine at 21 %, IM zuclopenthixol in

acting 8, and 9 % Long acting IM olanzapine at 1.8 %. Fasting blood

or serum samples for glucose, lipids, liver enzymes were analyzed. In

addition, blood pressure, heart rate and body mass index were

calculated.

Results: We analyzed 56 participants of which levels of glucose,

lipids, and liver enzyme were within normal. We did not find changes

in the levels of blood presure and heart rate. We found average weight

gain of 1.6 kg which is independent of the type of antipsychotic

intramuscular extended release administered.

Conclusion: There is a tendency to gain weight without changes in

other metabolic parameters in the patients studied. We propose spe-
cific treatment for weight reduction and promote physical activity.

Policy of full disclosure: None.
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P-01-008
Descriptive analysis of schizophrenic patients in regular control
in an atypical antipsychotic program in Chile

A. Armijo (Universidad de Chile Horwitz barak institute, Santiago,

Chile), J. Villarroel, F. Valenzuela, D. Castillo, H. Silva

Objective: The aim of this study is to describe clinical and treatment

characteristics of patients in chronic control in a schizophrenia

treatment program.

Methods: The program of atypical antipsychotics in the Psychiatric

Institute José Horwitz Barack is the most important and largest

multidisciplinary team for treat Squizophrenia in Chile. It began in

1992 and since has become the largest national referral center. Cur-

rently there are about 800 patients in control, 92 % of which have a

diagnosis of schizophrenia, of which 331 are treated with clozapine as

principal antipsychotic treatment.

Results: We describe the demographic characteristics of the users of the

program: 543 subjects are in stable control, of which 66 % are male and

34 % female. The total mean age is 39.6 years (range 18–79 years),

38.4 years for men and 41.9 years for women. Regarding the treatment

received, the most frequently indicated antipsychotics are clozapine,

olanzapine and risperidone, of whom 331 patients receiving clozapine

mean dose of 391.3 mg per day (range 25 to 800), 123 patients received

olanzapine dose average of 17 years, 7 mg per day (range 2.5 to 40) and

109 patients received risperidone mean dose of 4.28 mg per day (range

0.5–12). There are not differences in dosage nor frequency by gender.

75.8 % of patients taking clozapine not receive any combination anti-

psychotic. Those patients taking Clozapine that requiring more

antipsichotic, the other most frequent combination is risperidone. Of all

patients treated with antipsychotics, 29.7 % received some anticon-

vulsant addition, 46 % receive some benzodiazepines adittion and

27.3 % received an antidepressant adittion.

Conclusion: We describe epidemiologic and clinical characteristics of

schizophrenic patients in stable control in a multidisciplinary pro-

fessional team in Chile.

Policy of full disclosure: None.

P-01-009
Prediction of antipsychotic therapy results basing on GSTM1
gene polymorphism in schizophrenic patients with different
admission rate

V. Obyedkov (Belarussian State Medical Univ. Psychiatry & Medical

Psychology, Minsk, Belarus), O. Skugarevsky, I. Halayenka

Objective: Response to antipsychotic therapy in schizophrenic

patients is saliently different. Genetic factors carry out more than a

half of it determination. Glutathione S-transferase (GST) represents a

family of enzymes that play essential role in the process of drug

detoxification. The range of null allele frequencies of GSTM1 gene is

determined as 39–63 % for European population and 42.16 % for

Belarussian citizens. The role of null allele and genotype GSTM-/

GSTM- of the gene glutathione S-transferase M1 in association with

the response to antipsychotic therapy has been assessed.

Methods: Randomly allocated 211 inpatients (Caucasian race) with

paranoid schizophrenia according ICD-10 criteria (113 male, 98

female) have been assessed in Republic Scientific and Practical

Center for Mental Health in the Republic of Belarus. All patients

receive antipsychotic therapy in daily doses corresponding to 600 mg

of chlorpromazine equivalent. The proportion of first- vs second

generation antipsychotics used is 3:1. Weak or insufficient therapy

response was considered as five or more hospitalizations during the

first 5 years of illness (n = 57 cases). Control group includes 154

patients with less than five admissions during the same period. Allelic

state of GSTM1 gene was confirmed basing on multiplex PCR with

specific primers.

Results: In schizophrenic patients weak or insufficient pharmaco-

therapy response associates with null allele of GSTM1 gene

(OR = 3.23, p = 0.001, 95 % CI 2.03–5.13) and genotype GSTM-/

GSTM- (OR 4.02, p = 0.01, 95 % CI 2.12–7.63).

Conclusion: Glutathione S-transferase (GST) responds for glutathione

conjugation with electrophilic centers of different chemical com-

pounds with the matter of their elimination from the body.

Statistically significant prevalence of null allele of GSTM1 gene as

well as genotype GSTM-/GSTM- in schizophrenic patients with high

admission rate could indicate their low ability of pharmacotherapy

response. Odds ratio levels let us discuss the schizophrenic patients’

genotype GSTM-/GSTM- as a candidate sign of pharmacological

treatment efficacy.

Policy of full disclosure: None.

P-01-010
DTNBP1, HSPs and TAAR6 variations influence schizophrenic
phenotype and treatment response

T.-Y. Jun (St. Mary0s Hosp. the Catholic Psychiatry, Seoul, Republic

of Korea), C.-U. Pae

Objective: A pharmacogenetic approach is used to challenge the

hypothesis that DTNBP1, HSP-70 and TAAR6 mutations may impact

the clinical presentation or treatment outcome in a sample of 240

Schizophrenic in patients.

Methods: A sample of 240 Schizophrenic Korean in patients was

enrolled in the study. Patients were administered the PANSS test at

the moment of admission and at the moment of discharge, 45 days

after on average. Patients were treated with typical and atypical an-

tipsychotics with low benzodiazepine doses as the only other

treatment allowed. Sociodemographic, clinical and treatment related

variables entered the analysis as covariates. For power analysis on

average, we had a power of 0.8 to detect a minimum difference of

about 2 % in the PANSS scores.

Results: DTNBP1 haplotype A–A (rs3213207, rs1011313) haplotype

was associated with lower PANSS total and positive scores at baseline

(p = 0.01; p = 0.005) and at discharge (p = 0.008; p = 0.005).

HSPs haplotypes A–C–G–G and G-C–C–C (rs2075799, rs1043618,

rs562047, rs539689) were found to be associated with worse baseline

PANSS negative scores (p = 0.0001) and clinical improvement

(p = 0.04 and p = 0.03 respectively). TAAR6 rs8192625 G/G

genotype was found to be associated with worse clinical presentation

(p = 0.01), whilst no significant associations were found after hap-

lotype analyses.

Conclusion: Variations within the DTNBP1, HSPs and TAAR6 genes

seem to be associated with the psychotic symptoms’ severity at the

beginning of treatment. DTNBP1, HSPs variations seem to impact the

antipsychotic treatment response too.

Policy of full disclosure: None.

P-01-011
Neuroleptic malignant syndrome and swan neck deformity

A. Graikiotis (General Hospital of Elefsina Thriasio Psychiatric,

Athens, Greece), J. Ntampos, M. Fiste, N. Lytra, E. Thermou,

E. Neroutsos

Objective: A 64 years old patient was hospitalised in the psychiatric

clinic of our hospital due to relapse of schizophrenia disorder. At the
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physical exam performed on his entry, we observed swan-neck

deformity of both upper extremities. We present the diagnostic and

therapeutic procedures we followed to assist the patient’s physical

rehabilitation.

Methods: Presentation of a clinical case, Medline research.

Results: Swan-neck deformity is an arthritic deformity of the hand,

characterized by flexion of the terminal phalanx upon those of the

second row, hyperextension of the second phalanx upon the first and

flexion of the first phalanx upon the metacarpal bones. We led to the

conclusion, from the patient’s medical history, that his deformity

appeared 2 years ago after hospitalization due to neuroleptic malig-

nant syndrome. Rheumatoid arthritis was excluded after the

performance of a full collagenic control. The patient was also sub-

jected to a CT brain scan. We attributed the patient’s deformities to

disrapture of the vascular supply to the hand and severe spasticity

caused by upper motor neuron dysfunction because of the neuroleptic

malignant syndrome. The scheduled rehabilitation program consisting

of muscular enforcement, exercises of muscular synergy and coor-

dination, U/S for relieving of the pain and splinting. The patient after

4 weeks of rehabilitation had remarkable improvement of the func-

tional state of the hand and activities of everyday life.

Conclusion: It is important after treatment of neuroleptic malignant

syndrome to perform an evaluation of any muscular and arthritic

deformities and proceed in cooperation with physiatrists to the design

of a rehabilitation program.

Policy of full disclosure: None.

P-02 Neuropsychology 1

P-02-001
Anticipation and recall of emotions in subclinical negative
symptoms: an experimental study in a social context

M. Engel (University of Hamburg Clinical Psychology, Hamburg,

Germany), T. Lincoln, A. Fritzsche

Objective: Research of negative symptoms in schizophrenia has

emphasized emotion-processing deficits including diminished antici-

pation and recall of positive emotions. Whether these deficits are

transferable to social situations is unclear. Healthy individuals appear

to use anticipated and recalled emotional responses to guide their

decisions to seek out social interactions. It is unknown whether

patients with negative symptoms who are commonly observed to

socially withdraw, are also guided by anticipated and recalled emo-

tions in deciding whether to seek out a social situation. To address

this issue, the present study examined the hypothesis that high vul-

nerability for negative symptoms would be associated with less

positive and more negative anticipated and recalled emotions with

regard to an interpersonal interaction.

Methods: Students (N = 76) with varying vulnerability for negative

symptoms (measured by the Community Assessment of Psychic

Experiences) were asked to anticipate emotion intensities before and

recall emotion intensities after a simulated social situation.

Results: There was a positive relation between the intensity of

anticipated (but not recalled) negative emotions and the vulnerability

for negative symptoms. The intensity of anticipated and recalled

positive emotions was not negatively related to the vulnerability for

negative symptoms.

Conclusion: The positive association between negative symptoms and

anticipated negative emotions could reflect cognitions such as low

expectancies for acceptance that are associated with negative symp-

toms in previous research and could be evident even in healthy

persons. These types of cognitions might be a suitable treatment

target. Comparisons to persons with a diagnosis of schizophrenia

including measures to tap working and episodic memory are needed

to test whether the lack of an anticipation and recall deficit for

positive emotions in this study is explicable by intact cognition in the

healthy sample.

Policy of full disclosure: None.

P-02-003
Different strategies of schizophrenia patients in the visual
exploration of social stimuli

K. Drusch (Heinrich Heine University Department of Psychiatry and,

Psychotherapy, Medical Faculty, Düsseldorf, Germany), S. Stroth, D.

Kamp, H. Sievering, N. Raths, C. Schmitz, B. Derntl, W. Wölwer

Objective: Schizophrenia patients have a deficient performance in

social cognitive tasks, such as in the assessment of facial affect rec-

ognition or perspective-taking, for example. While the reasons for

these impairments, at least in parts, still remain unclear, the investi-

gation of gaze behavior during the exploration of visual stimuli is one

possibility to gather insights in the underlying cognitive processing

disturbances of these patients. With respect to faces, schizophrenia

patients show a ‘‘restricted’’ visual scanning pattern with fewer fix-

ations of longer durations and an avoidance of salient facial features

(i.e. eyes, nose, mouth) pointing at different information-processing

strategies and regarding the understanding of social scenes, a different

exploration behavior could be expected as well. The present study

aimed at investigating the visual exploration of social stimuli (faces

and scenes) in order to search for different information-seeking

mechanisms of schizophrenia patients.

Methods: Eye movements of schizophrenia patients and healthy

participants were recorded during a facial affect recognition and a per-

spective-taking task with stimuli of the Karolinska Directed Emotional

Faces and a picture set, which is used for the assessment of empathy

comprising the basic emotions as well as neutrally valent pictures.

Results: As expected, schizophrenia patients had a significantly

poorer performance in the recognition of facial affect as well as in the

judgment of the emotion of people with masked faces depicted in

social interactions. This could be explained by the different visual

exploration strategies, which were apparent in both of the subsamples.

Conclusion: Following the literature and our preliminary results, it

seems that the dysfunctional strategy of exploring and processing fea-

tures of faces and social scenes contribute to the deficit in facial affect

recognition and perspective-taking observed in schizophrenia patients.

Policy of full disclosure: None.

P-02-004
Neurophysiological correlates of defective emotional processing
in schizophrenic patients with chronic auditory hallucinations

E. Grasa (Institut de Recerca—Hospital de la Santa Creu i Sant Pau,

G60136934, Barcelona, Spain), M. Rabella, S. Martı́nez-Horta,

R. Fernández de Bobadilla, I. Corripio, A. Keymer, F. Artigas,

J. Sanjuán, V. Pérez, J. Riba

Objective: Auditory hallucinations (AH) are a characteristic feature of

patients with schizophrenia. Although abnormalities in emotional

processing have been associated with the genesis of AH, the neuro-

physiological mechanisms linking these two processes remain poorly

understood. Our aim in this study was to assess potential differences

in the processing of emotional auditory stimuli in schizophrenic

patients with and without chronic AH.
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Methods: Event-related brain potentials (the P2 and the LPP: Late

Positive Potential) were obtained from 13 schizophrenic patients with

chronic AH, 10 schizophrenic patients without AH and 11 healthy

controls, while they passively listened to neutral and threatening

emotional words (emotional auditory paradigm developed by Sanjuan

et al., 2005). Scalp EEG recordings were obtained from 19 electrodes

placed on frontal, central, temporal, parietal and occipital locations.

Results: Relative to neutral words, emotional words elicited larger P2

and LPP amplitudes over centroparietal locations in all participants.

However, patients with AH showed larger P2 amplitudes after both

neutral and emotional stimuli than those from patients without AH.

On the other hand the amplitude of the LPP, measured as the dif-

ference wave between emotional and neutral stimuli, was significantly

reduced in patients with AH but not in patients without AH.

Conclusion: Schizophrenic patients with AH show a heightened early

attentional response, as measured by the P2, which can be interpreted

as a hypervigilant state to auditory stimuli. On the other hand, they

display deficits in the later processing of emotional stimuli, as

indexed by the LPP. This maintained state of increased vigilance to

potentially threatening stimuli and the impaired higher-order pro-

cessing of these cues may characterize AH in schizophrenia.

Increased P2 and decreased LPP amplitudes are proposed as neuro-

physiological markers of defective emotional processing in these

patients. Work supported by grants P82(CIBERSAM);091230/091231

(La Marató TV3); FIS 08/0475 (ISCIII, Ministerio de Economı́a y

Competitividad, Spain); IMI grant agreement 115008(NEWMEDS).

Policy of full disclosure: None.

P-02-005
Neural underpinnings of inhibitory control in schizophrenia
patients with a history of violence: a high-density electrical
mapping study

G. Andrade (Albert Einstein College of Medicine, Neuroscience,

Bronx, New York, USA), J. Butler, M. Krakowski, J. Foxe, P. De

Sanctis

Methods: Abstract: Understanding the underlying neurobiology that

predisposes a subset of patients with schizophrenia to violent

behaviors is an important public health issue. Deficits of inhibitory

control have been noted in schizophrenia and could be contributing

to violent behaviors. The use of event-related potential (ERP)

recordings and the Go-NoGo task, in which participants continu-

ously respond to a regularly occurring target while inhibiting this

same response to an infrequent target, has revealed two prominent

ERP components related to response inhibition: a relative early N2

component (250–350 ms) and late P3 component (400–550 ms).

Here we asked whether the propensity to violent acts is related to

uniquely disrupted response inhibition mechanisms in a subgroup of

schizophrenia patients with a history of violence. High-density EEG

was collected while participants performed a Go-NoGo task to

neutral images from the International Affective Picture System. We

compared schizophrenia patients with a history of violence,

schizophrenia patients with no history of violence, and neurotypical

controls with no history of violence. Preliminary analyses revealed

similar ERPs for correct responses on Go-trials across all groups.

For correct withholds on NoGo-trials, violent and non-violent

patient showed significant attenuation of N2 and P3 amplitude over

frontal scalp. Strikingly, N2 was almost entirely absent in both

patient groups. Differences between violent and non-violent patients

arose in the P3-timeframe, with violent patients having smaller P3

amplitude than non-violent patients over frontal scalp. Smaller P3

amplitudes in violent patients may be an indication of inadequate

compensatory mechanisms, needed to rescue inhibitory control in

the presence of faulty automatic inhibitory processing noted in our

patient sample (indexed by N2).

Policy of full disclosure: None.

P-02-006
Early sensory-perceptual contributions to emotional processing
deficits in schizophrenia patients with a history of violent
behavior

W. Ritter (Albert Einstein College of Medicine, Pediatrics,

New York, USA), P. De Sanctis, G. N. Andrade, J. S. Butler,

M. I. Krakowski, J. J. Foxe

Objective: Disordered affective processing is a hallmark of schizo-

phrenia. A recent study by our group has established a link between

history of violence and disordered affective processing. Using visual

evoked potentials (VEP) elicited by images from the International

Affective Picture System (IAPS) in a Go-NoGo task, we found that

affective-related modulations of early sensory VEP components were

delayed and attenuated in schizophrenia patients with a history of

violence compared to non-violent patients. It could be argued, that

these findings are related to group differences in the ability to allocate

and sustain attentional resources to the demands of the experimental

task.

Methods: In order to control for this, VEPs were acquired from

healthy controls and schizophrenia patients with and without a history

of violence who viewed the IAPS images in the absence of any active

task.

Results: In line with our previous findings, controls showed modu-

lations during the earliest phases of sensory processing (\100 ms) for

negatively valenced pictures. In contrast, violent and nonviolent patients

did not showed early differentiation. Non-violent patients showed ear-

liest modulations beginning*170 ms. For violent patients, modulations

were even further delayed, beginning *260 ms.

Conclusion: Our design minimizes the influence of higher-order

cognitive processes, and provides additional evidence that deficits in

sensory–perceptual processing of affectively valenced inputs are more

pronounced in patients with a history of violence.

Policy of full disclosure: None.

P-02-007
Affectively valenced stimuli modulate different processing stages
of the inhibitory control circuit in schizophrenia patients
with and without a history of violence

P. De Sanctis (Albert Einstein College of Med Pediatrics, New York,

USA), J. J. Foxe, G. N. Andrade, P. Czobor, M. I. Krakowski

Objective: Deficits of inhibitory control have been repeatedly shown

in patients with schizophrenia. However, a hallmark symptom of

schizophrenia is blunted affect, and it is possible that impaired control

might in part be determined by deficits in the affective rather the cog-

nitive domain. Furthermore, while blunted affect is very common in

schizophrenia, there exists a sub-group of patients for whom affective

dysregulation follows a rather different course. That is, patients with a

history of violence are characterized by a more labile affective profile.

Methods: Using high-density event-related-potentials to assess the

integrity of inhibition, we tested the hypothesis that affective valenced

stimuli mitigate a deficit of inhibition, and that this beneficial effect is

only evident in non-violent patients with blunted affect. Thirty-six

schizophrenia patients with history of violence, twenty-five without a

history of violence (NVS), and twenty-nine healthy controls were tested.
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Participants performed an inhibitory control task, making speeded

responses to pictorial stimuli. Pictures occasionally repeated twice and

participants withheld responses to these repeats. Valenced pictures from

the International Affective Picture System were presented.

Results: Overall, patients with schizophrenia showed reduction in

behavioral performance and nogo-N2/P3 amplitude, confirming

impairment of the response inhibition circuit. Violent patients showed

an affect-related enhancement of the nogo-N2 amplitude, relative to

NVS. In contrast, non-violent patients showed an affect-related

enhancement of the nogo-P3 amplitude, relative to VS.

Conclusion: We conclude that affective valenced stimuli mitigate

inhibitory impairment in patients with schizophrenia. Such gains

seem to rely on different stage of the inhibitory circuit in violent and

non-violent patients, confirming differences in the affective profile

between patients with and without a history of violence.

Policy of full disclosure: None.

P-02-008
Metacognitive beliefs and thought control strategies in early
psychosis

T. Østefjells (Universitetet i Oslo, Oslo, Norway), R. Hagen,

J. I. Røssberg

Objective: In the present study we examine the relationship between

metacognitive beliefs (MCQ-30), thought control strategies (TCQ)

and positive symptoms of psychosis (delusions and hallucinations).

Methods: So far 38 patients from the ongoing TOP study of early

psychosis have been included with baseline assessments on SCID,

PANSS, CDSS and GAF, and completed the MCQ-30 and TCQ.

Results: Correlations revealed significant relationships between all

MCQ-30 subscales and the TCQ-Punishment subscale. MCQ sub-

scales 1, 2, 4 and 5 were positively correlated with TCQ-Worry, while

MCQ-3 showed a similar trend. MCQ-5 was significantly related to

TCQ-Reappraisal. PANSS-P1 was negatively related to TCQ-Dis-

traction. PANSS-P3 was related to MCQ-4 and TCQ-W. CDSS was

related to MCQ subscales 2, 4 and 5, but not to any TCQ subscales.

GAF-F was negatively related to TCQ-Social control. DUP was

related to MCQ subscales 3 and 4. Age was negatively related to

MCQ-3 and TCQ-P, R and W.

Conclusion: The present study shows a close relationship between

MCQ and three of the TCQ subscales, indicating that metacognitive

beliefs are associated with use of specific thought control strategies.

Hallucinatory experiences are related to general negative beliefs

about thoughts and worry as a self-regulative strategy. Metacognitive

beliefs are related to duration of untreated psychosis, level of

depression, and age. Reduced use of thought control strategies are

related to impaired function and higher age. Further results with a

larger sample will be presented at the conference.

Policy of full disclosure: None.

P-02-010
The integration of evidence is associated with neurocognitive
capabilities in schizophrenia

S. Eifler (Central Institute of Mental Health Molecular Schizophrenia

Research, Mannheim, Germany), F. Rausch, F. Schirmbeck,

R. Veckenstedt, D. Mier, C. Esslinger, S. Englisch,

A. Meyer-Lindenberg, P. Kirsch, M. Zink

Objective: Previous studies have demonstrated that patients with

schizophrenia display a cognitive bias in integrating disconfirmatory

evidence in reasoning processes. This ,,bias against disconfirmatory

evidence‘‘(BADE) has been associated with delusions. So far it is

unclear, how the integration of evidence is associated with neuro-

cognitive capabilities.

Methods: Thirty-two patients with paranoid schizophrenia in anti-

psychotic monotherapy and twenty-five healthy control participants were

administered a BADE task. They were presented written scenarios of three

consecutive sentences, which progressively reduced the ambiguity of the

given situation. For each scenario, participants were asked to rate the

plausibility of four possible interpretations (one true, two lure, one absurd)

and adjust their ratings in response to the provided sentences. Moreover,

psychometric rating scales and a neuropsychological battery assessing

executive functioning, verbal and visual memory, processing speed, plan-

ning and logical thinking, working memory, and vigilance were applied.

Results: Participants did not significantly differ regarding age, sex,

and years of education. Schizophrenia patients displayed moderate

psychotic symptoms and distinct neuropsychological deficits. In the

BADE task, a difference in the ability to integrate confirmatory, but

not disconfirmatory evidence, in the reasoning process between

patients and healthy controls appeared, which was no more significant

after correction for premorbid verbal intelligence. Correlation anal-

yses revealed no associations with psychotic positive symptoms, but

markedly with neurocognitive abilities regarding processing speed,

working memory, vigilance, and executive functioning.

Conclusion: Prior reports of a BADE in schizophrenia could not be

replicated in a sample of chronic schizophrenia patients in monotherapy

with moderate psychotic symptoms. The cognitive processes activated

during the integration of evidence appear to be loosely linked to psy-

chotic symptoms, but strongly reflect a specific subset of cognitive

deficits in schizophrenia. This bias should further be evaluated with

patients at risk for psychosis and during first manifestation of schizo-

phrenia before drug treatment.

Policy of full disclosure: S.Eifler. is supported by a grant of Heidel-

berg University. F.R., F.S., R.V., D.M., C.E., and P.K. declare no

conflicts of interest regarding this manuscript. S.Englisch has received

travel expenses and consultant fees from AstraZeneca, Bristol-Myers

Squibb GmbH & CoKGaA, Eli-Lilly, Janssen Cilag, Lundbeck, Ot-

suka Pharma and Pfizer Pharma and Servier. A.M.-L. receives

consultant fees and travel expenses from AstraZeneca, Hoffmann-La

Roche, Lundbeck Foundation. Speaker0s fees from Pfizer Pharma,

Lilly Deutschland, Glaxo SmithKline, Janssen Cilag, Bristol-Myers

Squibb, Lundbeck and AstraZeneca. M. Z. receives unrestricted sci-

entific grants of the European Research Advisory Board (ERAB),

German Research Foundation (DFG), Pfizer Pharma GmbH,Bristol

Myers Squibb Pharmaceuticals and Servier; further speaker and travel

grants were provided from Astra Zeneca, Lilly, Pfizer Pharma GmbH,

Bristol Myers Squibb Pharmaceuticals, Otsuka and Janssen Cilag.

P-02-011
Interpersonal decentering in patients with schizophrenia

K. Hosakova (Bilovec, Czech Republic), M. Lecbych

Objective: Schizophrenia is a severe psychotic disorder that causes

problems in social cognition. Interpersonal Decentering (ID) is one of

the concepts addressing this topic. ID is defined as an ability to

coordinate complementary roles in social situations, differentiate

characters and their relationships, and it is closely connected to the

ability to look at social relationships from different positions. It can

be measured with Thematic Apperception Test (TAT). The goal of

the research was to determine the level of ID in patients with

schizophrenia, verify the relationships between ID and selected

variables, describe the specifics of TAT stories and compare the

results with known findings.
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Methods: ID was measured with TAT in 50 patients with schizo-

phrenia (36 males) aged between 19 and 70 years

(mode = median = 33 years). The participants were instructed to

create a short story for each of 10 TAT cards. ID can be considered as

an ability, a personality trait or performance with different scoping

methods to evaluate the level of ID—all of them were used in this

research.

Results: No statistically significant relationships between ID and

gender, relationship status, education or severity of illness were

found. The TAT stories in people with schizophrenia were very short

and rather descriptive, without prevailing positive or negative tone.

The overall level of ID in patients with schizophrenia was very low.

Conclusion: In comparison with known findings, ID is very low in

patients with schizophrenia. This corresponds with problems of this

population in interpersonal relationships and current research of

social cognition. It seems that low ID may be considered as a trait or

prodrome of schizophrenia.

Policy of full disclosure: None.

P-03 Comorbidity and psychopathology

P-03-001
Immigrants do not show a specific psychosis symptom profile
using a cross-culturally validated model of the PANSS

A. Berg (University of Oslo Institute of Clinical Medicine, Oslo,

Norway), I. Melle, S. R. Aminoff, K. L. Romm, O. Andreassen,

E. Hauff

Objective: Immigrants have heightened risk of psychotic disorders

and it has been proposed that immigration may influence symptom

profile. Immigrant and ethnic minority groups are found to

have both more positive and negative symptoms as well as similar

symptoms to psychotic patients from majority groups. In this

study we explored symptom differences using a cross-culturally

validated five factor model of the positive and negative syn-

drome scale (PANSS) in a large group of patients with psychotic

disorders broadly defined. We hypothesized that the experience of

being different from the norm in culture and appearance would

have a greater influence on symptom profile than immigration per

se.

Methods: A large catchment area sample of patients in treatment for

SCID verified DSM-IV functional psychosis including bipolar I were

characterized (n = 1185). Analyses were conducted for non-immi-

grants (non-IM), immigrants that resembled the majority in culture

and appearance (IM, 10 %) and immigrants from ethnic minorities

(EM, 16 %). Symptoms were assessed with the PANSS.

Results: Ethnic minorities were significantly younger, had less edu-

cation, more schizophrenia diagnosis and scored significantly higher

on PANSS positive and disorganized factor than non-IM and IM.

Positive factor was significant because of the item of delusion (F6/

1128 48.409, p [ .001, Partial Eta2 = .205) which was primarily

explained by diagnosis (10 %). Variance in disorganization factor

was associated with higher symptom scores on difficulty in abstract

thinking (F 2(1130 25.494, p [ .001, Partial Eta2 = .043), an item

that was associated more with education level (5 %) and immigrant

group (4 %) than diagnosis (3 %).

Conclusion: We found that immigration per se was not associated

with a specific symptom profile but that ethnic minorities were

assessed as having more difficulties in abstract thinking. This variable

is associated with education level, language proficiency and cultural

background, and we question its cross-cultural validity.

Policy of full disclosure: None.

P-03-002
Family factor of adaptation of patients with schizophrenic
disorders

E. Gutkevich (Mental Health Research Institute, Tomsk, Russia),

O. Danilenko, M. Zinchuk, A. Semke

Objective: Analysis of many-level characteristics of family adaptation

in schizophrenia.

Methods: Scale PANSS, clinical-genealogical analysis of genealo-

gies, identification of individual compensator-adaptive defenses,

FACES-3 (Ademiller E. G. et al., 2005). We have examined 362

family systems of schizophrenic patients (ICD-10 F2.0).

Results: Total psychopathology of relatives and spouses of probands

with schizophrenic disorders constitutes 6.12 and 12.6 %, respec-

tively, schizophrenia—0.68 %. In patients with schizophrenia and

schizotypal disorder with hysteroform symptoms as a provoking

factor of manifestation intrafamily conflicts were the most frequent

one (in 23.0 % of cases), however, more often we found more

‘‘mature’’ types of individual compensator-adaptive defences such as

‘‘gutta-percha capsule’’ and ‘‘ecological niche’’ allowing patients

maintaining social status at the level near to pre-morbid. Most

patients with paranoid schizophrenia to the onset of diseases were not

married, lived with parents. Families of patients with negative

symptoms ‘‘above average’’ (above 61 points according to scale

PANSS) were characterized by emotional withdrawal, hostility,

pseudo-reciprocity, splitting of marriage with subsequent ‘‘skewness’’

and formation of coalitions that combined with pendulum type of

upbringing resulted in alternation periods of emotional over-

involvement with periods of critical or indifferent attitude. Attitude

toward relatives differed by inappropriate for age dependence, fear of

conflicts. Families are characterized by schizophrenic patients as a

whole as balanced and middle-balanced in 82.35 % of cases (17.65

and 64.7 %), as imbalanced—in 17.65 %. There are more middle-

balanced families according to rating of probands and lesser balanced

than relatives’ ratings. Imbalanced families are found almost with

equal frequency.

Conclusion: Family factor influences considerably on adaptation of

schizophrenic patients, minimization of its impact may be realized

through prevention at Center of Family-Genetic Prevention and

Adaptation ‘‘Mental Health of Family’’.

Policy of full disclosure: None.

P-03-003
Family assessment among patients with various mental disorders

H. Sadek (Must psychiatry, Cairo, Egypt), S. Rabei

Objective: Description and association of family structure and pattern

in relation to level of functioning, psychiatric diagnosis, and other

demographic data.

Methods:Patients in inpatient and outpatient in Psychological medi-

cine hospital in Cairo between June and December 2012 were

assessed—using: ICD-10 symptom checklist, Structured assessment

of Personality, Global assessment of functioning scale GAF, Family

assessment scale, Family socioeconomic scale. Statistics were done

using SPSS (Chi square)

Results: (1) Parenting style is idealising in Schizophrenia and bipolar

disorders, and scapegoating in depression, dissociation and person-

ality disorders (2) Family adaptability and parenting is adequate in

Schizophrenia and bipolar disorders, and poor in depression, disso-

ciation and personality disorders (3) Parenting style is idealising in

patients scoring less than 40 on GAF, and scapegoating or neutral in

patients scoring more than 40 on GAF (4) there is prevalent paternal
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obsessive traits and prevalent maternal hysterionic and dependant

traits (5) GAF vary with ICD-10 diagnosis (6) ICD-10 diagnosis vary

with age and sex (7) psychiatric disorders are more prevalent in eldest

birth order.

Conclusion: Families of patients with psychotic disorders show more

competencies as regard adaptability and parenting, while families of

patients with neurotic disorders show less competencies as regard

adaptability and parenting.

Policy of full disclosure: None.

P-03-004
Clinical-dynamic characteristics of schizophrenia associated
with somatic pathology

V. Lebedeva (Mental Health Research Institute, Tomsk, Russia),

A. Semke, E. Yurovskaya

Objective: Relevance has been conditioned by prevalence of atypical

forms of schizophrenia both in general population and in general

somatic care as well as necessity of diagnostic criteria and therapy at

various stages of mental diseases.

Methods: Material: patients with detected mental disorders in general

somatic network. Methods: epidemiological, clinical-dynamic, psy-

chopathological, statistical, method of factorial analysis.

Results: Results: Among patients in need for systematic therapy,

schizophrenic patients have constituted 7.4 % (n = 6) or 2.2 per 1000

of population. Comorbidity with somatic pathology has been found in

28.4 % (n = 19), that is reliable less (p \ 0.05), than in patients with

neurotic, organic, affective disorders. Mean age of onset of mental

disease has constituted 26.5 ± 3.1 years, and mean age of seeking for

help by a psychiatrist of the primary care unit—31.6 ± 3.2 years, i.e.

patients were seen by the psychiatrist 4 ± 0,7 after onset of mental

disorder. Ratio of men and women has constituted 1:2.8. We have

detected predominance of patients with simple form of schizophrenia

(42.0 %), the next were patients with paranoid form (37.0 %),

schizotypal (10.5 %) and schizophrenia-like (10.5 %) were more rare.

Major part of schizophrenic patients had high education (46.3 %),

however, most patients (28.0 %) were occupied by less qualified work

that can be explained by early onset of mental disease that compli-

cated their employment on specialty. In 50.0 % of patients in

outpatient stories we have documented diagnosis of vegetovascular

dystonia, in 50.0 %—diseases of gastrointestinal tract (gastritis,

cholecistitis), in 10.5 %—hypertensive illness, in 10.5 %—osteo-

chondrosis of cervical section of the spinal cord, in 5.2 %—illnesses

of genitourinary system. Attention is drawn by presence of mild

register of somatic pathology in patients with more severe register of

such a mental disease as schizophrenia.

Conclusion: Conclusion: Complication by somatic pathology in

schizophrenic patients promotes more timely consultation of these

patients by the psychiatrist.

Policy of full disclosure: None.

P-03-005
Alexithymia is associated with psychotic and hypomanic
symptoms

M. Joukamaa (School of Health Sciences Social Psychiatry,

University of Tampere, Tampere, Finland), S. Luutonen,

R. K. Salokangas

Objective: The association of alexithymia with different kind of non-

psychotic mental disorders has been verified in numerous studies. On

the other hand, there are only sparse studies on the relationship of

alexithymia and psychoses and the results seem to be inconsistent. We

wanted to explore how alexithymia is associated with psychotic and

hypomanic symptoms.

Methods: The material consisted of a population sample (N = 690)

aged 18 years or more in Finland. Data was gathered with a ques-

tionnaire. Alexithymia was measured with the Toronto Alexithymia

Scale-20. The lifetime psychotic symptoms were 22 questions from

the core psychosis section of the Composite International Diagnostic

Interview (CIDI) and lifetime hypomanic symptoms with the Mood

Disorder Questionnaire (MDQ). The sociodemographic background

factors consisted of gender, age, marital status, school education and

working status. The health status was measured with two subjective

assessments (self perceived general health, functional ability) and life

time psychiatric treatment.

Results: Alexithymia was significantly associated with both CIDI and

MDQ sum scores due to the alexithymia facets Difficulties in Iden-

tifying Feelings and Difficulties in Description of Feelings. These

associations remained also when the sociodemographic and health

status variables were controlled for. Similarly several (10–13) sepa-

rate CIDI items and of the MDQ items (10–12) had significant

association with both TAS total score and the factors Difficulties in

Identifying Feelings and Difficulties in Description of Feelings.

Conclusion: These findings warrant new studies on this field, an

especially important topic could be to explore the meaning of alexi-

thymia in the so called prodromal phase of psychoses.

Policy of full disclosure: None.

P-03-006
Megalomania in dementia paralytica

I. Daey Ouwens (Vincent van Gogh Institute, Centre of Excellence

for Neuroscience, Venray, Netherlands), E. Lens, A. Ott, P. Koehler,

W. Verhoeven

Objective: Although Dementia Paralytica (DP), or General Paralysis

of the Insane (insanity followed by paralysis), became recognized in

the early 19th century and accompanying cerebral pathology was

found in 1822–1826, the syphilitic origin was recognized much later.

Only in the first decades of the 20th century the syphilitic etiology

was established on statistical and bacteriological grounds. Megalo-

mania, the confident throwing out of ever-growing and easily-

influenced plans, without any consideration of the difficulties in the

way, is considered to be highly characteristic of DP. This retrospec-

tive cohort study aims to evaluate the frequency of megalomania at

hospital admittance in DP and the relationship between disease

duration and the presence of megalomania.

Methods: Inpatients of the Vincent van Gogh psychiatric hospital in

Venray were included in this study if they had a discharge diagnosis

of DP in the period from 1924 to 1958. Patients were identified using

annual reports and death registries from the hospital. Each patient’s

clinical record was reviewed for demographic and clinical data.

Results: Our inclusion criteria were met by 103 patients, 90 male and

13 female. Age on admission (known in 101 patients) varied from
31.5 to 82.1 with a median age of 49.8 for men and 43.2 for women.

Mania was mentioned among the clinical symptoms in 79 patients at

admittance, 39 of whom were clearly megalomanic. For 74 patients

disease duration at admittance was known, and this varied from a few

weeks till 17 years, median 9 months. In most patients megalomania

subsided during their hospitalisation, but some patients expressed

megalomanic ideas until they became bedridden and deeply demen-

ted. Pressure ulcera, pneumonia and paralytic insults heralded death

in most patients.
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Conclusion: Megalomania at hospital admittance was present in 41 %

of DP patients. Patients suffering from beginning DP were most likely

to express megalomanic delusions.

Policy of full disclosure: None.

P-03-007
Schizophrenia-like psychosis and concurrent Substance Abuse:
descriptive analysis and phenomenological approach
in a Colombian inpatient early phase rehabilitation program

P. Zuleta (Clinica de la Paz Universidad Jorge Tadeo, Bogotá,

Colombia), C. Rodrı́guez, G. Oviedo, F. Muñoz, J. Navarro

Objective: The proposal of the psychogenesis of schizophrenia in the

work of Parnas follows a specific presentation of the syndrome. The

first symptoms to appear and the sequence of the rest of the symptoms

could be integrated in a specific type of schizophrenia. The radical

importance of this subject, is that there is a possible distance from the

classic classification of the syndrome. Our proposal is to describe a

different psychogenesis and different sequences of symptoms in

patients with schizophrenia-like psychosis and concurrent substance

abuse in a follow-up period of 6–12 months as well as the demo-

graphic and clinical features of an early inpatient treatment program

of rehabilitation.

Methods: Descriptive Study:The basic methodology is the phenome-

nology in the Husserl0s sense. We use the idea of the phenomenology

in empathy. This means; the second person of the experience. To

improve the basic approximation of Husserl, we use some contribu-

tions of Merlau Ponty, specifically the role of the natural attitude of the

people with mental disease, The work about empathy of Edith Stein,

and mainly some approximations related to the mirror neuron theory.

Results: Dual Diagnosis is very high among cannabis users. In our

sample 100 % of Psychotic Patients in an early Phase rehabilitation

program had concurrent Cannabis Use. The psychotic features that are

present in this group of patients are assessed by a phenomenological

approach

Conclusion: The Psychogenesis of psychosis that follows the use of

psychoactive substances is complex. We could say that is different to

the psychogenesis of schizophrenia proposed by Parnas, specially that

does not always counts for a self disorder.

References:

Parnas J et al. Recent developments in philosophy of psychopathol-

ogy.Curr Opin Psychiatry. 2008; 21 (6):578–84

Sass L, Parnas J. Schizophrenia, Consciousness and the self.

Schizophr Bull 2007;29 (3):427–44
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P-03-008
Alcohol use in schizophrenic patients

M. D. Carmen Garcı́a Mahı́a A Coruña, Spain), E. Roman Fernandez,

M. Vidal Millares

Objective: 1. To analyze prevalence of pathological alcohol con-

sumption in a sample of schizophrenic patients. 2. To study

sociodemographic and clinical variables associated with alcohol

consumption in the sample.

Methods: The sample studied included a randomized sample of out-

patients diagnosed of schizophrenia by a psychiatrist and treated in an

outpatient clinic in A Coruña (Spain) N = 150. We used the Alcohol

Use Identification Test (AUDIT), using 8–9 as cut-off point to assess

alcohol consumption. Variables analysed included age, civil status,

level of studies and clinical variables. Statistical analyses were made

with SPSS v.17.0 for Windows.

Results: Sample included 75 % men and 25 % women, mean age

32.3 years (SD: 9.8). 9.8 % of patients had a pathological alcohol

consumption identified by means AUDIT. Consumption in men was

greater than in women with statistical significance (p = .000). Alcohol

consumption was greater in lower ages and in subgroup of paranoid

schizophrenia, although these differences were not statistically sig-

nificant. Schizophrenic patients with greater alcohol consumption had

worse prognosis with more admissions to hospital, more relapses and

more episodes of treatment withdrawal than schizophrenic patients

without alcohol consumption. Suicidal and violent behaviour were

more frequent between alcohol consumers. Patients with alcohol

dependence appeared to be at highest risk for hospital admission

(p \ 0.01). Moreover, patients with alcohol dependence had longer

hospital stays than patients without alcohol dependence with statistical

significance. In our research there is not any differences among age,

level of studies of consumer and non-consumer patients.

Conclusion: Alcohol use disorders are common comorbid conditions

in schizophrenia, with poor adjustment and poor clinical indicators.

When treating patients with a dual diagnosis, clinicians should ensure

that the same attention is given to the diagnosis and treatment of drug

dependence as it is to the treatment of comorbid psychiatric

conditions.

Policy of full disclosure: None.

P-03-010
Prevalence of risk factors in homicidal behavior in schizophrenic
patients

I. Aliko (Community Mental Health Center, Tirane, Albania),

A. Kazaferi

Objective: An important role in homicidal behaviour in schizophrenic

patients plays comorbid substance abuse, negative compliance with

therapy, paranoid and bizarre delusions, command hallucinations,

comorbid personality disorders. This study aims at assessing the

prevalence of risk factors that affect the homicidal behaviour.

Methods: A sample of 108 schizophrenic patients in prison hospital

was analyzed in a cross –selection study. The instruments used are

Psychopathy Checklist-Revised (PCL-R) and Positive and Negative

Syndrome Scale PANSS.

Results: The history of past violence and substance abuse are also

significant risk factors of homicide in mentally healthy people. Nearly

three: quarters had a history of violence in the past. 27 % of schizo-

phrenic forensic patients had comorbid with substances abuse. 64 %

were not cured with medications during the crime committing period.

73 % of patients had positive symptoms (paranoid, bizarre delusions or

commanded hallucinations). Personality disorders accounted for 52 %.
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Conclusion: Homicidal behavioural risk factors play an important

role in the increase of the homicide numbers in schizophrenic

patients. Mental health service must be careful in management of risk

factors to reduce the number of the homicides by patients with

schizophrenia.

Policy of full disclosure: None.

P-04 Course and outcome

P-04-001
Duration of untreated psychosis in patients with a first episode
psychosis in a high-income- versus a low-and middle income
region

N. Mossaheb (Medical University Vienna Department of Psychiatry,

Vienna, Austria), M. Schloegelhofer, R. Kaufmann, S. Werneck-

Rohrer, S. Zehetmayer, F. Malik, R. Khawar, H. R. Chaudhry,

G. P. Amminger, C. Klier, H. Aschauer

Objective: The large majority of data on duration of untreated psy-

chosis (DUP) derives from high-income countries. There seems to be

an inverse relationship between DUP and income and a longer DUP

in low-and middle income countries (LAMI). The aim of this study

was to compare DUP in a high-income country to that in a LAMI

country using the same methodology.

Methods: The sample consisted of in- and outpatients aged 15 to

35 years for the Vienna site, respectively 18–35 years for the Pakistan

sites with a first episode psychosis (FEP). Duration of untreated

psychosis was evaluated using psychiatric interviews, medical charts

and the Nottingham Onset Schedule. Two DUP measures are repor-

ted: DUP I from prodrome to start of treatment and DUP II from

manifest psychotic symptoms to start of treatment. A differentiated

reporting of DUP measures was ensured.

Results: The sample consisted of 31 FEP patients in Vienna (age

20.03 years, SD 4.2) and 60 FEP patients at the Pakistani sites (age

26.15 years, SD 5.29). Severity of psychopathology was more pro-

nounced in the Pakistani sample. Log DUP II was significantly different

between groups, with a longer duration from frank psychotic symptoms

to start of treatment in the Pakistani sample (p = 0.001). Log DUP I

showed a trend for longer duration in the Vienna sample, however this

did not reach statistical significance. Severity of positive psychotic

symptoms was associated with length of DUP in both regions.

Conclusion: The necessity to enhance efforts to provide affordable

treatment for young FEP patients in LAMI countries is supported by

these findings. The relatively long DUP from prodrome to treatment

in both regions underlines the need to further establish low-threshold

early intervention strategies in order to increase detection rates and

reduce factors limiting patients in seeking treatment.

Policy of full disclosure: None.

P-04-002
Characteristics of illnesses and their course within the ,,psychotic
continuum‘‘– predictive value for current psychopathology,
cognition and functional outcome

J. Hallaschek (University of Halle Clinic for Psychiatry, Halle,

Germany), S. Watzke

Objective: Schizophrenia, schizoaffective and mood disorders can be

described as diseases with gradual transitions within a psychotic

continuum. Empirical data suggest that individual characteristics of

the illness and its course have better prognostic value in the prediction

of current psychopathology, cognition and functional outcome than

categorical diagnosis of the disorder. This study compares the degree

of explained variance in the prediction of current psychopathology,

cognition and functional outcome by anamnestic data versus cate-

gorical diagnosis.

Methods: Characteristics of illness and course were assessed in each

n = 27 post-acute outpatients (min. 6 months symptomatic stability)

suffering from schizophrenia, bipolar schizoaffective and bipolar

mood disorders using a standardized questionnaire. Patients’ state-

ments were validated by the use of all available epicrises. Current

psychopathology was assessed using PANSS, HAM-D, and YMRS.

Cognitive performance was tested by RVIP, digit span, AVLT, and

WCST. Additionally, functional impairment (SOFAS, DAS-M,

occupational status) and QOL (WHOQOL-Bref) were assessed.

Results: With explained variance between R2 = 0.200 and 0.400,

individual characteristics of the course of illness were better predictors

of current psychopathology (PANSSneg, HAM-D, PANSSgen), cog-

nitive performance (RVIP, AVLT, WCST) and especially functional

outcome (DAS-M, SOFAS, occupational status) than categorical

diagnosis (R2 between 0 and 0.120). In particular, total numbers of

illness episodes, and number of episodes with psychotic features were

important predictors of functional outcome; number of episodes with

psychotic features, age of onset and premorbid functioning predicted

cognitive impairment and current symptoms (PANSSneg, HAM-D).

Conclusion: Current psychopathology, cognition and functional out-

come were associated with individual course of the illness rather than

with categorical diagnosis. These findings implicate high clinical

relevance for the evaluation of prognosis and strengthen dimensional

approaches compared to sole categorical diagnoses.

Policy of full disclosure: None.

P-04-003
Metacognition and negative symptoms in First Episode Psychosis:
cross-sectional and longitudinal findings

A. Macbeth (NHS Grampian Clinical Psychology, Elgin, United

Kingdom), H. McLeod, A. Gumley, M. Schwannauer, P. Lysaker,

G. Dimaggio

Objective: Negative symptoms of schizophrenia are associated with

poorer long-term recovery, greater carer burden, and reduced quality of

life. Evidence demonstrates significant metacognitive impairments in

chronic psychosis samples linked to greater levels of negative symptoms.

However, the profile of metacognitive impairment is less well understood

in first episode psychosis (FEP). We hypothesized that poorer self- and

other- focussed metacognition would be associated with greater negative

symptoms, poorer premorbid adjustment and poorer help-seeking.

Methods: We report findings from two samples of individuals in the

first 12 months of treatment for FEP, a cross-sectional sample

(n = 34) and a longitudinal sample (n = 45). Psychotic symptom-

atology (PANSS), premorbid adjustment, and clinician rated

engagement with services were measured in both samples. All par-

ticipants were interviewed using the Adult Attachment Interview,

with metacognitive scores for self- and other- related metacognition

(MAS) derived from these interviews.

Results: In the cross-sectional sample lower scores for metacognitive

understanding of other’s minds were significantly correlated with

greater negative symptoms (r = -.437, p = .023), poorer early

adolescent social adjustment (r = -.40; p = .03), and poorer clini-

cian rated help-seeking (r = -.52; p = .01). In the longitudinal

sample, step-wise linear regression showed that adding metacognition

scores to known predictors of negative symptoms (baseline symptom

severity, gender, DUP, and premorbid adjustment) accounted for

62 % of the variance in negative symptom scores at 6 months and
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47 % at 12 months. The same predictors explained 47 % of the

variance in positive symptoms at 6 and 12 months.

Conclusion: The results are consistent with the view that at least some

negative symptoms reflect difficulties with processing the mental states

of the self and others and the ability to use this information to solve

interpersonal problems. These results strongly suggest that metacogni-

tive functioning is a highly relevant psychological treatment target.
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P-04-004
Comparative of adolescent and adult onset psychosis: one year
follow up

M. Dolz (Hospital Sant Joan de Déu Psychiatry and Psychology,

Esplugues de Llobregat (BCN), Spain), J. Tor, J. Carlson, B. Sánchez,

M. Pardo, D. Muñoz, A. Barajas, I. Baños, J. Usall, S. Ochoa

Objective: The aim of this study is to compare clinical and outcome

characteristics of Early Onset (EO) and Adult Onset (AO) patients at

baseline and 1 year follow-up in a first-episode psychosis sample.

Methods: Cross-sectional study of 90 consecutive patients presenting

first psychotic episode were assessed for demographic and illness

characteristics; severity of psychotic symptoms (CGI-SCH); global

functioning (GAF); and psychopathology (PANSS). They also have

been evaluated on a cognitive battery, a battery of neurodevelopment

markers (NES) and premorbid adjustment (PAS). Inclusion criteria

were: two or more psychotic symptoms; age between 7 and 65 years;

less than a year of symptoms’ evolution. Two groups were created:

EO (n = 52; age B 18) and AO (n = 38; age [ 18). We perform

mean differences tests to analyze continuous variables (t Student test)

(SPSS 19.0).

Results: At baseline EO patients were more symptomatically com-

promised, presenting higher punctuations in negative and general

PANSS subscales (p \ 0.005, p \ 0.001) and in CGI positive

(p \ 0.031), negative (p \ 0.014), depressive (p \ 0.018) and global

subscales (p \ 0.000) and significant worse premorbid adjust (PAS

adolescent subscale) (p \ 0.01). However, these initial baseline

clinical differences were no longer significant at the 1-year follow

–up. The EO group improves more than the AO in most of the

clinical subscales. Although both the adult and the early onset

group improve in global functioning at 1 year, the early onset

group shows a best global adjustment (p \ 0.001). We also assess

the use of services (treatment sessions with psychologist and psy-

chiatrist and number of admissions). The early onset group uses

more services that the adult onset group in psychiatrist sessions

(p \ 0.003), psychologist sessions (p \ 0.05) and admissions in

hospitals (p \ 0.001).

Conclusion: Our results indicate that both groups have similar prog-

nostic trajectories. Intensive treatment in early onset psychosis seems

necessary to achieve the same outcome of the adult onset group.
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P-04-005
Impact of physical inactivity on functioning of patients with first-
episode psychosis: a 6 months prospective longitudinal study

E. Lee (The University of Hong Kong Psychiatry, Hong Kong SAR,

China), C. L. M. Hui, W. C. Chang, S. K. W. Chan, Y. K. Li, J. J. X.

Lin, E. Y. H. Chen

Objective: The International Physical Activity Questionnaire

(IPAQ) is commonly used to measure physical activity level. The

purpose of this study was to examine the association between

physical activity level and functioning in patients with first-episode

psychosis.

Methods: A total of 283 patients with patients with first-episode

psychosis were recruited from a specialized early intervention service

for adult-onset psychosis (Jockey Club Early Psychosis Project).

Their physical activity level, symptoms and functioning were

assessed.

Results: There were 33.9 % (n = 96) of first-episode psychosis

patients were categorized as physically inactive, while 66.1 %

(n = 187) were categorized as physically active. Being physically

inactive (b = 0.163, P = 0.003), having more symptoms

[SANS total score (b = -0.202, P = 0.001), SAPS total score

(b = -0.161, P = 0.005)], and higher household income

(b = 0.207, P = 0.001) at baseline predicted poorer functioning at

6 months.

Conclusion: Early psychosis intervention should target to improve

patients’ physical activity level which may help functioning.
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P-04-006
Factors affecting health related quality of life in psychiatric
inpatients during treatment

V. Spinaris (General Hospital of Nikaia Psychiatric, Nikaia, Greece),

I. Spyropoylos, G. Lyrakos

Objective: Psychotic disorders represent psychiatric disease pat-

terns characterized by great impairment due to the disease severity

with a great effect in patient’s health related quality of life

(HrQoL), which still remain a challenge in everyday clinical

practice, so the aim of the present study was to investigate group

differences in HRQoL in patients with psychosis during in hospital

treatment.

Methods: 174 inpatients in a psychiatric ward in Athens- Greece

participated in the study. 120(69 %) were males and 54 (31 %)

females. Of them, 20(11.5 %) were diagnosed with bipolar disorder

(BD), 126 (72.4 %) with psychosis with comorbid depressive symp-

toms (PD) and 28 (16.1 %) with psychosis and alcohol addiction

(PAA). All patients filled a battery with tests measuring HrQoL,

psychotic, fatigue, depression, anxiety and stress symptoms, dispo-

sitional optimism, self esteem, happiness and life satisfaction. Two

stepwise regression models were used to determine the best predictors

of HrQoL with SPSS.

Results: There were a statistical significant difference in physical

activity between BD (M = 39.8 ± 6.2) and PD (M = 44.2 ± 6.7)

(p \ .05) while no difference were found in mental health

(M = 31.1 ± 7.5 p = NS). Multivariate analysis revealed 2 inde-

pendent models for each dimension of HrQoL with mixed variables

being related with disease complications, personality characteristics,

pharmacotherapy, symptoms of the present condition, fatigue and

psychological status as well as days of being in hospital treatment,

that explained 76.5 % of the variance in Physical score (adjusted

R2 = .765 p \ 0.001) and 81 % in mental score (adjusted R2 = .809

p \ 0.001) of the SF12 questionnaire.

Conclusion: Many factors should be taken into consideration by

physicians when treating patients with psychosis for improving

quality of life, especially the days of staying in hospital, respect in the

personality of patients, and treatment of comorbid depression and

fatigue symptoms.

Policy of full disclosure: None.
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Differences in mental and physical component scores in patients
during inhospital treatment:

P-04-008
High religiousness, less perspective-taking and social suffering
distinguish stable schizophrenia patients

R. Duñó (Parc Tauli University Hospital Psychiatry, Sabadell, Spain),

S. Dı́az-Morán, A. Tobeña

Objective: The present study explored the performance in religious-

ness and empathic attitudes of 80 stable schizophrenic patients in

comparison with 80 healthcare professionals, by administering the

Kapogiannis Religiosity Scale and Interpersonal Reactivity Scale

Index adapted to Spanish

Methods: Cross-sectional study between to independent groups.

Student t tests for group comparisons were used. Stepwise regression

analyses were applied to analyze associations among relevant vari-

ables (SPSS windows 18.0)

Results: Comparisons between patients and controls showed high self-

report ‘Religiousness’ scores for schizophrenics (patients = 81.6 ± 30.5

vs.controls = 62.3 ± 26.2; t = 4.23, p \ 0.001);lower empathy scores

on ‘Perspective–taking’ (patients = 23.3 ± 4.5 vs. controls = 24.9 ±

3.7; t = -2.44, p \ 0.05)and raised ‘Personal distress’ scores

(patients = 29.9 ± 5.4 vs.controls = 14.7 ± 4.2; t = 8.17, p \ 0.001).

A stepwise regression analysis applied to patients data, revealed that

‘Childhood religious practice’ influenced all empathy scores: ‘Perspec-

tive-taking’ (cognitive empathy) (r = 0.29; p = 0.01), ‘Empathy

concern’ (affective empathy) (r = 0.42; p = 0) and ‘Personal dis-

tress’(social suffering) (r = 0.12; p = 0.001). Moreover, ‘Moral

relativism’ (non-religious pragmatism) showed influence on ‘Perspective

taking’ (r = 0.3; p = 0.01). Only ‘Moral relativism’ weighted on ‘Per-

spective taking’ (r = 0.16; p = 0.013 in healthcare professionals data.

Conclusion: Prominent religion beliefs combined anomalous cogni-

tive empathy within stable schizophrenics could perhaps result from

an over-attribution of agency and the overextension of theory of mind

towards religious ideation. Religion education across infancy and

childhood showed a strong influence on empathic tendencies that

endured into adulthood. The link of ‘moral relativism’ with ‘per-

spective taking’ might reflect that difficulties on decision–making can

be based on handicaps with the ability to adopt other’s point of view.

Policy of full disclosure: None.

P-04-010
Schizophrenia with obsessive–compulsive disorder comorbidity:
clinical and treatment particularities

A. Ciobanu (University of Medicine and Pharmacology Carol Davila,

Bucharest, Romania)

Objective: Patients with comorbid obsessive–compulsive disorder

(OCD) and Schizophrenia may represent a special category of the

Schizophrenia population. In our study the aim was proving that Schizo-

phrenia associated with OCD aggravate the illness and makes the

prognostic and evolution worse versus Schizophrenia without OCD. We

also analyzed the treatment particularities in patients with associated OCD.

Methods: Because the recent observations concluded the possibility

that some of these comorbid OCD cases were medication-induced, we

included in our study only patients who had OCD at admission, before

initiating the treatment. We used a 6-months prospective clinical

study, included 22 patients (14 women, 8 men), aged 18–35 years,

diagnosed with Schizophrenia out of which 12 diagnosed with OCD

according to DSM IV criteria. We divided them into 2 groups. Group

A included 10 patients diagnosed only with Schizophrenia and group

B included 12 patients who associated OCD. We applied BPRS for

psychotic features, Yale-Brown Obsessive Compulsive Scale (Y-

BOCS)-10 items for obsessive–compulsive symptoms and CGI at

baseline and then monthly to the endpoint. Both groups received

atypical antipsychotic medication. In group B, only the antipsychotic

medication didn’t significantly improve the obsessive–compulsive

symptoms, therefore antidepressants were associated.

Results: After 1 month of treatment, Group A had a greater number of

patients whose psychotic symptoms entered in remission, a fact highlighted

by the BPRS and CGI scores (BPRS Total reduced 50 %, BPRS psychosis

items B 3, CGI-severity B 3). Group B presented longer hospitalization

time in all 12 cases and approximate period was 50 days versus 34 days of

group A, demonstrated treatment-resistance to atypical antipsychotic

medication only and a slightly improvement after antidepressants associa-

tion. The negative symptoms persisted longer for Group B.

Conclusion: The association of Schizophrenia with OCD indicates an

unfavourable prognostic, with a higher treatment-resistance and with

longer hospitalizations.
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P-05 Neurobiology and genetics

P-05-001
Glutamate concentrations and performance during operant
conditioning in schizophrenia

T. Gleich (Charité Universitätsmedizin Psychiatry, Berlin, Germany),

R. Böhme, L. Deserno, A. Pankow, J. Gallinat, A. Heinz,

F. Schlagenhauf

Objective: Schizophrenia patients are impaired in reinforcement

learning and this deficit was proposed to be associated to elevated

dopaminergic neurotransmission. Recently, the dopamine-glutamate

hypothesis of schizophrenia states, that abnormalities in glutamatergic

neurotransmission in several cortical regions play a major role in

disturbed synaptic plasticity relevant during learning. Therefore, we

propose that the association between glutamate concentrations and

behavioural deficits during an operant conditioning task is disrupted

in schizophrenia. Further, we expect glutamate concentrations in the

prefrontal cortex (PFC) and the ventral striatum (VS) to be abnormal

in schizophrenia as shown in earlier studies.

Methods: 9 medicated schizophrenic patients and 15 age-matched

healthy controls were included. All participants were tested using an

operant conditioning task, which required participants to learn asso-

ciations between specific stimuli (playcards) and associated reward

outcomes. Further, participants underwent magnetic resonance spec-

troscopy (MRS) imaging to investigate glutamate concentrations in

the PFC and the VS.

Results: Learning performance was impaired in schizophrenia

patients during the operant task and came along with longer reaction

times. Glutamate concentrations showed a tendency toward decreased

concentrations in the PFC as well as increased concentrations in the

VS in schizophrenia patients. Furthermore, preliminary results indi-

cate that glutamate concentrations in the VS were positively

correlated to the mean reaction time during the operant conditioning

task in schizophrenia patients, but not in healthy controls.

Conclusion: The results suggest an important role of glutamate in

schizophrenia during reinforcement learning. Especially in the light of

the dopamine-glutamate hypothesis of schizophrenia, homeostatic

changes of the interplay of two crucial neuromodulators may explain

the observed reinforcement learning deficits in schizophrenia patients.

However, the present data and its interpretation must be regarded as

preliminary since sample sizes are still limited.

Policy of full disclosure: None.

P-05-002
Altered adhesion and microfilament organization in neuronal
precursors of schizophrenia patients: reversion by melatonin

G. Benı́tez-King (Inst. Nacional de Psiquiatrı́a Neurofarmacologı́a,

México City, Mexico), H. Zamudio-Meza, T. Galvan-Arrieta,

A. Riquelme, H. Solı́s-Chagoyan, J. Muñóz-Estrada, C. Berlanga,

I. Meza

Objective: Neurodevelopment is a complex cellular phenomenon

that involves cell spreading, adhesion, proliferation and migration.

In vitro experiments conducted with neurospheres showed decreased

adhesion associated with diminished FAK expression and number of

vinculin-stained adhesion plaques in samples from schizophrenic

patients (SZ). Focal adhesions are constituted by microfilaments

organized in stress fibers that interact with adhesion proteins,

allowing substratum attachment of neurons. Melatonin, the main

hormone secreted by the pineal gland increases stress fiber

formation and focal adhesion contacts in cultured cells. Therefore,

we hypothesized that decreased adhesion associated with altered

stress fibers occurs in neuronal precursors obtained from SZ and that

melatonin will induce microfilament rearrangements in these cells.

Methods: We studied microfilament organization in neuronal pre-

cursors obtained from both healthy control subjects (HCS n = 4) and

from four age/sex matched schizophrenic patients (SZ n = 4). Cells

(passage 5–7) were plated at 10,000 cells/cm2, incubated for 4 days,

and cultured with the vehicle or with either 10–7 or 10–5 M mela-

tonin for 6 or 12 h. After fixation, stress fibers were stained with

rhodamine-phalloidin, and observed under the microscope. Images

were acquired and analyzed with NIS-Elements Nikon Software.

Adhesion was measured by staining cells with cresyl violet, and

determined by colorimetric spectrophotometry. Data were analyzed

by an unpaired t Student0s test.

Results: The results showed large parallel straight stress fibers along

the main cell axis in HCS cells, while randomly oriented short straight

fibers and ruffled marginal edges were observed in SZ cells together

with a 30 % decrease in cell adhesion. Moreover, melatonin revert the

altered microfilament phenotype, and straight fibers and marginal

edges were similar to those observed in HCS cells.

Conclusion: These results suggest that decreased adhesion in SZ can

be associated to an altered microfilament organization that may be

implicated in the etiology of SZ, and that melatonin can be useful to

prevent cystoskeltal alterations during neurodevelopment.

Policy of full disclosure: Supported by Conacyt-SEP Grants 178075

and 166462 and Productos MEDIX SA de CV México.

P-05-003
Neuropathological finding of frontal cortex of animal model
and postmortem human brain of schizophrenia

S. Iritani (Nagoya University Dept. of Psychiatry, Nagoya, Japan),

H. Sekiguchi, C. Habuchi, K. Umeda, Y. Torii, M. Miyata, K. Fujita,

N. Ozaki

Objective: Important genes have been identified that are associated

with susceptibility to schizophrenia. DISC1 is one of these candidate

genes. The genetically modified DISC1 knockout mice were consid-

ered to be an animal model of schizophrenia. This study investigated

the immunohistochemical expression of dopaminergic neruron and

GABAergic neuron to reveal the alterations in the functional structure

of neuronal network in frontal cortex caused by the deficit of DISC1

neuropathologically. Also, we tried to observe in postmortem human

brain.

Methods: The investigation used six 12-week-old DISC1knockout

mice and six age-matched wild-type mice. The animals were perfused

with a tissue fixative solution and the 20 micro thickness sections of

the prefrontal regions were made. We observed the neuronal network

using immunohistochemical technique using the anti-body (TH,

CalbindinD28Kd and Paralbumin). Besides, we tried the frontal

cortex of postmortem schizophrenic patients to compare the results of

model animals as same protocol.

Results: In the DISC1 KO mice, TH immunopositive fibers were

serpentine, thin and short in the knockout mice. Compare to those of

the wild-type mice. Besides, the density of GABAergic neurons was

reduced significantly in the prefrontal cortex compare to those of the

wild-type mice. The tendency of these findings was observed in the

human brain.

Conclusion: There is thought to be a dysfunction of a neurotrans-

mitter such as dopamine, noradrenalin and GABAergic in the

prefrontal cortex of these DISC1 knockout model mice. These facts

may indicate the neurodevelopmental hypothesis of this disease. To
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detect the initial condition in the postmortem brain, there are some

bottlenecks to be solved in technically.

Policy of full disclosure: None.

P-05-004
Molecular mechanisms of visual adaptation: a role
for the DTNBP1 (Dysbindin) schizophrenia risk gene in visual
short-term plasticity

G. Andrade (Albert Einstein College of Medicine, Neuroscience,

Bronx, New York, USA), J. Butler, B. Abrahams, J. Foxe

Abstract: Visual adaptation, measured as the attenuation of the visual

evoked potential (VEP) to continuous rapid repetitive photic stimu-

lation, is a form of visual short-term plasticity that is likely dependent

on the integrity of the glutamatergic-system. We have previously

demonstrated the relationship of visual processing deficits in patients

with schizophrenia (SCZ) to the DTNBP1 (dysbindin) risk-gene in

patients with schizophrenia (Donohoe et al., 2008). Dysbindin’s role in

vesicular trafficking and glutamate expression, along with evidence for

decreased expression within sensory cortices in SCZ patients, makes it

an ideal candidate for illuminating the molecular underpinnings of

visual short-term plasticity. Here, we examined the effects of common

genetic variation of the dysbindin risk-gene (at SNP rs1474605) on

visual adaptation functions in non-psychiatric control participants.

Individuals carrying the SCZ risk-allele showed considerably attenu-

ated VEP amplitudes during early sensory processing with evidence

for differential cortical generator configurations reflected by consis-

tently different scalp topographies of the early VEP components. Non-

risk carriers show a distinct decrease in VEP amplitudes over lateral

occipital scalp regions as a function of increasing stimulation rates—

i.e. they showed rapid short-term visual plasticity. Risk-carriers, on the

other hand, did not show this pattern of amplitude changes, suggesting

weakened short-term compensatory mechanisms (See figure below).

These findings are consistent with the glutamate hypothesis of SCZ,

which argues that symptoms of this disorder arise as a result of

aberrant glutamate activation at NMDA receptors and their down-

stream regulatory targets.

References: Donohoe, G., Morris, D.W., De Sanctis, P., Magno, E.,

Montesi, J.L., Garavan, H.P., Robertson, I.H., Javitt, D.C., Gill, M.,

Corvin, A.P. and Foxe, J.J. Early Visual Processing Deficits in Dys-

bindin-Associated Schizophrenia. Biological Psychiatry, 2008, 63:

484–489.

Policy of full disclosure: None.

P-05-005
Expression of DISC1 in the development of the white matter
of rats

C. Li (Third Medical University, Chongqing, China), L. Xiao, S. Liu,

M. Wei

Objective: Disrupted-In-Schizophrenia-1(DISC1) gene has been

considered as a potential susceptibility gene for Schizophrenia.

Although DISC1 is clearly implicated in the control of neuronal

development, its function involved in glia is still unknown. Based on

the preliminary data, we hypothesize that DISC1 plays an important

role in the development of oligodendrocytes. The aim of the present

study is to detect the expression pattern of DISC1 in the development

of white matter of rats or development of oligodendrocytes in

cultures.

Methods: The expression of DISC1 in brain tissues of neonatal rats

(P1, P3, P7, P14, P21) or different stages of primary oligodendrocyte

precursor cells (OPCs) cultures (1, 3, 5d after differentiation) were

detected using double-labelling immunofluorescence staining and

Western blot analysis.

Results: 1. DISC1 is expressed in corpus callosum (CC) from P1 to

P21, with expression increasing within the first postnatal week and

decreasing after second week. 2. DISC1 is expressed throughout the

OPC development, with a decreased expression with the differentia-

tion of OPCs. 3. DISC1 mainly localizes in the nucleus and cytoplasm

around nucleus of OPCs.

Conclusion: Our results suggest that DISC1 may play an important

role in modulating the development of the Oligodendroglia cells. This

work was supported by National Natural Science Foundation of China

(NSFC 81071084).
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P-05-006
Role of CB1 receptor and endocannabinoids on cortico-striatal
connectivity of psychosocially stressed mice

U. Havemann-Reinecke (Medical Faculty University of Goettingen,

Dept. of Psychiatry and Psychotherapy, Goettingen, Germany)

Objective: The goal of the present study was to investigate the con-

sequences of chronic psychosocial stress on behaviour, CB1 receptor

(CB1R) and endocannabinoids in prefrontal cortex (PFC) and stria-

tum of adult mice.
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Methods: Psychosocial stress was induced in C57Bl/6 mice using a

resident-intruder paradigm (Brzózka et al. 2011). After 3 weeks daily

exposure to psychosocial stress for 1 h, animals were studied during

the rodent active phase (8–12 pm) by behavioural tests such as

Functional Observational Battery (FOB), Rota-Rod (R–R), Open

Field (OF) and Prepulse Inhibition test (PPI). After behavioural

testing, mice were sacrificed and prefrontal cortex and dorsal striatum

were studied by Liquid Chromatography-Mass Spectrometry (LC–

MS), In Situ Hybridization (ISH) and Immunohistochemistry (IHCH).

4 mice brains were studied by LC–MS to estimate the concentration

of anandamide (AEA), 2-arachidonoylglycerol (2-AG), N-oleoyleth-

anolamine (OEA) and palmitoylethanolamide (PEA) in the laboratory

of Prof V. di Marzo (Pozzuoli, Italy). Furthermore, ISH and IHCH

against CB1 receptor were performed on free floating brain coronal

sections fixed on previously by 4 % paraformaldehyde under super-

vision of Prof. del Rı́o (Barcelona, Spain).

Results: Behavioral effects: after 2 weeks of daily psychosocial

stress, mice displayed lower body weight than controls (p \ 0.01).

Socially stressed mice showed higher scratching activity and mic-

cions compared to controls (p \ 0.05) in the FOB. Stress decreased

the number of falls (p \ 0.01) and increased the latency (p \ 0.05) in

Rotarod. No effects on PPI parameters were found. CB1 receptor

expression (CB1R protein and mRNA levels): Psychosocial stress

increased the protein CB1 expression in striatum (p \ 0.05) but not in

prefrontal cortex. Levels of AEA, 2-AG, PEA and OEA: Stress

reduced AEA levels in dorsal striatum and PFC (p \ 0.05). Endo-

cannabinoids significantly showed an inverse relationship in PFC

compared to striatum in control mice (AEA, p \ 0.001; 2-AG,

p \ 0.001; OEA, p \ 0.001) and in psychosocially stressed mice

(PEA, p \ 0.001; OEA, p \ 0.001).

Policy of full disclosure: The authors declare that they have no

conflict of interest.

P-05-008
Concordance and heritability in schizophrenia, register-based
data from a Danish twin study

R. Hilker (Psychiatric Center Glostrup Center for Shiz Research,

Glostrup, Denmark), M. Nordentoft, D. Helenius, B. Glenthøj

Objective: It is considered that the concordance rate for a diagnosis

within the schizophrenia spectrum is around 50 % in monozygtic

(MZ) twins and 10 % in dizygotic (DZ) twins. A meta-analysis of 12

twin studies found evidence for large additive genetic effects with

heritability estimates of 81 % in liability to schizophrenia. These

results may be influenced by heterogeneity across the separate twin

studies. Aim: To estimate concordance and heritability in a twin

cohort based on data from the Danish Twin Register and the Danish

Psychiatric Central Register.

Methods: A data-set covering all twins born from 1870 to 2011, that

was ever admitted to a psychiatric facility in Denmark, with a diag-

nosis within the schizophrenia spectrum (in-patient data), was created

by linking the registers: The Danish Twin Register is the oldest

national twin register in the world. It was initiated in 1954 and con-

tained, by 2008, information about more than 80.000 twin pairs. The

Danish Psychiatric Central Register is a national register, that contains

information on every admission to psychiatric hospitals since 1938.

Results: ‘‘Broad spectrum’’ Schizophrenia (DF 2x.xx) CR MZ twins:

27,67 CR DZ twins: 10,33 ‘‘Narrow spectrum’’ Schizophrenia (DF

20.xx) CR MZ twins: 28,57 CR DZ twins: 7,41 Rough heritability

estimate based on the above concordance rates: 35–42 % Results

from the further analysis will be presented at the meeting.

Conclusion: • This is a report of the descriptive statistics from the

baseline data in a Danish Twin Study. The data analysis is still in

process with further structural equation modelling and tetrachoric

correlations. • Our findings suggest that the baseline concordance

rates and heritability estimates in our sample is low compared to

results from previous twin studies. • Denmark is one of the few

countries in the world that has a national-based twin register, and the

sample covers all twins born in Danmark between 1951 and 1981,

which gives us a large, representative sample.

Policy of full disclosure: None.

P-05-009
Acute Intermittent Porphyria and cycloid psychosis

I. Daey Ouwens (Vincent van Gogh Institute for Psychiatry, Centre

of Excellence for Neuroscience, Venray, Netherlands)

Objective: Acute intermittent porphyria (AIP) is a rare autosomal

dominant inherited metabolic disease characterized by mutations in

the porphobilinogen deaminase gene. This mutation may provoke

neurotoxic levels of delta-aminolevulinic-acid and porphobilinogen,

potentially resulting in an acute life-threatening clinical syndrome,

characterized by psychiatric, in particular atypical psychotic, symp-

toms as well as severe neurological and gastrointestinal symptoms.

Since the clinical presentation varies and symptoms are nonspecific,

diagnosis is often made late. The objectives of this study are naming

of alarm symptoms based on a recent case study.

Methods: Description of a recent case supplemented with data from

the literature.

Results: The patient is a 46 year old woman who was admitted in

2007 with abdominal pain, an epileptic seizure and weakness, inter-

preted as a Guillain–Barre syndrome. In 2011 she was readmitted

with severe abdominal pain, diarrhea, volatile psychotic symptoms

and seizures, following a short period of excessive alcohol con-

sumption. During admission she developed progressive weakness in

the upper arms, shooting pains in the limbs and a feeling of tightness.

Impaired abdominal breathing was suspected. Again, Guillain-Barré

syndrome was considered, but additional studies did not support this

diagnosis. Because of the recurrent character of symptomatology

following alcohol abuse, acute (intermittent) porphyria was consid-

ered diagnostically. The dark-colored urine indeed contained

significantly increased delta-aminolevulinic-acid and porphobilinogen

concentrations. Additional (genetic) diagnosis follows.

Conclusion: A recurrent disease course with severe gastrointestinal,

neurological and psychiatric symptoms, following alcoholabuse, is

suspect for AIP.

Policy of full disclosure: None.

P-05-010
Kallmann syndrome and schizophrenia: is there a relationship?

W. Verhoeven (Vincent van Gogh Institute for Neuropsychiatry,

Venray, Netherlands), J. Egger, J. Hovens, N. De Leeuw, L. Hoefsloot

Objective: In the early fourties of the past century, Kallmann and co-

workers reported on a small number of patients, most of them with

normal intelligence, in whom a combination of eunuchoidism and

anosmia was present. About two decades later, hypothalamic dys-

function was demonstrated to be etiologically involved. In the early

nineties, the responsible gene, KAL1, was cloned and mapped to

Xp22.3. Kallmann symdrome (KS) is genetically heterogeneous and

most cases are sporadic. In about one-third of the affected patients the

molecular basis has been identified. Apart from hypogonadotropic

hypogonadism and hypo/anosmia, KS may be associated with an

array of phenotypic abnormalities.
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Methods: A 28-years-old male patient with KS and paranoid

schizophrenia was referred to the outpatient clinic for detailed diag-

nostic evaluation including genetic analysis. The literature was

scrutinized for data about psychiatric symptoms in patients with KS.

Results: Psychiatric examination disclosed negative psychotic

symptoms only, following an acute paranoid schizophrenic episode

1 year before. He used 15 mg aripiprazole daily and testosterone gel

20 mg/gr. Hormonal panel showed extremely low levels of LH and

FSH. Otolaryngeal examination disclosed complete anosmia and MRI

scanning of the brain demonstrated complete absence of the olfactory

bulbs. Neuropsychological assessment revealed subaverage intelligence

distinctly disconcordant with premorbid functioning, markedly lowered

speed of information processing, and impaired executive and social

cognitive functions. Genome wide SNP array analysis and mutation

analyses for the KAL1, FGFR1, PROK2, PROKR2, FGF8 and CHD7

genes, disclosed no genetic imbalance or any pathogenic mutation.

Conclusion: This is the first report on the co-occurrence of KS and

schizophrenia in an adult male patient in whom a complete genetic

work-up was performed. Apart from an association between negative

psychotic symptoms and odour identification deficits, no other

information is available yet about the prevalence of psychiatric

symptoms in KS. Further clinical studies are warranted to elucidate a

possible increased risk for development of psychiatric, particularly

psychotic, symptoms in patients with KS.

Policy of full disclosure: None.

P-05-011
Routine screening for copy number variations in schizophrenia-
spectrum disorders: relevant to clinical practice?

W. Verhoeven (Vincent van Gogh Institue for Neuropsychiatry,

Venray, Netherlands), N. van de Kerkhof, I. Feenstra, F. van der

Heijden, N. de Leeuw, J. Egger, G. Stöber

Objective: Schizophrenia is an invalidating disorder with a clear

hereditary component. To date, multiple genetic syndromes and

chromosomal aberrations are shown to be associated with schizo-

phrenia-like psychoses. With modern techniques, such as microarray

(i.e. array-based CGH), chromosomes can be investigated at increasingly

high resolutions for the presence of microdeletions and/or microdupli-

cations. These so-called copy number variations (CNVs) are estimated to

be present in up to 3 % of patients with schizophrenia. This study aimed

at determining the value of routine screening for CNVs in patients with

schizophrenia-spectrum disorders.

Methods: Eighty patients with schizophrenia-spectrum disorders

according to ICD-10 were investigated for the presence of CNVs

(250 k SNP array, Affymetrix 5.0). Diagnoses were established using

the CASH. Psychopathological profiles and symptom severity were

measured by means of PANSS and CGI. Of each patient, 3 pictures

were taken and evaluated by a clinical geneticist. In case of a proven

CNV, the patient was referred to the geneticist for further examina-

tion. Literature was searched on the occurrence of CNVs in

schizophrenia patients in general and on the specific CNVs detected

in the patients in this study.

Results: In three out of 80 patients a CNV was demonstrated. In one

patient a ‘loss’ on chromosome 1q21.1 was found, and in two patients

‘gains’ in respectively 1p13.3 and 7q11.2 were detected. No literature

was found on associations between either of these CNVs and

schizophrenia-spectrum disorders. For several reasons, in none of the

patients the parents could be investigated. Clinical implications of the

detected aberrations therefore remained unclear.

Conclusion: Presently, routine screening for CNVs in patients with

schizophrenia-spectrum disorders does provide additional diagnostic

signifiance. Supplementary molecular genetic evaluation should be

reserved for patients in which, besides psychiatric symptomatology,

other signs and symptoms are present, especially intellectual dis-

ability, dysmorphisms and/or congenital abnormalities.

Policy of full disclosure: None.

P-06 Functional neuroimaging

P-06-001
Altered reinforcement learning and working memory in psychosis

F. Schlagenhauf (Charité-Universitätsmedizin Psychiatry, Berlin,

Germany)

Objective: Abnormalities in reinforcement learning and working

memory are a key finding in schizophrenia patients potentially related

to dysfunctional dopaminergic neurotransmission. Alterations in

reinforcement learning have been proposed to contribute to the for-

mation of negative and positive symptoms in schizophrenia patients.

The ability to form predictions about future outcomes is fundamental

for environmental interactions and depends on neuronal teaching

signals, like reward prediction errors (PE). While reduced ventral

striatal activation during reward anticipation was related to negative

symptoms, dysfunctional PE signaling was conceptualized to con-

tribute to positive symptoms, such as delusions. This is proposed by

the aberrant salience theory.

Methods: Schizophrenia patients and healthy controls underwent

functional MRI during a reinforcement learning and working memory

tasks. Dynamical causal modelling was used to assess effective

connectivity during WM task. Detailed computational modelling was

applied to analyze learning performance and was utilized for model-

based fMRI.

Results: Prefrontal WM activation were mediated by task perfor-

mance while WM-dependent effective connectivity from prefrontal to

parietal cortex was reduced in schizophrenia patients independent of

performance and current psychopathology. During reinforcement

learning, schizophrenia patients display reduced PE activation in the

ventral striatum (VS). However, modelling task strategies revealed

that a substantial number of psychotic patients did not adjust their

behaviour according to PEs. Matching for task strategy revealed

significant reduction in VS activation elicited by informative errors

that precede salient changes of behaviour (reversals), while differ-

ences in PE related activation were still present on a trend level.

Conclusion: Taken together these results show the contribution of

fronto-parietal dysconnectivity to WM deficits and the role of the VS

in reinforcement learning in schizophrenia patients. Furthermore,

these results underline the importance to take into account differences

in cognitive and behavioural strategies during task performance to

elucidate a better understanding of the characteristics of subgroups

which may be relevant for future improvement of diagnostic and

therapeutic classifications.

Policy of full disclosure: None.

P-06-002
Reinforcement learning in an uncertain environment:
behavioural and neural correlates in schizophrenia patients
and healthy participants with delusional experiences

R. Boehme (Charité Psychiatry AG Lernmechanismen, Berlin,

Germany), L. Deserno, T. Katthagen, A. Pankow, T. Gleich,

A. Heinz, F. Schlagenhauf

Objective: Schizophrenia patients are impaired in feedback-based

learning. This might be linked to a subcortical hyperdopaminergic
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state and diminished neural representation of reward prediction errors.

The aberrant salience theory proposes that elevated dopamine levels

and altered neural teaching signals are involved in the formation of

positive symptoms, especially delusional experiences. The prevalence

of delusional experiences in the healthy population is around 5 %.

Current theories propose that schizophrenia patients are found on the high

end of a continuum of schizotypal traits. Here, we ask whether behav-

ioural and neural alterations in reinforcement learning differ between

schizophrenia patients and healthy participants with delusional experi-

ences and if these differences are categorical or dimensional.

Methods: 10 schizophrenia patients, 16 participants with high scores

on the Peters delusions inventory (PDI) (Peters et al. 2004) and 16

healthy controls performed an operant volatility task during func-

tional magnetic resonance imaging (fMRI). Subjects had to choose

between two stimuli, one of which lead with a higher probability to

monetary reward than the other. After an initial period of a stable

environment, the reward contingencies switched back and forth,

mimicking more volatile environmental conditions. The task requires

the participant to realize that reward distribution has changed and to

adapt their behaviour accordingly.

Results: Participants with delusional experiences and schizophrenia

patients achieved significantly less correct responses than healthy

controls. In all participants, fMRI revealed activation of the anterior

cingulate cortex, the right medial and dorsolateral prefrontal cortex

and right insular cortex as well as parietal cortex during feedback

when prediction errors occurred. However, error processing appeared

impaired in schizophrenia and PDI compared to healthy subjects in

areas like the ventral striatum known to mediate prediction error and

behavioural adaptation.

Conclusion: In this study we found evidence for impaired reward-

based learning in a volatile environment in schizophrenic as well as

healthy subjects with delusional experiences.

Policy of full disclosure: None.

P-06-003
Model-free and model-based control in reinforcement learning:
relation to dopamine synthesis and implications for schizophrenia

L. Deserno (Charité Universitätsmedizin Department of Psychiatry,

CCM, Berlin, Germany), R. Böhme, A. Wilitzki, R. Buchert, Q.

Huys, S. Florian

Objective: Model-free reinforcement learning (RL) is closely linked

to dopamine (DA) and both, RL and DA, were proposed to be cru-

cially involved in the pathophysiology of schizophrenia. Indeed, there

is evidence for elevated dopamine synthesis in schizophrenia (Howes

et al., 2012) and altered behavioural and neural correlates of model-

free RL in schizophrenia (Heinz and Schlagenhauf, 2012). Recent

research demonstrated that model-based influences (forward planning

of decisions) are ubiquitously involved in reinforcement learning

(Doll et al., 2012) and are modulated by dopaminergic drugs (Wun-

derlich et al., 2012). It was furthermore shown that the neural

signatures of model-based RL are also found in the ventral striatum

(Daw et al., 2012), a region that may be crucially contributing to

dysfunctional RL in schizophrenia patients.

Methods: In the present study, 25 healthy participants performed a

two-step decision task during fMRI and additionally underwent a

PET scan with FDOPA to examine dopamine synthesis capacity.

Using the same decision task, a preliminary sample of 10 schizo-

phrenia patients was examined and compared to 10 matched healthy

controls. Data analysis involved detailed computational modelling

of RL.

Results: In line with previous studies, the behaviour of all participants

showed hallmarks of model-free and model-based RL. We also

replicate the finding that neural signatures of model-based RL can be

found in the ventral striatum. Preliminary analysis of multimodal

imaging data points towards a positive relation of dopamine synthesis

and the degree of model-based RL. Schizophrenia patients show a

clear impairment of model-based RL.

Conclusion: This study replicates previous findings regarding model-

free and model-based RL (Daw et al., 2012). These findings are

enriched by the additional measure of dopamine synthesis using PET

imaging. For the first time, we present an impairment of the degree of

model-based RL in schizophrenia patients relative to healthy controls.

This may potentially be related to the degree of cognitive deficits in

patients.

Policy of full disclosure: None.

P-06-004
Neural correlates of action and expected value
during the anticipation of monetary reward

Y. Fukuda (Berlin, Germany), L. Deserno, S. Koch, F. Schlagenhauf

Objective: The dopamine-hypothesis is one of the central neurobio-

logical approaches to schizophrenia (Carlsson, 2006; Heinz &

Schlagenhauf, 2010). Experimental research indicates that the mes-

olimbic dopaminergic system codes both valence and values of

upcoming rewards. However, recent human fMRI studies that

orthogonalized valence and action anticipation in a modified mone-

tary incentive delay task revealed that striatal activation depends on

whether action is required or not in order to gain reward or avoid loss

(Guitart-Masip et al., 2011; 2012), suggesting a dominance of action

rather than valence representation.

Methods: Using a similar design, the current fMRI study included the

anticipation of values, i.e. different magnitudes of gains and losses.

Functional imaging was acquired from 20 healthy subjects while they

performed this modified task.

Results: In accordance with previous findings, preliminary neural

results revealed significant effects of action while effects of neither

valence nor value were found in the striatum and the midbrain. Only

in the go condition, different monetary values correlated positively

within a small cluster in the lateral PFC. This observation agrees with

previous studies that reported a parametric representation of values in

the PFC (Knutson et al., 2005), indicating that monetary stimuli

represent values of incentives that are used to control vigour.

Conclusion: The refined picture of the dopaminergic system is particu-

larly interesting with regard to the aberrant salience theory of

schizophrenia that hypothesizes a higher aberrant salience to irrelevant

stimuli in patients (Heinz et al., 2002; Kapur et al., 2003) and may be

closely linked to a subcortical hyperdopaminergic state (Howes, 2012).

In light of the new findings, a dysfunctional mesolimbic system may

affect one’s vigour to act towards relevant stimuli which may be relevant

for negatives symptoms in schizophrenia (Gold et al., 2013). Future

research may aim to disentangle the complex interaction of dopaminergic

coding and the emergence of symptoms in schizophrenia.

Policy of full disclosure: None.

P-06-005
Aberrant brain reward response in siblings of patients
with psychosis during trust-related behaviour

P. Gromann (VU University Amsterdam Educational Neuroscience,

Amsterdam, Netherlands), S. Shergill, L. de Haan, D. Meewis, A.-K.

Fett, L. Krabbendam

Objective: Psychosis is characterized by a profound lack of trust and

disturbed social interactions. Investigating the neural basis of these
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deficits is difficult due to medication effects, but first-degree relatives

show similar abnormalities on various tasks as patients. This study

was aimed at investigating neural activation in siblings of patients in

response to an interactive task. The hypotheses were: (i) siblings

invest less at the beginning of the trust game; and (ii) siblings show

reduced activation of the brain reward and mentalizing systems.

Methods: Functional magnetic resonance imaging data was acquired

on 50 healthy siblings of patients with psychosis and 33 healthy

controls while participating in a multiple-round trust game with a

cooperative counterpart. An a priori region-of-interest analysis of the

caudate, temporo-parietal junction (TPJ), superior temporal sulcus

(STS), insula and the medial prefrontal cortex (mPFC) was performed

focusing on the decision-making and outcome phases of the game. An

exploratory whole-brain analysis was run to test for group-wise dif-

ferences outside these ROIs.

Results: The siblings’ behaviour during the trust game did not differ

significantly from the one of the healthy controls. At the neural level,

siblings showed reduced activation of the right caudate during the

decision-making phase, and the left insula during the outcome phase.

In addition, the whole-brain analysis revealed reduced putamen

activation in siblings during the decision-making.

Conclusion: This suggests that siblings show aberrant functioning of

regions traditionally involved in reward processing and the salience

network in response to cooperation, which may be associated with the

social reward deficits observed in psychosis.

Policy of full disclosure: None.

P-06-006
Improvement of brain reward abnormalities related to Dopamine
D2/D3 receptor blockade—a study in antipsychotic-naive
first-episode schizophrenia patients

S. Wulff (Psychiatric Center Glostrup CNSR, Glostrup, Denmark),

M. Ø. Nielsen, E. Rostrup, B. Y. Glenthøj

Objective: Various symptoms in schizophrenia are linked to dopa-

mine disturbances and a dysfunction of the brain reward system.

Previously, in the same cohort, we have demonstrated: Alterations in

reward processing are fundamental in patients with schizophrenia,

and are seen prior to any treatment. An association between clinical

improvement in positive symptoms and normalization of reward

processing after antipsychotic treatment. We plan to examine how the

reward processing abnormalities are related to striatal dopamine D2/

D3 binding potential (BP) and psychopathology in antipsychotic-

naı̈ve first-episode schizophrenia patients. We further expect to find

an individual narrow therapeutic window of D2/D3 receptor blockade

with amisulpride.

Methods: The study is a 6 week longitudinal study of antipsychotic-

naı̈ve patients with schizophrenia and matched healthy controls. The

participants are examined at baseline and at 6 weeks follow up with

an extensive battery of assessments, including structural and func-

tional Magnetic Resonance Imaging (fMRI) and Single Photon

Emission Computed Tomography (SPECT). After baseline examin-

ations the patients are treated with flexible doses of amisulpride

according to their clinical condition. In order to examine the reward

disturbances, fMRI is performed with a variant of the monetary

incentive delay task. We use SPECT with 123 labeled iodbenzamid

(123 IBZM) as radioligand to examine the BP of dopamine D2/D3

receptors in the striatum.

Results: Currently we have both SPECT and fMRI data from 30

patients at baseline, 25 at follow-up and 24 healthy controls.

Conclusion: Data collecting is nearly finished, and data from baseline

and follow up will be presented.

Policy of full disclosure: None.

P-06-007
Altered default mode network activity in schizophrenia patients

A. Pankow (Charité Psychiatry and Psychotherapy, Berlin, Germany),

L. Deserno, F. Bermpohl, M. Walter, F. Schlagenhauf, A. Heinz

Objective: The default mode network (DMN) describes a network of

associated brain regions which are more active during rest periods

compared to cognitive demanding tasks. Resting state neural activity

has been associated with processing of internally-oriented self-relat-

edness and disturbance in self-reference processing is a core deficit in

schizophrenia patients [van der Meer et al., 2010]. DMN dysfunction

has been hypothesized to relate to positive symptoms in schizophrenia

patients [Whitfield-Gabrieli and Ford, 2011].

Methods: 41 schizophrenia patients were examined and compared to

42 age-matched healthy controls. Participants underwent fMRI

scanning while switching between performing a working memory

task and rest periods. FMRI data was analyzed using SPM8 assessing

the contrast rest period minus a cognitive demanding 2-back condi-

tion. Two sample t tests were used to assess group differences

between schizophrenia patients and healthy controls at p \ 0.05 FDR

corrected for the whole brain.

Results: Both groups taken together showed brain activation during

rest period minus 2-back in the typical default mode network con-

taining posterior cingulate and medial prefrontal as well as temporal

regions. Hypoactivation in schizophrenia patients compared to con-

trols was present in ventral part of the medial prefrontal cortex

(vmPFC) and the left superior temporal gyrus including auditory

cortex and temporal pole.

Conclusion: DMN activation was reliable detected during rest phases

in a working memory paradigm in schizophrenia patients and con-

trols. In line with a recent meta-analysis [Kuehn and Gallinat, 2011],

the ventral part of the medial PFC displayed reduced resting-state

activation in schizophrenia patients compared to controls. Hypoacti-

vation was also present outside classical DMN areas in the left

superior temporal lobe. The temporal pole has been associated with

Theory of Mind [Olson et al., 2007] and has been shown to be defi-

cient in schizophrenia [Park et al., 2011]. Alterations of default mode

activation in the auditory cortex may be associated with positive

symptoms especially auditory hallucinations [Northoff and Qin,

2011].

Policy of full disclosure: None.

P-06-008
Self-reference processing in schizophrenia and psychotic
experiences: an fMRI study

T. Katthagen (Charité-Universitätsmedizin Psychiatry

and Psychotherapy, Berlin, Germany), A. Pankow, L. Deserno,

M. Gaebler, A. Heinz, F. Schlagenhauf

Objective: Hyperreflexivity is thought to be associated with positive

symptoms in schizophrenia. Delusions such as persecutory or con-

spiracy ideas contain self-reference. Meta-analyses previously

identified the cortical midline structures (containing the medial pre-

frontal cortex (mPFC), anterior cingulate cortex (ACC) and posterior

cingulate cortex (PCC)) as the neuronal correlate of self-reference

processing (van der Meer et al., 2010). In line with the dimensional

approach (van Os et al., 2009), psychotic experiences also occur in the

general population. The aim of the current study is to investigate

whether psychotic patients and healthy people with psychotic expe-

riences share underlying alterations in self-reference processing.

Methods: To identify neuronal correlates of self-reference processing

fMRI was used in three groups. Healthy controls, schizophrenia
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patients (according to DSM-IV and ICD-10) and a high deluded

healthy group were investigated. The latter was screened with the

Peter’s Delusion Inventory (Peters et al., 1999) for increased delu-

sional experiences in the healthy population. During scanning

subjects were asked to judge whether a neutral trait word was

applicable to themselves or to another person (Angela Merkel). In the

control condition subjects were asked to count the syllables of the

presented trait word. Reaction times were measured and the amounts

of words that were applied to the self-and the other-condition were

accumulated.

Results: On the behavioural level there were no differences in reac-

tion times or the amounts of words that were attributed to the self- or

the other-condition. Preliminary results show that all groups together

activate the cortical midline structures containing ACC, PCC and

mPFC for the contrasts self [ syllables and self [ other. In the

PCC—a core region of self-reference processing, we found differ-

ences in activation between the three groups for the contrast

self [ syllables.

Conclusion: Schizophrenia patients and healthy controls with delu-

sions show altered neural activation in self-reference processing. Our

finding indicates that dysfunctional self-reference processing under-

lies psychotic experiences.

Policy of full disclosure: None.

P-06-009
Brief monocular deprivation as an assay of short-term visual
sensory plasticity in schizophrenia: ‘‘the binocular effect’’

J. Foxe (Albert Einstein College of Medicine, Neuroscience, Bronx,

New York, USA), S. Yeap, V. Leavitt

Abstract: Visual sensory processing deficits are consistently

observed in schizophrenia, with clear amplitude reduction of visual

evoked potentials (VEP) during the initial 50–150 ms of processing

(Foxe et al., 2005; Yeap et al., 2006). Similar deficits are seen in

unaffected first-degree relatives and drug-naı̈ve first-episode

patients, pointing to these deficits as endophenotypic markers.

Schizophrenia is also associated with deficits in neural plasticity,

implicating dysfunction of both glutamatergic and gabaergic sys-

tems. Here, we sought to understand the intersection of these two

domains, asking whether short-term plasticity during early visual

processing is specifically affected in schizophrenia. Brief periods

of monocular deprivation induce relatively rapid changes in the

amplitude of the early VEP—i.e. short-term plasticity. Twenty

patients and twenty non-psychiatric controls participated. VEPs

were recorded during binocular viewing, and were compared to the

sum of VEP responses during brief monocular viewing periods (i.e.

Left-eye + Right-eye viewing). Under monocular conditions, neu-

rotypicals exhibited an effect that patients failed to demonstrate.

That is, the amplitude of the summed monocular VEPs was

robustly greater than the amplitude elicited binocularly during the

initial sensory processing period. In patients, this ‘‘binocular

effect’’ was absent. These results suggest that short-term com-

pensatory mechanisms that allow healthy individuals to generate

robust VEPs in the context of monocular deprivation are not

effectively activated in patients with schizophrenia. This simple

assay may provide a useful biomarker of short-term plasticity in the

psychotic disorders and a target endophenotype for therapeutic

interventions.

References: Foxe, J.J., Murray, M.M., Javitt, D.C. Filling-in in

Schizophrenia: a high-density electrical mapping and source-analysis

investigation of illusory contour processing. Cerebral Cortex, 2005,

15:1914–1927.

Policy of full disclosure: None.

P-06-010
Obsessive–compulsive symptoms in schizophrenia are associated
with more activation of the orbito-frontal cortex

F. Schirmbeck (CIMH Psychiatry and Psychotherapy, Mannheim,

Germany), D. Mier, C. Esslinger, F. Rausch, S. Eifler, S. Englisch,

A. Meyer-Lindenberg, P. Kirsch, M. Zink

Objective: Patients with schizophrenia have a high life time risk

(20 %) to also suffer from obsessive–compulsive symptoms (OCS).

Several causal explanations have been proposed for this co-occur-

rence, including the suggestion that second generation antipsychotics

(SGAs) with pronounced antiserotonergic pharmacodynamic proper-

ties, in particular clozapine, induce OCS in a significant subgroup.

While preliminary evidence suggest an association between comorbid

OCS and pronounced cognitive deficits in tasks measuring orbito-

frontal functioning, so far no study verified this association in a

functional magnetic resonance imaging (fMRI) approach.

Methods: To investigate the association between second-onset OCS,

cognitive functioning and activation of underlying brain regions, we

compared two groups of schizophrenia patients, either treated with clo-

zapine or olanzapine (group 1, n = 21), or with amisulpride or aripiprazol

(group2, n = 19)on two fMRI tasks. These consisted of a n-back working

memory task and a Go/NoGo paradigm measuring inhibitory control.

Results: Whereas only one patient reported relevant OCS in group 1,

12 patients of group2 presented with additional OCS (mean

YBOCS = 17). We did not find between-group differences in activation

patterns during the n-back working memory task. However, group 1

showed significantly more activation in the orbito-frontal cortex (OFC)

(p \ 0.05 small volume-corrected) during the Go/NoGo paradigm. This

effect remained stable, respectively was even enhanced when groups

were not grouped by medication, but by OCS-occurrence (p \ 0.05

small volume-corrected). In addition, there was a significant positive

correlation between activation and OCS-pathology in the same orbito-

frontal region (p \ 0.05 small volume-corrected).

Conclusion: This is the first fMRI study to reveal distinct activation

patterns in the OFC between schizophrenia patients with and without

SGA-associated OCS during a Go/NoGo task. Therefore, these results

support the suggestion of at least partially overlapping neurobio-

logical mechanisms with OCD and hint towards an intermediate

neurocognitive endophenotyp. However, further studies are needed to

unravel underlying pathomechanisms of OCS in schizophrenia.

Policy of full disclosure: S. Englisch has received travel expenses and

consultant fees from AstraZeneca, Bristol-Myers Squibb GmbH &

CoKGaA, Eli-Lilly, Janssen Cilag, Lundbeck, Otsuka Pharma and Pfizer

Pharma and Servier. A.M.-L. receives consultant fees and travel

expenses from AstraZeneca, Hoffmann-La Roche, Lundbeck Founda-

tion. Speaker0s fees from Pfizer Pharma, Lilly Deutschland, Glaxo

SmithKline, Janssen Cilag, Bristol-Myers Squibb, Lundbeck and

AstraZeneca. M. Z. received unrestricted scientific grants of the Euro-

pean Research Advisory Board (ERAB), German Research Foundation

(DFG), Pfizer Pharma GmbH, Servier and Bristol Myers Squibb.

P-07 Research methods and health service research

P-07-002
The early recognition inventory ERIraos detects at risk mental
states of psychosis with high sensitivity

F. Rausch (CIMH Psychiatry and Psychotherapy, Mannheim,

Germany), S. Eifler, A. Esser, C. Esslinger, F. Schirmbeck,

A. Meyer-Lindenberg, M. Zink

Objective: The identification of patients carrying an increased risk of

psychosis is one of the most important demands in schizophrenia
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research. Currently used diagnostic instruments mainly focus on

either attenuated psychotic symptoms and brief limited intermittent

psychotic symptoms or solely cognitive basic symptoms. The ‘‘Early

Recognition Inventory based on IRAOS’’ (ERIraos) has been devel-

oped as a comprehensive assessment of both symptom groups within

one scale. We compared the results, regarding the identification of

risk groups, obtained by ERIraos with an international standard

instrument, the ‘‘Comprehensive Assessment of At Risk Mental

States’’ (CAARMS).

Methods: Both scales were applied in 121 outpatients positively

tested on a screening checklist for at risk mental states (ARMS).

Subsamples were classified as first episode of psychosis, late ARMS

with prevalent attenuated psychotic symptoms and/or brief limited

intermittent psychotic symptoms, earlier stages of ARMS presenting

cognitive basic symptoms as well as a vulnerability group, also

differing regarding mean age and psychosocial functioning. In

addition, patients were characterized according to family history,

educational levels, drug use and specific risk factors for psychotic

disorders.

Results: This cross-sectional investigation showed that ERIraos is

able to attribute patients to several stages of ARMS, potentially

linked to different transition rates into psychosis, as has to be

investigated in forthcoming longitudinal studies. Compared to CA-

ARMS no sensitivity is lost in detecting late risk stages and

manifest psychosis, while ERIraos broadens the diagnostic spectrum,

because early ARMS is also detected due to the inclusion of cog-

nitive basic symptoms.

Conclusion: Our results suggest a higher sensitivity of ERIraos

compared to scales mainly focusing on attenuated psychotic symp-

toms and brief limited intermittent psychotic symptoms. A detailed

assessment of cognitive basic symptoms seems to be important in

early detection, might be an important focus for therapeutic inter-

ventions in ARMS patients and might sustain attempts to alleviate

cognitive dysfunction in schizophrenia.

Policy of full disclosure: None.

P-07-003
Assessment of prodromal symptoms in incipient psychotic
disorders: reliability and validity measures of the Early
Recognition Inventory-Spanish Version (ERIraos-SV)

A. Barajas (Centro Higiene Mental Les Cort Research Unit,

Barcelona, Spain), S. Ochoa, A. Farreny, R. Rodriguez-Jimenez,

M. Moreno, R. Landin-Romero, C. Bayon, A. Ibanez, B. Cabrera,

M. A. Quintanilla, J. Usall

Objective: To examine the psychometric properties of the Early

Recognition Inventory-Spanish Version (ERIraos-SV): reliability

measures (inter-rater reliability; test–retest reliability; internal con-

sistency) and validity measures (convergent and discriminant

construct validity).

Methods: Retrospective study of 135 individuals experiencing a first-

episode psychosis with less than 5 years from full-blown psychosis,

age between 12 and 45 years and informed consent signed. Data were

collected through a socio-demographic questionnaire and based on

the following battery of instruments: ERIraos-SV, SOPS (Scale of

Prodromal Symptoms), CGI-SCH (Clinical Global Impression-

Schizophrenia scale), GAF (Global Assessment Functioning), and

DAS-sv (Disability Assessment Schedule-short version). The Cron-

bach’s alpha was performed in order to assess the internal consistency

of ERIraos-SV; the Intraclass Coefficient Correlation (ICC) and

Kappa’s Cohen coefficient were performed to evaluate reliability

measures; and Pearson’s correlations were performed to determine the

construct validity. (SPSS 18.0).

Results: The Spanish version of the ERIraos showed appropriate psy-

chometric properties in patients experiencing a first- episode psychosis

of brief evolution in relation to convergent validity (significant corre-

lations were observed between the most of ERIraos-SV scores and

clinical variables scores) and discriminant validity (ERIraos-SV did not

showed significant associations with some of the functioning variables).

In reliability analyses, all coefficients calculated using total and sub-

scales ERIraos-SV scores were higher than 0.85. In the subanalyses

performed item by item, the inter-rater agreement rates were above 0.70.

Conclusion: ERIraos-SV is a reliable and valid tool to measure and

detect prodromal symptoms retrospectively in incipient psychosis.

Moreover, it is the first validated instrument in Spanish that explores

nonspecific-, basic-, attenuated psychotic- and brief limited intermittent

psychotic-symptoms across the same interview. In summary, this

interview represents a useful tool for characterization of prodromal

phase in psychosis and may help to improve the definition of high-risk

criteria, and so to reduce the identification of false-positives cases.

Policy of full disclosure: None.

P-07-004
‘‘It was easier than dealing with a pen and paper…’’: exploring
the usability of electronic devices for completion of Clinical
Outcome Assessments (COAs) in schizophrenia

C. Tolley (Adelphi Values Ltd EDOA, Bollington, United Kingdom),

J. Lalonde, D. Rofail, A. Gater

Objective: Clinical Outcome Assessments (COAs) are commonly

used in schizophrenia, and measure how patients feel and function via

reports from patients themselves, observers or clinicians. Recently

there have been some movements away from traditional pen and

paper questionnaires, to electronic data capture to reduce missing

data, minimize administrative burden and avoid secondary data entry

errors. Although established in many patient populations, the impli-

cations of using electronic data capture in schizophrenia are unknown

and were explored in this study

Methods: Best practices for migration of paper questionnaires to

electronic formats (e.g. ISPOR taskforce) emphasize establishing

comparability and usability of the electronic device within the target

population. Thus in-depth qualitative interviews were conducted with

a demographically and clinically diverse range of people with

schizophrenia (n = 12), their informal (unpaid) caregivers (n = 12)

and healthcare/research support staff (n = 6) to assess usability and

participants’ ability to respond to selected COAs appropriately

(including the Schizophrenia Quality of Life Scale, Schizophrenia

Caregiver Questionnaire, SF-36 and EQ-5D).

Results: People with schizophrenia and their caregivers completed the

COAs in electronic format largely without issue; many reporting it

easier to complete questionnaires in this form than by pen and paper.

This applied to all participants, irrespective of factors which may

influence the feasibility of electronic assessment (e.g. age, computer

familiarity, clinical status).Where issues occurred, these related to

aspects of the electronic devices themselves (e.g. size, battery life

etc.) rather than the process of completing the questionnaires in

electronic format. Research support staff were also able to instruct/

support completion of electronic COAs by others, despite having

received little instruction themselves.

Conclusion: Findings support electronic data capture as a feasible and

appropriate method for collecting COA data in people with schizo-

phrenia and their caregivers. Future research could investigate the

feasibility of utilizing mobile technologies (e.g. personal tablets and

smartphones) in these populations.

Policy of full disclosure: Research was funded by Roche Products

Ltd, UK.
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P-07-005
When does ‘‘Yes’’ mean ‘‘Yes’’: is parental consent a necessary
component of obtaining informed consent from minors
in Canada’s indigenous context

C. Cheng (St. Joseph0s Care Group LPH Site, Research Department,

Thunder Bay, Canada), J. Fogolin, M. Katt, S. Nadin, P. Braunberger,

J. B. Minore, C. S. Dewa

Objective: Ethical practice compels researchers to obtain informed

consent during recruitment into research projects. However, what if

the participants are minors (i.e., younger than age of majority)?

When is it necessary to obtain guardian assent? Do ethical protocols

vary between cross cultural contexts including First Nations com-

munities? This presentation will discuss the ethical and legal

implications of obtaining parental assent from minors with first

episode psychosis.

Methods: The NorthBEAT project is recruiting youth from northern

mental health program sites in one province of Canada (6 % of the

provincial population, occupying 90 % of provincial landmass). Of

the participants, 18 years and younger and who have experienced a

first episode of psychosis, the majority will be minors. Progressively

younger patients may warrant unique cultural considerations with

respect to parental role and capacity to consent. We use a mixed-

method approach to conduct a descriptive study about the perceived

mental health service needs of youth in northern regions of Ontario.

Careful consideration of consent is an ethical requirement in terms of

both the rights of the individual and also respect for the communities

and culture.

Results: We will discuss our Research Ethics Board (REB) approved

project protocol in the context of the provincial laws, ethical con-

siderations, and pragmatic implications. We will review research

evidence about informed consent with minors without parental assent

and how our project protocol was evidence-informed.

Conclusion: The convention among REBs is to require researchers to

obtain parental consent and child assent. However, as illustrated by

North BEAT, there are circumstances that make obtaining parental

consent impractical, and more importantly, unethical. We will show a

feasible and ethical alternative to requiring parental consent. We

argue that informed consent of a capable minor may be sufficient for

low risk research, and propose an ethical template for similar research

in the future.

Policy of full disclosure: None.

P-07-006
Rates of placements in out-of-home care of children with parents
suffering from schizophrenia: a Danish nationwide register-based
cohort study

A. Ranning (Mental Health Center Copenhagen, Copenhagen,

Denmark), T. M. Laursen, C. R. Hjorthøj, M. Nordentoft

Objective: Suffering from schizophrenia may adversely affect a per-

son’s abilities as a parent and in some cases result in disruptive care

giving. Consequently, social services might decide, that the child be

placed in care outside home. The objectives with this study were to

examine rates of entry into in care for children of parents with

schizophrenia.

Methods: We conducted a prospective, register-based cohort study on

a 25 % random sample of the entire Danish population. Our main

outcome is child’s first placement in care. Survival analyses for time

to out-of-home placement were carried out. Rates of placements were

analysed for children and their parent with schizophrenia using

poisson regression and Kaplan–Meier survival curves. We examined

rates for mothers and fathers separately. All rates were compared with

those of parents with a diagnosis of depression and from the general

population.

Results: Compared with the general population children with one

parent suffering from schizophrenia had an overall higher risk of

being placed in care before their 18th birthday (IRR = 12.46 and IRR

5.28 for mothers and fathers with schizophrenia respectively) If both

mother and father had schizophrenia the rates for entry into out-of-

home-care was IRR = 45.34. In comparison, children of parents with

depression had an IRR = 4.54 and IRR = 2.99 for mothers and

fathers respectively. For children of parents with schizophrenia the

rates were especially high during the child’s first year of life with

IRR = 62.67 for mothers and IRR = 18.29 for fathers.

Conclusion: Rates of entry into care is significantly higher for chil-

dren of parents with a diagnosis of schizophrenia compared to parents

with depression and parents from general population. We see an

interaction with the child’s age, so that rates are especially elevated

during the first year of the child’s life. Our results indicate that

conditions of up-bringing were most adversely affected if the mother

suffered from schizophrenia.

Policy of full disclosure: None.

P-07-007
Changing attitude towards schizophrenia by psychiatric training
of medical students

F. Lang (Ulm University Dep. of Psychiatry II, Guenzburg,

Germany), M. Kösters, S. Lang, T. Becker, M. Jäger

Objective: The aim of the study was to examine if psychiatric training

of medical students is appropriate to change their attitude towards

schizophrenia and reduce stigma.

Methods: Medical students at Ulm University were asked to answer

five questions with regarding a short case vignette with respect to a

patient suffering from schizophrenia at the beginning and at the end of

a 2-week psychiatric training within their undergraduate medical

education. For this purpose, the Attitudes to Mental Ilness Questio-

naire (AMIQ) was translated into German. The questionnaire

comprises five items with a five-point score from -2 to +2. Lower

scores indicate a negative attitude. Differences between attitudes

before and after the 2-week psychiatric training were examined with

the paired t test. Effect sizes were calculated using Cohen‘s d.

Results: Data were available of 107 medical students, 38 men and 69

women. There was a statistically significant improvement in the total

means of the AMIQ score from—3.09 at the beginning to—2.31 at

the end of the psychiatric training. The effect size (d) was 0.35. No

significant differences were found with respect to the participants’ age

and gender.

Conclusion: A 2-week psychiatric training is an appropriate and

effective teaching tool to change medical students’ attitudes to

schizophrenia and reduce stigma. This is important because adequate

health care for patients with schizophrenia is strongly influenced by

the practitioner’s attitude towards them.

Policy of full disclosure: F. U. Lang received financial support for

congresses from AstraZeneca and Janssen-Cilag. M. Jäger received

remunerations and financial support for congresses from AstraZeneca,

Eli Lilly und Janssen-Cilag. T. Becker reports research funding to the

department (Psychiatry II, Ulm University) from Astra Zeneca,

GlaxoSmithKline and AFFECTIS Pharmaceuticals AG. The depart-

ment has received funds and honoraria to a minor extent for seminars,

invited speakers and hospitality from Astra Zeneca, Bristol-Myers

Squibb, Eisai, GlaxoSmithKline, Janssen Cilag, Eli Lilly, Lundbeck,

Novartis, Pfizer and Wyeth. S. Lang and M. Kösters declare no

conflict of interest.
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P-07-008
Assessment on the impact of financial crisis on the access
to mental health services in Greece

E. Neroutsos (General Hospital of Elefsina Psychiatric, Elefsina-Athens,

Greece), A. Pachi, M. Fiste, E. Kontomina, E. Bisbiki, N. Lytra

Objective: By the end of 2009, Greece entered an unprecedented

fiscal crisis which threatened the stability of the country at large and

have an acute impact on mental health service provision and the

insurance status of many patients. This study explores and analyses

the impacts of financial crisis on the insurance status of hospitalized

patients with schizophrenia and also highlights the impacts of aus-

terity politics on the access to public mental health services.

Methods: The study compares figures from 2012 to 2013 deriving

from medical and social work records.

Results: According to the findings, during 2011, 55 (29.41 %) out of

187 patients with schizophrenia were uninsured, while during 2012,

72 (34.28 %) out of 210 patients were deprived of health insurance.

The number of uninsured patients with schizophrenia grew from

29.41 % in 2011 to 34.28 % in 2012, an increase of 4.87 %.

According to the data, the group of patients that are most at risk of

being uninsured are self employed people who are currently unem-

ployed, very low income people and illegal immigrants.

Conclusion: Although, in theory, Greece has a system of universal

health care which is funded by employers, employees and the govern-

ment, unemployed patients, who owe the government money for taxies,

are being denied free of charge treatment. Moreover, very low income

people, who are entitled ‘‘the welfare card’’ allowing them access to

public healthcare services, in many cases they do not receive it, mainly

because of the complexity of administrative procedures. As a result,

according to the findings of this study, the number of schizophrenic

patients, who lack access so free of charge mental health services, is

increasing substantially. It seems that the Greek National Health Service

is currently unable to help vulnerable groups cope with the emergency.

Policy of full disclosure: None.

P-07-009
First Spanish virtual community for people who hear voices

M. J. Escarti Fabra (CIBERSAM G23 Psychiatry, Valencia, Spain),

E. Lorente Rovira, A. Luengo Martı́n, E. Aguilar, J. Sanjuán Arias

Objective: Despite a lot of advances in schizophrenia, people have

erroneous and poor information about the illness. The information on

internet is little and inexact. In our knowledge, there are few websites

that offer information about schizophrenia and auditory hallucina-

tions. We found the following websites about schizophrenia in

English: www.hearing-Voices.org, www.hearingvocesusa.org, www.

rethink.org, www.mind.org.uk and in Spanish: www.forumclinic.com,

www.schizophreniax24x7.org and www.psiquiatria.com. There isn’t

any specific website with safe information about hearing voices and

schizophrenia. Our objective was create a space with guaranteed

information from a referral medical Team and a space of social

support for people who suffer voices and schizophrenia.

Methods: we created the first website for people who suffer auditory

hallucinations in Spanish and also available in 50 languages elaborated

and supervised by a medical team expert in this issue. This virtual

community has general information for patients, carers and profes-

sionals in mental health. It has an online Forum and social networks as

Twitter and Facebook to offer support and bidirectional information.

Results: We have 2.600 registered users, with an average of visitors

3000 per month, 600 followers on Twitter and 200 friends on

Facebook. The main countries in use the webpage are Spain, Mexico,

Argentina and Chile. In each section we have this percentage of visits:

in patients’ section we have 69,6 %, in carer’s section we have

22.9 % and in professional’s section we have 7,5 %.

Conclusion: This space is a reference in search on internet about

schizophrenia and auditory hallucinations in Spanish speaking countries.

Policy of full disclosure: None.

P-07-010
State and problems of psychiatric care in Kazakhstan (focus
on schizophrenia)

S. Nurmagambetova (Almaty, Kazakhstan), M. Assimov

Objective: Psychiatric health care system in Kazakhstan is changed

during 20 years. The purpose of this study was to reveal some indicators

of mental health care and some social characteristics of schizophrenia

patiens.

Methods: The study was based on analysis of official statistics of MoH

for 1991–2011 years. An analysis of the number of hospital replacement

settings, length of hospitalization, frequency of rehospitalisation and the

number of registered disabled persons due to psychiatric disease.

Results: the number of psychiatrists decreased from 995 (0.7 per 10

000) in 1991 to 699 (0.4) in 2011. The number of psychotherapeutics

remains almost without changes (0.04 in 1999 and 0.05 in 2011). The

number of hospital beds also decreased from 9605 in 1991 to 5025 in

2011. But the number of some hospital replacement settings was not

increased: the number of workshops decreased (23 in 1991 and 2 in

2011) as well as daily settings (the number of daily beds decreased

from 1440 in 1991 to 835 in 2011). At the same time the number of

registered disabled persons due to psychiatric disease is dramatically

increased from 16.3 in 1991 to 28.9 in 2011 (per 100 pts registered).

The length of hospitalization was decreased from 69.4 in 1991 to 56

in 2011, but the frequency of rehospitalisation was increased (32.3 in

1991 to 58.2 in 2011).

Conclusion: the results obviously demonstrated inefficiency of cur-

rent mental health care. The decrease of hospital beds is not associated

with increase and development of hospital replacement settings pro-

viding social and psychological support to patients. Inefficiency turns

out dramatical worsening of quality of life in schiso[phrenic patient as

well as huge burden for community.this is a clear necessity to re-consider

government approach to mental health care.

Policy of full disclosure: None.

P-07-011
Synischophrenia instead of schizophrenia? The navel hypothesis
of schizophrenia: the meaning of schizophrenia

M. Kraljevic (Public Health Institute Karlovacka County, Karlovac,

Croatia)

Objective: The aim of this presentation is to continue to seek the

meaning of the existence of schizophrenia in the human species in one

evolutionary perspective and to challenge our current thinking and

maybe expand our areas of scientific enquiry. There is a host of

evidence from structural and functional brain imaging studies, sup-

porting a theory of abnormal fronto-temporal connectivity in

schizophrenia supporting to the hypothesis that the core feature of

schizophrenia is a disruption of normal F-T integration. Recent

comparative studies of primate brain anatomy add further support to

the thesis that schizophrenia represents a disorder of connectivity,

disorder of primarily F-T connectivity, a part of brain that evolved

later in hominid ancestry and that hominids evolved complex cortical
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interconnectivity in order to regulate social cognition and the intel-

lectual demands of group living.

Methods: In this presentation I argue that it is not possible to

understand the meaning of schizophrenia within a medical model

(approach) only. Like the navel on our body as the sign of one’s previous

development, schizophrenia stands as the sign of one’s previous

development of complex cortical interconnectivity (in particular frontal-

temporal circuits). It is a well accepted fact that schizophrenics have a

lower fertility and increased early mortality. Therefore the disorder is

maladaptive and, according to the laws of natural selection, should have

disappeared from the gene pool long ago.

Results: In this context I argue that prevalence rates which are

approximately 1 % in most of the surveyed actually represent a

standard deviation (error) rate in composing a division of cerebral

circuits partly modified by environmental factors.

Conclusion: That and not only a stigmatisation of the name schizo-

phrenia is the reasoning to propose the term synischophrenia as the

one that shows the real nature of the disorder—the problem of

composing the division of cerebral circuits.

Policy of full disclosure: None.
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P-08-001
Cognitive impairments are linearly related to psychometric risk
for schizophrenia-spectrum disorders

S. Giakoumaki (University of Crete Department of Psychology,

Rethymnon, Greece), P. Roussos, C. Zouraraki, P. Bitsios

Objective: Schizophrenia-like personality traits are observed in a

percentage of healthy individuals and cognitive impairments have

been described in this group, as in schizophrenia-spectrum disorders.

In this study we examined the effects of proneness to psychosis on

cognitive function in groups of increasing psychometric risk.

Methods: Nine-hundred healthy adult males completed the Eysenck

Personality Questionnaire, Cloninger’s Temperament/Character Inven-

tory, Spielberger’s Trait Anxiety Inventory, Carver and White’s

Behavioural Inhibition/Activation System questionnaire and Schizotypal

Traits Questionnaire. They were also administered seven cognitive tasks

assessing sustained attention, declarative and working memory, strategy

formation, planning/problem solving. Outcome variables from the per-

sonality scales and the cognitive tasks were subjected to separate

Principal Component Analyses; components with Eigenvalues [ 1 and

factor-loadings [ 0.5 were accepted. The association between each

cognitive factor and psychosis proneness was examined with generalized

linear models. Significance was set at p \ 0.005.

Results: Four personality factors were extracted: Anxiety, Schizotypy,

Social Desirability and Novelty Seeking. Subjects were divided into

four groups with increasing proneness after selecting the upper and

lower 40 % of the scores in all four factors: Non-prone (NP; low

Anxiety and Schizotypy and high Social Desirability and Novelty

Seeking, N = 59), Low-Proneness (LP; two deviant factors compared

to NP, N = 129), Intermediate-Proneness (IP; three deviant factors

compared to NP, N = 101) and High-Proneness (HP; high Anxiety

and Schizotypy and low Social Desirability and Novelty Seeking,

N = 49). We found that as psychosis proneness increased, the cog-

nitive factors Strategy Formation and Working Memory decreased

(LP vs NP and IP vs NP: Ps \ 0.005, HP vs NP: Ps \ 0.001) and

Inattention increased (HP vs NP: p \ 0.005).

Conclusion: These findings suggest that psychometric risk for psy-

chosis is linearly related to cognitive deficits, in analogy to genetic risk.

As the deficits observed, involved cognitive processes mediated by the

prefrontal cortex, the findings also suggest that prefrontal function is a

sensitive phenotype for schizophrenia-spectrum disorders.

Policy of full disclosure: None.

P-08-002
Is the tendency to extract meaning from auditory noise associated
with schizotypy?

S. Morton (University of Otago Psychology, Dunedin, New Zealand),

M. Nicolson, R. J. Linscott

Objective: The tendency to extract meaning from ambiguous auditory

stimuli is understood to be associated with risk for developing a

schizophrenia-spectrum disorder. Hoffman et al. (2007) revealed that

the length of speech illusions produced when listening to auditory

‘‘babble’’ predicted conversion to illness in prodromal patients. In the

present study, a similar task was administered to determine whether

this proclivity is associated with psychometrically defined schizotypy.

A relationship between these variables would offer some support for

the use of a babble task as a complementary measure for assessing

schizophrenia risk.

Methods: 146 undergraduates completed a speech perception task and

the Schizotypal Personality Questionnaire (SPQ). In the speech per-

ception task, participants listened to a two-minute audio recording of

12 overlapping voices and repeated aloud any words or phrases they

identified from the multispeaker babble. The dependent variable was

the length of their longest speech illusion. Emotional content of

responses was also coded. The relationship between these variables

was investigated using Pearson’s r.

Results: The length of speech illusion correlated significantly with the

SPQ total score (r = .146, p \ .05), the cognitive-perceptual (r = .181,

p\ .05) and disorganised (r = .151, p \ .05) factors, and the cognitive-

perceptual subscales of ideas of reference (r = .155, p\ .05), odd beliefs

(r = .181, p \ .05), and unusual perceptual experiences (r = .144,

p\ .05). The emotional content of responses was associated with a

number of SPQ scores, indicating that high scorers on the cognitive-per-

ceptual and disorganised factors reported more negative words.

Conclusion: The length of speech illusion produced when listening to

ambiguous auditory noise is associated with numerous features of

schizotypy. This finding provides some evidence that performance on

the babble task may serve as an objective measure of schizophrenia or

psychosis liability, complementing self-report.

Policy of full disclosure: None.

P-08-003
Schizotypal traits in a community sample: characteristics
and neuropsychological correlates

M. Tesse (Institute of Psychiatry Psychosis Studies, London, United

Kingdom)

Objective: Neurocognitive dysfunction is frequently observed in

schizophrenia patients. A growing number of studies show that neu-

rocognitive deficits are also evident in schizotypal personality

disorder. However, a number of significant confounders such as dis-

ease chronic, antipsychotic medication and number of recurrent

hospitalizations can affect neuropsychological performance. We

examined the characteristics of schizotypal traits and the relationship

with neuropsychological functioning using a large community based

representative sample.

Methods: We characterized schizotypal traits in a representative

community sample of 252 healthy adults. Participants were assessed
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Table 1 Pattern matrix

Component

Paranoia disorder Social withdraw Psychosisst-like symptoms Delusion

Global rating of anger in response to perceived ofense—rater .816

Global rating of suspiciousness—rater .783

Global rating of sensitivity—rater .642

Global rating of social anxiety—rater .501 .361

Global introversy; rating—rater .792

Global rating of social isolation—rater .697

Global rating of narrow affect—rater .697 -.382

General rating of illusions—rater .769

General rating of psychosis-like symptoms -rater .761 -.321

Global rating of thoughts of reference—rater .575

General rating of magical thought–rater .731

Global rating of pathological jejgusy—rater .668

Extraction Method: Principal Component Analjsis. Rotation Method: PromaK with Kaiser Normalization. Missing Listwise

a. Rotation conwged in6 iterations

Table 2

Spearman’s rho Global rating

of social

isolation

Global

introversy

rating

Global

rating of

sensitivity

Global

rating of

social anxiety

Global

rating of

suspiciousness

General rating

of magical

thought

General

rating of

illusions

WRAT reading Correlation coefficient -.030 .133* .077 .108 -.132* -.187** .127

Sig. (2-tailed) .648 .041 .237 .098 .044 .004 .052

N 236 238 239 236 234 237 237

WMS Correlation coefficient -.228** .030 -.002 .100 2.152* -.093 .066

Sig.(2-tailed) .000 .638 .974 .119 .018 .133 .304

N 241 244 245 242 240 243 243

WRAT spelling Correlation coefficient -.034 .119 .061 .142* -.076 -.075 .063

Sig.(2-tailed) .603 .070 .351 .031 .251 .252 .341

N 231 233 234 231 229 232 232

WAIS LNS Span Correlation coefficient -.106 .039 .047 .090 .002 .003 .000

Sig.(2-laied) .112 .560 .474 .173 .981 .895 .998

N 228 231 232 229 227 230 230

WAIS LNS total Correlation coefficient -.088 .111 .107 .121 -.021 .008 .133*

Sig.(2-tailed) .188 .091 .104 .068 .748 .923 .045

N 228 231 232 229 227 230 230

WAIS Correlation coefficient -.143* .086 -.028 .072 -.116 -.083 .070

Block design Sig.(2-tailed) .028 .185 .667 .268 .076 .185 .284

Total N 235 238 239 236 234 237 237

Digit symbol coding total Correlation coefficient -.216** .009 -.025 .067 -.191* -.127* .081

Sig.(2-tailed) .001 .892 .698 .294 .003 .043 .207

N 244 247 248 245 243 243 246

WAIS digit span

forward total

Correlation coefficient -.147* .035 .136* .128* .007 -.121 .061

Sig.(2-tailed) .021 .583 .032 .046 .911 .053 .336

N 245 248 249 246 244 247 247

WAIS info total Correlation coefficient .042 .199** .037 .061 -.087 -.198** .080

Sig.(2-tailed) .512 .002 .559 .342 .176 .002 .210

N 245 248 249 246 244 247 247

Nonpar Corr Spear Mann Tiotail Pairwise

(*) p \ 0.05

(**) p \ 0.01

Eur Arch Psychiatry Clin Neurosci (2013) 263 (Suppl 1):S7–S111 S91

123



using the SIS-R. We also investigated the association between

schizotypal traits and several cognitive domains including working

memory, attention, processing speed, executive functions, and general

intelligence. The factor structure of the 12 schizotypal symptoms of

the SIS-R was examined using principal component analysis with

promax rotation. We used nonparametric Spearman correlation to

examine the association between cognitive functioning and schizo-

typal trait score.

Results: The factor analysis yielded four meaningful factors: paranoia

disorder, social withdraw, psychosis-like symptoms, and delusion

(Tab.1). The social isolation, suspiciousness and magical thought

traits showed inverse correlations with working memory, processing

speed, reading ability and general knowledge (from R = -0.127 to

R = -0.228, p \ 0.01). Whereas, introversy, sensitivity, social

anxiety, and illusion traits showed correlations with verbal ability,

working memory and general knowledge (from R = 0,128 to

R = 0.199, p \ 0.01) (Table 2).

Conclusion: Our finding in a non-clinical population based sample of

a relationship between cognitive impairment of moderate degree and

schizotypal traits support model of schizophrenia spectrum disorder.

Policy of full disclosure: None.

P-08-004
Schizotypal traits in a non-clinical population based sample:
characteristics and neuropsychological performance profiles

M. Tesse (Institute of Psychiatry Psychosis Studies, London, United

Kingdom)

Objective: Neurocognitive dysfunction is frequently observed in

patients with schizophrenia. However, a number of significant con-

founders such as disease chronic, antipsychotic medication and

number of recurrent hospitalizations can affect neuropsychological

performance. A growing number of studies have shown that neuro-

cognitive deficits are also evident in schizotypal personality disorder.

We examined the characteristics of schizotypal traits and the rela-

tionship with neuropsychological functioning using a large

community based representative sample.

Methods: We examined schizotypal traits in a representative com-

munity sample of 275 healthy adults. Participants were assessed using

the SIS-R. We also investigated the association between schizotypal

traits and several cognitive domains including working memory,

attention, processing speed, executive functions, and general intelli-

gence. Moreover, we distinguished on the one hand High Positive

Schizotypal traits subjects—which was rated 3 or more in any of the

positive schizotypal items as Ideal of Reference, Suspiciousness,

Magical Thinking, Illusion and, Psychotic-Like Symptoms—and Low

Positive Schizotypal traits on the other hand—which was rated less

than 3 in the positive schizotypal item above-mentioned.

Results: A repeated-measure analysis of variance (ANOVA) showed

an overall impairment, with High Positive Schizotypal traits subjects

relative to Low Positive Schizotypal traits subjects (Fig. 1).

Although the Test of Within-Subject Effect was not significant both

for performance profile factor and for group by profile interaction

factors (Table 1), the ANOVA of Between-Subject Effect was sig-

nificant (Table 2—F = 4.335, df = 1.0, p = 0.038). The Between-

Subject Effect analysis showed as Visual Spatial WM, Spatial

Visual Ability and Processing Speed are the most impairment cog-

nitive domains.

Conclusion: Our finding in a non-clinical population based sample of

an impairment trend in neuropsychological performance profiles of

psychosis trait support model of schizophrenia spectrum disorder.

Policy of full disclosure: None.

-0.3

-0.25

-0.2

-0.15

-0.1

-0.05

0

0.05

0.1

Block Design Digit Symbol
Coding

WMS-Visual
Reproduction

Low Schizotypal Traits (N=227)
High Schizotypal Traits (N=48)

* * *0.0558

-0.2641

0.0585

-0.2767

0.0542

-0.2564

* T-test p value .05

Tests of Within-Subjects Effects

Source Type III Sum of 
Squares

df Mean 
Squ
are

F Sig.

Profile

Sphericity Assumed 1.358 9 .151 .228 .991

Greenhouse-Geisser 1.358 6.820 .199 .228 .977

Huynh-Feldt 1.358 7.039 .193 .228 .979

Lower-bound 1.358 1.000 1.358 .228 .634

Group by profile 
interaction

Sphericity Assumed 3.206 9 .356 .537 .848

Greenhouse-Geisser 3.206 6.820 .470 .537 .802

Huynh-Feldt 3.206 7.039 .456 .537 .808

Lower-bound 3.206 1.000 3.206 .537 .464

Error(factor1)

Sphericity Assumed 1628.659 2457 .663

Greenhouse-Geisser 1628.659 1861.879 .875

Huynh-Feldt 1628.659 1921.522 .848

Lower-bound 1628.659 273.000 5.966

Tests of Between-Subjects Effects

Source Type III Sum of 
Squares 

df Mean Square F Sig. 

Intercept 7.339 1 7.339 1.837 .176 

Positive 
Schizotypal traits 

17.322 1 17.322 4.335 .038 

Error 1090.814 273 3.996 

Tab.2

Tab.1

Fig.1
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P-08-005
Neurocognitive performance in treatment-resistant and non-
treatment-resistant schizophrenia

V. Anderson (University of Auckland School of Pharmacy, Auckland,

New Zealand), M. McIlwain, C. McNabb, R. Kydd, B. Russell

Objective: To compare the cognitive profiles of people with schizo-

phrenia who are treatment-resistant and taking clozapine monotherapy,

and those responding to first-line atypical antipsychotic medication.

Methods: Twenty-two people with treatment-resistant schizophrenia

taking clozapine monotherapy, 17 people with schizophrenia taking

first-line atypical antipsychotics, and 22 healthy controls were

recruited. All subjects undertook a comprehensive standardised bat-

tery of neuropsychological tests including tests of memory, attention,

information processing, verbal fluency, executive function, impul-

sivity, and emotion identification. Test scores were normalised for

age, gender and education. ANOVA, followed by post hoc t tests if

applicable, were applied to data to investigate group differences,

whilst Spearman’s correlation was used to investigate the association

of cognitive measures with antipsychotic dose (chlorpromazine

equivalents).

Results: People with treatment-resistant schizophrenia performed

significantly worse than controls in tests of delayed recall memory

(p = 0.026) and working memory (p = 0.001). Conversely, people

who were not treatment-resistant and taking atypical antipsychotics

other than clozapine performed significantly worse than controls in

tests of verbal fluency (p = 0.048), executive function (p \ 0.001)

and emotion identification (all p \ 0.01). Direct comparison of the

two treatment groups showed a significantly better performance only

in executive function (p = 0.017) and identification of fear

(p = 0.032) in the people receiving clozapine. There was a significant

association of scores on tests of executive function and antipsychotic

dose (r = -0.34, p = 0.038).

Conclusion: Studies have suggested that clozapine may improve

cognitive function in certain domains compared with typical anti-

psychotics, but few studies have investigated its effect relative to

other atypical antipsychotics. Our results suggest that clozapine may

act as a cognitive enhancer in people with schizophrenia in the areas

of executive function and emotion identification, but that people with

treatment-resistant schizophrenia still experience diminished cogni-

tive function in other domains. Further investigation of the

relationship of cognitive performance with brain volume measures

will be performed.

Policy of full disclosure: None.

P-08-006
Cognitive functioning in individuals aged [65 years with ‘very-
late-onset schizophrenia-like-psychosis’ (VLOSLP), chronic
schizophrenia and late-onset psychotic depression

S. Simpson (The Ponds, Australia), R. Langdon, J. Batchelor,

A. Falcon, S. Tyagi

Objective: It has been well established that cognitive impairments are

a core feature of schizophrenia. However there still remains very little

research examining cognitive deficits in older individuals with

chronic schizophrenia and those of a similar age who had presented

with a first-episode of VLOSLP when 60 years or more. Similarly,

little is known of the cognitive deficits in older individuals who had

presented with a first-episode of psychotic depression when 60 years

or more. To our knowledge, this is the first study comparing these

three groups of aged individuals with psychotic illnesses. Research

into these older clinical groups is becoming increasingly important

due to our ever-aging population and expected increases in these

psychiatric conditions over the next few decades.

Methods: 24 individuals with a typical earlier-onset chronic schizo-

phrenia, 22 with VLOSLP and 17 with late-onset psychotic

depression completed a comprehensive neuropsychological assess-

ment. All individuals were aged over 65 years and recruited from

inpatient and outpatient mental health services. Individuals with a

history of brain injury, dementia or other neurological issues were

excluded. Parametric and non-parametric analyses of z-scores (cal-

culated from available norms) of neuropsychological task

performance were applied as appropriate with diagnostic group as the

between factor and cognitive domain (e.g., learning, executive func-

tioning) as the dependent variable.

Results: A similar pattern of cognitive impairments was observed

between the VLOSLP and chronic schizophrenia groups. Compara-

tively, the late-onset psychotic depression group performed

significantly better than the two schizophrenia groups across the

majority of cognitive domains.

Conclusion: Preliminary analysis suggests that, whilst the aged indi-

viduals with psychosis, whether following early or late onset,

presented with largely similar impaired cognitive functioning, the late-

onset psychotic depression group showed relatively minimal cognitive

decline as a result of their illness. Thus providing greater under-

standing of the cognitive profiles of these clinically different groups.

Policy of full disclosure: None.

P-08-007
A comprehensive neuropsychological study of individuals
with very-late-onset schizophrenia-like-psychosis.

S. Simpson (The Ponds, Australia), R. Langdon, J. Batchelor,

A. Falcon, S. Tyagi

Objective: Widespread cognitive deficits have been consistently

demonstrated in schizophrenia. However, research into the cognitive

profile of individuals presenting with the illness for the first time

above age 60 remains limited. Existing research has utilised either

limited cognitive screening tools, including the Mini Mental State

Examination, or abbreviated neuropsychological batteries, thus lim-

iting comprehensive cognitive profiling of this population. This

research aims to enhance current understanding of cognitive deficits

in individuals with very-late-onset schizophrenia-like-psychosis

(VLOSLP) by presenting a comprehensive neuropsychological profile

of these individuals.

Methods: 22 individuals (5 male, 17 female) with a mean age of 74

who presented with VLOSLP were recruited from both inpatient and

outpatient mental health services. Each individual met DSM-IV cri-

teria for schizophrenia and other causes for psychosis were excluded.

Each participant completed a comprehensive neuropsychological

battery assessing premorbid intelligence, attention/concentration,

working memory, motor speed, speed of information processing,

verbal/visual learning and retention, visuospatial function, confron-

tation naming, and executive skills (including cognitive inhibition,

planning, divided attention, abstract reasoning and problem solving).

Social functioning and symptom profiles were also assessed. All test

results were converted to z-scores using normative population data.

Composite domain scores were also calculated for each of the cog-

nitive areas.

Results: Results present the z-score profiles of the VLOSLP group for

each of the neuropsychological tests conducted, as well as the domain

scores.

Conclusion: Preliminary analyses suggest that the cognitive profile of

individuals with a VLOSLP is comparable to that of individuals with

earlier onset chronic schizophrenia. Establishing the cognitive profile
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of VLOSLP further adds to the clinical understanding of this illness

and may assist with differential diagnosis and determining the func-

tional impact of the illness.

Policy of full disclosure: None.

P-08-008
The relationship between noise-induced stress and cognitive
performance in patients with schizophrenia

B. Wright (Institute of Psychiatry, KCK Psychology, London, United

Kingdom), E. Peters, E. Kuipers, V. Kumari

Objective: Noise stress has been shown to affect many of the cog-

nitive processes known to be impaired in patients with schizophrenia

(i.e., sustained attention, inhibition of pre-potent responses and episodic

memory). Since impaired cognition is associated with poorer functional

outcome in schizophrenia, the current research aims to determine whe-

ther noise stress is an environmental variable that may cause further

deterioration in patient cognitive level in real life settings.

Methods: The current study has a repeated measure design with all

participants completing a cognitive battery (attention, executive

function, memory, information processing speed) and eye tracking

tasks under three noise conditions (no, social, and non-social). Cor-

tisol and mood are assessed pre- and post- cognitive testing. In

addition, participants undergo a pre-pulse inhibition assessment and

characterizing questionnaires on one occasion.

Results: Data collection is ongoing. The analysis of the pilot healthy

controls revealed noise-induced deficits in verbal fluency, immediate

and delayed recall, and attention domains, but no differential effect of

social and non-social noise. In addition, our results indicate that

(a) higher baseline performance may protect an individual from noise-

stress induced deficits in verbal memory domains, and (b) the inter-

action between individual difference variables (in particular stress,

depression and anxiety) and performance depends on the context,

accounting for most variance under social conditions.

Conclusion: Our predictions for our between subject analysis are that

(a) patients with schizophrenia will show greater cognitive impair-

ment compared to controls, (b) this will be more evident during social

noise, and (c) noise sensitivity will be associated with impairments in

sensory gating. If noise-induced cognitive impairment is exaggerated

in patients with schizophrenia it will have implications for recovery,

understanding of risk factors for schizophrenia, and for methodolo-

gies of studies focusing on cognitive improvement and therapies

targeting ability to cope with stress in schizophrenia.

Policy of full disclosure: None.

P-08-009
The MATRICS Consensus Cognitive Battery (MCCB) in Norway:
associations with IQ, clinical and occupational measures

J. Lystad (Oslo University Hospital Mental Health and Addiction,

Oslo, Norway), E. Falkum, H. Bull, C. Mohn, B. Rishovd Rund,

T. Ueland

Objective: Neurocognitive dysfunction is widely documented in

schizophrenia and associated with poor functional outcome such as

reduced educational and occupational attainment, impaired social-

and daily functioning and reduced quality of life. Consequently, there

has been increased interest in possible interventions to alleviate

cognitive deficits, stressing the need for a standardized neurocognitive

test battery in schizophrenia trials. Thus, the National Institute of

Mental Health launched the MATRICS (Measurement and Treatment

Research to Improve Cognition in Schizophrenia) initiative to foster

the development of a cognitive consensus battery (MCCB) to be used

in clinical trials. The purpose of the current study was to investigate

whether the Norwegian version of the MCCB would distinguish

between a sample of adult patients with psychotic disorders and a

matched healthy control group. Further, we wished to describe the

relationships between MCCB performance and IQ, clinical and

occupational measures.

Methods: One hundred and forty-nine patients with psychotic disor-

ders were recruited to the ongoing JUMP (Job Management Program)

study and assessed with the MCCB, WASI, and SCI-PANSS as well

as on employment history and employment status. One hundred and

thirty-seven healthy controls were assessed with the WASI and the

MCCB.

Results: T tests revealed that patients differ significantly from healthy

controls on IQ (p \ .001) and all MCCB subtests (p’s \ .001), except

on the Wechsler Memory Scale Spatial Span (WMS-III SS). The

MCCB neurocognitive composite score was highly correlated with

estimated IQ score and only modestly correlated with symptom

scores, indicating relatively little overlap between neurocognitive

functioning and symptom severity. The MCCB was not significantly

associated with employment status or employment history in the

patient group.

Conclusion: The MCCB is sensitive in distinguishing between adult

patients with psychotic disorders and healthy controls in Norway.

Further analyses are needed to examine the relationship between the

MCCB and functional outcome measures.

Policy of full disclosure: None.

P-08-010
The relation between insight and use of feedback
on the Wisconsin Card Sorting Test in patients
with schizophrenia

A. de Vos (GGZ Drenthe Psychotic Disorders, Assen, Netherlands),

M. Pijnenborg, A. Aleman, L. van der Meer

Objective: People with psychotic disorders and poor insight typically

insist their psychotic beliefs are correct, often in spite of evidence

showing they are not. It has been suggested that impaired insight in

psychotic disorders is associated with cognitive impairments as

measured with the Wisconsin Card Sorting Test (WCST). Koren et al.

(2004) have demonstrated that metacognitive awareness of the quality

of responses on the WCST is a better predictor of insight. We built

upon these findings by investigating whether the ability to use feed-

back to improve performance on the WSCT is associated with insight.

We hypothesized that the level of insight would be related to the use

of feedback in schizophrenia.

Methods: Thirty-four schizophrenia patients and twenty healthy

control subjects participated in the study. Patients were assessed with

the Scale Assessment of Insight Expanded (SAI-E) and the Beck

Cognitive Insight Scale (BCIS). An adjusted version of the Wisconsin

Card Sorting Test task used by Koren et al. (2004) was administered

to all subjects. Novel aspects of our task were: feedback regarding the

accuracy of each response and the opportunity to decide whether a

response had to be counted (adequate use of feedback).

Results: The composite score of the BCIS was correlated which

adequate use of feedback (rho = 0.382, p \ 0.05). No significant

differences between healthy controls and schizophrenia patients on

the WCST performance were found. Also, no significant relation was

demonstrated between clinical insight and use of feedback.

Conclusion: Our present findings suggest that schizophrenia patients

who have better cognitive insight profit more from feedback on their

responses on a neuropsychological test than patients who have less
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cognitive insight. This gives us a better understanding of how

impaired insight is related to metacognitive processes in patients with

schizophrenia, and suggests that the use of feedback may be a suitable

target for treatment.

Policy of full disclosure: None.

P-08-011
Influence of gender on the primacy and recency effect in patients
with a first-episode psychosis and schizophrenia patients

E. Huerta-Ramos (Parc Sanitari Sant Joan de Deu Research Unit, Sant

Boi de Llobregat, Spain), A. Butjosa Molines, C. Núñez Leánez,

J. Usall i Rodié, A. Barajas Vélez, A. Foix Sanjuan, M. Dolz Abadia,

S. Ochoa Güerre

Objective: Our main goal in this study was to investigate potential

abnormalities in the primacy and/or recency effect within both first-

episode psychosis and chronic schizophrenia patient. In addition, we

investigated potential gender effects.

Methods: Two independent samples, one consisting of 80 patients (47

males and 33 females) with a first-episode psychosis, and the other of

58 patients (38 males and 20 females) with chronic schizophrenia,

were administered the TAVEC test (equivalent of the California

Verbal Learning Test). We tallied direct and scaled scores in primacy

and recency effects, and in the middle list recall. Difference between

groups was tested with Mann–Whitney U.

Results: There were not statistically significant differences in the

sociodemographic variables (age, education years and severity of

illness) by gender in both groups. Male schizophrenia patients showed

an increased recency effect. They remembered significantly more

words from the end of the list (30.9 %) than female patients (23.5 %)

(p = 0.006). Males also remembered abnormally few words from the

middle region (being 1.5 SD below normative data) and the difference

with the group of females was statistically significant (p = 0.030).

Women performances are generally similar to normative scores. We

did not find any gender differences within the first-episode psychosis

sample; neither did we find differences between primacy and recency

effect within any of the two samples, considering both male and

female patients.

Conclusion: Taken together, these results suggest gender differences

in memory processes in the chronic schizophrenia sample, but not in

first-episode psychosis sample. This might explain differential pat-

terns of memory impairment between men and women with

schizophrenia and might suggest gender specific interventions.

Policy of full disclosure: None.

P-08-013
Relation between jumping to conclusions (JTC)
and neuropsychological performance

S. Ochoa (Parc Sanitari Sant Joan de Deu Research Unit, Sant Boi de

Llobregat, Spain), C. Stephan-Otto, L. Nieto, J. Usall, J. Cuevas,

E. Huerta-Ramos, J. M. Haro, G. Brebion

Objective: To assess the relationship between jumping to conclusions

(JTC) and cognitive functions in a sample of people with schizo-

phrenia and healthy controls. The second aim is to assess which are

the cognitive and clinical variables that explained the presence of JTC

in both samples.

Methods: A total of 36 patients and 33 healthy controls have been

included in the study. Both were assessed with the Stroop,verbal

fluency,free recall,Digit Symbol Substitution Tests(DSST),vocabu-

lary,digits,digits forward and letter and numbers subscales of the

WAIS and with three tasks of JTC(colored ball jars with probability

85:15; 60:40 and 60:40 with emotionally words). Moreover, the

patient group was evaluated with the SANS and SAPS.T-Student and

logistic regression analysis were performed.

Results: People who JTC in all the tasks presented worse scores

in all the cognitive domains assessed in the study(p \ 0.001–

0.022).The same analysis in the patient group shows that people who

JTC in the first task presented worse punctuations in working

memory(p \ 0.014),recall of rare words (p \ 0.014) and more

problems of attention(p \ 0.046); while in the second task they

presented worse punctuations in DSST and Digit Symbol

copy(p \ 0.014–0.022),working memory (p \ 0.048) and higher

scores in SAPS total(p \ 0.045) and hallucinations(p \ 0.034). In
the linear regression analysis with the whole sample recall rare and

letters and numbers explained a 49 % of the variance of the first task

of JTC; while recall of rare words and group (patient or healthy

control) explained a 66 % of the variance of the second task of JTC.

Conclusion: The study shows that JTC are related to cognitive

functioning, especially with flexibility and memory. Moreover, this

influence is similarly observed in both groups (patient or healthy

control) when the differences in probability are higher (first task of

JTC).

Policy of full disclosure: None.

P-09 Treatment 2

P-09-001
Sexual adverse effects and antipsychotic-induced
hyperprolactinemia: a cross-sectional study

R. Cambra (Parc sanitari sant Joan de Déu, Sant Boi de Llobregat,

Spain), J. Usall, E. Rubio-Abadal, G. Saenz Navarrete, B. Arranz,

N. del Cacho, R. Iniesta, M. Roca, V. Barneda

Objective: To determine the prevalence of hyperprolactinemia

(HPRL) and SD (sexual dysfunction) in patients being treated with

antispychotics (APs).

Methods: Cross-sectional study including community and hospital

mental health service users from 18 to 55 years old, being treated

with AP drugs at a stable dosage for the last 6 months. Patients with

medical co-morbidity or treated with other medication known to

increase prolactin (PRL) levels (except for antidepressant drugs) and

menopausal women were not included. 68 subjects were collected as

our preliminary sample (22 female and 46 male subjects). A clinical

interview was performed to obtain clinical and socio-demographic

data. Sexual side effects were assessed by the Psychotropic-Related

Sexual Dysfunction Questionnaire (PRSexDQ-SALSEX). A blood

test was performed to assess general hepatic function, TSH, PRL,

estradiol, testosterone, FSH and LH levels.

Results: 55 subjects showed HPRL (80.9 %) and mean PRSexDQ-

SALSEX score value was 3.47 (SD 3.74). 24 (35.3 %) subjects

complained of SD when specifically asked but only 9 of them

(13.3 %) spontaneously (p \ 0.001). We found out a significant

relationship between PRSexDQ-SALSEX and HPRL (p 0.046), spe-

cifically for the items ‘‘delay orgasm’’ (p 0.016) and ‘‘anorgasmia’’

(p 0.036). No relationship was found between PRSexDQ-SALSEX

and estradiol (in women), testosterone (in men), use of antidepres-

sants, PANSS negative score or Calgary Depression Scale

Conclusion: A relevant number of subjects experienced SD, though

less than half reported it spontaneously. We found a relationship

between SD and HPRL, specifically for delay orgasm and
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anorgasmia. SD was not related to other factors such as antidepressant

use, negative or depressive symptoms.

Policy of full disclosure: None.

P-09-002
Sexual dysfunction in schizophrenic and shizoaffective patients
treated with antipsychotics

M. D. Carmen Garcı́a Mahı́a (A Coruña, Spain), M. Vidal Millares,

E. Roman Fernandez

Objective: To describe the prevalence and clinical correlates of sexual

dysfunction in schizophrenic and schizoaffective inpatients treated

with antipsychotics. To analyse the influence of sexual complaints on

the decision of withdrawal prior to hospital income.

Methods: Retrospective descriptive study of psychiatric inpatients

diagnosed of schizophrenia and schizoaffective disorder (DSM-IV-TR)

and treated in an acute care unit of Psychiatry in a university hospital in a

12 month period. Patients treated with combination of antipsychotics

(typical and atypical) were excluded from the analysis. N = 60. Sexual

side effects were evaluated with Udvalg for Kliniske Undersogelser

(UKU) Side Effect Rating Scale and evaluated in two treatment groups:

conventional antipsychotics, and atypical antipsychotics. Patients were

asked about subjective experience with other treatments. Statistical

analyses were made with SPSS v. 18.0 for windows.

Results: The mean age of subjects was 32.4 (SD = 8.7). From the

whole sample 62 % were men and 38 % women. Sexual dysfunction

related to treatment was present in 78 % of inpatients. Men were

more affected than women and 69 % of them related that sexual

dysfunction had influenced the decision of treatment withdrawal

previous to income. Amenorrea was more common on risperidone

and amisulpride. Schizophrenic patients presented higher prevalence

of sexual dysfunction than schizoaffective patients. Analyses of

sexual dysfunction with different antipsychotics are presented.

Conclusion: Sexual dysfunction is a common side effect associated

with antipsychotics and some atypical antipsychotics offer a more

favourable side effect profile related to sexual complaints. The sexual

side effects may reduce the quality of life and may give rise to non-

compliance associated to readmissions and worse prognosis of severe

mental illness.

Policy of full disclosure: None.

P-09-003
Psychiatric and non-psychiatric comorbidity in schizophrenic
patients treated with antipsychotics

M. D. Carmen Garcı́a Mahı́a (A Coruña, Spain), M. Vidal Millares,

J. A. Amado Garcı́a

Objective: To analyze the main psychiatric and non-psychiatric

comorbidity in patients diagnosed of schizophrenia and treated with

antipsychotics.

Methods: Retrospective descriptive study of psychiatric patients

with psychosis (N = 144). Patients included in this study were

recruited from two clinical settings. One group was obtained from

a randomized sample of schizophrenic patients hospitalized in a

university clinical hospital in Santiago de Compostela in a period

of 4 years (n = 84) and another group (n = 60) from ambulatory

care. Data were obtained from clinical records. Variables analyzed

were age, sex, number of hospitalizations, length of stays, main

diagnose, antipsychotic group, psychiatric and non-psychiatric

comorbidity.

Results: From the whole sample 65.3 % were male and 34.7 %

female, age average 29.3 years (standard deviation :8.4) years. Psy-

chiatric comorbidity was frequent, in decreasing order of frequency:

dependence or abuse of alcohol or drugs, depressive disorders, per-

sonality disorders and phobic disorders. Men presented more

comorbidity than women related to dependence or abuse of alcohol or

drugs. Personality disorders were more frequent in men than in

women with statistical significance (p \ 0.05). Women diagnosed of

schizophrenic disorders were more affected with depressive and

anxiety disorders than men in the same diagnostic group. Non-psy-

chiatric comorbidity was detected in 39.5 % of patients. In decreasing

order of frequency were found obesity, diabetes, hypercholesterol-

emia, high blood pressure. The frequency of these disorders did not

presented significant differences between female and male. However

obesity rate was higher in women than in men and age influence was

detected in diabetes.

Conclusion: Schizophrenic patients present high rates of potentially

reversible medical and psychiatric comorbidity. Awareness of these

aspects should be increased among primary healthcare providers and

specialists, including psychiatrists, and physical health problems

should be incorporated into psycho-educational programs.

Policy of full disclosure: None.

P-09-004
Comparative assessment of the social performances
for schizophrenic patients treated with long acting antipsychotics

M. C. Pirlog (UMPh of Craiova Medical Sociology, Craiova,

Romania), I. Marinescu, D. Marinescu

Objective: The influence of environmental factors on the schizo-

phrenic patients is characterized by a marked impairment of social

functioning and generated a complex pattern of risk factors. Their

correct assessment may lead to better compliance and adherence to

treatment. Burden of the disease is felt differently by patients and

their caregivers, and the benefits of therapy can improve the quality of

life for both of them.

Methods: Study on two lots, each of them including 20 outpatients

diagnosed with schizophrenia according to DSM-IV-TR criteria, from

Craiova Mental Health Center (1st July 2007–30 June 2012): N1—

patients treated with first generation neuroleptics long action (flu-

pentixol decanoate, haloperidol decanoate); N2– patients who

received therapy with atypical antipsychotics long action injection

(risperidone long action injection). The assessment of the social

factors was realized with Personal and Social Performance Scale

(PSP) (Morosini et al., 2000) and Burden Assessment Scale (BAS)

(Reinhard et al. 1994) and computer tomography (CT) examinations

were done for all the patients.

Results: The patients from N1 lot has an average PSP score near the

limit of the border between light and most severe social-personal

disabilities, while for the patients treated with risperidone long action

injection (N2), the PSP scores highlights a better social integration.

The burden of the disease was intensely felt by the caregivers of the

patients from N1 lot, associated with a high level of social stress. The

CT scan revealed important cerebral abnormalities for the patients

who were treated with first generation neuroleptics.

Conclusion: Atypical antipsychotics provide better social integration

of patients with schizophrenia and reduce stress and burden of disease

experienced by their caregivers. The compliance and adherence to

treatment were better for the patients treated with risperidone long

action injection, an antipsychotic with a superior neuroprotection

compared with flupentixol and haloperidol.

Policy of full disclosure: None.
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P-09-005
Antipsychotics and antidepressants and their associations
with suicidal ideation: the Northern Finland Birth Cohort
1966 study

I. Rissanen (University of Oulu Psychiatry, Oulu, Finland),

E. Jääskeläinen, M. Isohanni, H. Koponen, M. Joukamaa,

A. Alaräisänen, J. Miettunen

Objective: It has been reported previously that antipsychotic and

antidepressant drugs may increase the risk of suicidality. These drugs

have many side effects which may increase the risk suicidality. We

wanted to find out whether there is any association between use of

these drugs and suicidal ideation in cases of psychotic and non-psy-

chotic disorders in population based sample.

Methods: Our sample was the Northern Finland Birth Cohort 1966.

Information on the use of prescribed drugs was collected in 1997 with

a postal questionnaire (N = 8,211). The presence of suicidal ideation

was assessed using the Symptom Check List—25 -questionnaire. We

studied associations between suicidal ideation, adjusted for symptoms

of depression and anxiety, and antipsychotic/antidepressant medica-

tion in different diagnostic groups (schizophrenia, other psychosis, no

psychosis). We compared suicidality also by dose of medication.

Results: According to the questionnaire 69 respondents (0.9 %) were on

antipsychotic medication; 41 of them had schizophrenia, 10 other psy-

choses and 18 were non-psychotic. 111 individuals (1.4 %) were on

antidepressants, of them 9 had schizophrenia, 10 other psychosis, and 92

had no psychosis. Individuals receiving antipsychotics or antidepressants

had in general more suicidal ideation, although the associations dimin-

ished when taking other symptoms into account. Among those non-

psychotic persons who were receiving antipsychotics higher doses cor-

related with more suicidal ideation (r = 0.81, p \ 0.001).

Antidepressant dose did not associate with suicidal ideation.

Conclusion: Higher doses of antipsychotics are associated with sui-

cidal ideation among individuals without a diagnosis of psychosis

even after adjustment for other psychiatric symptoms. However, no

such association was observed in the cases of schizophrenia or other

forms of psychosis. Antidepressant medication was not associated to

increased suicidal ideation when other symptoms of depression and

anxiety are taken into account. Our results suggest that one should

take suicidal ideation into account when prescribing antipsychotic

medication, especially for off-label use.

Policy of full disclosure: None.

P-09-006
Involuntary hospitalization and the course of medication
adherence, treatment engagement and perception of coercion

S. Jaeger (ZfP Südwürttemberg Versorgungsforschung/Health

Service Research Ravensburg, Germany), C. Pfiffner, P. Weiser,

G. Längle, D. Croissant, W. Schepp, R. Kilian, T. Becker,

G. Eschweiler, T. Steinert

Objective: The objective of the study was to examine whether the

experience of involuntary hospitalization has long-term consequences

on medication adherence, engagement in out-patient treatment and

perceived coercion to participate in out-patient treatment.

Methods: In a naturalistic observational study, 290 voluntarily and 84

involuntarily hospitalized patients with schizophrenia or schizoaffec-

tive disorder had been followed up over a period of 2 years. The five

half-yearly assessments included self-rated medication adherence,

engagement in treatment and perceived coercion as well as externally

judged medication adherence by blood levels. The statistical analyses

were based on multilevel hierarchical modelling of longitudinal data.

Level and development of the outcome was controlled for involun-

tariness, for sociodemographic characteristics and clinical history.

Results: There was no evidence that involuntariness of the index-

hospitalization has an effect on the course of treatment engagement or

medication adherence judged by blood levels during the follow-up

period when the models were controlled for sociodemographic vari-

ables and clinical history. Yet, former involuntarily hospitalized

patients rated their medication adherence continuously lower than

voluntary patients and they more often felt coerced in several treat-

ment aspects at the follow-up assessments. However, there were no

differences between both groups in the development tendency of

adherence and of the probability of coercion experiences over time.

Conclusion: In the long term, involuntary hospitalization does not

seem to compromise subsequent out-patient treatment engagement,

but the levels of non-adherence and the sensitivity to subjective or

real coercion in their treatment continue to be more pronounced than

in the voluntary group. Hereby, their risk of future involuntary hos-

pitalization might be increased.

Policy of full disclosure: The data of the study was gathered in the

context of the ELAN Study (Effects of Long-term Atypical Neuro-

leptic treatment), a multicentre prospective naturalistic longitudinal

research project about the effects of treatment with second generation

antipsychotics on functional impairment, quality of life, treatment

costs and course of illness. The ELAN study was funded as an

investigator-initiated research project by a grant from AstraZeneca

Deutschland to the University of Tübingen (Project Nr. 229/2004 V—

Version 2, 27.09.04).

P-09-007
Long-term effects of prefrontal rTMS on cognitive functioning
in schizophrenia

C. Kos (NeuroImaging Center Clinical Neuropsychiatry, Groningen,

Netherlands), J. Dlabac-de Lange, L. Bais, R. Knegtering, A. Aleman

Objective: In schizophrenia, repetitive Transcranial Magnetic Stimula-

tion (rTMS) treatment appears to be efficacious in the reduction of auditory

hallucinations (Aleman et al., 2007), and it could also have beneficial

effects on symptoms related to apathy, blunted affect, poverty of speech,

and social withdrawal (Dlabac-de Lange et al., 2009). The effects of rTMS

on cognitive performanceare however only modestly studied. The purpose

of the present study was to investigate possible effects of longitudinal

bilateral rTMS over the dorsolateral prefrontal cortex on cognitive func-

tioning, as measured with five different neuropsychological tasks.

Methods: In a randomized controlled multicenter trial, 32 schizo-

phrenia patients with moderate to severe negative symptoms (PANSS

negative subscale C 15) were included. Patients received either a

3-week active rTMS treatment (at 10 Hz) targeting the bilateral

dorsolateral prefrontal cortex (DLPFC), or a sham rTMS treatment.

The stimulation was provided twice daily in the local institutions for

mental health care. Cognitive functioning was measured by means of

the Digit Symbol Substitution Test (DSST), the Trailmaking Test

(TMT), the Verbal Fluency Test (VFT), Rey’s auditory verbal

learning Task (RAVLT), and the Wisconsin Card Sorting Task

(WCST) within a subset of the sample (N = 23), all prior to rTMS

treatment, directly after treatment, and at a 4-week follow-up.

Results: ANCOVA analyses were performed including post-treatment

scores as dependent variables, andpre-treatment scores, age, sex, and level

of education as covariates. The analysis did not reveal any significant

differences between the rTMS and placebo group in task performance, on

any of the tasks, or on any of the measurement moments.

Conclusion: In the present study, a wide variety of tasks measuring

cognitive performance were administered before, and twice after

(placebo) rTMS treatment. The results imply that even though rTMS
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does not affect cognition beneficially, it neither has a potentially

adverse effect on cognitive functioning.

Policy of full disclosure: Jozarni Dlabac-de Lange and Rikus Kneg-

tering received an unconditional grand from AstraZeneca.

P-09-008
Trends in the administration of electroconvulsive therapy
for schizophrenia in Colombia. Descriptive study and literature
review

G. Oviedo (Clinica de la Paz Psychiatry, Bogotá, Colombia),

P. Zuleta, F. Muñoz, C. Torres, R. De la Espriella, D. Garzón,

A. Daza, J. Carrillo

Objective: Background and Objectives: There is a lack of controlled

trials examining the effectiveness of electroconvulsive therapy (ECT)

in treatment-resistant schizophrenia. The main indications for ECT as

a first line treatment according to evidence are acute suicidal ideation,

major depressive episode with psychotic features, treatment resistant

depression, catatonia and in specific cases during pregnancy Period.

Even though clozapine and other augmentation strategies including (r

TMS) repetitive transcranial magnetic stimulation are accounted for a

better choice in treatment resistant schizophrenia, there is an impor-

tant use of ECT in Schizophrenic patients in Latin America. Our aim

is to measure the use of ECT in five major psychiatric centers in

Bogotá Colombia by conducting a survey in a sample of psychiatrists

and to review clinical records regarding ECT indications.

Methods: Descriptive Study and Literature Review.

Results: In two of five psychiatric units studied there were a high

tendency for the use of ECT in Schizophrenia (Above 60 %.) After a

review of the available literature, there is not enough evidence to

support the practice of Electroconvulsive Therapy in schizophrenia

with the exception of the presence of catatonic features. Studies

examining the use of low-frequency transcranial magnetic stimulation

(rTMS) to the left temporo parietal cortex for the treatment of refrac-

tory auditory hallucinations are promising but more research is needed.

Conclusion: We found different trends for the use of ECT in

Schizophrenia according to the level of experience of psychiatrists

and the population studied with concordance between medical records

and observations in the sample.
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Levy-Rueff M et al. Maintenance electroconvulsive therapy: an
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disorders. Psychiatry Res 2010;175:280–3.

Electroconvulsive Therapy for Schizophrenia Cochrane Database

Syst Rev. 2002;(2):CD000076.

Kennedy S, Milev R. CANMAT Clinical guidelines for the manage-

ment of major depressive disorder in adults IV. Neurostimulation

therapies. J Affect Disorders 2009; 117: S44–53.
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P-09-009
Sleep prolongation may decrease level of self-reported sleepiness
but not slow wave activity in electroencephalogram (EEG)
in patients with schizophrenia

M. Jarema (Third Department of Psychiatry Institute of Psychiatry

and Warsaw, Poland), L. Okruszek, A. Wichniak, A. Wierzbicka,

E. Walinowska, K. Czesak, I. Musinska, T. Jakubczyk,

W. Jernajczyk M.D.

Objective: It is believed that pharmacologically treated patients with

schizophrenia even when compared with other groups of psychiatric

patients exhibit increased level of daytime sleepiness, which is usu-

ally linked to the sedative effects of antipsychotics. The aim of this

study was to compare sleep duration, subjective reports of sleepiness

and EEG recordings of patients with schizophrenia and patients with

non-psychotic disorders.

Methods: 240 patients with schizophrenia (mean age: 28.3 ± 7.1,

59 % males) and 83 patients with anxiety/personality disorders (mean

age 30.3 ± 8.9, 49 % males) were examined. Patients reported last

night sleep duration and rated levels of in-the-moment (Stanford

Sleepiness Scales) and everyday (Epworth Sleepiness Scale) sleepi-

ness. Upon a completion of ratings, EEG examination was performed.

Results: While abnormal EEG was more frequently observed in

schizophrenia group (43 vs 28 %; p \ 0.05), patients with schizo-

phrenia reported lower level of sleepiness at the moment of the

assessment (SSS 3.1 ± 1.3 vs 3.7 ± 1.3 p \ 0.001). Level of

everyday sleepiness was similar in both groups (ESS 7.6 ± 4.2 vs

8.5 ± 4.4, n.s.). Average sleep duration in patients with schizophrenia

was significantly longer than sleep duration in non-psychotic group

(527 ± 111 vs 424 ± 117 min, p \ 0.001). Schizophrenia patients

who reported low (EES \ 10; n = 178) level of sleepiness did not

differ from the patients with high level of sleepiness in frequency of

abnormal EEG, however trend toward longer sleep prolongation

emerged in this group (535 ± 104 vs 504 ± 126 min, p = 0.052).

Conclusion: Patients with schizophrenia may compensate sedative

effects of antipsychotic treatment with sleep duration prolongation

and report even less sleepiness than non-psychotic patients. Albeit

each patient should be carefully assessed as physiological evidence of

sleepiness (e.g. slow wave activity in EEG) may be observed

regardless of diagnosis, type of treatment and patients self-reports.

Policy of full disclosure: None.

P-09-010
Can work history at baseline predict work behavior
within the first 4 weeks of vocational rehabilitation?

H. Bull (Oslo University Hospital Mental Health and Addiction, Oslo,

Norway), T. Ueland, J. Ullevoldsæter Lystad, E. Falkum

Objective: Employment is an important aspect of daily living, and

providing individualized and effective vocational services for people

with schizophrenia is an ongoing concern. Predictors may indicate who is

in need of additional services. Work history and work behavior have been

shown to predict later employment. We expected work history to predict

the global score of the Work Behavior Inventory at 4 weeks. Gender, age

and education were included as control variables.

Methods: Adults with schizophrenia-spectrum disorders in the Job

Management Program (n = 150) received vocational rehabilitation,

including close collaboration between health and vocational services,

employers and employment specialists. After baseline assessments

they entered sheltered, stipended or competitive employment. Work

behavior was assessed within the first 4 weeks of work, using the

global score of the Work Behavior Inventory (WBI). WBI global

score was included as the dependent variable in a hierarchical linear

regression analysis. Gender, age, education and work history (log

transformed) were included as potential predictors.

Results: At the bivariate level the WBI global score correlated sig-

nificantly, but weakly with all independent variables (range r = .21–

.37). Corrected for age and gender, education (beta = .17, t = 2.07)

and work history (beta = .33, t = 4.06) were the only significant

predictors in the regression analysis, explaining 15 % of the variance.

Conclusion: Work history impacts significantly on work behavior

already at 4 weeks. The predictive value of work history needs to be

further examined with longitudinal designs.
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P-10 Treatment (psychosocial) 3

P-10-001
Metacognitive training for patients with schizophrenia:
preliminary evidence for a targeted single-module program

R. Balzan (Flinders University Psychology, Adelaide, Australia),

P. Delfabbro, C. Galletly, T. Woodward

Objective: The present study focussed on testing the efficacy of a

newly implemented metacognitive training (MCT) program. This

program is designed to reduce a patient’s susceptibility to the

cognitive biases assumed to play a role in delusion formation and

maintenance, and thereby also reduce one’s delusional conviction,

preoccupation, and distress, whilst improving clinical insight into

one’s illness and satisfaction with life. A critical component of

evaluating the effectiveness of the MCT program is observing

whether a patient’s vulnerability to the cognitive biases (assumed to

underlie delusion formation and maintenance) has been reduced

post-training. Specifically, the current study is an investigation into

using a shorter, more targeted version of the MCT program, using

only two of the eight original modules, which focus on reducing a

patient’s tendency to become hyper-salient to evidence-hypothesis

matches.

Methods: A sample of 28 patients diagnosed with schizophrenia and

active delusions were either administered two modules of the MCT

program (n = 14), or continued treatment as usual (n = 14). All

patients were given various clinical measures designed to assess

delusional ideation (PANSS, SAPS, PDI), quality of life (WHO-

QOL) and insight (BCIS). They also completed tasks intended to

elicit cognitive biases (e.g., confirmation bias, illusions of control)

which previous research has linked to delusion formation/

maintenance.

Results: It was hypothesised that educating patients on the potential

mechanism behind these biases (i.e., hyper-salience of evidence-

hypothesis matches) would improve performance on these bias tasks

and also reduce delusional ideation whilst improving insight and

quality of life. Patients exhibited significant decreases in delusions,

significant increases in quality of life and insight, and significant

improvements in performance on the cognitive bias tasks relative to

controls.

Conclusion: Although interpretations of these results are limited due

to the small sample size, the results are noteworthy, and warrant

further investigation into targeted versions of the MCT program.

Policy of full disclosure: None.

P-10-002
Cognitive remediation therapy in schizophrenia

M. Fiste (Psychiatric Hospit Dromokaitio Syggrio, Chaidari-Athens,

Greece), M. Papagathaggelou, N. Lytra, E. Thermou, E. Neroutsos

Objective: More often cognitive remediation therapy is provided as

the most structured therapy in schizophrenia. This is an effort to

describe the focus of CRT, the difference between cognitive therapy

and CRT and the basic principles of that model.

Methods: Medline research, bibliographic review.

Results: CRT is a specific type of therapy that seems to improve the

cognitive difficulties experienced by people with schizophrenia. The

Cognitive Therapy focus is to explore and modify the dysfunctional

interpretation of beliefs and schemas, while, on the other hand,

Cognitive Remediation Therapy (CRT) focuses on the improvement

of neurocognitive deficits seen in schizophrenia such as memory,

attention and executive function. Remediation programs can use

paper and pencil exercises or computerized ones in order to encourage

the patient to develop strategies to process the information that he/she

has learned. Compensatory techniques aim at the training of the

deficient aspects of a cognitive function. It is a necessary condition

that CRT must only be used by stable patients.

Conclusion: Evidence based research and bibliographic review lead

us to the conclusion that Cognitive Remediation Therapy is effective

enough in schizophrenia. Although the number of studies for CRT in

schizophrenia is limited, we hope that we will have more of these in

the future because of the positive results.
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P-10-003
Does the integrated psychological therapy improve
neurocognition and social-functioning in patients
with schizophrenia?

A. Taksal (NIMHANS Clinical Psychology, Bangalore, India),

P. Sudhir, K. Kumar, J. Thirthalli, D. Vishwanath

Objective: The present study examined the effectiveness of the

Integrated Psychological Therapy (IPT) in improving neurocognition

and social-functioning in patients with schizophrenia.

Methods: A single group, open-label design with baseline, post

intervention and 3 month followup assessments was adopted. The

sample comprised of 29 clinically stable out-patients with schizo-

phrenia/schizoaffective disorder (DSMIV-TR) providing written

informed consent. Three main study variables were neurocognition,

social-functioning and symptomatology. The neurocognitive functions

assessed were—general intelligence, attention, verbal and visuospatial

working memory, processing speed, cognitive flexibility, phonemic

and category fluency, abstraction, abstract reasoning, visual and verbal

learning and memory. Social-functioning was assessed with Social and

Occupational Functioning Scale (sociooccupational functioning) and

Groningen Social Disabilities Schedule (role-functioning). Symp-

tomatology was assessed using the Positive and Negative Syndrome

Scale. Following baseline assessment, patients received 16–20, twice-

weekly, 1-h sessions of the IPT over 2.5–3 months. The structure and

content of the IPT was modified to make it culturally appropriate for

India. Therapy included psychoeducation, and four IPT modules-

Cognitive Differentiation, Social Perception, Verbal Communication

and Social Skills. Repeated measures analysis of variance was used to

compare the performance of the sample across the three time points for

the Completers sample (N = 23). Regression analysis was used to

determine predictors of treatment-outcome.

Results: Average age, age at onset and duration of illness were, 32, 22

and 11 years respectively. There was significant improvement from

baseline to follow-up in general intelligence, speed of processing,

verbal fluency, abstract reasoning, verbal and visual learning and

memory and social-functioning. Post-intervention, years of education

and baseline cognitive flexibility, visuospatial attention and working

memory emerged as predictors of sociooccupational functioning;

verbal memory and visuospatial attention and working memory at

baseline emerged as predictors of role-functioning.

Conclusion: IPT was effective in improving social-functioning and

neurocognitive functions in patients with schizophrenia. The dura-

bility of these improvements was demonstrated.
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Rehabilitation of communicative abilities in schizophrenic
patients through the cognitive pragmatics treatment: a pilot study

F. M. Bosco (University of Turin Department of Psychology, Turin,

Italy), I. Gabbatore, E. Geda, P. Gastaldo, F. Cauda, R. Angeleri,

E. Pirfo, T. Costa, S. Duca, B. G. Bara, K. Sacco

Objective: This study aims to test the efficacy of a new program

developed for the rehabilitation of communicative abilities (the Prag-

matic Cognitive Treatment) in patients with schizophrenia.

Communicative dysfunction is considered a common and invalidating

impairment of these patients. The treatment we propose addresses the

whole pragmatic competence, offering the patients an ecological setting

in which to learn how to manage everyday communicative interactions.

Methods: The efficacy of the proposed rehabilitation training has been

evaluated on a pilot group of 11 Italian native speaking patients with

schizophrenia (diagnosed by DSM-IV). Patients had a mean age of 40.09

(ranging from 29 to 51 SD = 6.59) and a mean education of 10.63 years

SD = 2.97. There were 6 males and 5 female. Exclusion criteria included

leucotomy, neurological disability and a history of drug/alcohol abuse.

The program consists of two sessions per week (12 weeks), focused on all

the aspects that constitute being able to effectively communicate: lin-

guistic, extralinguistic, paralinguistic, social appropriateness,

conversational skills, awareness, planning and theory of mind. Efficacy

has been evaluated through both behavioral measures (i.e. the equivalent

forms of the Assessment Battery for Communication (ABaCo, Bosco

et al. 2012, Journal of Communication Disorders, 45, 290–303), and a

selection of neuropsychological tests) and neuroimaging measures of

functional connectivity. In particular, cerebral changes have been

assessed by functional magnetic resonance imaging (fMRI). All mea-

sures have been performed pre- and post-training.

Results: After training, the patients significantly improved their per-

formance on ABaCo. fMRI data analysis showed changes of

functional connectivity.

Conclusion: Results of this study show the efficacy of the rehabili-

tation training on communicative performance. After training,

patients showed an improvement of their pragmatic abilities, assessed

by ABaCo, and also a modification of their cerebral connectivity.
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P-10-005
Cognitive-behavioural therapy and negative symptoms
of schizophrenia

M. Fiste (Psychiatric Hospital Dromokaitio Syggrio, Chaidari-Athens,

Greece), E. Neroutsos, N. Lytra, G. Triantafyllou, E. Thermou

Objective: The reduction of negative symptoms of schizophrenia is

significant for the clinical practice although it is not the first goal. In

this paper we have the first results of the efficacy of CBT on negative

symptoms of schizophrenia.

Methods: 17 outpatients with the diagnosis of schizophrenia that they

had at least one admission in psychiatric unit before. All diagnoses

were reviewed by an experienced psychiatrist head of the Psychiatric

Department of a General Hospital. All of them agreed to get in a

program with CBT and pharmacological treatment.

Results: The cognitive and behavioral interventions referred to the

improvement of quality of life, the activities of everyday living, the

social adjustment, the ability to care for themselves and the compli-

ance with their antipsychotic medicine. Such strategies were the

thought stopping, self-monitoring and social skills training. The

interviewer Rating Scales, PANSS, SANS, BPRS were used, before

the program initiation, after the 10th session and at the end of the

program following 2 years. These results have shown us that 14

outpatients have experienced more benefits than the ones they gained

from the pharmacological treatment alone.

Conclusion: Additional research is required to explore and test the

benefits of CBT on negative symptoms of schizophrenia from both

duration and cost effectiveness perspective.
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P-10-006
Effectiveness of group therapy aimed at overcoming schizophrenia

A. M. Rojas Rivera (Universidad de Viña del Mar Psicologı́a, San

Antonio, Chile)

Objective: The purpose of this research was to test the effectiveness

of group therapy in overcoming schizophrenia (SET) utilizing a

psychoeducational model

Methods: This study has a pre-experimental design, and uses a simple

group of twelve participants from the daycare centre for mental health

‘‘Dr Carlos Bresky’’. It uses a design pre test- post test for the fol-

lowing variables: (1) Knowledge of the disease, (2) Adherence to

treatment, (3) social cognition and (4) Social ways of coping.

Results: Using a paired samples student’s t test it was statistically

concluded that knowledge of the disease, social cognition and

adherence to treatment produced significant results, while social ways

of coping did not.

Conclusion: We conclude that the SET therapy is effective in its

implementation.

Policy of full disclosure: None.

P-10-007
Behavioural Activation for Negative Symptoms (BANS-NL):
a nurse intervention for psychotic disorders

A. Malda (Friesland Mental Health Service, Leeuwarden,

Netherlands), M. Pijnenborg, N. Boonstra, A. Aleman

Objective: Negative symptoms are a common phenomenon in

schizophrenia and play a role in poorer social functioning and lower

quality of life. However, current treatment strategies are only partly

effective and are subject of improvement. Depression shares several

features with negative symptoms: loss of goal directed behavior and

amotivation. Moreover, anticipatory pleasure, or the ability to experience

pleasure related to future activities, is diminished in both. Behavioral

activation is a well-researched and effective treatment strategy for

depression. Recent research data showed that behavioral activation might

be effective in patients with negative symptoms in schizophrenia. Aim:

To examine whether behavioral activation for negative symptoms

(BANS) is effective in treating negative symptoms of schizophrenia.

Methods: We will conduct a randomised controlled trial of patients

with schizophrenia (N = 100) living in sheltered housing and suf-

fering from persistent negative symptoms. Patients in the treatment

condition receive a minimum of 10 sessions of Behavioral Activation

for Negative Symptoms within 3 months, performed by trained nur-

ses. Patients in the control condition obtain the same amount of

befriending. Experience sampling and measurements take place at T0

(baseline), T1 (End of treatment) and follow-up at 6 months (T2) and

will be carried out by blind assessors. The primary outcome measure

is the degree of negative symptoms (SANS). Secondary outcome

measures are the degree of subjective experienced negative symptoms

(SENS), social functioning (SFS), quality of life (MANSA),
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depression (BDI-II-NL), activity level (number of preformed activi-

ties), anticipatory pleasure (likert scale).

Conclusion: Design of the study will be presented.

Policy of full disclosure: None.

P-10-008
Comparing psychological interventions of different complexities
with clinical outcomes in a high risk or psychotic adolescent
sample

P. Palombi (Università La Sapienza Neuropsichiatria Inafantile

Roma, Italy), A. Marconi, G. Colafrancesco, M. Ferrara

Objective: The purpose was to investigate the relation between dif-

ferent treatment options usually offered in our unit and their

correlation with clinical progress, variables and evolution of adaptive

functioning after 2 years of follow-up.

Methods: 37 patients, aged 12–18 years, referred to the Department of

Neuropsychiatry (University of Rome) during the first 6 months of

2010, were enrolled: 24 individuals received a diagnosis of psychosis,

13 met ultra-high risk criteria. At baseline and at follow-up, they were

evaluated using the SIPS/SOPS and PANSS. Variables related to

overall functioning, genetic vulnerability and socio-environmental

risk factors were collected. Data about the type and complexity of

intervention were collected using the Pattern of Care Schedule. A

descriptive analysis was executed and correlations were performed

between several clinical variables (diagnosis, test scores and type of

treatment) and clinical outcomes.

Results: At the follow-up, in the psychotic sample 19 individuals

received integrated treatment, 2 received only drug therapy. 9 subjects

continue to experience psychotic symptoms whereas 14 remitted from

frank symptomatology. In the high-risk sample, 46 % received inte-

grated treatment, 54 % received a single one. 1 subject made the

transition to psychosis. The clinical condition was stable in 77 % of

cases whereas 15 % were no longer in the ‘psychotic risk area’. We

obtained significant correlations between: the clinical progress and

complexity of the intervention; type of treatment and Gaf score

neuropsychiatric disorders and Disorders Axis II; consultations prior

to hospitalization and substance abuse.

Conclusion: The majority of HR individuals continued to experience

symptoms of receiving a ‘‘non-focused’’ treatment. In the psychotic

group there was highly clinical variability. The data suggest a early

intervention may have greater effect for HR adolescents but also

support the notion that research conducted to date may help to

identify a clinically useful concept (the ‘‘HR paradigm’’) without

allowing a recommendation for any specific approaches.
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P-10-010
Competitive work and schizophrenia: design of a project aiming
at obtaining and keeping a job through supported employment
and multifaceted collaboration

T. Kivekäs (Finnish Institute of Occupatio, Helsinki, Finland),

K. Ahola, N. Nevala, K.-P. Martimo

Objective: Competitive employment is an important goal for many

patients with schizophrenia for promoting social inclusion and quality

of life. In Finland, it is a national goal to support people with dis-

abilities to work on open labor market. In collaboration with

workplaces, occupational health services (OHS) are in a major role in

supporting employees’ work ability. The aim of this project is to

develop a practical collaborative model for helping people with

severe mental disorders to access competitive employment and

maintain the job.

Methods: This project has three phases. First, we aim to explore key

stakeholders’ experiences related to the difficulties and success of

people with severe mental disorders to obtain and maintain employ-

ment through focus group meetings. Second, a supported employment

model will be developed, based on previous literature and meetings of

key stakeholders. This model covers assessment of patients’ cognitive

functioning and job accommodation in order to match the job with

their cognitive capacities. In this model, occupational health profes-

sionals will have a central role in collaboration with employment

specialists and workplaces in recognising and understanding the

importance of cognitive deficits in job accommodation. Third, a pilot

study including 30 patients will be launched. The persons with severe

mental disorder who will find a job with the help of an employment

specialist will be followed up for 6 months by OHS. Assessments are

made at baseline and at 3 and 6 months’ follow-up. The employees,

employers and employment specialists will be interviewed after the

follow-up.

Conclusion: Supported employment is an evidence-based vocational

model for people with severe mental disorders. So far, in these models

collaboration with occupational health services (OHS) has not been

utilized. Our model including a role of the OHS will be further

developed based on the results of this pilot project.
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P-11-001
Perception of neutral and negative stimuli in unaffected first-
degree relatives of patients with schizophrenia

N. Klaasen (UMC & University Groningen NeuroImaging Center,

Groningen, Netherlands), J. van der Velde, P. Gromann, M. Swart,

E. Opmeer, D. Wiersma, R. Bruggeman, L. de Haan, L. Krabbendam,

A. Aleman

Objective: Patients with schizophrenia have been shown to attribute

salience to nonsalient information. Recent insights suggest that patients

often rate neutral pictures as more negative (Cohen & Minor, 2010) and

that they show more activation in emotional attention areas than healthy

controls when viewing neutral pictures. Activation while viewing neg-

ative pictures does not seem to differ (Anticevic et al., 2010). In

individuals clinically at risk for schizophrenia similar effects have been

found (Seiferth et al., 2007). In this study we examined whether unaf-

fected first-degree relatives of patients with schizophrenia show

increased neural responses to neutral stimuli compared to healthy con-

trols, while responses to negative stimuli are similar.

Methods: Fifty relatives and fifty matched healthy controls viewed

and rated neutral and negative images. Ratings were analyzed non-

parametrically. Brain activation, measured using functional Magnetic

Resonance Imaging (fMRI) was compared between groups for the

contrasts neutral [ fixation, negative [ fixation and negative [ neu-

tral. An initial threshold was set at p \ .001 and statistical

significance was defined as p \ 0.05 FWE corrected on cluster level.

Results: Relatives rated neutral pictures more negative than controls

(p = .006). There was no difference in the ratings of negative pictures

(p = .139). Controls, while viewing neutral pictures, showed occipital

and parietal activation related to visual processing. Furthermore, while

viewing negative pictures, activation was found in frontal emotional

processing areas and emotional attention areas like the precuneus, the

DMPFC and the insula. Relatives showed a similar activation pattern.
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Thus, there were no significant differences between the groups in acti-

vation for neutral or negative stimuli, or their comparison.

Conclusion: Although behavioral measures suggested that neutral

pictures may be more salient to relatives, measures of brain activation

did not reveal any differences. Therefore, our results do not support

the hypothesis of a difference between relatives and controls

regarding neural responses to negative and neutral stimuli.

Policy of full disclosure: None.

P-11-002
Emotion recognition as a predictor of transition to a psychotic
disorder in ultra-high risk patients

K. Allott (Orygen Research Centre, Parkville, Australia),

M. Schaefer, A. Thompson, B. Nelson, S. Bendall, C. Bartholomeusz,

P. McGorry, M. Schloegelhofer, A. Bechdolf, G. P. Amminger

Objective: Recent research has shown emotion recognition to be

impaired in individuals at ultra-high risk (UHR) for developing a

psychotic disorder compared to healthy controls. This longitudinal

study aimed to examine whether emotion recognition measured in

UHR patients at baseline predicts transition to a psychotic disorder

within 12 months.

Methods: Thirty-seven UHR patients aged 13–22 years participated

in the study. At baseline participants completed face and prosody

emotion recognition tasks, as well as measures of psychopathology,

functioning and IQ. Transition to a psychotic disorder over 12 months

was the primary outcome. A series of Cox regressions were per-

formed with emotion recognition as the predictor variable, while

controlling for covariates, with time to transition to a psychotic dis-

order as the dependent variable.

Results: Eleven (29.7 %) of the 37 participants transitioned to a

psychotic disorder over the 12-month follow-up period. Global face

or prosody emotion recognition accuracy was not predictive of

transition to a psychotic disorder. However, examination of rec-

ognition of specific emotions, while controlling for positive,

negative and global symptoms and functioning, showed that

accuracy in identifying neutral (p = .037) and fearful (p = .015)

emotion predicted transition to a psychotic disorder. Specifically,

lower accuracy in identifying neutral emotion and higher accuracy

in identifying fearful emotion was predictive of transition to a

psychotic disorder within 12 months. Examination of the separate

modalities revealed that this finding held for face but not prosody

emotion recognition.

Conclusion: These findings suggest that emotion recognition may be a

vulnerability marker for psychotic disorders.
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P-11-003
Mothers of schizophrenia patients: features of executive functions
and face recognition

N. Khamenka (Belarusian State Medical Unive Psychiatry

and medical psychol, Minsk, Belarus), M. Skuhareuskaya

Objective: Previous findings have suggested that neurocognition and

social cognition are affected in individuals with schizophrenia. The

aim of this study was to investigate executive function and emotion

recognition deficits in unaffected mothers of the patients with

schizophrenia.

Methods: Thirty schizophrenia patients mothers (Me 53.5 years), 34

healthy age-matched women completed the Wisconsin Card Sorting

Test, Face Memory Task and Face Recognition Task with a set of 40

photographs of faces including the five universal emotions as well as

neutral faces.Current psychological state of two groups was deter-

mined using a questionnaire SCL-90R.

Results: Wisconsin Card Sorting Test shows the impairment in

neurocognition in the group of patients’ mothers: less categories

completed (Me = 3 vs. control: Me = 6, p = 0.001) and more

perserverative errors (Me = 29 vs. controls: Me = 11, p \ 0.001).

Schizophrenia patients’ mothers have revealed deficits in face

memory (p = 0.056) and performed poorly in the Faces Emotion

Recognition Test (Me 29 correct answers vs. controls: 33,

p \ 0.001), Also they demonstrate impairment in recognition of

fearful and angry faces, but their accuracy was less different from

that of controls in the recognition of happy, sad and neutral

emotions. Abnormalities did not correlate with carrent psycholog-

ical state.

Conclusion: These results suggest that in Belarus population the

impairment in executive functioning and face recognition can be

perceived as potential endophenotypes of schizophrenia.
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P-11-004
Social cognition, language and social functioning in children
with genetic high risk for developing schizophrenia and bipolar
disorder

C. J. Christiani (MHS Capital Region of Denmark Psychiatric Center

BBH, Copenhagen, Denmark), J. R. Møllegaard Jepsen,

A. A. Thorup, N. Hemager, D. V. Ellersgaard, B. K. Burton,

A. Ranning, N. O. Mors, K. Plessen, M. Nordentoft

Objective: The main objective is to characterize possible impair-

ments in aspects of social cognition, language, and social

functioning in children with familial high risk for developing

schizophrenia (SZ) or bipolar disorder (BD). Further, we want to

assess, if impairments of social cognition, language, and impulse

control in the children and the severity and chronicity of the parent’s

disorder can predict the social functioning of the children. Finally,

possible associations between social and neurocognitive functions

will be assessed (i.e. speed of processing, verbal memory, verbal

working memory, and the speed and accuracy of facial emotion

recognition). High risk studies on social cognition and language

functions in offspring of SZ and BD parents are sparse and show

divergent results. Previous studies often assess one aspect of social

cognition only, which may have lead to divergent results. Many

high risk studies have studied language by means of subtests from

intelligence tests. However, specific language tests may be less

influenced by the level of intelligence.

Methods: We will establish a stratified cohort of 500 children, age 7,

with one, two, or no parents with SZ or BD. The cohort groups will be

drawn from the Danish Civil Registration System/Danish Psychiatric

Central Register: Cohort 1: Children with two parents with SZ

(N = 20) Cohort 2: Children with one parent with SZ (N = 180)

Cohort 3: Children with two parents with BD (N = 20) Cohort 4:

Children with one parent with BD (N = 80) Cohort 5: Children with

parents without SZ or BD (N = 200), matched with cohorts 1–4 on

age, gender, and urbanicity. Social cognitive functions will be

assessed with Animated Triangles, Happés Strange Stories- Revised,

and Emotion Recognition Task. Language will be assessed with Test

for Reception of Grammar 2, and Children’s Communication

Checklist II, and social functioning with the Vineland Interview and

the Social Responsiveness Scale.

Results: Data collection started in December 2012

Policy of full disclosure: None.
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P-11-005
Neurocognitive profiles in 7-year-old offspring of parents
with schizophrenia or with bipolar disorder—part of the Danish
High Risk and Resilience Study ‘‘VIA 7’’

N. Hemager (Region Hovedstadens Psykiatri Forskningsenheden,

Copenhagen, Denmark), J. R. Møllegaard Jepsen, A. Thorup, C.

A. Jerlang Christiani, A. Ranning, B. K. Burton, D. V. Ellersgaard,

M. Skjærbæk, N. P. Ole Mors, M. Nordentoft, K. J. Plessen

Objective: The aim is to characterize the neurocognitive profiles of

two groups of children at genetic high risk for developing schizo-

phrenia spectrum psychosis or bipolar disorder. The neurocognitive

domains include: Intelligence, memory, attention, processing speed,

executive functions, and decision making. Hypotheses: 1. Children

at genetic high risk for schizophrenia or bipolar disorder display a

broad array of cognitive deficits compared to children of parents

without these disorders. 2. Children at genetic high risk for

schizophrenia will show more severe neurocognitive impairments in

general intelligence, processing speed, memory, attention, set shift-

ing, planning and working memory in comparison with children at

genetic high risk for bipolar disorder. 3. Children at genetic high

risk for bipolar disorder will display more severe neurocognitive

deficits in decision making (considered to be influenced by emo-

tions) in comparison with children at genetic high risk for

schizophrenia.

Methods: We will establish a stratified cohort of 500 children aged 7:

Subgroup 1: All 7-year-old children in Denmark who have two par-

ents with schizophrenia spectrum psychosis. N = 20. Subgroup 2: A

sample of 7-year-old children who have one parent with schizo-

phrenia spectrum psychosis. N = 180. Subgroup 3: All 7-year-old

children in Denmark who have two parents with bipolar disorder.

N = 20. Subgroup 4: A sample of 7-year-old children who have one

parent with bipolar disorder. N = 80. Subgroup 5: A sample of

7-year-old children of parents with no history of schizophrenia

spectrum psychosis or bipolar disorder, matched with cohorts 1–4 on

age, gender, and urbanicity. N = 200. A comprehensive neuropsy-

chological test battery is used to characterize the following

neurocognitive domains in all subgroups: Intelligence (RIAS), verbal

memory (TOMAL-2), visual memory (RCFT and CANTAB), atten-

tion (CANTAB and TVA-based Whole Report), processing speed (D-

KEFS and WISC-IV), and executive functions including set shifting,

planning, verbal fluency, and working memory (CANTAB, D-KEFS,

and WISC-IV).

Results: Data collection has started December 2012 and is ongoing.

Policy of full disclosure: None.

P-11-006
Psychopathology in offspring of parents with schizophrenia
or bipolar disorder: Associations with neurodevelopmental
disturbances and childhood stress. Part of the Danish high risk
and resilience study—VIA 7

D. Ellersgaard (Mental Health Centre Research Unit, Copenhagen,

Denmark), A. Thorup, J. R. Jepsen, B. K. Burton, C. J. Christiani,

N. Hemager, M. Skjærbæk, A. Ranning, O. Mors, K. J. Plessen,

M. Nordentoft

Objective: Even though schizophrenia and bipolar disorder are

diseases that most often manifest themselves in adolescence or

early adulthood, previous high risk studies have shown that chil-

dren of patients with these diseases have a higher prevalence of

childhood psychiatric disorders compared with peers. The primary

objective of the study is to examine and describe the prevalence of

psychopathology among 7 year old children with increased

genetic risk of developing schizophrenia or bipolar disorder.

Within the populations of the earlier high risk studies, there have

been large age differences between subjects. In this study we want

to examine a group of children of the same age. Additionally we

want to examine children of parents with schizophrenia and

children of parents with bipolar disorder in the same study in order

to compare the prevalences of psychopathology between the dif-

ferent high risk groups. The secondary objectives are to examine

dysmorphology and stress among high risk children and to

examine whether dysmorphology and stress are associated to

psychopathology.

Methods: A Stratified cohort of 500 children at age 7 with either one,

two or none of the parents registered with schizophrenia spectrum

psychosis or bipolar disorder will be established, using Danish

national registers. Outcomes: The psychopathology of the children is

mapped categorically with ‘best estimate lifetime diagnoses’

through ‘Schedule for Affective Disorders and Schizophrenia for

School-Age Children Present and Lifetime Version’ (K-SADS-PL).

Dimensional psychopathology is assessed with various rating scales

assessed by parents, teachers and investigators. Minor Physical

Anomalies are assessed with ‘Waldrop Physical Anomaly Scale’

whereas craniofacial anthropometry is assessed through 3D imaging.

Psychosocial stress is assessed with ‘Daily Life Stressors Scale’,

stressful life events are mapped through the PTSD section of

K-SADS-PL and biological stress is assessed with measures of hair

cortisol.

Results: Data collection was commenced in December 2012 and is

ongoing.

Policy of full disclosure: None.

P-11-007
Maturation of mismatch negativity: implications for ultra high
risk schizophrenia research

R. Thienel (Uni Newcastle Translational Neuroscience, Waratah,

Australia), R. Fulham, B. Weismueller, N. Hanzon-Kilberg, H. Stain,

B. Patch, U. Schall

Objective: Mismatch negativity (MMN) is an event related potential

(ERP) component, usually obtained by presenting a train of identical

stimuli (Standard) interspersed with a physically deviant stimulus (i.e.

deviant in duration, frequency, or complex phonetic differences).

High-risk research uses MMN, to predict transition to psychosis.

However, reference data on normal MMN-development is sparse and

depends on the methodology. Therefore, the current study collected

developmental data in a large healthy cohort of volunteers between 6

and 25 years.

Methods: 67 participants (30f, 37 m, 16.8 ± 5.6 years) across 4 age-

groups (1) 6–10 years, N = 14;(2) 11–15 years, N = 13; (3) 16–20

years, N = 20; (4) 21–25 years, N = 20). Stimuli included 78 %

standard tones (50 ms, 1000 Hz, 80 dB SPL) and a probability of

7.3 % for each deviant, with duration-deviants (100 ms, 1000 Hz,

80 dB SPL), frequency-deviants (50 ms, 1200 Hz, 80 dB SPL) and

intensity-deviants (50 ms, 1000 Hz, 90 dB SPL) as well as a mon-

aural phonetic deviant run (Kraus et al., 1993). Data-acquisition and –

processing was done using Neuroscan-software and -hardware

(Neuroscan El Paso, Texas). According to the 10–20 system, EEG

was recorded from 9 sites (Fz, F3, F4, Cz, C3, C4, Pz, P3 and P4) with

two mastoids, referenced to a nose-electrode. MMN-difference-

waveforms were derived by subtracting deviants from standards, as

the mean across a 140–200 ms window (EEG-Display Version 6.3.10,

Fulham, 2012).
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Results: Age and deviant-type interacted, with significant increase of

MMN amplitudes to duration- and phoneme-deviants with increase of

age. Neuropsychological variables correlated with MMN.

Conclusion: The establishment of a developmental database of

MMN is crucial as a reference for high-risk populations. MMNs to

duration and phonetic deviants might be influenced notably by

neurodevelopment.

Policy of full disclosure: None.

P-11-008
Comparison of two video-based assessments for abnormal motor
behavior in adolescents at risk for psychosis

S. Schiebler (University Hospital Bern Psychiatry, Bern,

Switzerland), A. Tolev, K. Stegmayer, D. Hubl, W. Strik,

F. Schultze-Lutter, B. Schimmelmann, S. Walther

Objective: Motor signs are frequent in schizophrenia (Walther &

Strik, 2012). In addition, abnormal movements were reported in

subjects at high risk for developing psychosis (Mittal et al., 2011).

Video based ratings have previously applied a variety of instruments

to study abnormal movements in children and adolescents at risk or in

schizophrenia patients (Walker et al., 1994; Gharabawi et al., 2005).

In elderly schizophrenia patients different dyskinesia rating scales

demonstrated strong agreement in real-life assessments (Dean et al.,

2004). However, the agreement of ratings from video-taped interview

situations and ratings from video-taped structured assessments is

unknown. Furthermore, it still remains unclear whether this applies to

younger subjects at risk for psychosis.

Methods: We investigated 21videos of adolescents that underwent

screening for psychosis at the center for the early detection and

intervention in psychoses, University Hospital of Psychiatry Bern,

between 2011 and 2012. Video recordings were available for an

interview situation when subjects were seated at a table. In addition,

the examination procedure of the Abnormal Involuntary Movement

Scale (AIMS) was recorded on video for each participant. Two

trained raters separately and blinded to the diagnosis assessed the

videos regarding the severity of movement disorders using the AIMS

and the Dyskinesia Identification System: Condensed User Scale

(DISCUS). The DISCUS is empirically derived and contains 15 items

that are rated on a 0–4 (absent to severe) scale (Sprague, Kalachnik,

et al., 1984a; Kalachnik, et al., 1988 et 1993). Bivariate correlations

between AIMS and DISCUS scores were calculated.

Results: The analyses are still ongoing. Results will be presented at

the meeting.

Conclusion: We expect moderate correlation values with higher

scores in the structured examination (AIMS).

Policy of full disclosure: None.

P-11-009
Brain activation during self-reflection in ultra-high risk
for psychosis

E. Opmee (University Medial Center Neuroimaging Center,

Groningen, Netherlands), E. Liemburg, J. van der Velde, R. Nieboer,

L. Wunderink, A. Aleman

Objective: Disturbances in the basic sense of the self have been

associated with vulnerability for psychosis. The cortical midline

structures (CMS) of the brain, the inferior frontal gyrus (IFG), and

inferior parietal lobule (IPL) play an important role in self-reflective

processing. Previously, our group has reported abnormal activations

in these regions in patients with schizophrenia (van der Meer et al.,

2012) and in people with high psychosis proneness (Modinos et al.,

2011). The aim of the current study was to investigate brain activation

during self-reflection in a sample with an ultra-high risk (UHR) for

psychosis.

Methods: Twelve UHR-subjects were included in addition to twelve

age-, sex- and education-matched healthy controls (HC). All partici-

pants performed a self-reflection task during functional MRI

scanning. The task comprised a self-reflection, other-reflection and

semantic (baseline) condition. Both reflection conditions contained

positive and negative related traits.

Results: UHR-subjects attributed more negative (U = 26, p \ .05)

and less positive traits (U = 14.5, p \ .05) to themselves than HC.

There were no differences for other-related traits. Functional MRI

analyses showed that both groups robustly activated the CMS during

reflection of the traits to self and others compared to judging semantic

baseline sentences. Only during reflection of positive traits to the self,

between group differences were present: UHR-subjects showed more

activation in the right IFG and left IPL (p \ .001 unc.).

Conclusion: To conclude, UHR-subjects attributed less positive traits

to themselves, which on a neural level was reflected by more acti-

vation in areas relevant for self-reflective processing. This could

imply a less efficient processing of positive traits and might be

associated with low self-esteem and depression symptoms, which

have both been described in UHR-individuals.

Policy of full disclosure: None.

P-11-010
Formal thought disorder in high-risk for psychosis individuals

M. Skuhareuskaya (RSPC for Mental Health psychiatric, Minsk,

Belarus), Y. Fralova, N. Danilevich, E. Kudina

Objective: Formal Thought Disorder (FTD) has been considered as a

central characteristic of schizophrenia for many years. The presence

of subtle forms FTD was revealed in first-degree relatives of patients

with schizophrenia. FTD in combination with other high-risk criteria

may be a valuable predictor of subsequent development of psychosis.

Methods: The presence of FTD in clinical high risk individuals was

assessed with methods of experimental pathopsychology (L.Vygot-

sky, B.Zeigarnik, Yu.F.Polyakov and others). Zeigarnik considers

thinking in the framework of activity theory (A.N.Leontiev). There-

after, it is necessary to distinguish its dynamic, operational and

motivational disturbances. The last two ones are typical for schizo-

phrenia. Such disturbances are observed also in remission. The used

instruments are ‘classifications of objects and words’, ‘exclusion of

objects’, ‘interpretation of metaphors’, ‘mediated memorization’ and

‘pictograms’. All these instruments are widely used as a basic and

well validated method of pathopsychological assessment in Russian-

speaking countries. We assessed FTD in putatively late prodromal

individuals (n = 28), characterized by attenuated or brief psychotic

symptoms, and in early prodromal individuals (n = 41), mainly

characterized by the presence of basic symptoms (COPER criteria by

Schizophrenia Proneness Instrument).

Results: Distortion of intellectual operations (loose associations) was

revealed in 91 % of clinical high risk individuals. There were not

significant differences in number of distortions between late and early

prodromal individuals. Late prodromal state was associated with

higher number of emotionally cold images in pictograms, the pres-

ence of diversity of opinion, philosophizing (‘disorders of

motivational component of thinking’). In high-risk individuals with

subsequent development of psychosis were revealed dynamics of

FTD after the first psychosis with increasing numbers of distortions of

intellectual operations, empty and emotionally cold images in picto-

grams and difficulties in abstract thinking.
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Conclusion: FTD which can be detected by techniques of experi-

mental pathopsychology are closely associated with clinical high risk

for psychosis.

Policy of full disclosure: None.

P-11-011
Neurocognition and cathechol-O-methyltransferase Val/Met
polymorphism in high-risk for psychosis individuals

M. Skuhareuskaya (RSPC for Mental Health psychiatric, Minsk,

Belarus), V. Objedkov, I. Halayenka

Objective: Catechol-O-methyltransferase (COMT) is an enzyme

involved in the degradation of dopamine, especially in the prefrontal

cortex. The Val158Met polymorphism COMT has been extensively

studied as a putative risk factor for psychosis but results have been

inconsistent. The aim of this study is to investigate influence of this

polymorphism on neurocognitive functioning in subjects clinically at

high risk for psychosis.

Methods: We studied Val158Met polymorphism (rs4680) and cog-

nitive functions in clinical high risk for psychosis subjects,

characterized by the presence of attenuated psychotic symptoms or

basic symptoms (COPER criteria by Schizophrenia Proneness

Instrument). The participants (n = 73, Caucasian, mean age = 20.4)

were recruited for this study during the medical check-up before the

conscription. All participants were males. We examined the subjects’

performance using the Wechsler Adult Intelligence Scale and Cam-

bridge Automated Neuropsychological Test Battery. Genomic DNA

was isolated from peripheral lymphocytes by standard phenol proto-

col. Non-parametric Mann–Whitney U test was performed to

determine group differences.

Results: Genotype frequencies were consistent with Hardy–Weinberg

equilibrium. Individuals carrying enzymatically less active Met allele

of the COMT gene exhibit higher verbal intelligence quotient

(p = 0.012), better performance in one of the executive functions’

test (Intra-Extra Dimensional Set Shift, p = 0.049) and lower scores

of impulsivity (Information Sampling Task, p = 0.009) compared

with those homozygous for the Val allele. We revealed no significant

influence of COMT polymorphism on results of other cognitive tasks

assessed episodic memory and learning (Paired Associates Learning),

spatial working memory (SWM), spatial planning (One Touch

Stockings of Cambridge), reaction time, rapid visual information

processing. There is a tendency to better results in Met carriers in

SWM test (p = 0.063).

Conclusion: COMT Val158Met genotype was related to performance

in verbal IQ, executive function, impulsivity and decision making

tests, with better results in Met carriers. Genotype Val/Val is asso-

ciated with cognitive deficit previously considered as an intermediate

phenotype for schizophrenia.

Policy of full disclosure: None.

P-11-012
Adolescents at ultra-high risk for psychosis
with and without 22q11 deletion syndrome: a comparsion
of prodromal psychotic symptoms and general functioning

M. Armando (Children Hospital Bambino Gesù Neuroscince

Department, Rome, Italy), S. Vicari, P. Girardi, D. Menghini,

M. Digilio, M. Pontillo, R. Saba, L. Mazzone, A. Lin, M. Schafer,

P. Amminger

Objective: Comparative studies have shown that schizophrenic dis-

order in 22q11DS largely resembles schizophrenia in the general

population, but only few studies have investigated the features of

prodromal symptoms in 22q11DS. The aim of the present was to

investigate differences and similarities between two samples: patients

with 22q11DS clinically at risk for psychotic onset (UHR + 22q11DS

group) and patients at clinical high risk for psychotic onset (UHR

group).

Methods: The study was conducted on a sample of 30 individual-

sUHR + 22q11DS and 81 individuals at UHR without 22q11DS. The

two groups were compared on positive, negative and depressive

symptoms, level of general functioning and IQ.

Results: There was a significant group difference in negative symp-

toms, but no significant differences were found for positive, global

and total symptoms. The UHR + 22q11DS group showed a lower

level of general functioning. The clinical profile of the

UHR + 22q11DS group was clearly more homogeneous.

Conclusion: Even if the two UHR groups are comparable in terms of

positive symptoms, the UHR + 22q11DS have a specific clinical pattern

characterized by higher negative symptoms, lower general functioning

and an older age of onset of the UHR state. This finding may be of

clinical value for the development of specific therapeutic intervention

for UHR + 22q11DS, and of theoretical value since the two groups may

share only some underlying etiopathogenetic mechanism.

Policy of full disclosure: None.

P-12 Structural neuroimaging

P-12-001
White matter abnormalities in first episode psychosis: a DTI
study

T. Melicher (Prague Psychiatric Centre, Prague, Czech Republic),

P. Mikolas, F. Spaniel, J. Horacek, P. Mohr

Objective: In this study we aim to evaluate the presence and locali-

zation of white matter integrity deficits in drug-naive patients with

first episode psychosis.

Methods: We studied 55 patients with first episode psychosis (ICD-10

diagnoses F20, F23, confirmed by a clinical evalutation and M.I.N.I.

scale), and 53 matched healthy controls, aged 18–65, without prior

psychiatric diagnosis. Exclusion criteria included substance abuse,

other psychiatric comorbidity, duration of symptoms of over

24 months, or antipsychotic treatment longer than 72 h. Brain scans

were acquired on a 3T Siemens MRI scanner. Diffusion weighted

images were converted to NIFTI format using the DCM2NII tool.

Preprocessing was performed using FSL (FMRIB’s Software Library)

and it included eddy-current and head motion correction, and aver-

aging of images. Voxelwise statistical analysis of the FA data was

carried out using TBSS (Tract-Based Spatial Statistics), a part of FSL.

Voxelwise statistics were performed by randomise tool in FSL using

the threshold-free cluster enhancment (TFCE) option.

Results: We found significant decrease of fractional anisotropy (FA)

in patients as compared wilth healthy controls in the white matter of

the frontal, temporal, and parietal lobes, as well as in superior lon-

gitudinal fasciculus and corpus callosum.

Conclusion: Our findings indicate that the disruption of white matter

tract integrity that is often found in patients with chronic schizophrenia is

also present in virtually drug-naive patients with first episode psychosis.

This would suggest that the white matter abnormalities are an underlying

factor for the development of psychosis, rather than a result of the

ongoing disease, and/or the antipsychotic medication. Impaired con-

nectivity in general and white matter integrity disruption in particular

have lately been implied as possible patho-physiological mechanisms in

the development of psychotic disorders.

Policy of full disclosure: None.

Eur Arch Psychiatry Clin Neurosci (2013) 263 (Suppl 1):S7–S111 S105

123



P-12-002
Processing speed impairment is related to white matter damage
in schizophrenia

O. Rilo (University of Deusto Department of Methods and Expe,

Bilbao, Spain), J. Pena, N. Ibarretxe, O. Rusu, A. Loizaga, R. Avila,

C. Schretlen, M. Varvaris, N. Ojeda

Objective: Schizophrenia is associated with impairment in many

cognitive functions, but processing speed (PS) may be considered the

most prevalent deficit in this disorder. This cognitive function has

been related to white matter (WM) integrity in other pathologies and

in healthy aging in several brain areas. Our aim is to investigate the

relationship between performance on tasks of PS and whole brain

WM fractional anisotropy (FA) in schizophrenia.

Methods: We recruited 76 stable outpatients with schizophrenia

(mean age = 37), and 43 healthy controls (mean age = 43). Partic-

ipants were given an extensive battery of neuropsychological tests

and a diffusion tensor MR scan on a Siemens 3T scanner. Total

correct responses on the letter portion of the Salthouse Perceptual

Comparison Test (PCT) were considered indicative of PS and were

correlated with WM FA values. Whole-brain voxel-wise regression

analysis of PS and cerebral WM FA data was performed using TBSS

(Tract-Based Spatial Statistics) as implemented in FSL software.

Results: Participants with schizophrenia performed significantly worse

than controls on the PCT (p \ .001). Moreover, we found greater WM

integrity in the control group than in participants with schizophrenia

(p \ .05). The strongest positive correlation between performance on

the PCT and FA was found in a cluster of voxels (n = 42632) involving

the corpus callosum and the forceps minor (pcorrected = .002), and

other brain regions such as the right cerebral peduncle, right cortico-

spinal tract, right inferior fronto-occipital fasciculus, right uncinate

fasciculus, bilateral inferior longitudinal fasciculus, left superior lon-

gitudinal fasciculus, left optical radiation, right anterior thalamic

radiation and bilateral acoustic radiation. However, no correlations

between FA values and PCT scores were found in controls.

Conclusion: Our results reinforce the previously documented

impairment on tasks of PS in patients with schizophrenia as well as

the relationship between widespread decreased WM FA in the brain

and deficits in PS.

Policy of full disclosure: None.

P-12-003
White matter pathways of the salience system are altered
in schizophrenia

T. Bracht (University Hospital Bern Psychiatry and Psychtherapy,

Bern, Switzerland), H. Horn, W. Strik, A. Federspiel, N. Razavi,

K. Stegmayer, R. Wiest, T. Dierks, T. Mueller, S. Walther

Objective: The salience system in schizophrenia has been linked to

the emergence of delusions on the one hand and to negative symp-

toms such as affective flattening on the other hand. These hypotheses

are based on a growing body of functional magnetic resonance

imaging studies. However, to date no study in schizophrenia inves-

tigated the white matter pathways connecting core regions of the

salience system. It was the aim of the study to extract connection

pathways of the salience system in schizophrenia. We hypothesized

alterations of structural integrity of these pathways in schizophrenia.

Methods: 24 patients with schizophrenia and 22 healthy controls

matched for age and gender underwent diffusion tensor imaging (DTI)

scans. Using a probabilistic fibre tracking approach we extracted

connection pathways between the ventral tegmental area, the nucleus

accumbens, the amygdala, the hippocampus, the anterior cingulate

cortex, the medial and lateral orbitofrontal cortex and the dorsolateral

prefrontal cortex. Connection probabilities were compared between

groups using two sample t tests (p \ 0.05, FWE correction).

Results: We identified widespread alterations of connections path-

ways between core regions of the salience system. In schizophrenia

connection probabilities were increased, whereas the spatial extension

of connection pathways was decreased. There was a negative corre-

lation of connection probabilities and PANSS negative scores in

schizophrenia.

Conclusion: Alterations of white matter pathways of the reward

system in schizophrenia may contribute to the emergence of delusions

and negative symptoms in schizophrenia.

Policy of full disclosure: None.

Association of probability of connection and PANSS negative
scores of the Nucleus accumbens: orbitofrontal cortex connection:

P-12-004
Grey matter differences between bipolar patients and controls:
a voxel-based morphometry meta-analysis

R. Ganzola (Institut universitaire Giffard, Quebec, Canada),

S. Duchesne

Objective: Bipolar Disorder (BD) is amongst the most common

psychiatric illnesses. Multiple Magnetic Resonance (MR) studies

have attempted to clarify neurostructural abnormalities occurring in

BD. We present a retrospective meta-analysis of grey matter differ-

ences identified by voxel-based morphometry.

Methods: We selected all 14 articles comparing GM differences

between BD patients to control in the BrainMap database (http://

brainmap.org/). We used their software (Sleuth), which is able to

identify experiments of interest via keywords (voxel based mor-

phometry studies, subjects with BD diagnostic) and view the relevant

results in a standard brain space (Talairach). We separated the com-

parisons where BD patients had lesser GM volumes than controls

(958 subjects, 26 experiments, and 93 locations) from the compari-

sons where BD patients had greater GM volumes than controls (276

subjects, 9 experiments, 45 locations). We performed the meta-

analysis on these two paradigms (BD patients \controls and BD

patients [ controls) with the GingerALE software.

Results: We found lesser GM volumes bilaterally in the prefrontal

cortex, medial fronto-temporal gyrus, and in the anterior cingulate

gyrus of BD patients when compared to controls. Further, we found

less GM tissue in the inferior frontal and parietal cortex, and in the

caudate nucleus in the left side, in the insula and in the superior

temporal and parietal lobe in the right side. BD patients showed

greater GM volumes in the left hippocampal head and bilaterally in

the medial frontal cortex, posterior cingulate gyrus, postcentral gyrus

and precuneus.
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Conclusion: This meta-analysis confirms a model for BD that

involves morphological abnormalities in cerebral areas belonging to

the limbic system, which primarily modulates emotions. Moreover,

these specific areas could be used to orient MR studies on subjects

with high risk to develop BD, like offspring of BD parents, in the

prodromal phase of the disease.

Policy of full disclosure: None.

BDvsCTRL_analysis:

P-12-005
Incidental radiological findings on brain magnetic resonance
imaging in patients with first-episode psychosis and healthy
controls

I. Falkenberg (Philipps-University Department of Psychiatry,

Marburg, Germany), S. Benetti, W. Pettersson-Yeo, P. Dazzan,

A. Simmons, S. Williams, P. McGuire

Objective: In the diagnostic assessment of new-onset psychotic

symptoms it is essential to rule out organic pathology that may affect

the clinical management of the patient. However, as the exact per-

centage of organic psychosis is not well known, there is a debate about

whether or not routine brain imaging should be included in the

assessment of first-episode psychosis (FEP). Prevalence rates of

clinically relevant findings mostly come from studies evaluating brain

scans which have been performed as part of research studies. However,

imaging data acquired in research experiments is not equivalent to a

diagnostic assessment and can therefore not inform clinical practice.

Methods: We compared the prevalence of radiological findings in

MRI reports from (a) clinical (N = 307, FEP = 241) and (b) research

MRI reports (N = 206, FEP = 108). The findings were categorized

using referral criteria (immediate, urgent, routine or no referral).

Results: In the clinical sample, 15 % of the FEP scans and 6 % of the

controls scans were reported as abnormal. In the research sample 6 %

of the FEP patients and 4 % of the controls had and abnormal scan.

The majority of these findings required routine or no referral.

Conclusion: Our findings indicate that the percentage of patients with an

organic cause underlying their FEP identified by means of visual

inspection of MRI scans is low. However, there is an extensive body of

literature describing structural brain abnormalities in FEP and chronic

psychotic disorders, which can be identified at a group level using quan-

titative image analysis techniques. However, these abnormalities may not

be large enough to be detected in an individual’s clinical MRI. Although

our results support the notion that routine MRI screening should not be

considered necessary for the initial assessment of FEP, previous findings

of structural brain abnormalities in FEP suggest that neuroimaging may

help to identify biomarkers ofpsychosis in the future, thus improving early

diagnosis, treatment and monitoring of disease progression

Policy of full disclosure: None.

P-12-006
Structural alterations of the visual system in adolescents
with first-admission schizophrenia

R. Henze (University Heidelberg Child & Adolescent Psychiatry,

Heidelberg, Germany), R. Brunner, P. Parzer, M. Freitag, U.

Thiemann, F. Resch, B. Stieltjes

Objective: Previous region-of-interest (ROI) and voxel-based mor-

phometric (VBM) studies have found gray matter alterations in the

visual system in both adults and adolescents with schizophrenia. The

present study was conducted to investigate whether white matter

tracts associated with these regions are also affected in the early

stages of the disorder.

Methods: Using a 1.5 Tesla MRI scanner and diffusion tensor imaging

(DTI), 13 adolescents with first-admission schizophrenia were compared

with 13 healthy controls. The groups were matched for age, gender,

school type and handedness. The optic radiations were examined using

both fibertracking and tract-based spatial statistics (TBSS).

Results: Patients with schizophrenia displayed a significantly

decreased fractional anisotropy (FA) in the optic radiations identified

with fibertracking and TBSS.

Conclusion: These results contribute to a mounting body of evidence

from structural MRI studies about the nature of alterations in the

visual system in schizophrenia. Patients with schizophrenia often

experience complex visual disturbances and frequently present a

delayed or altered generation of saccades. Future studies should focus

on functional and structural networks associated with visual percep-

tion and with the generation and processing of saccades to further

improve our understanding of these features of the disorder.

Policy of full disclosure: None.

P-12-007
Alterations of hippocampal volumes and serum BDNF levels
in association to atypical antipsychotics in a sample of first
episode of schizophrenic patients

E. Rizos (Athens, Greece), M. Papathanasiou, P. Michalopoulou,

E. Laskos, A. Kastania, A. Douzenis, K. Vasilopoulou, I. Liappas

Objective: Structural brain alterations have been regarded in

schizophrenia as a result of neurodevelopmental processes of the

disorder. Specifically, reports have suggested that volumetric hip-

pocampal abnormalities are present at the onset of schizophrenic

disorder. Neurotrophins have established roles in schizophrenic

pathophysiology implicating in neuronal development and syna-

ptogenesis. The initiation of antipsychotic medication alters the

levels of neurotrophins and initially the serum BDNF levels and so

and furthermore in neuronal remodeling. However, it is unclear how

antipsychotic agents could influence the development of hippo-

campal structure, through a possible implication of the neurotrophin

system, and specifically through the brain-derived neurotrophic

factor activation.

Methods: In the present study we investigated the correlation between

serum BDNF levels, hippocampal volumes and the antipsychotic

medication in a sample of twenty (20) first episode drug-naı̈ve

patients with schizophrenia (FEP). In specific, we performed the

measures in a baseline step (before the initiation of any treatment) and

8 months after receiving either olanzapine, or risperidone, or que-

tiapine and or amisulpride.

Results: We found that hippocampal volumes (HVs) were decreased

8 months following to the initiation of an atypical antipsychotic agent

and these hippocampal alterations were associated to serum BDNF

levels alterations in our sample. Specifically, we found a statistical
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significant negative difference between left median corrected hippo-

campal volumes (t = 4.389, df = 8, p = 0.002), right median corrected

hippocampal volumes (t = 8.869, df = 8, p = 0.000) and serum BDNF

levels t = -4.170, df = 13, p = 0.001), following to antipsychotic

monotherapy for a period of 8 months, in our sample size.

Conclusion: These results suggest that even the initiation of a second

generation antipsychotic agent (SGA), which may have a probable neu-

rotrophic role (olanzapine or quetiapine) and the clinical improvement of

the patients’ psychopathology, the neurotoxic-neurodevelopmental phe-

nomenon in schizophrenia is still in progress 8 months later.

Policy of full disclosure: There is no conflict of interest.

P-12-008
Proton MRS findings in the corpus callosum genu and
auditory information processing in young male patients
with schizophrenia

I. Lebedeva (NMHRC RAMS, Moscow, Russia), N. Semenova,

S. Sidorin, V. Kaleda, A. Barkhatova, T. Akhadov

Objective: The aim of the study was to determine the relationships

between brain metabolic and neurophysiological markers in

schizophrenia.

Methods: 13 young (18–28 years old) male medicated patients with

schizophrenia (summarized PANSS scores 59.6 ± 7.7, mean illness

duration 13.5 ± 16.2 months) and 16 age and sex matched controls

were examined. 1H-magnetic resonance spectroscopy was conducted on

3T Phillips Achieva scanner (sequence PRESS, TE = 35, TR = 2000).

The voxel (20 9 15 9 10 mm3) was placed in the corpus callosum

genu. The ratio of NAA/H2O was analyzed. Auditory ERPs in the

standard auditory oddball paradigm (60 dB, 80 % non-targets

(1000 Hz), 20 % targets (2000 Hz) tones) were recorded and analyzed

on BrainWin (Russia) mapping system. The stimuli were presented in

2 s with 20 % variability. The peak amplitudes and latencies of N100 in

ERP to non-targets were examined.

Results: No intergroup differences were found for MRS data, however

N100 amplitudes were significantly lower in patients. No statistically sig-

nificant correlations between NAA and N100 parameters were recorded.

Conclusion: The statistically significant deviations were found in the

relatively early stages of non-target auditory information processing.

The insignificance of intergroup differences in MRS data was prob-

ably due to the absence of metabolic anomalies in the corpus callosum

genu in young male patients with relatively short illness duration.

However the restoring of this brain area functionality due to the

treatment can’t be ruled out also.

Policy of full disclosure: None.
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P-13-001
Spatial cognition in schizophrenia patients measured in virtual
reality tests based on animal research

M. Rodriguez (Psychiatric Center of Prague, Prague, Czech

Republic), I. Fajnerova, K. Vlcek, C. Brom, L. Konradova,

K. Dvorska, P. Mikolas, D. Levcik, J. Horacek, A. Stuhlik

Objective: The assessment of cognitive functions represents a

crucial step in the diagnostics and in therapy of schizophre-

nia. The main limitation of the traditionally used ‘‘paper-and-

pencil’’ tests is their incomparability to the tasks used in animal

species. The impact of such incomparability can be demonstrated

in very low predictive validity of the animal models of

schizophrenia.

Methods: To assess spatial learning, mental flexibility and working

memory using a test applicable in translational clinical research, we

designed virtual analogies of the two spatial animal tasks: the Morris

water maze (MWM) paradigm and the carousel maze (rotating arena).

The task of the tested subject was simply to find and remember

several hidden goal positions placed in the virtual environments. Both

groups have been tested using paper–pencil tasks as well, to assess

their cognitive functions using standardized methods. The patients

have been screened for positive and negative symptoms using the

PANSS scale; the antipsychotic medication transferred to chlor-

promazine equivalents was also recorded.

Results: Data obtained in 30 first-episode schizophrenia patients show

deficit of spatial cognition in both virtual tasks when comparing to

matched healthy controls (using the two-way ANOVA for repeated

measures). This deficit was confirmed using standardized neuropsy-

chological methods as well.

Conclusion: Our data do not show direct effect of antipsychotic

medication on the performance and they correspond well to the data

obtained previously in original animal studies using comparable

spatial tasks. We assume that presented virtual tasks could be used for

screening of spatial cognition in translational clinical studies.

Acknowledgements: The study was supported by IGA MZCR grant

NT-13386 and the institutional support from Academy of Sciences

(AV0Z50110509) and Prague Psychiatric Center (by MH CZ – DRO:

PCP, 00023752).
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P-13-002
Mismatch negativity in birds

U. Schall (The University of Newcastle Schizophrenia Research Inst,

Callagahn, Australia), B. Müller, C. Kärgel, O. Güntürkün

Objective: Mismatch negativity (MMN) is a neural response to

auditory deviant detection. It is mainly generated in the auditory cortex

and depends on N-methyl-D-aspartate receptor (NMDAR) function.

MNN attenuation is also considered the most robust electrophysiologi-

cal finding in schizophrenia where it is linked to clinical outcome.

Animal models for MMN studies, however, have been difficult to

establish. For instance, the most common rodent model lacks the pro-

longed NMDAR expression window which characterises primate brain

development and therefore limits the investigation of the neurodevel-

opmental underpinnings of schizophrenia. Birds differ in this respect

since their critical period of NMDAR expression mirrors that of humans.

The current pilot study seeks to establish MMN in birds.

Methods: We recorded event-related potentials in response to fre-

quent standard and rare deviant tones from Field L of the medial

caudal neostriatum (the avian homologue of the mammalian auditory

cortex) of five awake homing pigeons (Columba livia L) via chron-

ically implanted intracranial electrodes. The multiple standard

procedure was employed to control for stimulus probability effects

and reversing deviant and standard tones was used to control for

potential tonotopic (stimulus pitch) confounds.

Results: We found a robust MMN-like response in pigeons across all

control conditions. Moreover, the MMN-like response was attenuated

by a sub-anesthetic dose of the NMDAR antagonist ketamine.

Conclusion: Our findings confirm a MMN-like and NMDAR-medi-

ated neural response in pigeons, thus allowing further investigations

into neurodevelopmental NMDAR expression and maturation and its

potential pathology with relevance to schizophrenia and other related

neurodevelopmental disorders.

Policy of full disclosure: None.
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P-13-003
Sensorimotor learning in stable schizophrenia patients compared
to healthy young and elderly controls in two variations
of the rotary pursuit

L. De Picker (Collaborative Antwerp Psychiatric Research Initiative,

University of Antwerp, Antwerpen (Wilrijk), Belgium), W. Hulstijn,

G. Dumont, B. Sabbe

Objective: To compare sensorimotor learning in stable schizo-

phrenia patients, healthy age- and sex-matched controls and elderly

controls on two variations of the classic Rotary Pursuit; Circle

Pursuit (true motor learning) and Figure Pursuit (motor and

sequence learning).

Methods: In Circle Pursuit, a 2 cm target circle, rotating along a

predictable circular path on the computer screen, must be followed by

manipulating the pen on the writing tablet. The task consists of two

trials of six rotations each, target speed gradually increasing from 10 s

to 3 s per full rotation. In the eight-trial Figure Pursuit, subjects learn

to draw a complex figure by following a 10 mm target circle that

moves at a fixed speed along an invisible trajectory between and

around several goals. Tasks were administered thrice (day1, day2,

day7) to 16 patients with stable schizophrenia (S), 10 healthy age- and

sex-matched controls (Y) and 10 elderly controls ([65y; E) and

recorded with a digitizing tablet (WACOM1218RE) and pressure-

sensitive pen at 200 Hz frequency and 0.2 mm spatial accuracy.

Learning speed was assessed by linear increase of outcome variable

accuracy (% of time that cursor is within the target), after fitting the

best polynomial over trials.

Results: Both in Circle and Figure Pursuit all groups exhibited

learning effects (see Figures 1 and 2) and significant group differ-

ences in accuracy existed (E\S\Y, p \ 0.01). However, variance

analyses revealed a significant interaction of group and trial number

(p \ 0.01) only in Figure Pursuit, indicating a significant difference in

learning between groups in this task.

Conclusion: In our Pursuit continuous sensorimotor task, group dif-

ferences exist between schizophrenia patients and elderly and young

healthy controls. When a sequence learning component is added (Figure

Pursuit), there is also significant difference in the amount of learning

between the groups, matching our earlier results with this task.

Policy of full disclosure: This study was funded by Janssen Research

& Development.

P-13-004
A study of Neurological Soft Signs (NSS) in schizophrenia

C. S. Gupta (VIMHANS Psychiatry, New Delhi, India), T. Gupta,

S. Pattanayak, S. Aggarwal

Objective: The main aim and the first objective of the present research

was to assess the neurological soft signs (NSS) in patients with

schizophrenia and healthy controls. Second objective was to compare

the neurological soft signs (NSS) in patients with schizophrenia and

their healthy controls. And the third objective was to understand the

relationship between neurological soft signs (NSS) and various clin-

ical correlates of schizophrenia.

Methods: The cross sectional study design and purposive sampling

was used to collect the sample of 60 patients with schizophrenia

(cases) and 60 healthy subjects (controls). After obtaining the written

informed consent, they were assessed on socio-demographic data

sheet, Cambridge neurological inventory (CNI) and Positive and

Negative Syndrome Scale (PANSS).

Results: The results were analyzed using Descriptive Statistics i.e.,

Mean, Standard Deviation, Frequencies and Percentages, Chi square

test, t test and Pearson Product moment correlation. Results revealed

that patients with schizophrenia obtained high percentage score on all

three domains of NSS and their sub-scales. Cases and controls differ

significantly on all three domains of neurological soft signs (NSS)

(Primitive reflex, Motor co-ordination and Sensory integration).

Motor co-ordination and sensory integration were found to more

frequently occurring signs in schizophrenia. Results also revealed

positive significant relationship between all three domains of neuro-

logical soft signs (NSS) and different clinical correlates of

schizophrenia (positive symptoms, negative symptoms, general psy-

chopathology). However no relationship of NSS was found with age

and sex.

Conclusion: 1. Patients with schizophrenia have high prevalence of

NSS in comparison to healthy controls. 2. Cases and controls differ

significantly on all three domains of NSS (Primitive reflex, Motor co-

ordination and Sensory integration). 3. There is a positive correlation

between all three domains of NSS and different clinical correlates of

schizophrenia (positive symptoms, negative symptoms, general psy-

chopathology). 4. NSS is not related with age and sex.

Policy of full disclosure: None.Fig. 1 Figure Pursuit Accuracy

Fig. 2 Circle Pursuit Accuracy
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P-13-005
Predictive value of executive functions impairment in early-onset
schizophrenia spectrum psychosis: 6 years follow-up study

B. Remberk (IPiN Child and Adolescent Psychiatry, Warsaw,

Poland), A. K. Bazynska, J. Bragoszewska, F. Rybakowski

Objective: Early onset psychoses are usually considered to be asso-

ciated with poor outcome, however recent findings suggest that early

specific interventions may ameliorate the course of schizophrenia and

other psychotic disorders. Thus longitudinal research on prognostic

factors has become a priority. The aim of the study is assessment of

prognostic value of executive functions impairment.

Methods: Twenty-five patients with early onset schizophrenia spec-

trum psychosis (F20–F29 according to ICD-10) hospitalized in

adolescent psychiatry ward was assessed with Wisconsin Card Sort-

ing Test (WCST) during the index hospitalization. Subjects and/or

caregivers were interviewed again after mean 6 years of follow-up

(range 3.4–8.3 years). Association between baseline WCST results,

current diagnosis, illness course and functional outcome were ana-

lysed with SPSS statistical package.

Results: Mean age at the index admission was 16.1 ± 1.35 years,

mean age at the follow up 22.0 ± 2.1 years. Almost all subjects

(96 %) after the discharge continued for some time psychiatric

treatment and majority of them (76 %) had been rehospitalized during

the follow-up period. Mortality rate was 4 %—one subject had

committed suicide. Baseline number of completed categories and

number of perseverative errors in WCST were not associated with

gender, age of baseline assessment and baseline schizophrenia diag-

nosis. Higher number of perseverative errors (PE) and lower number

of completed categories (CC) what indicates worse WCST results

were associated with being currently under psychiatric care (PE,

r = 0.48, p = 0.013), current pharmacotherapy (PE, r = 0.55,

p = 0.0041) and current schizophrenia diagnosis (PE r = 0.54,

p = 0.0049; CC r = -0.56, p = 0.0039). Better performance mea-

sured by these two parameters was associated at the follow-up with

diagnostic shift outside the schizophrenia spectrum (PE r = -0.38,

p = 0.058 statistical trend; CC r = 0.48, p = 0.016).

Conclusion: In patients with early-onset psychosis baseline executive

functions impairment was associated with higher probability of fur-

ther psychiatric treatment and schizophrenia diagnosis.

Policy of full disclosure: None.
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Neurocognitive predictors of symptom severity in first-episode
schizophrenia

C. Mohn (Vestre Viken Hospital Trust Research Department,

Drammen, Norway), A.-K. Torgalsbøen

Objective: In schizophrenia patients, neurocognitive factors may

predict social function and activities of daily life (Green et al., 2004).

However, the contribution of cognitive function to illness severity is

not well known. This study aims to describe baseline cognitive pre-

dictors of symptom severity 1 year later.

Methods: Twenty-five (14 men, 11 women, mean age 21.0, SD

2.6 years) individuals with first-episode schizophrenia and receiving a

combination of medication and psychotherapy treatment were asses-

sed with the Positive and Negative Syndrom Scale (PANSS) and the

MATRICS Cognitive Consensus Battery (MCCB) at hospitalization

(baseline) and 1 year later.

Results: All PANSS subscales were reduced from baseline to follow-

up (Fs [ 28.00, ps \ .001, g2 s [ .54). Baseline Speed of Process-

ing, Attention/Vigilance, Working Memory, and Verbal Learning

predicted the Negative Symptoms score 1 year later (bs [ -.44,

ps \ .05). Baseline Attention/Vigilance and Verbal Learning pre-

dicted the Positive Symptoms score (bs [ -.51, ps \ .05). Baseline

Speed of Processing and Attention/Vigilance predicted the General

Pathology score (b -.42, p \ .05). Baseline Speed of Processing,

Attention/Vigilance, and Verbal Learning predicted the Total PANSS

score (bs [ -.44, ps \ .05).

Conclusion: Neurocognitive function at hospitalization may predict

illness severity 1 year later. This effect was strongest for the Atten-

tion/Vigilance domain. This demonstrates the importance of

neuropsychological assessment at intake as an aid in schizophrenia

treatment planning.

Policy of full disclosure: None.

P-13-008
Absorption and dissociative detachment,
but not compartmentalisation, are associated with psychosis-like
experiences in the general population

C. Humpston (Institute of Psychiatry Psychosis Studies, London,

United Kingdom), V. Bell, M. Mehta, Q. Deeley

Objective: Dissociative compartmentalisation represents the disinte-

gration of cognitive processes that are normally amendable by

conscious control. This study aims to investigate the relationship

between dissociative experience and psychosis-like phenomena and to

test the hypotheses that (a) dissociative compartmentalisation spe-

cifically predicts hallucination-like experience, and that

(b) dissociative compartmentalisation is not associated with delu-

sional ideation.

Methods: Cross-sectional design. 287 healthy participants from the

general population were tested with Harvard Group Scale of Hypnotic

Suggestibility, a measure of dissociative compartmentalisation, the

Dissociative Experiences Scale (DES; a measure of detachment-

related dissociative experiences e.g. depersonalisation and derealisa-

tion), the Tellegen Absorption Scale (TAS), the Peters et al. Delusions

Inventory (PDI) and the Cardiff Anomalous Perceptions Scale

(CAPS). Data was analysed with hierarchical multiple linear regres-

sion controlling for effects of age in SPSS 20.

Results: After controlling for age, Harvard scores predicted neither

CAPS scores (standardised b = -0.002, p = 0.967) nor PDI scores

(standardised b = -0.014, p = 0.801). In contrast the TAS predicted

both CAPS (standardised b = 0.445, p \ 0.0005) and PDI scores

(standardised b = 0.327, p \ 0.0005) as did the DES (CAPS:

standardised b = 0.248, p \ 0.0005; PDI: standardised b = 0.274,

p \ 0.0005). The models predicted 38 % of the variance in CAPS

score and 28.6 % of the variance in PDI score. Dissociative com-

partmentalisation was neither associated with anomalous experience

nor delusional ideation, although both were associated with an

absorption and detachment-like dissociative experiences.

Conclusion: The findings suggest that dissociative compartmentali-

sation does not contribute to the psychosis continuum, although

detachment-related dissociation is significantly related. These find-

ings shed new light on the relationship between dissociation and

psychotic-like phenomena and support the view that derealisation,

depersonalisation and absorption may be important contributors to

psychosis-like experience.
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Aberrant salience attribution in schizophrenia patients
and healthy participants with delusional experiences

S. Diner (Charité Psychiatry and Psychotherapy, Berlin, Germany),

A. Pankow, T. Katthagen, S. Koch, L. Deserno, A. Heinz,

F. Schlagenhauf

Objective: ‘‘Aberrant salience’’ attribution is considered to be one of

the central mechanisms underlying psychotic symptoms (Heinz,

2002; Kapur, 2003). It hypothesizes that irrelevant stimuli are pro-

cessed inappropriately and thus erroneously gain importance which

leads to the formation of delusional ideas. However, it was reported

that psychotic experiences can be found in the healthy population

(van Os, 2001). Taking this dimensional perspective into account, the

current study aims to examine weather aberrant salience plays a role

in positive symptoms of schizophrenia patients and if similar altera-

tions can be observed in healthy participants with delusional

experiences.

Methods: The Salience Attribution Test (SAT; Roiser 2009, 2010,

2012) was used to detect adaptive and aberrant salience (respon-

siveness to relevant and irrelevant stimuli) in schizophrenia patients

(ICD10, DSM4), healthy individuals with delusional and healthy

controls without delusional experiences. Healthy participants with

delusional experiences were selected from the high-end scores of the

Peters delusions inventory (Peters, 2004). The test monetarily rewards

quick responses to presented stimuli. Reward-relevant and reward-

irrelevant cues differ by means of two dimensions. The distinction

between relevant and irrelevant cues is assessed implicitly in reaction

times (RT) and explicitly on a Visual Analogue Scale (VAS).

Results: Preliminary results show that both groups, schizophrenia

patients and healthy individuals with delusional experiences, exhibit

elevated levels of implicit aberrant salience attribution when com-

pared to healthy controls without delusional experiences. Both groups

show impaired measures of implicit adaptive salience. Alterations in

measures of aberrant and adaptive salience appear to be more pro-

nounced in patients although the sample size is still limited.

Conclusion: The present study supports the dimensional approach

regarding the formation of positive symptoms in schizophrenia and

delusional experiences in the healthy population. Future studies may

investigate to what degree the attribution of aberrant salience depends

on measures of dopaminergic neurotransmission when comparing

these groups.

Policy of full disclosure: None.
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Willed actions and mechanisms of initiation, production
and control of cognitive responses in schizophrenia: a cue-based
protocol

R. Rinaldi (University of Mons Cognitive Sciences, Mons, Belguim),

L. Lefebvre

Objective: Presumably, our actions are guided by objectives and

goal-directed. Even the simplest non-reflex movement is preceded

by the formulation of goals which lead to the intention to act, to

‘‘volition’’. The experimental studies dedicated to volition try to

understand subject’s behavior in situations that are built to be as

close as possible to the ones in which the system responds freely, in

stimulus-independent contexts. The main criticism we can raise is

naturally that those studies will never succeed in assessing volition

in its natural context. However, they can try to comprehend vol-

untary actions. Voluntary actions can be defined as a construct in

terms of cognitive processes that is equivalent to volition. Then, the

instructions of experimental devices can be considered as engaging

the subjects to behave in a way that reflects what he conceives to be

an act of free will. Since Bleuler has described the poverty of actions

in schizophrenia in 1911, many studies and clinical descriptions

have underlined impairments in the action field in schizophrenics

(namely the initiation, control and attribution of action). So much so

that nowadays, many first-degree deficits (e.g. autobiographical

memories retrieval impairments, psychomotor slowing) are thought

to be linked with a broader issue involving action. Nevertheless, we

do not know much about this field of interpretation since, for

30 years now, almost all of the experimental studies on volition and

action impairments have focused on understanding their neural

correlates.

Methods: In parallel with those approaches, our study aims to analyze

voluntary actions in schizophrenia with a clinical point of view that

includes cueing processes and progressive contextual constraints

given during cognitive tasks.

Results: We are currently leading those investigations on a 50

schizophrenic patients group.

Conclusion: This study should lead to the creation of a unifying

model of voluntary actions and response planning in schizophrenia

that integrates theoretical and clinical elements.
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